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Disclaimer
SECTION I: USE OF THE CLINICAL PRACTICE GUIDELINE

This Clinical Practice Guideline document is based on the best information available as of March
2009, with a final updated literature search of December 2008. It is designed to provide
information and assist decision-making. It is not intended to define a standard of care, and
should not be construed as one, nor should it be interpreted as prescribing an exclusive course of
management.
Variations in practice will inevitably and appropriately occur when clinicians take into
account the needs of individual patients, available resources, and limitations unique to an
institution or type of practice. Every health-care professional making use of these
recommendations is responsible for evaluating the appropriateness of applying them in the
setting of any particular clinical situation. The recommendations for research contained within
this document are general and do not imply a specific protocol.
SECTION II: DISCLOSURE

Kidney Disease: Improving Global Outcomes (KDIGO) makes every effort to avoid any actual or
reasonably perceived conflicts of interest that may arise as a result of an outside relationship or a
personal, professional, or business interest of a member of the Work Group.
All members of the Work Group are required to complete, sign, and submit a disclosure and
attestation form showing all such relationships that might be perceived or actual conflicts of
interest. This document is updated annually and information is adjusted accordingly. All
reported information is published in its entirety at the end of this document in the Work Group
members’ Biographical and Disclosure Information section, and is kept on file at the KDIGO
administration office.

KDIGO gratefully acknowledges the following consortium of sponsors that make our
initiatives possible: Abbott, Amgen, Belo Foundation, Coca-Cola Company, Dole Food
Company, Genzyme, JC Penney, NATCO—The Organization for Transplant Professionals, National Kidney Foundation—Board of Directors, Novartis, Robert and Jane
Cizik Foundation, Roche, Shire, Transwestern Commercial Services, and Wyeth.
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1,25(OH)2D 1,25-Dihydroxyvitamin D
25(OH)D
25-Hydroxyvitamin D
ACC/AHA
American College of Cardiology/American
Heart Association
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Adverse event
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BMD
Bone mineral density
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Bone volume
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CKD–MBD Chronic kidney disease–mineral and bone disorder
CrCl
Creatinine clearance
CT
Computed tomography
CTX
Carboxyterminal cross-linking telopeptide of
bone collagen
CVD
Cardiovascular disease
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Reference Keys
Stages of chronic kidney disease
Stage

Description

GFR (ml/min per 1.73 m2)

Treatment

1
2
3
4
5

Kidney damage with normal or m GFR
Kidney damage with mild k GFR
Moderate k GFR
Severe k GFR
Kidney failure

X90
60–89
30–59
15–29
o15 (or dialysis)

1–5T if kidney transplant recipient
5D if dialysis (HD or PD)

CKD, chronic kidney disease; GFR, glomerular filtration rate; m, increased; k, decreased.

Conversion factors of metric units to SI units

Albumin
Bicarbonate
Calcitonin
Calcium, total
Calcium, ionized
Ca  P
Cholesterol, total
Creatinine
High-density lipoprotein cholesterol
Low-density lipoprotein cholesterol
Parathyroid hormone
Phosphorus (as inorganic phosphate)
Protein, total
Triglycerides
Urea nitrogen
Vitamin D, 1,25-dihydroxyvitamin D
Vitamin D, 25-hydroxyvitamin D

Metric Unit

Conversion Factor

SI Units

g/dl
mEq/l
pg/ml
mg/dl
mg/dl
mg2/dl2
mg/dl
mg/dl
mg/dl
mg/dl
pg/ml
mg/dl
g/dl
mg/dl
mg/dl
pg/ml
ng/ml

10
1
1
0.2495
0.25
0.0807
0.02586
88.4
0.02586
0.02586
0.106
0.3229
10
0.01129
0.357
2.6
2.496

g/l
mmol/l
ng/l
mmol/l
mmol/l
mmol2/l2
mmol/l
mmol/l
mmol/l
mmol/l
pmol/l
mmol/l
g/l
mmol/l
mmol/l
pmol/l
nmol/l

Note: Metric units  conversion factor=SI units.

NOMENCLATURE AND DESCRIPTION FOR RATING GUIDELINE
RECOMMENDATIONS
Each chapter contains recommendations that are graded as level 1 or level 2, and by the quality of the supporting evidence A, B, C, or
D as shown. In addition, the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

Implications
Grade

Patients

Clinicians

Policy

Level 1
‘We recommend’

Most people in your situation
would want the recommended
course of action and only a
small proportion would not

Most patients should receive
the recommended course
of action

The recommendation can be
adopted as a policy in most
situations

Level 2
‘We suggest’

The majority of people in your
situation would want the
recommended course of
action, but many would not

Different choices will be appropriate for
different patients. Each patient needs help
to arrive at a management decision consistent
with her or his values and preferences

The recommendation is likely to
require debate and involvement of
stakeholders before policy can
be determined

Grade

Quality of
evidence

Meaning

A
B
C
D

High
Moderate
Low
Very low

We are confident that the true effect lies close to that of the estimate of the effect
The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different
The true effect may be substantially different from the estimate of the effect
The estimate of effect is very uncertain, and often will be far from the truth
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Abstract
The 2009 Kidney Disease: Improving Global Outcomes (KDIGO) clinical practice guideline on
the management of chronic kidney disease–mineral and bone disorder (CKD–MBD) is intended
to assist the practitioner caring for adults and children with CKD stages 3–5, on chronic dialysis
therapy, or with a kidney transplant. The guideline contains recommendations on evaluation
and treatment for abnormalities of CKD–MBD. This disease concept of CKD–MBD is based on a
prior KDIGO consensus conference. Tests considered are those that relate to the detection and
monitoring of laboratory, bone, and cardiovascular abnormalities. Treatments considered are
interventions to treat hyperphosphatemia, hyperparathyroidism, and bone disease in patients
with CKD stages 3–5D and 1–5T. The guideline development process followed an evidence based
approach and treatment recommendations are based on systematic reviews of relevant treatment
trials. Recommendations for testing used evidence based on diagnostic accuracy or risk
prediction and linked it indirectly with how this would be expected to achieve better outcomes
for patients through better detection, evaluation or treatment of disease. Critical appraisal of the
quality of the evidence and the strength of recommendations followed the GRADE approach. An
ungraded statement was provided when a question did not lend itself to systematic literature
review. Limitations of the evidence, especially the lack of definitive clinical outcome trials, are
discussed and suggestions are provided for future research.
Keywords: Guideline; KDIGO; chronic kidney disease; dialysis; kidney transplantation; mineral
and bone disorder; hyperphosphatemia; hyperparathyroidism

CITATION

In citing this document, the following format should be used: Kidney Disease: Improving Global
Outcomes (KDIGO) CKD–MBD Work Group. KDIGO clinical practice guideline for the
diagnosis, evaluation, prevention, and treatment of chronic kidney disease–mineral and bone
disorder (CKD–MBD). Kidney International 2009; 76 (Suppl 113): S1–S130.
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Foreword
Kidney International (2009) 76 (Suppl 113), S1–S2; doi:10.1038/ki.2009.188

Clinical practice guidelines serve many purposes. First and
foremost, guidelines help clinicians and other caregivers deal
with the exponential growth in medical literature. It is
impossible for most busy practitioners to read, understand,
and apply a rapidly changing knowledge base to daily clinical
practice. Guidelines can help fill this important need.
Guidelines can also help to expose gaps in our knowledge,
and thereby suggest areas where additional research is
needed. Only when evidence is sufficiently strong to conclude
that additional research is not needed should guidelines be
used to mandate specific medical practices with, for example,
clinical performance measures.
Methods for developing and implementing clinical
practice guidelines are still relatively new and many questions
remain unanswered. How should it be determined when a
clinical practice guideline is needed? Who should make that
determination? Who should develop guidelines? Should
specialists develop guidelines for their practice, or should
unbiased, independent clinicians and scientists develop
guidelines for them? Is it possible to avoid conflicts of
interest when most experts in a field conduct research that
has been funded by industry (often because no other funding
is available)? Should guidelines offer guidance when strong
evidence is lacking, should they point out what decisions
must be made in the absence of evidence or guidance, or
should they just ignore these questions altogether, that is,
make no statements or recommendations?
Professional societies throughout the world have decided
that there is a need for developing clinical practice guidelines
for patients with chronic kidney disease (CKD). Along with
this perceived need has come the realization that developing
high-quality guidelines requires substantial resources and
expertise. An uncoordinated and parallel or repetitive
development of guidelines on the same topics reflects a
waste of resources. In addition, there is a growing awareness
that CKD is an international problem. Therefore, Kidney
Disease: Improving Global Outcomes (KDIGO) was established in 2003 as an independent, nonprofit foundation,
governed by an international board of directors, with its
stated mission to ‘improve the care and outcomes of kidney
disease patients worldwide through promoting coordination,
collaboration, and integration of initiatives to develop and
implement clinical practice guidelines.’
To date, KDIGO guideline initiatives have originated in
discussions among the KDIGO Executive Committee members and the KDIGO Board of Directors. In some instances,
topic areas have been vetted at KDIGO ‘Controversies
Conferences.’ If there is then a consensus that guideline
development should go forward, two Work Group chairs are
Kidney International (2009) 76 (Suppl 113), S1–S2

appointed, and with the help of these chairs, other Work
Group members are selected. Efforts are made to include a
broad and diverse expertise in the Work Group, and to have
international representation. Work Groups then meet and
work with a trained, professional evidence review team to
develop evidence-based guidelines. These guidelines are
reviewed by the KDIGO Board of Directors, and a revision
is then sent out for public comment. Only then is a final,
revised version developed and published.
The mineral and bone disorder of CKD (CKD–MBD) has
been an area of intense interest and controversy. In 2005,
KDIGO sponsored a controversies conference ‘Definition,
Evaluation and Classification of Renal Osteodystrophy.’ The
results of this conference were summarized in a position
statement that was published in 2006. The consensus
of the attendees at this conference was that a new set
of international guideline on CKD–MBD was indeed
warranted.
Therefore, KDIGO invited Sharon Moe, MD, and Tilman
Drüeke, MD, to co-chair a Work Group to develop a
CKD–MBD guideline. The Work Group was supported by the
Evidence Review Team at the Tufts Center for Kidney Disease
Guideline Development and Implementation at Tufts Medical Center, Boston, MA, with Katrin Uhlig, MD, MS, as the
Evidence Review Team’s Project Director. The Work Group
met on five separate occasions over a period of 2 years,
reviewing evidence and drafting guideline recommendations.
The KDIGO Board reviewed a preliminary draft, and
ultimately the final document. Importantly, the guideline
was also subjected to public review and comment.
During the development of the CKD–MBD guideline,
KDIGO continued to develop a system for rating the strength
of recommendations and the overall quality of evidence
supporting those recommendations. A task force had been
formed that ultimately made recommendations to the
KDIGO Board. After extensive discussion and debate, the
KDIGO Board of Directors in 2008 unanimously approved a
modification of the Grading of Recommendations Assessment, Development, and Evaluation system. The system that
was adopted allows provision of guidance even if the evidence
base is weak, but makes the quality of the available evidence
transparent and explicit. It is described in detail in the
present CKD–MBD guideline (Chapter 2).
The strength of each recommendation is rated 1 or 2, with
1 being a ‘We recommend y’ statement implying that most
patients should receive the course of action, and 2 being a
‘We suggest y’ statement implying that different choices will
be appropriate for different patients with the suggested
course of action being a reasonable choice. In addition, each
S1
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statement is assigned an overall grade for the quality of
evidence, A (high), B (moderate), C (low), or D (very low).
The grade of each recommendation depends on the quality of
the evidence, and also on additional considerations.
A key issue is whether to include guideline statements on
topics that cannot be subjected to a systematic evidence
review. KDIGO has decided to meet this need by including
some statements that are not graded. Typically, ungraded
statements provide guidance that is based on common
sense, for example, reminders of the obvious and/or
recommendations that are not sufficiently specific enough
to allow the application of evidence. Examples include the
frequency of laboratory testing and the provision of routine
medical care.
The CKD–MBD guideline encompasses many aspects of
care for which there is little or no evidence to inform
recommendations. Indeed, there are only three recommendations in the CKD–MBD guideline for which the overall
quality of evidence was graded ‘A,’ whereas 12 were graded
‘B,’ 23 were graded ‘C,’ and 11 were graded ‘D.’ Although
there are reasons other than quality of evidence to make a
grade 1 or 2 recommendation, in general, there is a
correlation between the quality of overall evidence and the
strength of the recommendation. Thus, there are 10
recommendations graded ‘1’ and 39 graded ‘2.’ There were
two recommendations graded ‘1A,’ five were ‘1B,’ three were
‘1C,’ and none were ‘1D.’ There was one graded ‘2A,’ seven
were ‘2B,’ 20 were ‘2C,’ and 11 were ‘2D.’ There were 12
statements that were not graded.
The grades should be taken seriously. The lack of
recommendations that are graded ‘1A’ suggests that there
are few opportunities for developing clinical performance

S2

measures from this guideline. The preponderance of ‘2’
recommendations suggests that patient preferences and
other circumstances should be strongly considered when
implementing most recommendations. The lack of ‘A’ and ‘B’
grades of overall quality of evidence is a result of the lack of
patient-centered outcomes as end points in the majority of
trials in this field, and thus suggests strongly that additional
research is needed in CKD–MBD. Indeed, the extensive
review that led to this guideline often exposed significant
gaps in our knowledge. The Work Group made a number of
specific recommendations for future research needs. This will
hopefully be of interest to future investigators and funding
agencies.
All of us working with KDIGO hope that the guidelines
developed by KDIGO will in some small way help to fulfill its
mission to improve the care and outcomes of patients with
kidney disease. We understand that these guidelines are far
from perfect, but we are confident that they are an important
step in the right direction. A tremendous amount of work has
gone into the development of the KDIGO CKD–MBD
guideline. We sincerely thank Sharon Moe, MD, and Tilman
Drüeke, MD, the Work Group chairs, for the tremendous
amount of time and effort that they put into this challenging,
but important, guideline project. They did an outstanding
job. We also thank the Work Group members, the Evidence
Review Team, and the KDIGO staff for their tireless efforts.
Finally, we owe a special debt of gratitude to the founding
KDIGO Co-Chairs, Norbert Lameire, MD, and especially
Garabed Eknoyan, MD, for making all of this possible.
Kai-Uwe Eckardt, MD
Co-Chair, KDIGO

Bertram L Kasiske, MD
Co-Chair, KDIGO
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Chapter 1: Introduction and definition of CKD–MBD
and the development of the guideline statements
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INTRODUCTION AND DEFINITION OF CKD–MBD

Chronic kidney disease (CKD) is an international public
health problem affecting 5–10% of the world population.1 As
kidney function declines, there is a progressive deterioration
in mineral homeostasis, with a disruption of normal serum
and tissue concentrations of phosphorus and calcium, and
changes in circulating levels of hormones. These include
parathyroid hormone (PTH), 25-hydroxyvitamin D (25(OH)D),
1,25-dihydroxyvitamin D (1,25(OH)2D), and other vitamin
D metabolites, fibroblast growth factor-23 (FGF-23), and
growth hormone. Beginning in CKD stage 3, the ability of the
kidneys to appropriately excrete a phosphate load is
diminished, leading to hyperphosphatemia, elevated PTH,
and decreased 1,25(OH)2D with associated elevations in the
levels of FGF-23. The conversion of 25(OH)D to 1,25(OH)2D
is impaired, reducing intestinal calcium absorption and
increasing PTH. The kidney fails to respond adequately to
PTH, which normally promotes phosphaturia and calcium
reabsorption, or to FGF-23, which also enhances phosphate
excretion. In addition, there is evidence at the tissue level of a
downregulation of vitamin D receptor and of resistance to
the actions of PTH. Therapy is generally focused on
correcting biochemical and hormonal abnormalities in an
effort to limit their consequences.
The mineral and endocrine functions disrupted in CKD
are critically important in the regulation of both initial bone
formation during growth (bone modeling) and bone
structure and function during adulthood (bone remodeling).
As a result, bone abnormalities are found almost universally
in patients with CKD requiring dialysis (stage 5D), and in the
majority of patients with CKD stages 3–5. More recently,
there has been an increasing concern of extraskeletal
calcification that may result from the deranged mineral and
bone metabolism of CKD and from the therapies used to
correct these abnormalities.
Numerous cohort studies have shown associations between
disorders of mineral metabolism and fractures, cardiovascular
disease, and mortality (see Chapter 3). These observational
studies have broadened the focus of CKD-related mineral and
bone disorders (MBDs) to include cardiovascular disease
(which is the leading cause of death in patients at all stages of
CKD). All three of these processes (abnormal mineral
metabolism, abnormal bone, and extraskeletal calcification)
are closely interrelated and together make a major contribution
to the morbidity and mortality of patients with CKD.
The traditional definition of renal osteodystrophy did not
accurately encompass this more diverse clinical spectrum,
Kidney International (2009) 76 (Suppl 113), S3–S8

based on serum biomarkers, noninvasive imaging, and bone
abnormalities. The absence of a generally accepted definition
and diagnosis of renal osteodystrophy prompted Kidney
Disease: Improving Global Outcomes (KDIGO) to sponsor a
controversies conference, entitled ‘Definition, Evaluation,
and Classification of Renal Osteodystrophy,’ held on 15–17
September 2005 in Madrid, Spain. The principal conclusion
was that the term ‘CKD–Mineral and Bone Disorder
(CKD–MBD)’ should be used to describe the broader clinical
syndrome encompassing mineral, bone, and calcific cardiovascular abnormalities that develop as a complication of
CKD (Table 1). It was also recommended that the term ‘renal
osteodystrophy’ be restricted to describing the bone pathology associated with CKD. The evaluation and definitive
diagnosis of renal osteodystrophy require a bone biopsy,
using an expanded classification system that was developed at
the consensus conference based on parameters of bone
turnover, mineralization, and volume (TMV).2
The KDIGO CKD–MBD Clinical Practice Guideline Document

KDIGO was established in 2003 as an independently incorporated nonprofit foundation governed by an international
board of directors with the stated mission to ‘improve the
care and outcomes of kidney disease patients worldwide
through promoting coordination, collaboration, and integration of initiatives to develop and implement clinical practice
guidelines’. The 2005 consensus conference sponsored by
KDIGO was seen as an initial step in raising awareness of the
importance of this disorder. The next stage was to develop an
international clinical practice guideline that provides guidance on the management of this disorder.
CHALLENGES IN DEVELOPING THIS GUIDELINE

The development of this guideline proved challenging for a
number of reasons. First, the definition of CKD–MBD was
new and had not been applied to characterize populations in
published clinical studies. Thus, each of the three components of CKD–MBD had to be addressed separately. Second,
the complexity of the pathogenesis of CKD–MBD make it
difficult to completely differentiate a consequence of the
disease from a consequence of its treatment. Moreover,
different stages of CKD are associated with different features
and degrees of severity of CKD–MBD. Third, differences exist
throughout the world in nutrient intake, availability of
medications, and clinical practice. Fourth, many of the local
guidelines that already exist are based largely on expert
opinion rather than on strong evidence, whereas KDIGO
S3
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Table 1 | KDIGO classification of CKD–MBD and renal osteodystrophy
Definition of CKD–MBD
A systemic disorder of mineral and bone metabolism due to CKD manifested by either one or a combination of the following:
K Abnormalities of calcium, phosphorus, PTH, or vitamin D metabolism.
K Abnormalities in bone turnover, mineralization, volume, linear growth, or strength.
K Vascular or other soft-tissue calcification.
Definition of renal osteodystrophy
K Renal osteodystrophy is an alteration of bone morphology in patients with CKD.
K It is one measure of the skeletal component of the systemic disorder of CKD–MBD that is quantifiable by histomorphometry of bone biopsy.
CKD, chronic kidney disease; CKD–MBD, chronic kidney disease–mineral and bone disorder; KDIGO, Kidney Disease: Improving Global Outcomes; PTH, parathyroid hormone.
Adapted with permission from Moe et al.2

aims to base its guidelines on an extensive and systematic
analysis of the available evidence. Finally, this is a disorder
unique to CKD patients, meaning that there are no randomized controlled trials in the non-CKD population that
can be generalized to CKD patients, and only a few large
studies involving CKD patients.
COMPOSITION OF THE WORK GROUP AND PROCESSES

A Work Group of international experts charged with
developing the present guideline was chosen by the Work
Group Chairs, who in turn were chosen by the KDIGO
Executive Committee. The Work Group defined the questions and developed the study inclusion criterion a priori.
When it came to evaluating the impact of therapeutic
agents, the Work Group agreed a priori to evaluate only
randomized controlled trials of a 6-month duration with a
sample size of at least 50 patients. An exception was made for
studies involving children or using bone biopsy criterion as
an end point, in which smaller sample sizes were accepted
because of the inherent difficulties in conducting these
studies.
Defining end points

End points were categorized into three levels for evaluation:
those of direct importance to patients (for example,
mortality, cardiovascular disease events, hospitalizations
fracture, and quality of life), intermediate end points (for
example, vascular calcification, bone mineral density (BMD),
and bone biopsy), and biochemical end points (for example,
serum calcium, phosphorus, alkaline phosphatases, and
PTH). Importantly, the Work Group acknowledged that
these intermediate and biochemical end points are not
validated surrogate end points for hard clinical events unless
such a connection had been made in a prospective treatment
trial (Figure 1).
CONTENT OF THE GUIDELINE

The guideline includes detailed evidence-based recommendations for the diagnosis and evaluation of the three
components of CKD–MBD—abnormal biochemistries, vascular calcification, and disorders of the bone (Chapter 3)—
and recommendations for the treatment of CKD–MBD
(Chapter 4). In preparing Chapter 3, studies that assessed
S4

the diagnosis, prevalence, natural history, and risk relationships of CKD–MBD were evaluated. Unfortunately, there was
frequently no high-quality evidence to support recommendations for specific diagnostic tests, thresholds for defining
disease, frequency of testing, or precisely which populations
to test. Multiple studies were reviewed that allowed the
generation of overview tables listing a selection of pertinent
studies. For the treatment questions, systematic reviews
were undertaken of randomized controlled trials and the
bodies of evidence were appraised following the Grades of
Recommendation Assessment, Development, and Evaluation
approach.
Public review version

The initial version of the CKD–MBD guideline was developed
by using very rigorous standards for the quality of evidence
on which clinical practice recommendations should be based.
Thus, the Work Group limited its recommendations to areas
that it felt were supported by high- or moderate-quality
evidence rather than areas in which the recommendation was
based on low- or very-low-quality evidence and predominantly expert judgment. The Work Group was most sensitive
to the potential misuse and misapplication of recommendations, especially, as pertains to targets and treatment
recommendations. The Work Group believed strongly that
patients deserved treatment recommendations based on
high-quality evidence and physicians should not be forced
to adhere to targets and use treatments without sound
evidence showing that benefits outweigh harm. The Work
Group recognized that there had already been guidelines
developed by different entities throughout the world that did
not apply these criteria. In the public review draft, the Work
Group provided discussions under ‘Frequently Asked
Questions’ at the end of each chapter to provide practical
guidance in areas of indeterminate evidence or to highlight
areas of controversy.
The public review overwhelmingly agreed with the
guideline recommendations. Interestingly, most reviewers
requested more specific guidance for the management of
CKD–MBD, even if predominantly based on expert judgment, whereas others found the public review draft to be a
refreshingly honest appraisal of our current knowledge base
in this field.
Kidney International (2009) 76 (Suppl 113), S3–S8
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Surrogate outcome Observational
trial
association1
(phosphate binder A)

Clinical outcome trial
in same drug class2
(phosphate binder B)

Clinical outcome trial
in different drug class3
(phosphate binder C)

Intervention

Intervention

Intervention

Treatment with
phosphate binder A

Treatment with
phosphate binder B

Treatment with
phosphate binder C

Surrogate
outcome

Surrogate
outcome

Surrogate
outcome

Surrogate
outcome

Slowing of calcification

Less calcification

Slowing of calcification

Slowing of calcification

Clinical
outcome

Clinical
outcome

Clinical
outcome

Less CVD risk

Less CVD events

Less CVD events

Figure 1 | Interpreting a surrogate outcome trial. When interpreting the validity of a surrogate outcome trial, consider the following
questions: 1. Is there a strong, independent, consistent association between the surrogate outcome and the clinical outcome? This is a
necessary but not, by itself, sufficient prerequisite. 2. Is there evidence from randomized trials in the same drug class that improvements in
the surrogate outcome have consistently led to improvements in the clinical outcome? 3. Is there evidence from randomized trials in other
drug classes that improvement in the surrogate outcome has consistently led to improvement in the clinical outcome? Both 2 and 3 should
apply. This figure illustrates principles outlined in Users’ Guide for Surrogate Endpoint Trial3 and the legend is modified after this reference.
Phosphate binders, calcification, and CVD are chosen as an example. CVD, cardiovascular disease.

Responses to review process and modifications

In response to the public review of the CKD–MBD guideline,
and in the context of a changing field of guideline
development, grading systems, and the need for guidance
in complex areas of CKD management, the KDIGO Board in
its Vienna session in December 2008 refined its remit to
KDIGO Work Groups. It confirmed its charge to the Work
Groups to critically appraise the evidence, but encouraged
the Work Groups to issue practical guidance in areas of
indeterminate evidence. This practical guidance rests on a
combination of the evidentiary base that exists (biological,
clinical, and other) and the judgment of the Work Group
members, which is directed to ensuring ‘best care’ in the
current state of knowledge for the patients.
In the session of December 2008, the KDIGO Board also
revised the grading system for the strength of recommendations
to align it more closely with Grades of Recommendation
Assessment, Development, and Evaluation (GRADE), an
international body committed to the harmonization of guideline grading across different speciality areas. The full description
of this grading system is found in Chapter 2, but can be
summarized as follows: there are two levels for the strength of
recommendation (level 1 or 2) and four levels for the quality of
overall evidence supporting each recommendation (grade A, B,
C, or D) (see Chapter 2). In addition to graded recommendations, ungraded statements in areas in which guidance was
based on common sense and/or the question was not specific
enough to undertake a systematic evidence review are also
presented. This grading system allows the Work Group to be
transparent in its appraisal of the evidence, yet provides
practical guidance. The simplicity of the grading system also
permits the clinician, patient, and policy maker to understand
the statement in the context of the evidentiary base more clearly.
Kidney International (2009) 76 (Suppl 113), S3–S8

In response to feedback by the KDIGO Board of Directors,
the CKD–MBD Work Group reconvened in January 2009,
revised some recommendations, and formulated some additional recommendations or ungraded statements, integrating
suggestions for patient care previously expressed in the
Frequently Asked Questions section. Approval of the final
recommendations and rating of their strength and the
underlying quality of evidence were established by voting,
with two votes taken, one including and one excluding
those Work Group members who declared potential
conflicts of interest. (Note that the financial relationships of
the Work Group participants are listed at the end of this
document.) The two votes generally yielded a 490%
agreement on all the statements. When an overwhelming
agreement could not be reached in support of a recommendation, the issue was instead discussed in the rationale.
Finally, the Work Group made numerous recommendations for further research to improve the quality of evidence
for future recommendations in the field of CKD–MBD.
Summary and future directions

The wording has been carefully selected for each statement to
ensure clarity and consistency, and to minimize the possibility of misinterpretation. The grading system offers an
additional level of transparency regarding the strength of
recommendation and quality of evidence at a glance. We
strongly encourage the users of the guideline to ensure the
integrity of the process by quoting the statements verbatim,
and by including the grades assigned after the statement
when quoting/reproducing or using the statements, as well as
by explaining the meaning of the code that combines an
Arabic number (to indicate that the recommendation is
‘strong’ or ‘weak’) and an uppercase letter (to indicate
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that the quality of the evidence is ‘high’, ‘moderate’, ‘low’, or
‘very low’).
We hope that as a reader and user, you appreciate the rigor of
the approach we have taken. More importantly, we strongly
urge the nephrology community to take up the challenge of
expanding the evidence base in line with our research
recommendations. Given the current state of knowledge, clinical
equipoise, and the need for accumulating data, we strongly
encourage clinicians to enroll patients into ongoing and future
studies, to participate in the development of registries locally,
nationally, and internationally, and to encourage funding
organizations to support these efforts, so that, over time, many
of the current uncertainties can be resolved.

3.1.5. In patients with CKD stages 3–5D, we suggest that
individual values of serum calcium and phosphorus,
evaluated together, be used to guide clinical practice
rather than the mathematical construct of calcium–phosphorus product (Ca  P) (2D).
3.1.6. In reports of laboratory tests for patients with CKD
stages 3–5D, we recommend that clinical laboratories
inform clinicians of the actual assay method in use and
report any change in methods, sample source (plasma
or serum), and handling specifications to facilitate the
appropriate interpretation of biochemistry data (1B).

Chapter 3.2: Diagnosis of CKD–MBD: bone
SUMMARY OF RECOMMENDATIONS
Chapter 3.1: Diagnosis of CKD–MBD: biochemical
abnormalities

3.1.1. We recommend monitoring serum levels of calcium,
phosphorus, PTH, and alkaline phosphatase activity
beginning in CKD stage 3 (1C). In children, we suggest
such monitoring beginning in CKD stage 2 (2D).
3.1.2. In patients with CKD stages 3–5D, it is reasonable to
base the frequency of monitoring serum calcium,
phosphorus, and PTH on the presence and magnitude
of abnormalities, and the rate of progression of CKD
(not graded).
Reasonable monitoring intervals would be:
K
in CKD stage 3: for serum calcium and phosphorus, every 6–12 months; and for PTH, based
on baseline level and CKD progression.
K
In CKD stage 4: for serum calcium and phosphorus, every 3–6 months; and for PTH, every
6–12 months.
K
In CKD stage 5, including 5D: for serum calcium
and phosphorus, every 1–3 months; and for PTH,
every 3–6 months.
K
In CKD stages 4–5D: for alkaline phosphatase
activity, every 12 months, or more frequently in
the presence of elevated PTH (see Chapter 3.2).
In CKD patients receiving treatments for CKD–MBD,
or in whom biochemical abnormalities are identified,
it is reasonable to increase the frequency of measurements to monitor for trends and treatment efficacy
and side-effects (not graded).
3.1.3. In patients with CKD stages 3–5D, we suggest that
25(OH)D (calcidiol) levels might be measured, and
repeated testing determined by baseline values and
therapeutic interventions (2C). We suggest that
vitamin D deficiency and insufficiency be corrected
using treatment strategies recommended for the
general population (2C).
3.1.4. In patients with CKD stages 3–5D, we recommend that
therapeutic decisions be based on trends rather than
on a single laboratory value, taking into account all
available CKD–MBD assessments (1C).
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3.2.1. In patients with CKD stages 3–5D, it is reasonable to
perform a bone biopsy in various settings including,
but not limited to: unexplained fractures, persistent
bone pain, unexplained hypercalcemia, unexplained
hypophosphatemia, possible aluminum toxicity, and
prior to therapy with bisphosphonates in patients with
CKD–MBD (not graded).
3.2.2. In patients with CKD stages 3–5D with evidence of
CKD–MBD, we suggest that BMD testing not be
performed routinely, because BMD does not predict
fracture risk as it does in the general population, and
BMD does not predict the type of renal osteodystrophy (2B).
3.2.3. In patients with CKD stages 3–5D, we suggest that
measurements of serum PTH or bone-specific alkaline
phosphatase can be used to evaluate bone disease
because markedly high or low values predict underlying bone turnover (2B).
3.2.4. In patients with CKD stages 3–5D, we suggest not
to routinely measure bone-derived turnover markers
of collagen synthesis (such as procollagen type I
C-terminal propeptide) and breakdown (such as type I
collagen cross-linked telopeptide, cross-laps, pyridinoline, or deoxypyridinoline) (2C).
3.2.5. We recommend that infants with CKD stages 2–5D
should have their length measured at least quarterly,
while children with CKD stages 2–5D should be
assessed for linear growth at least annually (1B).

Chapter 3.3: Diagnosis of CKD–MBD: vascular calcification

3.3.1. In patients with CKD stages 3–5D, we suggest that a
lateral abdominal radiograph can be used to detect the
presence or absence of vascular calcification, and an
echocardiogram can be used to detect the presence or
absence of valvular calcification, as reasonable alternatives to computed tomography-based imaging (2C).
3.3.2. We suggest that patients with CKD stages 3–5D with
known vascular/valvular calcification be considered at
highest cardiovascular risk (2A). It is reasonable to use
this information to guide the management of
CKD–MBD (not graded).
Kidney International (2009) 76 (Suppl 113), S3–S8
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Chapter 4.1: Treatment of CKD–MBD targeted at lowering
high serum phosphorus and maintaining serum calcium

4.1.1. In patients with CKD stages 3–5, we suggest maintaining serum phosphorus in the normal range (2C).
In patients with CKD stage 5D, we suggest lowering
elevated phosphorus levels toward the normal range
(2C).
4.1.2. In patients with CKD stages 3–5D, we suggest
maintaining serum calcium in the normal range (2D).
4.1.3. In patients with CKD stage 5D, we suggest using a
dialysate calcium concentration between 1.25 and
1.50 mmol/l (2.5 and 3.0 mEq/l) (2D).
4.1.4. In patients with CKD stages 3–5 (2D) and 5D (2B), we
suggest using phosphate-binding agents in the treatment of hyperphosphatemia. It is reasonable that the
choice of phosphate binder takes into account CKD
stage, presence of other components of CKD–MBD,
concomitant therapies, and side-effect profile (not
graded).
4.1.5. In patients with CKD stages 3–5D and hyperphosphatemia, we recommend restricting the dose of
calcium-based phosphate binders and/or the dose
of calcitriol or vitamin D analog in the presence of
persistent or recurrent hypercalcemia (1B).
In patients with CKD stages 3–5D and hyperphosphatemia, we suggest restricting the dose of calciumbased phosphate binders in the presence of arterial
calcification (2C) and/or adynamic bone disease (2C)
and/or if serum PTH levels are persistently low (2C).
4.1.6. In patients with CKD stages 3–5D, we recommend
avoiding the long-term use of aluminum-containing
phosphate binders and, in patients with CKD stage 5D,
avoiding dialysate aluminum contamination to prevent aluminum intoxication (1C).
4.1.7. In patients with CKD stages 3–5D, we suggest limiting
dietary phosphate intake in the treatment of hyperphosphatemia alone or in combination with other
treatments (2D).
4.1.8. In patients with CKD stage 5D, we suggest increasing
dialytic phosphate removal in the treatment of
persistent hyperphosphatemia (2C).

persistently above the upper limit of normal for the
assay despite correction of modifiable factors, we
suggest treatment with calcitriol or vitamin D analogs
(2C).
4.2.3. In patients with CKD stage 5D, we suggest maintaining iPTH levels in the range of approximately two to
nine times the upper normal limit for the assay (2C).
We suggest that marked changes in PTH levels in
either direction within this range prompt an initiation
or change in therapy to avoid progression to levels
outside of this range (2C).
4.2.4. In patients with CKD stage 5D and elevated or rising
PTH, we suggest calcitriol, or vitamin D analogs, or
calcimimetics, or a combination of calcimimetics
and calcitriol or vitamin D analogs be used to lower
PTH (2B).
K
It is reasonable that the initial drug selection for
the treatment of elevated PTH be based on serum
calcium and phosphorus levels and other aspects
of CKD–MBD (not graded).
K
It is reasonable that calcium or non-calcium-based
phosphate binder dosage be adjusted so that
treatments to control PTH do not compromise
levels of phosphorus and calcium (not graded).
K
We recommend that, in patients with hypercalcemia, calcitriol or another vitamin D sterol be
reduced or stopped (1B).
K
We suggest that, in patients with hyperphosphatemia, calcitriol or another vitamin D sterol
be reduced or stopped (2D).
K
We suggest that, in patients with hypocalcemia,
calcimimetics be reduced or stopped depending
on severity, concomitant medications, and clinical
signs and symptoms (2D).
K
We suggest that, if the intact PTH levels fall below
two times the upper limit of normal for the assay,
calcitriol, vitamin D analogs, and/or calcimimetics
be reduced or stopped (2C).
4.2.5. In patients with CKD stages 3–5D with severe
hyperparathyroidism (HPT) who fail to respond to
medical/pharmacological therapy, we suggest parathyroidectomy (2B).

Chapter 4.2: Treatment of abnormal PTH levels in CKD–MBD

4.2.1. In patients with CKD stages 3–5 not on dialysis, the
optimal PTH level is not known. However, we suggest
that patients with levels of intact PTH (iPTH) above
the upper normal limit of the assay are first evaluated
for hyperphosphatemia, hypocalcemia, and vitamin D
deficiency (2C).
It is reasonable to correct these abnormalities with any
or all of the following: reducing dietary phosphate
intake and administering phosphate binders, calcium
supplements, and/or native vitamin D (not graded).
4.2.2. In patients with CKD stages 3–5 not on dialysis, in
whom serum PTH is progressively rising and remains
Kidney International (2009) 76 (Suppl 113), S3–S8

Chapter 4.3: Treatment of bone with bisphosphonates, other
osteoporosis medications, and growth hormone

4.3.1. In patients with CKD stages 1–2 with osteoporosis
and/or high risk of fracture, as identified by World
Health Organization criteria, we recommend management as for the general population (1A).
4.3.2. In patients with CKD stage 3 with PTH in the normal
range and osteoporosis and/or high risk of fracture, as
identified by World Health Organization criteria, we
suggest treatment as for the general population (2B).
4.3.3. In patients with CKD stage 3 with biochemical
abnormalities of CKD–MBD and low BMD and/or
S7
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fragility fractures, we suggest that treatment
choices take into account the magnitude and reversibility of the biochemical abnormalities and the
progression of CKD, with consideration of a bone
biopsy (2D).
4.3.4. In patients with CKD stages 4–5D having biochemical
abnormalities of CKD–MBD, and low BMD and/or
fragility fractures, we suggest additional investigation
with bone biopsy prior to therapy with antiresorptive
agents (2C).
4.3.5. In children and adolescents with CKD stages 2–5D and
related height deficits, we recommend treatment with
recombinant human growth hormone when additional
growth is desired, after first addressing malnutrition
and biochemical abnormalities of CKD–MBD (1A).

reasonable to increase the frequency of measurements to
monitor for efficacy and side-effects (not graded).

5.3.

5.4.

5.5.

Chapter 5: Evaluation and treatment of kidney transplant
bone disease

5.1. In patients in the immediate post-kidney-transplant
period, we recommend measuring serum calcium and
phosphorus at least weekly, until stable (1B).
5.2. In patients after the immediate post-kidney-transplant
period, it is reasonable to base the frequency of
monitoring serum calcium, phosphorus, and PTH on
the presence and magnitude of abnormalities, and the
rate of progression of CKD (not graded).
Reasonable monitoring intervals would be:
K
In CKD stages 1–3T, for serum calcium and
phosphorus, every 6–12 months; and for PTH,
once, with subsequent intervals depending on
baseline level and CKD progression.
K
In CKD stage 4T, for serum calcium and
phosphorus, every 3–6 months; and for PTH,
every 6–12 months.
K
In CKD stage 5T, for serum calcium and
phosphorus, every 1–3 months; and for PTH,
every 3–6 months.
K
In CKD stages 3–5T, measurement of alkaline
phosphatases annually, or more frequently in the
presence of elevated PTH (see Chapter 3.2).
In CKD patients receiving treatments for CKD–MBD, or
in whom biochemical abnormalities are identified, it is
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5.6.

It is reasonable to manage these abnormalities as
for patients with CKD stages 3–5 (not graded) (see
Chapters 4.1 and 4.2).
In patients with CKD stages 1–5T, we suggest that
25(OH)D (calcidiol) levels might be measured, and
repeated testing determined by baseline values and
interventions (2C).
In patients with CKD stages 1–5T, we suggest that
vitamin D deficiency and insufficiency be corrected
using treatment strategies recommended for the general
population (2C).
In patients with an estimated glomerular filtration rate
greater than approximately 30 ml/min per 1.73 m2, we
suggest measuring BMD in the first 3 months after
kidney transplant if they receive corticosteroids, or
have risk factors for osteoporosis as in the general
population (2D).
In patients in the first 12 months after kidney transplant
with an estimated glomerular filtration rate greater than
approximately 30 ml/min per 1.73 m2 and low BMD, we
suggest that treatment with vitamin D, calcitriol/
alfacalcidol, or bisphosphonates be considered (2D).
K
We suggest that treatment choices be influenced by
the presence of CKD–MBD, as indicated by
abnormal levels of calcium, phosphorus, PTH,
alkaline phosphatases, and 25(OH)D (2C).
K
It is reasonable to consider a bone biopsy to guide
treatment, specifically before the use of bisphosphonates due to the high incidence of adynamic
bone disease (not graded).

There are insufficient data to guide treatment after the
first 12 months.
5.7. In patients with CKD stages 4–5T, we suggest that BMD
testing not be performed routinely, because BMD does
not predict fracture risk as it does in the general
population and BMD does not predict the type of
kidney transplant bone disease (2B).
5.8. In patients with CKD stages 4–5T with known low
BMD, we suggest management as for patients with CKD
stages 4–5 not on dialysis, as detailed in Chapters 4.1
and 4.2 (2C).
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Chapter 2: Methodological approach
Kidney International (2009) 76 (Suppl 113), S9–S21; doi:10.1038/ki.2009.190

This clinical practice guideline contains a set of recommendations for the diagnosis, evaluation, prevention, and
treatment of chronic kidney disease–mineral and bone
disorder (CKD–MBD). The aim of this chapter is to describe
the process and methods by which the evidence review was
conducted and the recommendations and statements were
developed.
The members of the Work Group and of the Evidence
Review Team (ERT) collaborated closely in an iterative
process of question development, evidence review, and
evaluation, culminating in the development of recommendations that have been graded according to an approach
developed by the GRADE (Grading of Recommendations
Assessment, Development and Evaluation) Working Group
(Table 2).14 This grading scheme with two levels for the
strength of a recommendation was adopted by the KDIGO
(Kidney Disease: Improving Global Outcomes) Board in
December 2008. The Board also approved the option
of an ungraded statement instead of a graded recommendation. This alternative allows a Work Group to issue
general advice on the basis of what it considers a reasonable
approach for clinical practice. We ask the users of this
guideline to include the grades with each recommendation
and consider the implications of the respective grade
(see detailed description below). The importance of the
explicit details provided in this chapter lies in the
transparency required of this process, and strives to instill
confidence in the reader about the methodological rigor of
the approach.

OVERVIEW OF THE PROCESS

The development of the guideline included concurrent
steps to:
K appoint the Work Group and ERT, which were responsible for different aspects of the process;
K confer to discuss process, methods, and results;
K develop and refine topics;
K define specific populations, interventions or predictors,
and outcomes of interest;
K create and standardize quality assessment methods;
K create data extraction forms;
K develop literature search strategies and run searches;
K screen abstracts and retrieve full articles on the basis of
predetermined eligibility criteria;
K extract data and perform a critical appraisal of the
literature;
K grade the quality of the outcomes of each study;
K tabulate data from articles into summary tables;
Kidney International (2009) 76 (Suppl 113), S9–S21
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K
K

K
K

grade the quality of evidence for each outcome and assess
the overall quality of bodies of evidence with the aid of
evidence profiles;
write recommendations and supporting rationale;
grade the strength of the recommendations on
the basis of the quality of evidence and other
considerations;
write the narrative; and
respond to peer review by the KDIGO Board of Directors
in December 2007 and again in early 2009, and public
review in 2008 before publication.

The KDIGO Co-Chairs appointed the Co-Chairs of the
Work Group, who then assembled the Work Group to be
responsible for the development of the guideline. The Work
Group consisted of domain experts, including individuals
with expertise in adult and pediatric nephrology, bone
disease, cardiology, and nutrition. The Tufts Center for
Kidney Disease Guideline Development and Implementation
at Tufts Medical Center in Boston, MA, USA was
contracted to provide expertise in guideline development
methodology and systematic evidence review. One Work
Group member (Alison MacLeod) also served as an
international methodology expert. KDIGO support
staff provided administrative assistance and facilitated
communication.
The ERT consisted of physicians/methodologists with
expertise in nephrology and internal medicine, and
research associates and assistants. The ERT instructed and
advised Work Group members in all steps of literature
review, in critical literature appraisal, and in guideline
development. The Work Group and the ERT collaborated
closely throughout the project. The Work Group, KDIGO
Co-Chairs, ERT, liaisons, and KDIGO support staff
met five times for 2-day meetings in Europe and in North
America. The meetings included a formal instruction
in the state of the art and science of guideline development,
and training in the necessary process steps, including the
grading of evidence and the strength of recommendations, as
well as in the formulation of recommendations. Meetings
also provided a forum for general topic discussion and
consensus development with regard to both evidence
appraisal and specific wording to be used in the recommendations.
The first task was to define the overall topics and goals for
the guideline. The Work Group Chairs drafted a preliminary
list of topics. The Work Group then identified key clinical
questions. The Work Group and ERT further developed and
refined each topic specified for a systematic review of
S9
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Table 2 | Grading of recommendations
Grade for quality
of evidence

Grade for strength
of recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

CKD

Abnormal levels and bioactivity of laboratory parameters:
Laboratory
surrogate
outcomes

Bone and CVD
surrogate
outcomes

PTH

Calcium

Phosphorus

25(OH)D

1,25(OH)2D

High
Normal
Low

High
Normal
Low

High
Normal
Low

Normal
Low

Normal
Low

Bone turnover: osteocalcin,
bone-specific alkaline
phosphatase,
c-terminal cross links
Bone mineralization /density :
DXA, qCT, qUS
Bone turnover,
mineralization
& structure : histology

Vessel and
valve
disease:
abnormal
structure or
function

Bone
disease:
abnormal
structure or
function

Fractures, pain,
decreases in mobility,
strength or growth

Vessel stiffness : pulse wave
velocity, pulse pressure
Vessel / valve calcification :
X-ray, US, CT, EBCT,
MSCT, IMT
Vessel patency:
coronary angiogram, Doppler
duplex US

Cardiovascular
disease events

Clinical
outcomes

Disability,
decreased QOL,
hospitalizations,
death

Figure 2 | Evidence model. Arrows represent relationships and correspond to a question or questions of interest. Solid arrows represent
well-established associations. Dashed arrows represent associations that need to be established with greater certainty. The relationships
between laboratory abnormalities and organ diseases other than bone and cardiovascular diseases are not depicted here. In addition to the
laboratory abnormalities shown, there are other factors that are determinants of bone and cardiovascular health, which are not depicted.
CKD, chronic kidney disease; CVD, cardiovascular disease; DXA, dual-energy X-ray absorptiometry; EBCT, electron beam computed
tomography; IMT, intimal-medial thickness; MSCT, multislice computed tomography; PTH, parathyroid hormone; (q)CT, (quantitative)
computed tomography; (q)US, (quantitative) ultrasound; QOL, quality of life.

treatment questions, and summarized the literature for
nontreatment topics.
The ERT performed literature searches, and abstract and
article screening. The ERT also coordinated the methodological and analytical process of the report. It defined
and standardized the method for performing literature
searches and data extraction, and for summarizing evidence.
Throughout the project, ERT offered suggestions for guideline development, and led discussions on systematic review,
literature searches, data extraction, assessment of quality and
S10

applicability of articles, evidence synthesis, and grading of
evidence.
The ERT provided suggestions and edits on the
wording of recommendations, and on the use of specific
grades for the strength of the recommendations and the
quality of evidence.
The Work Group took on the primary role of writing the
recommendations and rationale, and retained final responsibility for the content of the recommendations and for the
accompanying narrative.
Kidney International (2009) 76 (Suppl 113), S9–S21
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DEVELOPMENT OF AN EVIDENCE MODEL

With the initiation of the evidence review process of the
KDIGO CKD–MBD guideline, the ERT developed an
evidence model and refined it with the Work Group
(Figure 2). This was carried out to conceptualize what is
known about epidemiological associations, hypothesized
causal relationships, and the clinical importance of different
outcomes. Ultimately, this model served to clarify the
questions for evidence review and to weigh the evidence for
different outcomes. The model depicts laboratory abnormalities as a direct consequence of CKD and bone disease, and
cardiovascular disease (CVD) as a consequence of laboratory
abnormalities as well as due to direct consequences of CKD.
Bone disease and CVD are defined as abnormalities in
structure and function, which can be seen on imaging tests or
tissue examination. Bone disease and CVD are then shown as
factors that—together with other direct consequences of
CKD—lead to clinical outcomes, such as fractures, pain, and
disability on the one hand, and clinical CVD events on the
other. All of these contribute to morbidity and mortality. The
arrows represent relationships and correspond to a question
or questions of interest. Solid arrows represent wellestablished associations. Dashed arrows represent associations that need to be established with greater certainty.
The model suggests a hierarchy with the clinical importance
of each condition increasing from top to bottom. The model
is incomplete in that it does not show other factors or disease
processes that may contribute to, or directly result in,
abnormalities at every level. For example, bone abnormalities
in a patient with CKD may also be the result of aging
and osteoporosis, and abnormalities of CVD will be a result
of other traditional and nontraditional CVD risk factors.
Thus, the model does not reflect the complexity of
the multifactorial processes that result in clinical disease,
nor the uncertainty with regard to the relative and absolute
risk attributable to each risk factor. However, it does
highlight the complexity of the issues facing the Work
Group, which evaluated the evidence to make recommendations for the care of patients, but found that the majority of
outcomes from clinical trials in this field studied laboratory
outcomes.

(Table 3). For these topics, the ERT created forms to extract
relevant data from articles, and extracted information for
baseline data on populations, interventions, and study
design. Work Group experts extracted the results of included
articles and provided an assessment of the quality of
evidence. The ERT reviewed and revised data extraction for
results and quality grades performed by Work Group
members. In addition, the ERT tabulated studies in summary
tables, and assigned grades for the quality of evidence in
consultation with the Work Group.
For nontreatment questions, that is, questions related to
prevalence, evaluation, natural history, and risk relationships,
the ERT conducted systematic searches, screened the yield for
relevance, and provided lists of citations to the Work Group
(Table 4). The Work Group took primary responsibility for
reviewing and summarizing this literature in a narrative
format.
On the basis of the list of topics, the Work Group and ERT
developed a list of specific research questions for which
systematic review would be performed. For each systematic
review topic, the Work Group Co-Chairs and the ERT
formulated well-defined systematic review research questions
using a well-established system.4 For each question, clear and
explicit criteria were agreed upon for the population,
intervention or predictor, comparator, and outcomes of
interest (Table 3). Each criterion was defined as comprehensively as possible. A list of outcomes of interest was generated
and the Work Group was advised to rank patient-centered
clinical outcomes (such as death or cardiovascular events) as
being more important than intermediate outcomes (such as
bone mineral density) or laboratory outcomes (such as
phosphorus level), and not to include experimental biomarkers. In addition, study eligibility criteria were decided on the
basis of study design, minimal sample size, minimal followup duration, and year of publication, as indicated (Table 3).
The specific criteria used for each topic are explained below
in the description of review topics. In general, eligibility
criteria were determined on the basis of clinical value,
relevance to the guideline and clinical practice, a determination on whether a set of studies would affect recommendations or the quality of evidence, and practical issues such as
available time and resources.

REFINEMENT OF TOPICS, QUESTIONS, AND DEVELOPMENT
OF MATERIALS

LITERATURE SEARCH

The Work Group Co-Chairs prepared the first draft of the
scope-of-work document as a series of open-ended questions
to be considered by Work Group members. At their first
2-day meeting, members added further questions until the
initial working document included all topics of interest to the
Work Group. The inclusive, combined set of questions
formed the basis for the deliberation and discussion that
followed. The Work Group strove to ensure that all topics
deemed clinically relevant and worthy of review were
identified and addressed.
For questions of treatments, systematic reviews of the
literature, which met prespecified criteria, were undertaken

A MEDLINE search was carried out to capture all abstracts
and articles relevant to the topic of CKD and mineral
metabolism, bone disorders, and vascular/valvular calcification. This search encompassed original articles, systematic
reviews, and meta-analyses. The entire search was updated
through 17 December 2007; the search for randomized
controlled trials (RCTs) was updated through November
2008, and articles (including RCTs in press) identified by Work
Group members were included through December 2008. The
starting point of the literature search was the reference lists
from the KDOQI (the Kidney Disease Outcomes Quality
Initiative) Bone Guidelines for Adults and Children,5,6 which
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Table 3 | Screening criteria for systematic review topics
Articles in summary tables
Intervention

Treatment targets

Phosphate binders

Vitamin D

Calcimimetics

Calcium
supplementation
Bisphosphonates,
calcitonin, estrogen,
progesterone, SERMs,
intermittent PTH

Diet

PTx

Pediatric

Screening criteria
Treatment to different targets of phosphorus; or treatment to
different targets of PTH
CKD stages 3–5, 5D, or 1–5T
RCTsa
NX25 per arm (X10 per arm for bone biopsy)
F/U X6 months
Any P Binder vs placebo/active control (except Ca vs placebo)b
CKD stages 3–5, 5D, or 1–5T
RCTsa
NX25 per arm (X10 per arm for bone biopsy)
F/U X6 months
Vitamin D, calcitriol, or vitamin D analogs vs placebo/active control
CKD stages 3–5, 5D, or 1–5T
RCTsa,c
NX25 per arm (X10 per arm for bone biopsy)
F/U X6 months
Calcimimetics vs placebo/active control
CKD stages 3–5, 5D, or 1–5T
RCTsa
NX25 per arm (X10 per arm for bone biopsy)
F/U X6 months
Calcium supplementation vs active or control medical treatment
CKD stages 3–5
RCTsa,c
NX25 per arm (X10 per arm for bone biopsy)
F/U X6 months
Treatment vs placebo/active control
CKD stages 3–5, 5D, or 1–5T
RCTsa,c
NX25 per arm (X10 per arm for bone biopsy)
F/U X6 months
Dietary phosphate restriction vs standard diet
(must quantify phosphate intake)
CKD stages 3–5, 5D, or 1–5T
RCTsa
NX10 per arm
F/U X1 month for biochemical X6 months for bone outcomes
PTx vs medical management
CKD stages 3–5, 5D, or 1–5T
RCTsa
NX25 per arm (X10 per arm for bone biopsy)
F/U X6 months
Same interventions as for adults (see above)
CKD stages 3–5, 5D, or 1–5T
RCTsa
N as specified above for adult studies
(Studies with NX5 are discussed in narrative)
F/U as specified above for adult studies

CKD stages 3–5

CKD stage 5D CKD stages 1–5T

0

0

0

1

19 reports of
11 studies

0

7

3

5

1

5 reports
of 3 studies

0

0

0

0

3 Bisphosphonates
1 Teriparatide

1
Raloxifene

3
Bisphosphonates

0

0

0

0

0

0

0

2

0

Outcomes of interest for all questions of interventions
Biochemical outcomes Ca, P, PTH, 25(OH)Dd, 1,25(OH)2Dd, ALP, b-ALP, Bicarbonate
Other surrogate
Bone histology, BMD
Vascular and valvular calcification imaging
outcomes
Measures of GFR
Patient-centered
Mortality, cardiovascular and cerebrovascular events, hospitalization, QOL, kidney or kidney graft failure, fracture, PTx, pain,
outcomes
clinical AEs
For studies in pediatric populations: growth and development, including school performance
1,25(OH)2D, 1,25-dihydroxyvitamin D; 25(OH)D, 25-hydroxyvitamin D; AE, adverse event; ALP, alkaline phosphatases; b-ALP, bone-specific alkaline phosphatase; BMD, bone
mineral density; Ca, calcium; CKD, chronic kidney disease; F/U, minimum duration of follow-up; GFR, glomerular filtration rate; N, number of subjects; P, phosphorus; PTH,
parathyroid hormone; PTx, parathyroidectomy; QOL, quality of life; RCT, randomized controlled trial; RR, relative risk; SERM, Selective Estrogen Receptor Modulators.
a
Observational studies of treatment effects would have been included if they examined a clinical outcome and had a RR of 42.0 or o0.5.
b
The question of Ca-based P binders vs placebo was reviewed in the 2003 KDOQI (Kidney Disease Outcomes Quality Initiative) bone guidelines.5
c
Large RCTs of interventions and comparisons of interest in the general population that reported results on more than 500 patients with CKD stages 3–5 were included.
d
25(OH)D and 1,25(OH)2D included as outcomes of interest in patients not receiving vitamin D supplementation.
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Table 4 | Questions for topics not related to treatments
Topic

Natural history of
bone and CVD
abnormalities

Question

What is the natural history of bone abnormalities, and vascular
and valvular calcification in CKD, after transplantation and after
PTx?

What is the association between calcium, phosphorus, CaXP,
and PTH, and (a) morbidity and mortality, (b) bone abnormalities
(histology, DXA, qCT), and (c) vascular and valvular calcification?
How do these vary by CKD stage?

Evaluation of
biochemical
markers

Evaluation of
bone

CKD stages 3–5D and T
Prospective, longitudinal
F/U X6 months
NX50
Predictors: bone biopsy; DXA; qCT; Vascular/Valvular calcification
by echo, EBCT, MSCT, qCT, carotid IMT, aortic X-ray
Outcomes: change in predictor over time, with or without
interim transplantation or PTx
CKD stages 3–5D and T
Prospective, longitudinal
F/U X6 months
NX100, for bone biopsy NX20
Predictors: serum calcium (ionized, correct, total), serum
phosphorus, CaXP, second, third generation or ratio PTH
Outcomes: mortality, bone outcomes, CVD outcomes

What is the association between additional biomarkers of
bone turnover, and (a) morbidity and mortality, (b) bone
abnormalities, and (c) vascular and valvular calcification?

CKD stages 3–5D and T
Prospective, longitudinal
F/U X6 months
NX100, for bone biopsy NX20
Predictors: total alkaline phosphatase, bone-specific alkaline
phosphatase, TRAP, OC, OPG, C-terminal cross links
Outcomes: mortality, bone outcomes, CVD outcomes

What is the association between vitamin D (25(OH)D and
1,25(OH)2D), and (a) morbidity and mortality, (b) bone
abnormalities, and (c) vascular and valvular calcification in
individuals not treated with vitamin D replacement?

CKD stages 3–5D and T, naı̈ve to treatment with vitamin D
Prospective, longitudinal
F/U X6 months
NX100, for bone biopsy NX20
Predictors: vitamin D, 25(OH)D for all, 1,25 (OH)2 D for non-dialysis
Outcomes: mortality, bone outcomes, CVD outcomes
CKD stages 3–5D and T
Prospective, longitudinal
F/U X1 year, X6 months for transplant
NX50, for bone biopsy NX20
Predictors: bone biopsy, DXA, DXA in combination with
biochemical markers, change in DXA over 1 year, bone imaging
by qCT (spine, wrist), qUS (heel)
Outcomes: mortality, bone outcomes, CVD outcomes
CKD stages 3–5D and T, or subgroups with CKD in general
population studies
Prospective, longitudinal
F/U X6 months
NX50, for vascular histology NX20; for general population
studies NX800, at least 50 with CKD
Predictors: imaging techniques – X-ray, US, echo, EBCT, MSCT
(separately by site), fistulogram; Physiological measures – PWV,
PP, PWA, AIX, applanation tonometry
Outcomes: mortality, bone outcomes, CVD outcomes

How do bone biopsy and DXA, and
other bone imaging tests, including plain radiographs, qCT,
and quantitative US predict (a) clinical outcomes and (b)
surrogate outcomes for bone and CVD?

How do imaging tests and physiological/hemodynamical
measures of vascular stiffening or calcification predict (a) clinical
outcomes and (b) surrogate outcomes for bone and CVD?

Evaluation of
vascular and
valvular
calcification

Screening criteria

What is the sensitivity and specificity of the imaging tests
(plain radiograph, US, echo) for detecting vascular and
valvular calcification by EBCT or MSCT?

CKD stages 3–5D and T
Diagnostic test study, cross-sectional
NX50
Index test: vascular or valvular calcification – X-ray, US, echo,
EBCT, MSCT
Comparison test: vascular or valvular calcification (respectively)
by EBCT and MSCT
Outcomes: sensitivity, specificity, ROC curves

How do physiological/hemodynamical measures of vascular
stiffening (PWV, PP) correlate with vascular or valvular
calcifications by imaging tests?

CKD stages 3–5D and T
Cross-sectional correlations
NX50
Determinant: physiological measures PWV, PWA, AIX, PP,
applanation tonometry
Outcome: vascular and valvular calcification measures by EBCT,
MSCT
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Table 4 | Continued
Topic

Question

Screening criteria

What is the correlation between imaging tests of valvular
calcification and imaging tests of vascular calcification?

CKD stages 3–5D and T
Cross-sectional correlations
NX50
Determinant: valvular calcification by echo, EBCT
Outcome: vascular calcification by EBCT, MSCT

1,25(OH)2D, 1,25-dihydroxyvitamin D; 25(OH)D,25-hydroxyvitamin D; AIX, augmentation index; CaXP, calcium-phosphorus product; CKD, chronic kidney disease; CVD,
cardiovascular disease; Dx, diagnostic; DXA, dual energy X-ray absorptiometry; EBCT, electron-beam computed tomography; echo, echocardiogram; F/U, follow-up; IMT,
intimal-media thickness; MSCT, multislice computed tomography; N, number of subjects; OC, osteocalcin; OPG, osteoprotegerin; PP, pulse pressure; PTH, parathyroid
hormone; PTx, parathyroidectomy; PWA, pulse wave analysis; PWV, pulse wave velocity; qCT, quantitative computed tomography; ROC, receiver operating characteristic;
TRAP, tartrate-resistant acid phosphatase; US, ultrasonography.

were based on a systematic search of MEDLINE (1966–31
December 2000). This was supplemented by a MEDLINE
search for relevant terms, including kidney, kidney disease,
renal replacement therapy, bone, calcification, and specific
treatments. The search was limited to English language
publications since 1 January 2001 (Supplementary Table 1).
Additional pertinent articles were added from the reference
lists of relevant meta-analyses and systematic reviews.7 11
During citation screening, journal articles reporting
original data were used. Editorials, letters, abstracts, unpublished reports, and articles published in non-peer-reviewed
journals were not included. The Work Group also decided to
exclude publications from journal supplements because of
potential differences in the process of how they get solicited,
selected, reviewed, and edited compared with peer-reviewed
publications in main journals. However, one article published
in a supplement12 was used for the clarification of adverse
events (AEs) related to a study for which primary results were
reported elsewhere.13 Selected review articles and key metaanalyses were retained from the searches for background
material. An attempt was made to build on or use existing
Cochrane or other systematic reviews on relevant topics
(Supplementary Table 2).
EXCLUSION/INCLUSION CRITERIA FOR ARTICLE SELECTION
FOR TREATMENT QUESTIONS

Search results were screened by members of the ERT for
relevance, using predefined eligibility criteria in the following
paragraphs. For questions related to treatment, the systematic
search aimed at identifying RCTs with sample sizes and
follow-up periods as described in (Table 3).
Restrictions by sample size and duration of follow-up were
based on methodological and clinical considerations. Generally, trials with fewer than 25 people per arm would be
unlikely to have sufficient power to find significant
differences in patient-centered outcomes in individuals with
CKD. This is especially true for dichotomous outcomes, such
as deaths, cardiovascular clinical events, or fractures.
However, for specific topics in which little data were
available, lower sample-size thresholds were used to provide
some information for descriptive purposes.
The minimum mean duration of follow-up of 6 months
was chosen on the basis of clinical reasoning, accounting for
S14

the hypothetical mechanisms of action. For treatments of
interest, the proposed effects on patient-centered outcomes
require long-term exposure and typically would not be
evident before several months of follow-up.
Any study not meeting the inclusion criteria for a detailed
review could nevertheless be cited in the narrative.
Interventions of interest are listed in (Table 3). For dietary
phosphate restriction, the literature search identified no RCTs
comparing assignment to different levels of dietary phosphate
intake and outcomes of CKD–MBD. There were studies that
compared assignment to different levels of protein restriction, and some of them quantified phosphate intake as a
result of the dietary protein intervention. The question of
dietary protein restriction, however, has been systematically
reviewed previously.5 Thus, the Work Group chose a
narrative format to review this topic. For the question of
how alternative dialysis schedules affect serum calcium and
phosphorus and parathyroid hormone, the Work Group
chose to restrict itself to describing only the effects of RCTs,
comparing different dialysis schedules on these laboratory
outcomes. A complete review of all outcomes from these
studies was deemed to be beyond the scope of this guideline.
Interventions of interest for children included all interventions reviewed in the adult population as well as growth
hormone.
The use of observational studies for questions on the
efficacy of interventions is a topic of ongoing methodological
debate, given the many potential biases in the observational
studies of treatment effects. The decision on how to
incorporate this type of evidence in the development of this
guideline was guided by concepts outlined in the GRADE
approach.14 Observational studies of treatment effects start
off as ‘low quality’. Their quality, however, can be upgraded if
they show a consistent and independent, strong association.
For the strength of the association, GRADE defines two
arbitrary thresholds: one for a relative risk of 42 or o0.5 to
upgrade the quality of evidence by one level, and the second
for a relative risk of 45 and o0.2 to upgrade by two levels.14
As the quality of observational studies can be downgraded for
methodological limitations or indirectness, they can yield
high- or moderate-quality evidence only if they have no
serious methodological limitations and show a strong or very
strong association for a patient-relevant clinical outcome.
Kidney International (2009) 76 (Suppl 113), S9–S21
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Thus, the Work Group was asked to identify the observational studies of treatment effects that were relevant to the
guideline questions and that showed a relative risk of 42.0 or
o0.5 for patient-relevant clinical outcomes. This process for
identifying observational studies was used instead of
systematic searches on the basis of the assumption that
high-quality observational studies of patient-relevant clinical
outcomes with large effect sizes would be well known to
experts in the field. No observational studies meeting these
criteria were identified. Observational studies with smaller
estimates of treatment effects for clinical outcomes could be
discussed and referenced in the rationale. The ERT cautioned
against interpreting observational studies with smaller effect
sizes for treatments as high-quality evidence, especially in
areas in which RCTs are feasible.
EXCLUSION/INCLUSION CRITERIA FOR ARTICLE SELECTION
FOR NONTREATMENT QUESTIONS

For studies related to questions of diagnosis, prevalence, and
natural history (Table 4), the ERT completed a search in
March 2007, screened the literature yield, and screened
abstracts for relevance on the basis of the list of topics and
questions. The yield of abstracts was tabulated by citation,
population, number of individuals, follow-up time, study
design (cross-sectional or longitudinal, prospective or retrospective), and by predictors and outcomes of interest. These
lists were reviewed by the Work Group at the second Work
Group meeting on 6 March 2007. The Work Group, in
subgroups, made decisions to eliminate studies for a number
of reasons (including publication prior to 1995, study size,
poor study design, or not contributing pertinent information). The Work Group, with the assistance of the ERT, made
the final decision for the inclusion or exclusion of all articles.
These articles were either reviewed in a narrative form by the
Work Group members or were tabulated into overview tables
by the ERT and interpreted by the Work Group members.
Articles pertinent to these nontreatment questions could be
added by the Work Group members after the literature search
date of March 2006. This hybrid process of a systematic
search and selection of pertinent articles by experts was used
to find information that was relevant and deemed important
by the Work Group for the specific questions. The final yield
of studies for these topics cannot be considered to be

comprehensive and thus does not constitute a systematic
review. The articles were not data extracted or graded.
The following sections apply to studies included in the
systematic reviews of treatment questions.
LITERATURE YIELD FOR SYSTEMATIC REVIEW TOPICS

The literature searches up to December 2007 yielded 15,921
citations. For treatment topics, 92 articles were reviewed in
full, of which 49 publications of 38 trials were extracted and
included in summary tables. The remaining 43 articles were
rejected by the ERT after a review of the full text. Details of
the yield can be found in Table 5. An updated search for
RCTs was conducted in November 2008. It yielded an
extension study of an earlier RCT15, which was added as an
annotation to the respective summary table. Two other RCTs
in press were added by the Work Group.
There were no RCTs comparing treatment to different
targets of phosphorus or parathyroid hormone levels. Thus,
observational studies were reviewed for data on risk
relationship to define extreme ranges of risk, rather than
treatment targets.
For the question related to parathyroidectomy vs medical
management for secondary or tertiary hyperparathyroidism, a
search was run for ‘parathyroidectomy’ and ‘kidney disease’
published from 2001 to 2008. These dates were used to capture
citations published after the final search for the 2003 KDOQI
bone guidelines. This search did not reveal any RCTs. Observational studies also did not meet criteria in terms of relative
risk or odds ratio; therefore, a list of potential observational
studies comparing these two modalities was provided to the
Work Group as references for a narrative review.
For the question of calcium supplementation vs other
active or control treatments for preventing the development
of hyperparathyroidism, the search did not yield any RCTs
that met the inclusion criteria. This question had not been
specifically addressed in the 2003 KDOQI Bone Guidelines;
thus, the literature search with key words pertaining to
‘kidney’, ‘calcium’, and ‘parathyroid hormone’ was not
limited to a specific publication year (i.e., 1950 onward).
For the question of bisphosphonates as a treatment for
CKD–MBD, one RCT was identified that evaluated the use
of bisphosphonates for the prevention of glucocorticoidinduced bone loss in patients with glomerulonephritis.16

Table 5 | Literature search yield of primary articles for systematic review topics
Articles included in summary tablesa
Intervention
Phosphate binders
Vitamin D
Calcimimetics
Other bone treatmentsc

CKD stages 3–5
b

1
7
1
4

CKD stage 5D
b

19
3
5
1

CKD stages 1–5T
0
5
0
3

Ca, calcium; CKD, chronic kidney disease; PTH, parathyroid hormone; SERM, Selective Estrogen Receptor Modulators.
a
Excludes articles in tables other than summary tables; includes each report for a particular study.
b
Not all reports of the Treat to Goal Study will be included in the summary tables.
c
Bisphosphonates, calcitonin, estrogen, progesterone, SERMs, intermittent PTH, Ca supplement, growth hormone, and diet.
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As this study predominately included patients with CKD
stages 1–2, and therefore, by definition, did not evaluate
CKD–MBD, it was not included in the systematic review table
of this topic.
For treatment topics in the pediatric population, 30
articles were reviewed in full. A total of 11 RCTs were
identified. If treatment studies in children met the same
criteria as those for adult studies, including sample size and
follow-up, they were added to adult summary tables.17,18
Otherwise, they were described in the corresponding section
in the narrative. Separate evidence profiles for studies in
children were not generated.
For the topic of growth hormone, a Cochrane metaanalysis update published in January 200719 was found to
include all studies identified by the ERT through to 16 July
2007. In this meta-analysis, RCTs were identified from the
Cochrane Central Register of Controlled Trials, MEDLINE,
EMBASE through to July 2005, as well as from article
reference lists, and through contact with local and international experts in the field. The screening criteria were similar
to the criteria established by the ERT and Work Group, but
were more inclusive in that studies with less than five
individuals per arm were included. The ERT and the Work
Group decided that a summary of this meta-analysis was
adequate for the question of growth hormone treatment in
children with CKD.
DATA EXTRACTION

The ERT designed data extraction forms to capture
information on various aspects of primary studies. Data
fields for all topics included study setting, patient demographics, eligibility criteria, stage of kidney disease, numbers
of individuals randomized, study design, study-funding
source, description of mineral bone disorder parameters,
descriptions of interventions, description of outcomes,
statistical methods, results, quality of outcomes (as described
in the following paragraphs), limitations to generalizability,
and free-text fields for comments and assessment of biases.
The ERT extracted the baseline data. The Work Group
extracted results, including AEs, graded the quality of the
data, and listed the limitations to generalizability. Training
of the Work Group members to extract data from primary
articles occurred during Work Group meetings and by
e-mail. The ERT reviewed and checked the data extraction
carried out by the Work Group. Discrepancies in grading
were resolved with the relevant Work Group members
or with the entire Work Group during Work Group
meetings. The ERT subsequently condensed the information
from the data extraction forms. These condensed forms as
well as the original articles were posted on a shared web site
that all Work Group members could access to review the
evidence. Data extraction of bone histology outcomes was
carried out by two Work Group members specialized in that
field (Susan Ott and Vanda Jorgetti). The ERT could not
proof the results or evidence grades for this outcome. The
method applied for assessing bone histomorphometry data
S16

by the Work Group experts is described in detail in the
next section.
DATA EXTRACTION AND METHODS FOR CATEGORIZING
BONE HISTOMORPHOMETRY DATA

The KDIGO position statement about renal osteodystrophy2
recommended that bone biopsy results should be reported on
a unified classification system that includes parameters of
turnover, mineralization, and volume. The clinical trials with
bone histology outcomes reviewed for this guideline,
however, were written before this statement, and the bone
histomorphometry results were presented in a wide variety of
ways. After reviewing the studies that met the inclusion
criteria, two Work Group members chose a method that
could be applied to most of the reported data. Most reports
presented enough information to determine whether patients
had changed from one category to another; sometimes this
required extrapolation from figures or graphs. The categories
are defined in Chapter 3.1, page S34.
The Work Group defined an improvement in turnover as a
change from any category to normal, from adynamic or
osteomalacia to mild or mixed, from osteitis fibrosa to mild,
or from mixed to mild. Worsening bone turnover was defined
as a change from normal to any category, from any category
to adynamic or osteomalacia, from adynamic or osteomalacia
to osteitis fibrosa, or from mild to osteitis fibrosa. These
changes are shown in Figure 3, left side.
The average change in the bone formation rate could not
be used to determine improvement, because a patient with a
high bone-formation rate improves when it decreases,
whereas a patient with adynamic bone disease must increase
bone-formation rate to show improvement. A categorical
approach, however, is also not ideal, because a patient could
have substantial improvement but remain within a category,
whereas another patient with a baseline close to the threshold
between categories may change into another category with a
small change. Another problem is variable definitions of the
mixed category. A better method would be to report the
mean change toward normal.20,21 Most of the reports,
however, did not provide enough detail to analyze biopsies
in this manner.
With some treatments, an overall index of improvement
does not convey all the important information, because the
results have to be interpreted in the context of the original
disease. For example, a medicine that decreased bone
turnover could be beneficial if the original disease was
osteitis fibrosa, but harmful if the patient had adynamic
disease.
Assessing mineralization was more straightforward. An
increase in mean osteoid volume, osteoid thickness or
mineralization lag time indicates a worsening of mineralization. An increase indicates a worsening of mineralization.
Using categories, an improvement would be a change from
mixed or osteomalacia to normal, adynamic, or osteitis
fibrosa; worsening would be a change to the osteomalacia or
mixed categories (Figure 3, right side).
Kidney International (2009) 76 (Suppl 113), S9–S21
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Figure 3 | Parameters of bone turnover, mineralization, and
volume. Ady, adynamic bone disease; O. Fib, osteitis fibrosa;
OM, osteomalacia.

For bone volume, an increase is usually an indication of
improvement. Exceptions would be when patients develop
osteosclerosis, but this is unusual. Most reports did not take
bone volume into account. The studies also did not usually
report differences in cortical vs cancellous bone, or report
other structural parameters.
SUMMARY TABLES

Summary tables were developed to tabulate data from studies
pertinent for each treatment question. Each summary
contains three sections: a ‘Baseline Characteristics Table’,
an ‘Intervention and Results Table’, and an ‘Adverse Events
Table’. Baseline Characteristics Tables include a description
of the study size, the study population at baseline,
demographics, country of residence, duration on dialysis,
calcium concentration in the dialysis bath, diabetes status,
previous use of aluminum-based phosphate binders, and
findings on baseline MBD laboratory, bone, and calcification
tests. Intervention and Results Tables describe the studies
according to four dimensions: study size, follow-up
duration, results, and methodological quality. Adverse Events
Tables include study size, type of AEs, numbers of patients
who discontinued treatment because of AEs, number of
patients who died, and those who changed modality
(including those who received a kidney transplant). The
Work Group specified AEs of interest for each particular
intervention (for example, hypercalcemia). Work Group
members proofed all summary table data and quality
assessments.
Kidney International (2009) 76 (Suppl 113), S9–S21

To provide consistency throughout the summary tables,
data were sometimes converted or estimated. When followup times were reported in weeks, the results were converted
into months by estimating 1 month as 4 weeks. Conventional
units were converted into SI units, with the exception of
creatinine clearance.
EVIDENCE PROFILES

Evidence profiles were constructed by the ERT to record
decisions with regard to the estimates of effect, quality of
evidence for each outcome, and quality of overall evidence
across all outcomes. These profiles serve to make transparent
to the reader the thinking process of the Work Group in
systematically combining evidence and judgments. Each
evidence profile was reviewed by Work Group experts.
Decisions were taken on the basis of data and results from the
primary studies listed in corresponding summary tables, and
on judgments of the Work Group. Judgments with regard to
the quality, consistency, and directness of evidence were often
complex, as were judgments regarding the importance of an
outcome or the net effect and quality of the overall quality of
evidence across all outcomes. The evidence profiles provided
a structured approach to grading, rather than a rigorous
method of quantitatively summing up grades. When the
body of evidence for a particular question or for a
comparison of interest consisted of only one study, the
summary table provided the final level of synthesis and an
evidence profile was not generated.
EVIDENCE MATRICES

Evidence matrices were generated for each systematic review
for a treatment question. The matrix shows the quantity and
quality of evidence reviewed for each outcome of interest.
Each study retained in the systematic review is tabulated with
the description of its authors, year of publication, sample
size, mean duration of follow-up, and the quality grade for
the respective outcome. Conceptually, information on the left
upper corner shows high-quality evidence for outcomes of
high importance. Information on the right lower corner
shows low-quality evidence for outcomes of lesser importance. Evidence for AEs was not graded for quality, but still
tabulated in one column in the matrices.
An evidence matrix was not generated for a systematic
review topic when the yield for the topic was only one
study that met inclusion criteria, as the entire study is
summarized in the summary table that contains all relevant
information.
An overall evidence matrix was generated to show the
yield of all studies included in summary tables for all
interventions of interest. This overall evidence matrix shows
the entire yield for all treatment questions, both in terms of
outcomes reviewed and the quality of evidence for each
outcome in each study. Single studies that did not warrant an
individual evidence matrix (that is, they were the only studies
for a specific intervention question) were still included in the
overall evidence matrix.
S17
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Table 6 | Grading of study quality for an outcome
A: Good quality: low risk of bias and no obvious reporting errors;
complete reporting of data. Must be prospective. If study of intervention:
must be RCT.
B: Fair quality: Moderate risk of bias, but problems with study/paper are
unlikely to cause major bias. If study of intervention: must be prospective.
C: Poor quality: High risk of bias or cannot exclude possible significant
biases. Poor methods, incomplete data, reporting errors. Prospective or
retrospective.
RCT, randomized controlled trial.

GRADING OF QUALITY OF EVIDENCE FOR OUTCOMES IN
INDIVIDUAL STUDIES
Study size and duration

The study (sample) size is used as a measure of the weight of
evidence. In general, large studies provide more precise
estimates. Similarly, longer-duration studies may be of better
quality and more applicable, depending on other factors.

to support a particular recommendation (GRADE Working
Group, 2008).24 Following GRADE, the quality of a body
of evidence pertaining to a particular outcome of interest
is initially categorized on the basis of study design. For
questions of interventions, the initial quality grade is
‘High’ if the body of evidence consists of RCTs, or ‘Low’
if it consists of observational studies, or ‘Very Low’ if it
consists of studies of other study designs. For questions
of interventions, the Work Group graded only RCTs. The
grade for the quality of evidence for each intervention/
outcome pair was then decreased if there were serious
limitations to the methodological quality of the aggregate
of studies; if there were important inconsistencies in the
results across studies; if there was uncertainty about the
directness of evidence including a limited applicability of
findings to the population of interest; if the data were
imprecise or sparse; or if there was thought to be a high
likelihood of bias. The final grade for the quality of evidence
for an intervention/outcome pair could be one of the
following four grades: ‘High’, ‘Moderate’, ‘Low’, or ‘Very
Low’ (Table 7).

Methodological quality

Methodological quality (or internal validity) refers to the
design, conduct, and reporting of the outcomes of a clinical
study. A three-level classification of study quality was
previously devised (Table 6). Given the potential differences
in the quality of a study for its primary and other outcomes,
study quality was assessed for each outcome.
The evaluation of questions of interventions included
RCTs. The grading of the outcomes of these studies included a
consideration of the methods (that is, duration, type of
blinding, number and reasons for dropouts, etc.), population
(that is, does the population studied introduce bias?),
outcome definition/measurement, and thoroughness/precision of reporting and statistical methods (that is, was the study
sufficiently powered and were the statistical methods valid?).
Results

The type of results used from a study was determined by the
study design, the purpose of the study, and the Work Group’s
question(s) of interest. Decisions were based on screening
criteria and outcomes of interest (Table 3).
Approach to grading

A structured approach, modeled after GRADE,14,22,23,27 and
facilitated by the use of Evidence Profiles and Evidence
Matrices, was used to determine a grade that described the
quality of the overall evidence and a grade for the strength of
a recommendation. For each topic, the discussion on grading
of the quality of evidence was led by the ERT, and the
discussion regarding the strength of the recommendations
was led by the Work Group Chairs.
Grading the quality of evidence for each outcome

The ‘quality of a body of evidence’ refers to the extent to
which our confidence in an estimate of effect is sufficient
S18

Grading the overall quality of evidence

The quality of the overall body of evidence was then
determined on the basis of the quality grades for all
outcomes of interest, taking into account explicit judgments
about the relative importance of each outcome. The
resulting four final categories for the quality of overall
evidence were ‘A’, ‘B’, ‘C’, or ‘D’ (Table 8).14 This grade for
overall evidence is indicated behind the strength of
recommendations. The summary of the overall quality of
evidence across all outcomes proved to be very complex.
Thus, as an interim step, the evidence profiles recorded the
quality of evidence for each of three outcome categories:
patient-centered outcomes, other bone and vascular surrogate outcomes, and laboratory outcomes. The overall quality
of evidence was determined by the Work Group and is based
on an overall assessment of the evidence. It reflects that, for
most interventions and tests, there is no high-quality
evidence for net benefit in terms of patient-centered
outcomes.
Assessment of the net health benefit across all important
clinical outcomes

Net health benefit was determined on the basis of
the anticipated balance of benefits and harm across
all clinically important outcomes. The assessment of net
medical benefit was affected by the judgment of the Work
Group and ERT. The assessment of net health benefit
is summarized in one of the following statements: (i) There
is net benefit from intervention when benefits outweigh
harm; (ii) there is no net benefit; (iii) there are tradeoffs
between benefits and harm when harm does not altogether
offset benefits, but requires consideration in decision
making; or (iv) uncertainty remains regarding net benefit
(Table 9).
Kidney International (2009) 76 (Suppl 113), S9–S21

chapter 2

Table 7 | GRADE system for grading quality of evidence for an outcome
Step 1: Starting grade for
quality of evidence based
on study design

Step 2: Reduce grade

Step 3: Raise grade

High for randomized trial

Study quality
–1 level if serious limitations
–2 levels if very serious limitations

Strength of association
+1 level is strong,b no plausible confounders,
consistent and direct evidence

Moderate for
quasi-randomized trial

Final grade for
quality of evidence
for an outcomea

High

c

+2 levels if very strong, no major
threats to validity and direct evidence

Consistency
–1 level if important inconsistency

Low for observational study

Directness
–1 level if some uncertainty
Very Low for any other evidence
–2 levels if major uncertainty

Other
+1 level if evidence of a dose–response
gradient

Other
–1 level if sparse or imprecise data
–1 level if high probability of reporting bias

Moderate
Low
Very low

+1 level if all residual plausible confounders
would have reduced the observed effect

GRADE, Grades of Recommendations Assessment, Development, and Evaluation; RR, relative risk.
a
The highest possible grade is ‘high’ and the lowest possible grade is ‘very low’.
b
Strong evidence of association is defined as ‘significant RR of 42 (o0.5)’ based on consistent evidence from two or more observational studies, with no plausible
confounders.
c
Very strong evidence of association is defined as ‘significant RR of 45 (o0.2)’ based on direct evidence with no major threats to validity.
Modified with permission from Uhlig (2006).22 and Atkins (2004)14

Table 8 | Final grade for overall quality of evidence23

Table 9 | Balance of benefits and harm23

Quality of
Grade evidence

When there was evidence to determine the balance of medical benefits and
harm of an intervention to a patient, conclusions were categorized as follows:

A

High

B

Moderate

C

Low

D

Very low

Meaning
We are confident that the true effect lies close to
that of the estimate of the effect.
The true effect is likely to be close to the estimate
of the effect, but there is a possibility that it is
substantially different.
The true effect may be substantially different from
the estimate of the effect.
The estimate of effect is very uncertain, and often
will be far from the truth.

GRADING THE STRENGTH OF THE RECOMMENDATIONS

The ‘strength of a recommendation’ indicates the extent to
which one can be confident that adherence to the
recommendation will do more good than harm. The strength
of a recommendation is graded as Level 1 or Level 2.23
Table 10 shows the nomenclature for grading the strength
of a recommendation and the implications of each level for
patients, clinicians, and policy makers. Recommendations
can be for or against doing something.
Table 11 shows that the strength of a recommendation is
determined not just by the quality of evidence, but also by
other, often complex judgments regarding the size of the net
medical benefit, values and preferences, and costs. Formal
decision analyses, including cost analysis, were not
conducted. Where there is doubt regarding the balance of
benefits and harm with respect to patient centered outcomes,
or when the quality of evidence is too low to assess balance,
the recommendation is necessarily a ‘level 2’.
UNGRADED STATEMENTS

The Work Group felt that having a category that allows it
to issue general advice would be useful. For this purpose,
Kidney International (2009) 76 (Suppl 113), S9–S21

Net benefits
Trade-offs
Uncertain trade-offs
No net benefits

The intervention clearly does more good than
harm.
There are important trade-offs between the
benefits and harm.
It is not clear whether the intervention does more
good than harm.
The intervention clearly does not do more good
than harm.

the Work Group chose the category of a recommendation
that was not graded. Typically, this type of ungraded
statement met the following criteria: it provides guidance
on the basis of common sense; it provides reminders of the
obvious; and it is not sufficiently specific enough to allow an
application of evidence to the issue, and therefore it is not
based on a systematic evidence review. Common examples
include recommendations regarding the frequency of testing,
referral to specialists, and routine medical care. The ERT and
Work Group strove to minimize the use of ungraded
recommendations.
FORMULATION AND VETTING OF RECOMMENDATIONS

The selection of specific wording for each of the statements
was a time-intensive process. In addition to striving for
the recommendations to be clear and actionable, the
wording also considered grammar, proper English-word
usage, and the ability of concepts to be translated accurately
into other languages. A final wording of recommendations
and the corresponding grades for the strength of the
recommendations and the quality of evidence were voted
upon by the Work Group, and required a majority to
S19
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Table 10 | Implications of the strength of a recommendation
Implications
Grade

Patients

Clinicians

Policy

Level 1
‘We recommend’

Most people in your situation
would want the recommended
course of action and only a small
proportion would not.

Most patients should receive the recommended
course of action.

The recommendation can be adopted
as a policy in most situations.

Level 2
‘We suggest’

The majority of people in your
situation would want the
recommended course of action,
but many would not.

Different choices will be appropriate for different
patients. Each patient needs help to arrive at a
management decision consistent with her or his
values and preferences.

The recommendation is likely to require
debate and involvement of stakeholders
before policy can be determined.

Table 11 | Determinants of the strength of a recommendation23
Factor

Comment

Balance between desirable
and undesirable effects
Quality of the evidence
Values and preferences

The larger the difference between the desirable and undesirable effects, the more likely a strong
recommendation is warranted. The narrower the gradient, the more likely a weak recommendation is warranted.
The higher the quality of evidence, the more likely a strong recommendation is warranted.
The more variability in values and preferences, or the more uncertainty in values and preferences,
the more likely a weak recommendation is warranted.
The higher the costs of an intervention—that is, the more resources consumed—the less likely a strong
recommendation is warranted.

Costs (resource allocation)

be accepted. The process of peer review was a serious
undertaking. It included an internal review by the KDIGO
Board of Directors and an external review by the public to
ensure widespread input from numerous stakeholders,
including patients, experts, and industry and national
organizations, and then another internal review by the
KDIGO Board of Directors.

would be the task of a local ‘guideline adoption group’ to
review and reconcile the recommendations of the KDIGO
guideline with those of other guidelines pertinent and
applicable to its country or context. Thus, this KDIGO
guideline does not contain a comparison of how the
recommendations from this KDIGO Work Group differ
from those of other existing guidelines.

FORMAT FOR CHAPTERS

LIMITATIONS OF APPROACH

Each chapter contains one or more specific ‘recommendations’. Within each recommendation, the strength of the
recommendation is indicated as level 1 or level 2, and the
quality of the overall supporting evidence is shown as A, B, C,
or D. The recommendations are followed by a section that
describes the chain of logic, which consists of declarative
sentences summarizing the key points of the evidence base and
the judgments supporting the recommendation. This is
followed by a narrative that provides the supporting rationale
and includes data tables where appropriate. In relevant
sections, research recommendations suggest future research
to resolve current uncertainties.

Although the literature searches were intended to be
comprehensive, they were not exhaustive. MEDLINE
was the only database searched, and the search was limited
to English language publications. Hand searches of
journals were not performed, and review articles and
textbook chapters were not systematically searched. However,
important studies known to domain experts, which were
missed by the electronic literature searches, were added to the
retrieved articles and reviewed by the Work Group.
Nonrandomized studies were not systematically reviewed.
The majority of the ERT and Work Group resources were
devoted to a detailed review of randomized trials, as these
were deemed to most likely provide data to support
treatment recommendations with higher quality evidence.
Where randomized trials are lacking, it was deemed to be
sufficiently unlikely that studies previously unknown to the
Work Group would result in higher quality evidence.
Evidence for patient-relevant clinical outcomes was low.
Usually, low-quality evidence required a substantial use of
expert judgment in deriving a recommendation from the
evidence reviewed.

COMPARISON WITH OTHER GUIDELINES

The reconciliation of a guideline with other guidelines
reduces potential confusion related to variability or discrepancies in guideline recommendations. At the beginning
of the guideline process, the ERT searched for other current
guidelines on CKD–MBD and compiled them by topic. This
information was submitted to the Work Group to highlight
those topics that other guidelines had addressed and what
recommendations had been issued. However, given the global
nature of the KDIGO guidelines, it was felt that judging how
any guideline might be applicable in a particular setting
would require a process of ‘guideline adoption’, and that it
S20

SUMMARY OF THE PROCESS

Several tools and checklists have been developed to assess the
quality of the guideline development process and to enhance
Kidney International (2009) 76 (Suppl 113), S9–S21
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the quality of guideline reporting. These include the
Appraisal of Guidelines for Research and Evaluation
(AGREE) criteria25 and the Conference on Guideline
Standardization (COGS) checklist.26 Supplementary Table 3
shows the key features of the guideline development process
according to the COGS checklist.

Kidney International (2009) 76 (Suppl 113), S9–S21

SUPPLEMENTARY MATERIAL

Supplementary Table 1. Literature search strategy.
Supplementary Table 2. Use of other relevant systematic reviews and
meta-analyses.
Supplementary Table 3. Key features of the guideline.
Supplementary material is linked to the online version of the paper at
http://www.nature.com/ki
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Chapter 3.1: Diagnosis of CKD–MBD: biochemical
abnormalities
Kidney International (2009) 76 (Suppl 113), S22–S49. doi:10.1038/ki.2009.191

Grade for quality
of evidence

Grade for strength
of recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

INTRODUCTION

3.1.3

Biochemical abnormalities are common in chronic kidney
disease (CKD) and are the primary indicators by which the
diagnosis and management of CKD–mineral and bone
disorder (CKD–MBD) is made. The two other components
of CKD–MBD (bone abnormalities and vascular calcification)
are discussed in Chapters 3.2 and 3.3.
3.1.4
RECOMMENDATIONS

3.1.1

We recommend monitoring serum levels of calcium, phosphorus, PTH, and alkaline phosphatase
activity beginning in CKD stage 3 (1C). In children,
we suggest such monitoring beginning in CKD
stage 2 (2D).
3.1.2 In patients with CKD stages 3–5D, it is reasonable
to base the frequency of monitoring serum calcium,
phosphorus, and PTH on the presence and magnitude of abnormalities, and the rate of progression
of CKD (not graded).
Reasonable monitoring intervals would be:
K In CKD stage 3: for serum calcium and phosphorus, every 6–12 months; and for PTH, based
on baseline level and CKD progression.
K In CKD stage 4: for serum calcium and phosphorus, every 3–6 months; and for PTH, every
6–12 months.
K In CKD stages 5, including 5D: for serum calcium
and phosphorus, every 1–3 months; and for PTH,
every 3–6 months.
K In CKD stages 4–5D: for alkaline phosphatase
activity, every 12 months, or more frequently in
the presence of elevated PTH (see Chapter 3.2).
In CKD patients receiving treatments for
CKD–MBD, or in whom biochemical abnormalities
are identified, it is reasonable to increase the
frequency of measurements to monitor for trends
and treatment efficacy and side-effects (not graded).
S22

3.1.5

3.1.6

In patients with CKD stages 3–5D, we suggest
that 25(OH)D (calcidiol) levels might be measured,
and repeated testing determined by baseline values
and therapeutic interventions (2C). We suggest that
vitamin D deficiency and insufficiency be corrected
using treatment strategies recommended for the
general population (2C).
In patients with CKD stages 3–5D, we recommend
that therapeutic decisions be based on trends rather
than on a single laboratory value, taking into
account all available CKD–MBD assessments (1C).
In patients with CKD stages 3–5D, we suggest that
individual values of serum calcium and phosphorus, evaluated together, be used to guide clinical
practice rather than the mathematical construct of
calcium–phosphorus product (Ca  P) (2D).
In reports of laboratory tests for patients with CKD
stages 3–5D, we recommend that clinical laboratories inform clinicians of the actual assay method
in use and report any change in methods, sample
source (plasma or serum), and handling specifications to facilitate the appropriate interpretation of
biochemistry data (1B).

Summary of rationale for recommendations
K

K

As the diagnosis of CKD–MBD depends on the measurement of laboratory and other variables, it is important to
provide a guide to clinicians regarding when to commence
measurement of those variables. Although changes in the
biochemical abnormalities of CKD–MBD may begin in
CKD stage 3, the rate of change and severity of
abnormalities are highly variable among patients.
Thus, the recommendations and suggestions above
indicate that assessment of CKD–MBD should begin at
stage 3, but the frequency of assessment needs to take into
account the identified abnormalities, the severity and
duration of the abnormalities in the context of the degree
Kidney International (2009) 76 (Suppl 113), S22–S49
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K

K

and rate of change of glomerular filtration rate (GFR), and
the use of concomitant medications. Further testing and
shorter time intervals would be dependent on the presence
and severity of biochemical abnormalities.
Furthermore, the interpretation of these biochemical and
hormonal values requires an understanding of assay type
and precision, interassay variability, blood sample handling, and normal postprandial, diurnal, and seasonal
variations in individual parameters.
The serum phosphorus fluctuates more than the serum
calcium. As the mathematical construct of the calcium  phosphorus product (Ca  P) is largely driven by serum
phosphorus and generally does not provide any additional
information beyond that which is provided by individual
measures, it is of limited use in clinical practice.

BACKGROUND

The laboratory diagnosis of CKD–MBD includes the use of
laboratory testing of serum PTH, calcium (ideally ionized
calcium but most frequently total calcium, possibly corrected
for albumin), and phosphorus. In some situations, measuring
serum ALPs (total or bone specific) and bicarbonate may be
helpful. It is important to acknowledge that the biochemical
and hormonal assays used to diagnose, treat, and monitor
CKD–MBD have limitations and, therefore, the interpretation
of these laboratory values requires an understanding of assay
type and precision, interassay variability, blood sample
handling, and normal postprandial, diurnal, and seasonal
variations. Derivations of these assays compound the
problems with precision and accuracy. It is important for
the practicing clinician to appreciate the potential variations
in laboratory test results to avoid overemphasizing small or
inconsistent changes in clinical decision making. Educating
patients and primary-care physicians as to these subtleties is
also important to ensure the appropriate interpretation by nonnephrologists who may also receive the results of the tests.
This chapter is the result of a comprehensive literature
review of selected topics by the Work Group with assistance
from the evidence review team to formulate the rationale for
clinical recommendations. Thus, it should not be considered
as a systematic review.
RATIONALE

3.1.1 We recommend monitoring serum levels of calcium,
phosphorus, PTH, and alkaline phosphatase activity
beginning in CKD stage 3 (1C). In children, we
suggest such monitoring beginning in CKD stage 2 (2D).
Abnormalities in calcium, phosphorus, PTH, and vitamin D
metabolism (collectively referred to as disordered mineral
metabolism) are common in patients with CKD. Changes in
the laboratory parameters of CKD–MBD may begin in CKD
stage 3, but the presence of abnormal values, the rate of
change, and the severity of abnormalities are highly variable
among patients. To make the diagnosis of CKD–MBD, one or
more of these laboratory abnormalities must be present.
Kidney International (2009) 76 (Suppl 113), S22–S49

Thus, measuring them once is essential for diagnosis.
Although the initial assessment should begin at this stage,
the frequency of assessment is based on the presence and
persistence of identified abnormalities, the severity of
abnormalities, all in the context of the degree and rate of
change of GFR and the use of concomitant medications.
The interpretation of the biochemical and hormonal values
also requires an understanding of normal postprandial, diurnal,
and seasonal variations, with differences from one parameter to
the other. For example, serum phosphorus fluctuates more than
serum calcium within an individual, and is affected by diurnal
variation more than is serum calcium. Given the complexity of
changes within any one parameter, it is important to take into
account the trends of changes rather than single values to
evaluate changes in the degree of severity of laboratory
abnormalities of CKD–MBD.
The best available data to guide diagnostic monitoring
consist of that which is obtained from population-based or
cohort-based prevalence studies. Although subject to specific
biases, these studies do guide the clinician with respect to
expected proportions of abnormal test results at specific
levels of CKD. However, even this is problematic, given the
inconsistent definitions of ‘abnormal’ (be it insufficient,
deficient, or in excess). Moreover, there are additional issues
with specific assays, especially for PTH and 25(OH)D, which
further complicate and limit our ability to characterize
specific levels as pathological.
Limitations of current data sources

Most of the studies describing observational data and
relationships between individual parameters and clinical
outcomes have been conducted in hemodialysis (HD)
populations. Furthermore, those HD population studies are
generally from cohorts who did not always receive predialysis
care or early identification. In addition, the analysis of the
observational data uses cohort-specific cut points or KDOQI
recommendations from 2003.
Limited data exist regarding the prevalence of biochemical
and hormonal abnormalities in CKD stages 3–5, because of
the general absence of registry data, population-based
studies, or large cohort studies. There are increasingly
recognized differences in referred vs nonreferred populations,
and in those with kidney transplants. Data are limited in all
of these non-dialysis groups. Even in national dialysis
databases, a routine collection of data on MBD is
uncommon, and in those databases that do have the
information, they are generally available only for a single
time point, such as dialysis initiation, or confounded by
treatment.
Thus, establishing diagnostic and management criteria on
the basis of data obtained from the sources described above,
and in the context of individual person and assay variability,
is problematic. Nevertheless, utilizing trends, consistency of
data direction, and biological plausibility, the Work Group
has made recommendations and suggestions for the diagnosis and management of laboratory parameters.
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Examples of studies that describe the prevalence of
abnormalities
CKD stages 3–5. Levin et al.28 have described the prevalence

of abnormalities in serum calcium, phosphorus, and PTH in
a cross-sectional analysis of 1800 patients with CKD stages
3–5 in North America (Study To Evaluate Early Kidney
Disease). Calcium and phosphorus values did not become
abnormal until GFR fell below 40 ml/min per 1.73 m2, and
were relatively stable until GFR fell below 20 ml/min per
1.73 m2 (Figure 4). However, 12% of patients with
GFR480 ml/min per 1.73 m2 had a high PTH (defined as
465 pg/ml, the upper limit of normal of the assay used)
and nearly 60% of patients with GFRo60 ml/min
per 1.73 m2 had elevated PTH levels. Similar findings have
been recently reported from a community-based screening
program sponsored by the National Kidney Foundation, the
Kidney Education and Evaluation Program.29 It is to be
noted that both cohorts were primarily nonreferred populations, with a diagnosis of CKD made on the estimated GFR.
CKD stage 5D. The Choices for Healthy Outcomes in
Caring for End-Stage Renal Disease study is a large,
prospectively collected national cohort of incident dialysis
patients with repeated measures of laboratory values. In
incident dialysis patients, serum levels of calcium and
phosphorus at the start of dialysis were 9.35 mg/dl

(2.34 mmol/l) and 5.23 mg/dl (1.69 mmol/l), respectively.
Mean serum levels increased over the initial 6 months of
renal replacement therapy (calcium 9.51 mg/dl or 2.38 mmol/l;
phosphorus 5.43 mg/dl or 1.75 mmol/l).30
Although there are numerous cross-sectional reports of
serum levels of calcium, phosphorus, and PTH in CKD stage
5D population, the international Dialysis Outcomes and
Practice Pattern Study provides the most comprehensive
global view of the prevalence of disorders of calcium
(corrected for albumin), phosphorus, and PTH.33 Unfortunately, there is no standardization of PTH assays from
around the world. Nevertheless, abnormalities were observed
in parallel studies from large dialysis providers in the United
States with central laboratories. Figure 5 provides a robust
depiction of not only the distribution of abnormalities in
laboratory values relevant to CKD–MBD but also a visual
representation of changes in international practice patterns as
well over the three phases of the Dialysis Outcomes and
Practice Pattern Study observation (I ¼ 1996–2001,
II ¼ 2002–2004, and III ¼ 2005–present).
Recently, elevated serum total ALP (t-ALP) levels have
been recognized as a possibly independent variable associated
with an increase in the relative risk (RR) of mortality in
patients with CKD stage 5D.31,32 Regidor et al.31 have
described an association of serum t-ALP levels with mortality
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Figure 4 | Prevalence of abnormal mineral metabolism in CKD. (a) The prevalence of hyperparathyroidism, hypocalcemia, and
hyperphosphatemia by eGFR levels at 10-ml/min per 1.73 m2 intervals. (b) Median values of serum Ca, P, and iPTH by eGFR levels. (c) Median
values of 1,25 (OH)2D3, 25(OH)D3, and iPTH by GFR levels. CKD, chronic kidney disease; eGFR, estimated glomerular filtration rate; GFR,
glomerular filtration rate; iPTH, intact parathyroid hormone. Reprinted with permission from Levin et al.28
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Figure 5 | Changes in serum calcium, phosphorus, and iPTH with time in hemodialysis patients of DOPPS countries. Distribution of
baseline serum calcium (a), phosphorus (b), and PTH (c) by country and the DOPPS phase. See text for details. DOPPS, Dialysis Outcomes
and Practice Pattern Study; PTH, parathyroid hormone. Reprinted with permission from Tentori et al.33

among prevalent HD populations, in addition to U- or
J-shaped curves for calcium, phosphorus, and PTH, further
underscoring the complexity of the relationships of these
laboratory abnormalities with outcomes. High levels of ALPs
are associated with mortality, but there is no evidence that
reducing these levels leads to improved outcomes. The use of
ALPs to interpret other abnormalities of measured minerals
within an individual (for example, as an indicator of bone
turnover or as an indicator of other conditions such as liver
disease, an so on) may be useful as detailed in Chapter 3.2.
Children. In children, one study showed that elevations
in PTH occur as early as CKD stage 2, especially in children
with slowly progressive kidney disease.34 Given the significant
associations of biochemical abnormalities of CKD–MBD with
Kidney International (2009) 76 (Suppl 113), S22–S49

growth and cardiac dysfunction35 in children, the Work Group
felt it was reasonable to assess children for the biochemical
abnormalities of CKD–MBD initially at CKD stage 2.
3.1.2

In patients with CKD stages 3–5D, it is reasonable
to base the frequency of monitoring serum calcium,
phosphorus, and PTH on the presence and magnitude of abnormalities, and the rate of progression
of CKD (not graded).
Reasonable monitoring intervals would be:
In CKD stage 3: for serum calcium and phosphorus, every 6–12 months; and for PTH, based
on baseline level and CKD progression.

K
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K

K

K

In CKD stage 4: for serum calcium and phosphorus,
every 3–6 months; and for PTH, every 6–12 months.
In CKD stages 5, including 5D: for serum calcium
and phosphorus, every 1–3 months; and for PTH,
every 3–6 months.
In CKD stages 4–5D: for alkaline phosphatase
activity, every 12 months, or more frequently in
the presence of elevated PTH (see Chapter 3.2).

In CKD patients receiving treatments for
CKD–MBD, or in whom biochemical abnormalities
are identified, it is reasonable to increase the
frequency of measurements to monitor for trends
and treatment efficacy and side-effects (not graded).
There are no data showing that routine measurement
improves patient-level outcomes. Nevertheless, suggestions
can be made as to a reasonable frequency of measurement of
these laboratory parameters of CKD–MBD. The clinician
should adjust the frequency on the basis of the presence and
magnitude of abnormalities, and on the rate of progression of
kidney disease. The frequency of measurement needs to be
individualized for those receiving treatments for CKD–MBD
to monitor for treatment effects and adverse effects.
Table 12 provides reasonable guidance as to the frequency
of monitoring, given the numerous caveats outlined above;
clinical situations (stability and treatment strategies) and
other factors will influence the frequency of testing, and this
must be individualized. As with any long-term condition,
longitudinal trends are important and some forms of
systematic (for example, fixed interval) monitoring is likely
to be of greater value than random monitoring.
3.1.3

In patients with CKD stages 3–5D, we suggest that
25(OH)D (calcidiol) levels might be measured, and
repeated testing determined by baseline values and
therapeutic interventions (2C). We suggest that
vitamin D deficiency and insufficiency be corrected
using treatment strategies recommended for the
general population (2C).

The Work Group acknowledged that there is emerging
information on the potential role of vitamin D deficiency and
insufficiency in the pathogenesis or worsening of multiple
diseases. In addition, vitamin D deficiency and insufficiency
may have a role in the pathogenesis of secondary hyperparathyroidism (HPT) as detailed in Chapter 4.2. The potential
risks of vitamin D repletion are minimal, and thus, despite
uncertain benefit, the Work Group felt that measurement
might be beneficial.

The prevalence of vitamin D insufficiency or deficiency
varies by the definition used. Most studies define deficiency
as serum 25(OH)D (calcidiol) values o10 ng/ml (25 nmol/l),
and insufficiency as values X10 but o20–32 ng/ml
(50–80 nmol/l).36,37 However, there is no consensus on what
defines ‘adequate’ vitamin D levels or toxic vitamin D
levels,38 although some believe a normal level is that which is
associated with a normal serum PTH level in the general
population, whereas others define it as the level above which
there is no further reciprocal reduction in serum PTH upon
vitamin D supplementation.39,40 Numerous publications
have found associations of vitamin D deficiency, usually
defined as serum 25(OH)D valueso10 or 15 ng/ml (o25 or
37 nmol/l), to be associated with various diseases.41,42 In the
general population43,44 and in patients with CKD,45 there is
an association of low 25(OH)D levels with mortality. There is
one prospective randomized controlled trial (RCT) in the
general population that shows that vitamin D supplementation reduces the risk of cancer.46 However, there are no data
showing that the repletion of vitamin D to a specific
25(OH)D level reduces mortality.
Defining specific target or threshold levels in the current
era is likely to be premature (see Recommendation 3.1.4),37,42
and, in particular, using the criteria of a normal serum PTH
level as vitamin D adequacy in CKD is problematic because
of the multiple factors that affect PTH synthesis, secretion,
target tissue response, and elimination in CKD. Studies in
CKD patients and in the general population show widespread
vitamin D deficiency; according to some definitions, almost
50% of those studied have suboptimal levels. In patients with
CKD stages 3–4, some studies report lower 25(OH)D levels
with more advanced stages of CKD.28,47,48 However, the
Study To Evaluate Early Kidney Disease detailed above found
no relationship between the stage of CKD and calcidiol levels.
In the Study To Evaluate Early Kidney Disease, black
individuals had lower levels of calcidiol and higher levels of
PTH than did white individuals, despite higher levels of
calcium and phosphorus.49
Although position statements defining vitamin D deficiency exist, the definition of what level of vitamin D
represents sufficiency is the subject of an ongoing debate.
There are no data that the presence or absence of CKD would
alter recommended levels. From a practical perspective,
clinicians should also appreciate that—in the absence of
knowing the optimum level, and with all the issues related to
the measurement of serum levels of vitamin D sterols—the
decision of whether to measure, when to measure, how
often, and to what target level needs to be individualized.
Furthermore, considerations as to how the information

Table 12 | Suggested frequencies of serum calcium, phosphorus, and PTH measurements according to CKD stage

Calcium and phosphorus
PTH and alkaline phosphatases
Calcidiol

Progressive CKD stage 3

CKD stage 4

CKD stages 5 and 5D

6–12 months
Baseline
Baseline

3–6 months
6–12 months
Baseline

1–3 months
3–6 months
Baseline

CKD, chronic kidney disease; PTH, parathyroid hormone.
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would impact management and treatment decisions
should be considered on an individual patient basis, as well
as by considering the impact on health-care resources/costs,
where applicable. As detailed in Chapter 4.2, in patients with
CKD stages 3 and 4, vitamin D deficiency may be an
underlying cause of elevated PTH, and thus there is a
rationale for measuring and supplementing in this population, although this approach has not been tested in a
prospective RCT.
3.1.4

In patients with CKD stages 3–5D, we recommend
that therapeutic decisions be based on trends rather
than on a single laboratory value, taking into
account all available CKD–MBD assessments (1C).

The interpretation of biochemical and hormonal values in
the diagnosis of CKD–MBD requires an understanding of
assay type and precision, interassay variability, blood sample
handling, and normal postprandial, diurnal, and seasonal
variations. Owing to these assay and biological variation
issues, the Work Group felt that trends in laboratory values
should be preferentially used over single values for determining when to initiate and/or adjust treatments.
Table 13 describes the sources and magnitude of variation
in the measurement of serum calcium, phosphorus, PTH,
and vitamin D sterols. This table serves as a guide for
clinicians and forms the basis for the recommendation that
laboratory tests should be measured using the same assays,
and at similar times of the day/week for a given patient.
Health-care providers should be familiar with assay problems
and limitations (discussed below). Furthermore, an appreciation of this variability further underscores the importance of
utilizing trends, rather than single absolute values, when
making diagnostic or treatment decisions.
3.1.5

In patients with CKD stages 3–5D, we suggest that
individual values of serum calcium and phosphorus, evaluated together, be used to guide clinical
practice rather than the mathematical construct of
calcium–phosphorus product (Ca  P) (2D).

The mathematical construct of the calcium  phosphorus
product (Ca  P) is of limited use in clinical practice, as it is
largely driven by serum phosphorus and generally does not
Table 13 | Sources and magnitude of the variation in the
measurement of serum calcium, phosphorus, PTH, and
vitamin D sterols
Variable
Coefficient of variation
Diurnal variation
Seasonal variation
Variation with meals
Variation with dialysis time
Assay validity

Calcium Phosphorus PTH Vitamin D sterols
+
+

+
++

++
++

+
+
+++

+
+
+++

+

++

++


+

+

NS, no shading; PTH, parathyroid hormone; S, shading. þ , minimal or low; þ þ ,
moderate; þ þ þ , high or good; , no variability; blank space, not tested.
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provide any additional information beyond that which is
provided by individual measures.50,51 The measurement of
phosphorus is generally valid and reproducible, but is
affected by diurnal and postprandial variation. Values may
differ substantially (for example, up to 0.08 mg/dl;
0.026 mmol/l) in dialysis patients, depending on which shift
or which interdialytic interval is chosen.33 Furthermore, there
are multiple situations in which a normal product is
associated with poor outcomes, and the converse is similarly
true. Thus, the Work Group advised against a reliance on this
combined measurement in clinical practice.
3.1.6

In reports of laboratory tests for patients with CKD
stages 3–5D, we recommend that clinical laboratories inform clinicians of the actual assay method
in use and report any change in methods, sample
source (plasma or serum), and handling specifications to facilitate an appropriate interpretation of
biochemistry data (1B).

The use of biochemical assays for the diagnosis and
management of CKD–MBD requires some understanding of
assay characteristics and limitations, discussed by each assay
below. The understanding of these sources of variability
should allow clinicians and health-care providers to optimize
the performance and interpretation of laboratory tests in
CKD patients (for example, timing, location, laboratory used,
and so on). Clinical laboratories should assist clinicians in the
interpretation of data by reporting assay characteristics and
kits used.
Calcium

Serum calcium levels are routinely measured in clinical
laboratories using colorimetric methods in automated
machines. There are quality control standards utilized by
clinical laboratories. Thus, the assay is generally precise and
reproducible. In healthy individuals, serum calcium is tightly
controlled within a narrow range, usually 8.5–10.0 or
10.5 mg/dl (2.1–2.5 or 2.6 mmol/l), with some, albeit
minimal, diurnal variation.52 However, the normal range
may vary slightly from laboratory to laboratory, depending
on the type of measurement used. In patients with CKD,
serum calcium levels fluctuate more, because of altered
homeostasis and concomitant therapies. In those with CKD
stage 5D, there are additional fluctuations in association with
dialysis-induced changes, hemoconcentration, and subsequent hemodilution. Moreover, predialysis samples collected
from HD patients after the longer interdialytic interval
during the weekend, as compared with predialysis samples
drawn after the shorter interdialytic intervals during the
week, often contain higher serum calcium levels. In the
international Dialysis Outcomes and Practice Pattern Study,
the mean serum calcium measured immediately before the
Monday or Tuesday sessions was higher by 0.01 mg/dl
(0.0025 mmol/l) than that measured before the Wednesday
or Thursday sessions.33
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The serum calcium level is a poor reflection of overall total
body calcium. Only 1% of total body calcium is measurable
in the extracellular compartment. The remainder is stored in
bone. Serum ionized calcium, generally 40–50% of total
serum calcium, is physiologically active, whereas non-ionized
calcium is bound to albumin or anions such as citrate,
bicarbonate, and phosphate, and is therefore not physiologically active. In the presence of hypoalbuminemia, there is
an increase in ionized calcium relative to total calcium; thus,
total serum calcium may underestimate the physiologically
active (ionized) serum calcium. A commonly used formula
for estimating ionized calcium from total calcium is the
addition of 0.8 mg/dl (0.2 mmol/l) for every 1 g decrease in
serum albumin below 4 g/dl (40 g/l). This ‘corrected calcium’
formula is routinely used by many dialysis laboratories and in
most clinical trials. Unfortunately, recent data have shown
that it offers no superiority over total calcium alone and is
less specific than ionized calcium measurements.53 In
addition, the assay used for albumin may affect the corrected
calcium measurement.54 However, ionized calcium measurement is not routinely available and, in some instances, may
require additional costs for measuring and reporting.
Presently, most databases are already using the corrected
calcium formula and there is an absence of data showing
differences in treatment approach or clinical outcomes when
using corrected vs total or ionized calcium. The Work Group
did not recommend that corrected calcium measurements be
abandoned at present. Furthermore, the use of ionized
calcium measurements is currently not considered to be
practical or cost effective.
Phosphorus

Inorganic phosphorus is critical for numerous normal
physiological functions, including skeletal development,
mineral metabolism, cell-membrane phospholipid content
and function, cell signaling, platelet aggregation, and energy
transfer through mitochondrial metabolism. Owing to its
importance, normal homeostasis maintains serum concentrations between 2.5–4.5 mg/dl (0.81–1.45 mmol/l). The terms,
phosphorus and phosphate, are often used interchangeably,
but strictly speaking, the term phosphate means the
sum of the two physiologically occurring inorganic ions in
the serum, and in other body fluids, hydrogenphosphate

(HPO2
4 ) and dihydrogenphosphate (H2PO4 ). However,
most laboratories report this measurable, inorganic component as phosphorus. Unlike calcium, a major component of
phosphorus is intracellular, and factors such as pH and
glucose can cause shifts of phosphate ions into or out of cells,
thereby altering the serum concentration without changing
the total body phosphorus.
Phosphorus is routinely measured in clinical laboratories
with colorimetric methods in automated machines. There are
quality control standards used by clinical laboratories. Thus,
the assay is generally precise and reproducible. Levels will be
falsely elevated with hemolysis during sample collection. In
healthy individuals, there is a diurnal variation in both serum
S28

phosphorus levels and urinary phosphorus excretion. Serum
phosphorus levels reach a nadir in the early hours of the
morning, increasing to a plateau at 1600 hours, and further
increasing to a peak from 0100 to 0300 hours.55,56 Similar
results were found in patients with hypercalcuria and
nephrolithiasis.57 However, another study found no diurnal
variation in patients on dialysis when studied on a nondialysis day.58 There are usually higher levels after a longer
period of dialysis. In the international Dialysis Outcomes and
Practice Pattern Study, samples collected from HD patients
immediately before a Monday or Tuesday session vs a
Wednesday or Thursday session were higher by 0.08 mg/dl
(0.025 mmol/l).33
Thus, the measurement of phosphorus is generally valid
and reproducible, but may be affected by normal diurnal and
postprandial variation. Again, trends of progressive increase
or decrease may be more accurate than small variations in
individual values.
Parathyroid hormone

PTH is cleaved to an 84-amino-acid protein in the
parathyroid gland, where it is stored with fragments in
secretory granules for release. Once released, the circulating
1–84-amino-acid protein has a half-life of 2–4 min. The
hormone is cleaved both within the parathyroid gland and
after secretion into the N-terminal, C-terminal, and midregion fragments of PTH, which are metabolized in the liver
and in the kidneys. Enhanced PTH synthesis/secretion occurs
in response to hypocalcemia, hyperphosphatemia, and/or a
decrease in serum 1,25-dihydroxyvitamin D (1,25(OH)2D),
whereas high serum levels of calcium or calcitriol—and, as
recently shown, of FGF-2359—suppress PTH synthesis/
secretion. The extracellular concentration of ionized calcium
is the most important determinant of the minute-to-minute
secretion of PTH, which is normally oscillatory. In patients
with CKD, this normal oscillation is somewhat blunted.60
There has been a progression of increasingly sensitive
assays developed to measure PTH over the past few decades
(Figure 6). Initial measurements of PTH using C-terminal
First-generation PTH assays
N-PTH RIA
Mid/C-PTH RIA
1

34

84

Second-generation PTH assays
Third-generation PTH assays

Figure 6 | PTH assays. The figure shows the entire parathyroid
hormone molecule, composed of 84 amino acids. Mid/C-PTH,
mid/carboxyl-terminus of parathyroid hormone; N-PTH,
amino-terminus of parathyroid hormone; PTH, parathyroid
hormone; RIA, radioimmunoassay. Reprinted with permission
from Moe and Sprague.70
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assays were inaccurate in patients with CKD because of the
impaired renal excretion of C-terminal fragments (and thus
retention) and the measurement of these probably inactive
fragments. The development of the N-terminal assay was
initially thought to be more accurate but it also detected
inactive metabolites.
The development of a second generation of PTH assays
(Figure 6), the two-site immunoradiometric assay—commonly called an ‘intact PTH’ assay—improved the detection
of full-length (active) PTH molecules. In this assay, a
captured antibody binds within the amino terminus and a
second antibody binds within the carboxy terminus.61
Unfortunately, recent data indicate that this ‘intact’ PTH
assay also detects accumulated large C-terminal fragments,
commonly referred to as ‘7–84’ fragments; these are a mixture
of four PTH fragments that include, and are similar in size to,
7–84 PTH.62 In parathyroidectomized rats, the injection of a
truly whole 1- to 84-amino-acid PTH was able to induce
bone resorption, whereas the 7- to 84-amino-acid fragment
was antagonistic, explaining why patients with CKD may
have high levels of ‘intact’ PTH but relative hypoparathyroidism at the bone-tissue level.6365 Thus, the major
difficulty in accurately measuring PTH with this assay is
the presence of circulating fragments, particularly in the
presence of CKD. Unfortunately, the different assays measure
different types and amounts of these circulating fragments,
leading to inconsistent results.66
More recently, a third generation of assays has become
available that truly detect only the 1- to 84-amino-acid, fulllength molecule: ‘whole’ or ‘bioactive’ PTH assays (Figure 6).
However, they are not yet widely available and have not been
shown convincingly to improve the predictive value for the
diagnosis of underlying bone disease67 or other serum
markers of bone turnover,68 in contrast to at least one report
that suggested that levels of 1–84 PTH or the 1–84 PTH/large
C-PTH fragment ratio may be a better predictor of mortality
in CKD stage 5 than standard ‘intact’ PTH values.69
Therefore, the Work Group felt that the widely available
second-generation PTH assays should continue to be used in
routine clinical practice at present.
There are a number of commercially available kits that
measure so-called ‘intact’ PTH with second-generation
assays. Much of the literature and recommendations from
KDOQI Bone and Mineral guidelines5 were based on the
second-generation Allegro assay from Nichols, which is not
currently available. A study evaluated these other assays in
comparison with the Allegro kit, using pooled human serum,
and found intermethod variability in results because of
standardization and antibody specificity. The different assays
measured different quantities of both 7–84 and 1–84 PTH
(when added to uremic serum).66 In addition, there are differences in PTH results when samples are measured in plasma,
serum, or citrate, and depending on whether the samples are
on ice, or are allowed to sit at room temperature.71,72
Thus, these data—which describe problems with sample
collection and assay variability—raise significant concerns
Kidney International (2009) 76 (Suppl 113), S22–S49

with regard to the validity of absolute levels of PTH and their
strict use as a clinically relevant biomarker for targeting
specific values. Nevertheless, the clinical consequences of not
measuring PTH and treating secondary HPT are of equal
concern. In an attempt to balance the methodological issues
of PTH measurement with the known risks and benefits of
excess PTH and treatment strategies, the Work Group felt
that PTH should be measured, with standardization within
clinics and dialysis units in the methods of sample collection,
processing, and assay used. In addition, the Work Group felt
that trends in serum PTH, rather than single values, should
be used in the diagnosis of CKD–MBD and in the treatment
of elevated or low levels of PTH. However, ‘systematic’
unidirectional trends observed in the majority of patients in a
single center should prompt suspicion that the central
laboratory may have changed the assay. The Work Group
also felt that using narrow ranges of PTH defining an
‘optimal’ or ‘target’ range was neither possible nor desirable.
Vitamin D2 and D3 and their derivatives

To ensure that the reader of this guideline is clear on the
difference between these compounds, and to ensure the use
of consistent nomenclature in clinical practice, Table 14 is
provided. Following the table is an in-depth discussion
relating to the assays and measurement of these compounds.
Assays of serum vitamin D metabolites
25(OH)D. The parent compounds of

vitamin D—D3
(cholecalciferol) or D2 (ergocalciferol)—are highly lipophilic.
They are difficult to quantify in the serum or plasma. They
also have a short half-life in circulation of about 24 h. These
parent compounds are metabolized in the liver to 25(OH)D3
(calcidiol) or 25(OH)D2 (ercalcidiol). Collectively, they are
called 25(OH)D or 25-hydroxyvitamin D. The measurement
of serum 25(OH)D is regarded as the best measure of vitamin
D status, because of its long half-life of approximately
3 weeks. In addition, it is an assessment of the multiple
sources of vitamin D, including both nutritional intake and
skin synthesis of vitamin D. There is a seasonal variation in
calcidiol levels because of an increased production of
cholecalciferol by the action of sunlight on skin during
summer months.
There are three types of assays for measuring calcidiol.
Fortunately, unlike PTH, the specimen collection process is
well standardized and the sample is stable over time.
However, there are real differences in measurement methods.
The gold standard of calcidiol measurement is highperformance liquid chromatography (HPLC), but this is
not widely available clinically. This is because HPLC is time
consuming, requires expertise and special instrumentation,
and is expensive. In early 1985, Hollis and Napoli73
developed the first radioimmunoassay (RIA) for total
25(OH)D, which was co-specific for 25(OH)D2 and
25(OH)D3. The values correlated with those obtained from
HPLC analysis, and DiaSorin RIA became the first test to be
approved by the Food and Drug Administration for use in
S29
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Table 14 | Vitamin D2 and D3 and their derivatives
D2 and derivatives

D3 and derivatives

Collective terminology

Parent compound
Abbreviation
Full term
Synonym

D2
Vitamin D2
Ergocalciferol

D3
Vitamin D3
Cholecalciferol

D
Vitamin D

Product of first hydroxylation
Abbreviation
Full term
Synonym

25(OH)D2
25-Hydroxyvitamin D2
Ercalcidiol

25(OH)D3
25-Hydroxyvitamin D3
Calcidiol

25(OH)D
25-Hydroxyvitamin D

Product of second hydroxylation
Abbreviation
Full term
Synonym

1,25(OH)2D2
1,25-Dihydroxyvitamin D2
Ercalcitriol

1,25(OH)2D3
1,25-Dihydroxyvitamin D3
Calcitriol

1,25(OH)2D
1,25 Dihydroxyvitamin D

clinical settings.73 Subsequent developments led to the
automation of the test. Nichols developed a fully automated
chemiluminescence assay in 2001, allowing clinical laboratories the ability of rapid and large-volume detection.
However, this assay was removed from the market in 2006.
In 2004, DiaSorin (Stillwater, MN, USA) introduced its fully
automated chemiluminescence assay, which, similar to its
RIA, is co-specific for 25(OH)D2 and 25(OH)D3, reporting
‘total’ 25(OH)D concentration. This assay has recently been
updated as a ‘second-generation’ assay with an improved
assay precision.37,74 Additional manufacturers, IDS (Fountain
Hills, AZ, USA) and Roche Diagnostics (Burgess Hill, West
Sussex, UK) also make automated RIAs and/or enzymelinked immunosorbent assay tests, but there are only limited
publications thus far. In the majority of reports in this field,
the DiaSorin assay was used.
Another method now carried out is liquid chromatography-tandem mass spectrometry (LC-MS/MS). Similar to
HPLC, the LC-MS/MS method also has the ability to quantify
25(OH)D2 and 25(OH)D3 separately, which distinguishes it
from RIA and enzyme-linked immunosorbent assay technologies. This method is very accurate and has been shown to
correlate well with DiaSorin RIA.75,76 Next to DiaSorin
assays, LC-MS/MS is the most frequently used procedure for
the clinical assessment of circulating 25(OH)D.37 However,
most clinical laboratories do not use this technique because
of the substantial cost and need for highly trained operators.
Only HPLC and LC-MS/MS can differentiate 25(OH)D2 and
25(OH)D3, whereas RIA and automated chemiluminescence
technologies only measure total 25(OH)D—the sum of
25(OH)D2 and 25(OH)D3. There is controversy as to
whether the ability to differentiate these metabolites is
important, as they have similar biological effects.77,78
A recent study by Binkley et al.79 analyzed blood obtained
from 15 healthy adults for 25(OH)D. Aliquots of serum from
all volunteers and a calibrator (known to contain 30 ng/ml
(75 nmol/l) 25(OH)D by HPLC) were sent to four laboratories. The methods used for 25(OH)D measurement
included HPLC, LC-MS/MS in two laboratories, and RIA
(DiaSorin). A good correlation was observed for 25(OH)D
measurement among the laboratory using HPLC, the two
S30

laboratories using LC-MS/MS, and the laboratory using RIA
(R2 ¼ 0.99, 0.81, and 0.95, respectively). The classification of
clinical vitamin D status as optimal or low was identical for
80% of the 15 individuals in all four laboratories. However,
20% would be variably classified depending on the laboratory
used. A modest interlaboratory variability was noted, with a
mean bias of the laboratories using LC-MS/MS and RIA
being from þ 2.9 to þ 51 ng/ml ( þ 7.2 to þ 127 nmol/l)
when compared with the laboratory using HPLC. They found
that a systematic bias led to 89% of values being higher in the
non-HPLC laboratories, and that a correction of the
25(OH)D value using a single calibrator at all sites for all
assays reduced the mean interlaboratory bias. This suggests
that the use of a standard calibrator may increase agreement
among laboratories.
Thus, the Work Group advises that clinicians should be
aware of the assay methods when assessing vitamin D status.
Currently, the assays for 25(OH)D are not well standardized,
and the definition of deficiency is not yet well validated. At
best, clinicians should ensure that patients use the same
laboratory for measurements of these levels, if carried out.
The most appropriate vitamin D assays presently available
seem to be those that measure both 25(OH)D2 and
25(OH)D3. Presently, approximately 20–50% of the general
population has low vitamin D levels, irrespective of CKD
status. However, the benefits from replacing vitamin D have
not been documented in patients with CKD, particularly if
they are taking calcitriol or a vitamin D analog. Therefore,
the utility of measurement is unclear, outside of clinical trial
or research situations. Furthermore, there are no data
indicating that the measurement is helpful in guiding therapy
or in predicting outcomes in CKD, although vitamin D
deficiency may be a treatable cause of secondary HPT,
especially early in the course of CKD. The risk, benefit, and
costs of testing in patients should be balanced with practical
issues related to treatment trials.
1,25(OH)2D. 1,25(OH)2D is used to describe both hydroxylated D2 (ercalcitriol) and D3 (calcitriol) compounds, both
of which have a short half-life of 4–6 h. Commercially
available assays do not distinguish between 1,25(OH)2D2 and
1,25(OH)2D3, and there are insufficient data to support the
Kidney International (2009) 76 (Suppl 113), S22–S49
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different biological effects of these compounds. The gold
standard for assessment of 1,25(OH)2D is HPLC, and only a
small number of kits are available for routine measurement.
Circulating levels of 1,25(OH)2D are approximately 1/1000th
that of 25(OH)D. The measurement of 1,25(OH)2D will be
affected by both the stores of 25(OH)D and the multiple
factors that convert 25(OH)D to 1,25(OH)2D by the
25(OH)D-1a-hydroxylase enzyme (CYP27B1), as well as its
inactivation by the 24(OH)D hydroxylase enzyme
(CYP24A1) to 1,24,25(OH)3D and other inactivation steps.
The renal CYP27B1 is regulated by nearly every hormone
involved in calcium homeostasis. Its activity is stimulated by
PTH, estrogen, calcitonin, prolactin, growth hormone, low
calcium, and low phosphorus, and is inhibited by its product
1,25(OH)2D, FGF-23, and metabolic acidosis. Recent data
show that multiple other tissues and cells also have CYP27B1
activity, which is believed to have autocrine/paracrine
functions.80 This extrarenal 1a-hydroxylase does not seem
to be regulated by factors related to calcium homeostasis,
suggesting a role for the extrarenal production of
1,25(OH)2D other than that involved in mineral metabolism.
Furthermore, in patients with earlier stages of CKD
and in the general population, mild-to-moderate vitamin D
deficiency, or partly treated vitamin D deficiency, is
frequently associated with increased levels of 1,25(OH)2D.
Thus, even accurate levels can be misleading. The serum
levels of 1,25(OH)2D are uniformly low in late stages of
CKD–MBD, at least in patients not treated with vitamin D
derivatives.
Thus, the Work Group did not recommend a routine
measurement of 1,25(OH)2D levels, as the assays are not well
standardized, the half-life is short, the measurement will be
artificially altered by the exogenous administration of
calcitriol and vitamin D analogs, and there are no data
indicating that the measurement is helpful in guiding therapy
or predicting outcomes.
Alkaline phosphatases

Alkaline phosphatases are enzymes that remove phosphate
from proteins and nucleotides, functioning optimally at
alkaline pH. Measurement of the level of t-ALP is a
colorimetric assay that is routinely used in clinical laboratories in automated machines, with quality control standards
routinely used. The enzyme is found throughout the body in
the form of isoenzymes that are unique to the tissue of origin.
Highest concentrations are found in the liver and bone, but
the enzyme is also present in the intestines, placenta, kidneys,
and leukocytes. Specific ALP isoenzymes to identify the tissue
source can be determined after fractionation and heat
inactivation, but these procedures are not widely available in
clinical laboratories. Bone-specific ALP (b-ALP) is measured
with an immunoradiometric assay. Elevated levels of t-ALP are
generally due to an abnormal liver function (in which case,
other tests are also abnormal), an increased bone activity, or
bone metastases. Levels are normally higher in children with
growing bones than in adults, and often are increased after
Kidney International (2009) 76 (Suppl 113), S22–S49

fracture. In addition, t-ALP and b-ALP can be elevated in both
primary and secondary HPT, osteomalacia, and in the presence
of bone metastasis and Paget’s disease.
The Work Group recommended that the measurement of
t-ALP in the diagnosis and assessment of CKD–MBD may be
used as an adjunct test, but if values are high, then liver
function tests should be checked. t-ALP could reasonably be
used as a routine test to follow response to therapy. The more
expensive testing for b-ALP can be used when the clinical
situation is more ambiguous. Relationships between b-ALP
and bone turnover are discussed in the following chapter.
However, testing for t-ALP is inexpensive and therefore may
be helpful for following patients’ response to therapy or
determining bone turnover status when the interpretation of
PTH is unclear. The use of b-ALP, an indicator of bone
source, may provide additional and more specific information, although it is not readily available. Clinicians should
consider the adjunct value of these tests in treating individual
patients in the context of the caveats described above.
RESEARCH RECOMMENDATIONS

It is important to emphasize that CKD–MBD is a complex
disorder affecting those at all stages of CKD. An understanding of the complex biology in combination with the
complexity of measurement issues is of tantamount importance, if eventually the appropriate RCTs of treatment are
to be conducted. Many different kinds of studies are required
to further our knowledge. As it pertains to the recommendations and suggestions described in this chapter of diagnosis
and monitoring, the key areas for research to address in the
area of measurement and assay variability are listed below:
K To increase the understanding of inter- and intraindividual
variations in the laboratory parameters of CKD–MBD,
registries (for those in stages 3–4, on dialysis, and those
with kidney transplants) should endeavor to collect serial
data on CKD–MBD laboratory information.
K To ensure comparability between and within cohorts/
facilities and countries and thus ensure the transferability
of knowledge, there is a need to establish standards for all
relevant laboratory parameters, including assays, handling,
and timing of specimen collection.
K To conduct international trials (cohort, observational, or
treatment), and to facilitate the appropriate uptake of study
information, there is a need for the creation of an
international registry to oversee and review the standardization of measurement methods. This group would necessarily
work with pathology/laboratory medicine organizations to
facilitate the implementation of these standards.
K To establish CKD cohort-specific ranges of normal and
pathological values, there is a need to ensure the systematic
collection of longitudinal prospective observational data
and outcomes. Specific cohorts, about whom little is
known about initial and serial ‘expected’ or acceptable
values, include those initiating dialysis (with and without
earlier CKD care), those receiving kidney transplants, and
those on home-based therapies.
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Chapter 3.2: Diagnosis of CKD–MBD: bone
Grade for quality
of evidence

Grade for strength
of recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

INTRODUCTION

The bone-disease component of CKD–MBD may result in
fractures (including asymptomatic fractures seen on vertebral
radiographs), bone pain, deformities in growing children,
reduced growth velocity, and abnormal height. Complications
of hip fractures include bleeding, infection, loss of independence, and increased mortality. Vertebral fractures lead to height
loss, reduced pulmonary function, gastrointestinal reflux, and
chronic disability. In children, growth retardation and skeletal
deformities reduce quality of life. In clinical studies of bone
disease, surrogate outcomes are bone density and findings on
bone biopsies. Potential surrogate outcomes are serum
biochemical markers of bone resorption and bone formation.
It is important to recognize that most patients with
postmenopausal or age-related osteoporosis also have early
stages of CKD (stages 1 through, perhaps, to early stage 3).
Patients with more advanced stages of CKD (stages 3–5D), in
whom the biochemical abnormalities of mineral metabolism
that define CKD–MBD are present, have renal osteodystrophy. Both idiopathic osteoporosis and renal osteodystrophy
can lead to increased bone fragility and fractures, but these
diseases have different pathophysiological backgrounds. Bone
fragility is due to varying combinations of low bone mineral
content and abnormal bone quality. CKD–MBD can lead to
an abnormal bone quality even in the setting of a normal or
high bone-mineral content, and the gold standard diagnosis
for the bone component of CKD–MBD is bone biopsy-based
histologic analysis. Osteoporosis is traditionally diagnosed as
low BMD. Given these pathophysiological and diagnostic
differences, the definition of ‘osteoporosis’ in adults is most
appropriate only for those with CKD stages 1–3; in later CKD
stages, those with low BMD should be designated as having
‘CKD–MBD with low BMD.’

3.2.2

3.2.3

3.2.4

3.2.5

Summary of rationale for recommendations
K

K

K

RECOMMENDATIONS

3.2.1

S32

In patients with CKD stages 3–5D, it is reasonable to
perform a bone biopsy in various settings including,
but not limited to: unexplained fractures, persistent
bone pain, unexplained hypercalcemia, unexplained
hypophosphatemia, possible aluminum toxicity, and

prior to therapy with bisphosphonates in patients
with CKD–MBD (not graded).
In patients with CKD stages 3–5D, with evidence of
CKD–MBD, we suggest that BMD testing not be
performed routinely, because BMD does not predict
fracture risk as it does in the general population,
and BMD does not predict the type of renal
osteodystrophy (2B).
In patients with CKD stages 3–5D, we suggest
that measurements of serum PTH or bone-specific
alkaline phosphatase can be used to evaluate bone
disease because markedly high or low values predict
underlying bone turnover (2B).
In patients with CKD stages 3–5D, we suggest not to
routinely measure bone-derived turnover markers
of collagen synthesis (such as procollagen type I
C-terminal propeptide) and breakdown (such as
type I collagen cross-linked telopeptide, cross-laps,
pyridinoline, or deoxypyridinoline) (2C).
We recommend that infants with CKD stages 2–5D
have their length measured at least quarterly, while
children with CKD stages 2–5D should be assessed
for linear growth at least annually (1B).

K

Patients with CKD stages 3–5, 5D, and 1–5T have an
increased risk of fracture compared with the general
population. These fractures are associated with increased
morbidity and mortality.
Fracture risk relates to bone mineral density and bone
quality, together with risk for falling and trauma.
Bone biopsies provide measurements of bone turnover,
mineralization, and volume. These help to assess bone
quality and the underlying physiology. The histology is
variable and influenced by many factors, including stage of
CKD, serum biochemistries, age, and treatments. The
different types of renal osteodystrophy have only modest
relationships with clinical outcomes.
In patients with CKD stages 4–5D, BMD of the hip and
radius is generally lower than that in the general
Kidney International (2009) 76 (Suppl 113), S22–S49
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population; lumbar spine BMD is similar to that in the
general population.
K In the general population, a low BMD predicts fracture
and mortality. The ability of BMD to predict fractures or
other clinical outcomes in patients with CKD stages 4–5D
is weak and inconsistent. BMD in patients with CKD
stages 3–5D does not distinguish among types of renal
osteodystrophy, as seen with bone histology.
K There are no longitudinal studies of changes in BMD in
patients with CKD stages 4–5.
K PTH is one important factor that affects bone physiology.
ALP may reflect osteoblast activity. Serum measurements
of PTH and ALP are related to clinical outcomes,
including relative risk of mortality. They also correlate
with some of the histomorphometric measurements.
K Serum biochemical markers of bone turnover show
correlations with findings on bone biopsies, but their
diagnostic utility is limited and these serum tests have not
been directly related to clinical outcomes, except ALPs
and extreme values of PTH.
K An alteration in growth in infants and children is a
sensitive indicator of the presence of CKD–MBD.

groups of clinical trials.85 The World Health Organization
fracture assessment tool includes earlier fracture after
50 years of age as one of the clinical risk factors, with a
risk ratio for hip fracture of 1.85 without BMD, and 1.62
including BMD in the model.87 The risk of a new vertebral
fracture increases with the higher number and severity of
fractures seen on spine radiographs, but even a mild
asymptomatic fracture of one vertebra is associated with a
significantly increased risk.83 However, it is important for
clinicians to appreciate that these vertebral fractures do not
cause increased back pain in about 60% of cases, and that a
severe loss of vertebral height can be asymptomatic.88
In patients with CKD stage 5D, one study89 found that a
vertebral fracture identified on a radiograph increased the
risk of a new fracture by over sevenfold.
Mortality

Abnormal bone quality and quantity can lead to increased
bone fragility, resulting in fracture. In 1966, Pendras and
Erickson81 reported their experience with the first 22 patients
to receive long-term HD. Bone and mineral disorders
emerged as one of the most troublesome complications;
fractures occurred in 47% of the patients. Since then, several
studies of fracture prevalence and incidence have been
reported, with a prevalence from 10 to 40% in general
dialysis populations and in approximately half of patients
older than 50 years (Supplementary Table 4). The incidence
rate of hip fractures in all patients who started dialysis in the
United States from 1989 to 1996 was 4.4 times higher than
that in the residents of Olmstead County.82 Fractures occur
more commonly in elderly patients, in women, in diabetic
patients, in those using glucocorticoids, and in those with a
longer exposure to dialysis. Fractures are also common in
elderly patients with CKD stages 3–4 (Supplementary Table 5).
Hip fractures were seen two to three times more often than in
persons without CKD.

Mortality in patients with CKD stage 5 who have had a hip
fracture is about twice as high as that in patients of similar
age and gender who have not had a fracture (Supplementary
Table 7). Coco et al. followed up 1272 HD patients over
10 years and observed that the mortality for CKD stage
5 patients with a hip fracture was 2.7 times higher than that
in fracture-free HD patients and 2.4 times higher than that
in patients without CKD who had a fractured hip.90 Three
studies used data from the US Renal Data System.
Mittalhenkle et al.91 recorded hip fracture cases over
5.5 years, and the mortality incidence was 2.15 times higher
in cases than in controls matched for age, duration of
dialysis, and cardiovascular risk scores. Adjusting for multiple
risk factors resulted in an RR of 1.99 for mortality associated
with hip fracture. Danese et al.89 evaluated 9007 patients and
found that a history of hip, vertebral, or pelvic fracture was
associated with an age- and sex-adjusted mortality rate that
was 2.7 times higher than that for the other dialysis patients.
Kaneko et al.92 found that the adjusted hazard ratio for
mortality was 1.95 in patients with long bone fractures, using
data from 7159 individuals in the Dialysis Morbidity and
Mortality Study.
This topic represents a comprehensive review of the
literature of selected topics by the Work Group with
assistance from the evidence review team to formulate the
rationale for clinical recommendations. Thus, this should not
be considered to be a systematic review.

Increased risk of another fracture

RATIONALE

In the general population, previous fractures as an adult are
strongly associated with the risk of a subsequent fracture.
This is independent of age, bone density, or other identified
risk factors.8385 Among US women older than 65 years,
those who had a vertebral fracture as seen on a spine
radiograph were 5.4 times more likely to experience a new
vertebral fracture in the next 3.7 years compared with women
without a prevalent fracture. Even when adjusted for age and
bone density, the risk was 4.1 times higher.86 Similar findings
are reported in several cohort studies and in the placebo

3.2.1

BACKGROUND: FRACTURES IN CKD PATIENTS
Prevalence
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In patients with CKD stages 3–5D, it is reasonable
to perform a bone biopsy in various settings,
including, but not limited to: unexplained fractures,
persistent bone pain, unexplained hypercalcemia,
unexplained hypophosphatemia, possible aluminum
toxicity, and prior to therapy with bisphosphonates in patients with CKD–MBD (not graded).

Abnormal bone histology, diagnosed by bone biopsy with
histomorphometry, has been the primary tool used to diagnose
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and classify renal osteodystrophy. Although bone biopsy is
invasive and thus cannot be performed easily in all patients, it is
the gold standard for the diagnosis of renal osteodystrophy. As
detailed below, renal osteodystrophy is a complex disorder and
biochemical assays do not adequately predict the underlying
bone histology. Thus, bone biopsy should be considered in
patients in whom the etiology of clinical symptoms and
biochemical abnormalities is not certain. Aluminum bone
disease, although less common in the current era, also requires
a bone biopsy for diagnosis in many individuals, as detailed in
the KDOQI Bone and Mineral guidelines.5 A bone biopsy
should be considered in patients before treatment with
bisphosphonates, because bone biopsy is the most accurate
test for the diagnosis of adynamic bone disease, and the
presence of adynamic bone disease is a contraindication to
bisphosphonates. Thus, the Work Group encourages the
continued training of nephrologists in the performance and
interpretation of bone biopsies.
Classification of renal osteodystrophy by bone biopsy

Bone biopsies are performed to understand the pathophysiology and course of bone disease, to relate histological
findings to clinical symptoms of pain and fracture, and to
determine whether treatments are effective. The traditional
types of renal osteodystrophy have been defined on the basis
of turnover and mineralization as follows: mild, slight
increase in turnover and normal mineralization; osteitis
fibrosa, increased turnover and normal mineralization;
osteomalacia, decreased turnover and abnormal mineralization; adynamic, decreased turnover and acellularity; mixed,
increased turnover with abnormal mineralization.
A recent Kidney Disease: Improving Global Outcomes
report2 has suggested that bone biopsies in patients with
CKD should be characterized by determining bone turnover,
mineralization, and volume (TMV). Thus, in this guideline
document, we have endeavored to examine data from
published literature and report it using this TMV system.
Turnover. Patients with CKD display a spectrum of boneformation rates from abnormally low to very high. Other
measurements that help to define a low or high turnover
(such as eroded surfaces, number of osteoclasts, fibrosis, or
woven bone) tend to be associated with the bone-formation
rate as measured by tetracycline labeling. This is the most
definite dynamic measurement, hence it was chosen to
represent bone turnover. It should be noted that an
improvement of a bone biopsy cannot be determined on
the basis of a simple change in the bone-formation rate,
because the restoration of normal bone may require either an
increase or a decrease in bone turnover, depending on the
starting point.
Mineralization. The second parameter is mineralization,
which reflects the amount of unmineralized osteoid. Mineralization is measured by the osteoid maturation time or by
mineralization lag time, both of which depend heavily on the
osteoid width as well as on the distance between tetracycline
labels. The classic disease with an abnormality of mineraliS34

zation is osteomalacia, in which the bone-formation rate is
low and the osteoid volume is high. Some patients have a
modest increase in osteoid, which is a result of high boneformation rates. They do not have osteomalacia because the
mineralization lag time remains normal. The overall mineralization, however, is not normal because unmineralized
osteoid is increased. Patients with low bone-formation rates
and a normal osteoid have adynamic disease (they do not
even form the osteoid matrix, hence they do not manifest a
problem with mineralization).
Volume. The final parameter is bone volume, which has
not traditionally been included in previous schemes for
describing renal osteodystrophy. Bone volume contributes to
bone fragility and is separate from the other parameters. The
bone volume is the end result of changes in bone-formation
and resorption rates: if the overall bone formation rate is
higher than the overall bone resorption rate, the bone is in
positive balance and the bone volume will increase. If
mineralization remains constant, an increase in bone volume
would also result in an increase in BMD and should be
detectable by dual-energy X-ray absorptiometry (DXA).
Although both cortical and cancellous bone volumes decrease
in typical idiopathic osteoporosis, these compartments are
frequently different in patients with CKD. For example, in
dialysis patients with high PTH levels, the cortical bone
volume is decreased but the cancellous volume is increased.93
Prevalence of abnormalities on bone biopsies

A systematic literature review of the prevalence of types of
bone disease in CKD is shown in Figure 7. The review
analyzed studies carried out between 1983 and 2006.
Differing prevalences of bone disease types observed between
studies are due to differing classification methods, in
addition to differences related to geographical areas, genetic
background, and treatment modalities. One of the most
problematic differences in classification relates to the boneformation rate. This requires tetracycline labeling, and thus
normal ranges cannot be determined on autopsy or surgical
series. The reported normal bone-formation rates show
inconsistencies and variations.20
The prevalence of bone histology types in children with
CKD–MBD is similar to that observed in adults. Figure 8
shows the results from 325 children who had CKD stages
5–5D.18,34,9496
Natural history of bone biopsy findings

The distribution of histological types in patients with CKD
stage 5 was compared in studies before 1995 and after 1995
(Figure 9). The studies also revealed a decreased aluminum
intoxication, from 40% of biopsies carried out before 1995 to
20% in patients biopsied after 1995.
The natural history of bone disease evaluated through
bone histomorphometry is variable. The placebo groups
from RCTs and from one longitudinal study are shown in
Table 15. The overall trend is toward a worsening turnover
(either getting too high or too low) and stable mineralization.
Kidney International (2009) 76 (Suppl 113), S22–S49
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CKD stages 3–5

Peritoneal dialysis
Normal
16%

AD
18%

Hemodialysis

Normal
2%

Mild
6%

OM
8%

AD
19%

Mild
20%

Normal
Mild
2%
3%

OF
34%

OM
10%
AD
50%
OF
18%

Mixed
20%

OF
32%

OM Mixed
5% 5%

Mixed
32%

Figure 7 | Prevalence of types of bone disease as determined by bone biopsy in patients with CKD–MBD. Bone formation (turnover) is
high in those with osteitis fibrosa and mild disease, and low in those with osteomalacia and adynamic bone disease. Mineralization is
abnormal in those with osteomalacia and mixed disease. AD, adynamic bone; OF, osteitis fibrosa; OM, osteomalacia.

Relationship between bone biopsy findings
and clinical outcomes

Children
AD
16%

Normal
17%

OM
6%
Mild
10%

Mixed
10%

OF
41%

%

Figure 8 | Prevalence of histological types of renal
osteodystrophy in children with CKD stages 5–5D.
AD, adynamic bone; OF, osteitis fibrosa; OM, osteomalacia.
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Mixed
OM
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Figure 9 | Types of renal osteodystrophy before and after
1995. OF, osteitis fibrosa; OM, osteomalacia.

The wide variability in the natural history of bone histology
reflects the complex pathophysiology of CKD–MBD
(Supplementary Table 6). Another way to evaluate the natural
history of bone disease in CKD is to compare bone
volume by bone biopsy in predialysis patients with that
in dialysis patients. Studies dating from 1969 to 2007
show that bone volume/trabecular volume (BV/TV) is
generally lower in dialysis patients compared with that in
non-dialysis CKD patients across all renal osteodystrophy
categories.105112
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Symptoms. A further analysis was carried out on 20 of the
above studies conducted in HD patients to examine the
relationship of bone biopsy histology findings to clinical
symptoms and changing trends over time (Figure 10). Most
of these patients had been referred for some clinical reason
(6505 patients), whereas the remaining patients were
apparently asymptomatic (863 patients). There did not seem
to be differences in the prevalence of histological types
between referred and asymptomatic patients.
Fractures. Most of the studies of bone histomorphometry
have not been designed to fully evaluate the relationship
between fractures and types of renal osteodystrophy. One
study of 31 dialysis patients found that those with lowturnover osteodystrophy had fracture rates of 0.2 per year
compared with 0.1 per year in those with osteitis fibrosa; this
was because of a high number of rib fractures in the lowturnover patients.113 A review of 2340 biopsies carried out in
Brazilian patients for clinical indications found that the
frequency of fractures was significantly higher in those with
osteomalacia compared with that in other forms. There were
no differences in fracture history between those with
adynamic bone disease, high bone turnover, or mixed bone
disease.114 A study that followed up 62 patients for 5 years
after bone biopsy found a higher rate of fractures in those
with adynamic bone disease.115
Theoretically, we would expect that persons with a lower
bone volume would be more likely to suffer fractures.
However, we could locate no reports of prospective studies of
patients with a low bone volume to determine the subsequent
fracture rate.
Cardiovascular calcification. Several studies have examined
this issue. London et al.116 found that aortic calcification was
increased in HD patients with adynamic bone disease. They
subsequently, with an expanded cohort, reported a significant
interaction between the dosage of calcium-containing
phosphate binders and bone activity, such that calcium load
had a significantly greater influence on aortic calcifications
and stiffening in the presence of adynamic bone disease.117 In
contrast, Barreto et al.,118 in their series of 98 HD patients,
did not observe an association between type of bone disease
S35
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Table 15 | Changes in bone histomorphometric measurements from patients in placebo groups of clinical trials or longitudinal
studies
Turnover
Worse
Higher
Author, year

Other Rx

CKD stages

N

Hamdy (1995)97 a
Spasovski (2006)98
Joffe (1994)99
Sanchez (2004)100
Baker (1986)101
Freemont (2005)13
Nordal (1988)102
Malluche (2008)103
Ferreira (2008)104

Ca, binders
Ca, vit D
None
Ca, Al, vit D
Aluminum
Calcium
Aluminum
Standard
Calcium

3–4
5D, new
5D, PD
5D, PD
5D
5D
5
5D
5D

62
10
10
10
10
30
12
32
35

Lower

Better
Higher

Lower

Mineralization
Worse

% of patients
6.5
0
10
0
50
10

6.5
30
0
10
0
20
NR
16
17

d

29
2.8

3.2
0
10
33c
0
13.5
NR
3
17

Better

Change
Volume change
% of TV

% of patients
0
0
10
0
0
6.5
NR
0
8.6

a

a

NR
10
0
40
0
0
0
3

NR
0
0
0
3
0
0
0

a

4.3% [OV]
157b [MLT]
0.51 mm [Oth]
NR
35b [MLT]
1b [MLT]
40b [MLT]
14b [MLT]

0.95
NR
4.0
NR
NR
NR
0
1.2
2.3

BFR, bone-formation rate; CKD, chronic kidney disease; MLT, mineralization lag time; N, number of subjects; NR, not reported; OTh, osteoid thickness; OV, osteoid volume;
Rx, prescription; TV, trabecular volume.
a
Inconsistencies in mineralization values; bone volume average of two groups.
b
MLT, mineralization lag time in days.
c
Change from adynamic to ‘high turnover’ but measurements were not above normal controls.
d
As group, BFR increase from average of normals to above normal range.
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Figure 10 | Prevalence of bone histology types by symptoms
in patients with CKD stage 5D receiving HD treatment.
CKD, chronic kidney disease; HD, hemodialysis; mixed, mixed renal
osteodystrophy; OF, osteitis fibrosa; OM, osteomalacia.

and coronary artery calcification (CAC) on cross sectional
analysis. A more recent prospective study in HD patients
found that lower trabecular bone turnover was associated
with CAC development, whereas an improvement in bone
turnover was associated with lower CAC progression in
patients with both high- and low-turnover bone disorders at
baseline.119
3.2.2

In patients with CKD stages 3–5D with evidence of
CKD–MBD, we suggest that BMD testing not be
performed routinely, because BMD does not predict
fracture risk as it does in the general population,
and BMD does not predict the type of renal
osteodystrophy (2B).

Bone density does not predict fractures very well in patients
with CKD stages 4–5. In addition, no treatments have been
shown to reduce fracture risk in those patients with CKD
stages 3–5 who have low BMD and biochemical abnormalities
of CKD–MBD (discussed in Chapter 4.3). Spine BMD
S36

measurements can be misleading if there are anatomic
abnormalities in the bone, if there is extensive osteophyte
formation, or if there is aortic calcification; hip measurements also can have positioning errors. Although forearm
measurements provide the least ability to predict fractures in
older persons without CKD, the meta-analysis by Jamal
et al.120 found that the forearm was the most sensitive site in
patients with CKD stage 5D. The Work Group acknowledges
that having a low DXA or a decreasing DXA value is
indicative of abnormal bones. However, as detailed below, the
etiology of the abnormal bone in CKD–MBD is complex, and
patients with CKD–MBD and osteoporosis should not be
assumed to benefit from therapies such as bisphosphonates
provided in the general population. Thus, the Work Group
could not recommend the routine use of DXA in these
patients.
BMD measurements

Noninvasive techniques for measuring BMD include DXA
and quantitative computed tomography (CT). Other methods have been used in some studies, but they do not have the
same extensive reference database or utility in clinical trials as
does DXA.
The skeleton is composed of cortical and trabecular
(cancellous) bone. The trabecular bone is very porous: about
20% of the tissue is bone and the rest is marrow or fat. DXA
cannot differentiate between cortical and trabecular bone.
Certain sites, however, contain higher percentages of
trabecular bone (by weight). The forearm is almost all
cortical bone, the vertebral body is 42% trabecular bone,121
the proximal femur is about 25% trabecular, and the total
body about 80% cortical. These distinctions are important
because bone remodeling in patients with CKD–MBD is
different in trabecular bone compared with cortical bone.
Quantitative CT can separately measure cortical and trabecular bone because it is a three-dimensional measurement.
Kidney International (2009) 76 (Suppl 113), S22–S49
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Figure 11 | Distribution of osteoporosis, osteopenia, and normal bone density by creatinine clearance in general US population.
Reprinted with permission from Klawansky et al.122

DXA measurements of the spine may also be inaccurate
because of height. In children or short adults, DXA measurements seem lower than those in larger adults because the volume
of bone increases at a faster rate than does the projected area of
the bone. Thus, the interpretation of DXA results in children
with growth delays must take into account the size of the bone.
BMD in patients with CKD stages 3–4

The Third National Health and Nutrition Examination
Survey, 1988–1994, measured BMD and serum creatinine in
13,831 adults older than 20 years. On the basis of the
Cockcroft–Gault equation, 23% of adult women with CKD
stages 3–4 had osteoporosis (BMD at total hipo0.64
g/cm2).122 As seen in Figure 11, the percentage of people
with low BMD was much greater in those with CKD than in
those with normal kidney function.
Kidney International (2009) 76 (Suppl 113), S22–S49

Not only do patients with CKD stages 3–4 have a high
prevalence of low bone density but elderly patients with
osteoporosis usually have CKD stage 3 or 4 (Figure 12). In the
US population, 61% of women with osteoporosis had CKD
stage 3 and 23% had CKD stage 4. Most of this overlap is seen
because both CKD and bone loss increase considerably with
aging. In osteoporotic women younger than 60 years of age,
the prevalence of CKD stage 4 was very low.122
A cross-sectional and longitudinal study of 1713 older
men and women found a significant linear association
between estimated GFR and hip bone density. The bone loss
over 4 years was associated with estimated GFR as measured
by the Cockcroft–Gault equation, but not by the Modification
of Diet in Renal Disease equation.124
Clinical trials of postmenopausal osteoporosis therapy
generally exclude patients with known kidney disease, hence
S37
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the proportion of patients with CKD in the trials is lower than
that in the general population. Measurement of estimated GFR
was lower than 45 ml/min per 1.73 m2 in 3.8% of the
individuals in the teriparatide trial,125 in 52% of the individuals
in the pooled risedronate trials,126 and in 9% of the individuals
in the alendronate Fracture Intervention Trial.127

Z-scores, which compare BMD in patients with BMD from
the reference values of age- and gender-matched persons in
the community. The prevalence of low BMD is influenced by
the age of the cohort, the number of men, the proportion of
non-Caucasians, the average duration of dialysis, and the
skeletal sites used to define osteoporosis.

BMD in patients with CKD stage 5D

BMD and fractures in the general population

Figure 13 shows the average values of BMD in studies of
patients with CKD stage 5D. These values are expressed as

In 1994, the World Health Organization proposed
guidelines for the diagnosis of osteoporosis on the basis of
measurements of BMD.183 Osteoporosis was defined as BMD
lower than 2.5 s.d. from that of a young white female. In
2005, they reported a meta-analysis of data from 39,000
persons and found that BMD strongly predicted fractures.
For example, at the age of 50 years, the RR of a hip fracture
was 3.68 for each s.d. of hip BMD.184 Although BMD is an
important factor that predicts fracture, it does have
limitations and it is not the only significant factor. In
patients with osteoporosis, the degree of trauma and the
quality of the bone also determine whether bones will
fracture. The World Health Organization recently developed
a method of assessing fracture risk on the basis of BMD and
clinical risk factors: age, gender, race, weight, previous adult
fracture, parental history of hip fracture, history of cigarette
smoking, alcohol use, rheumatoid arthritis, and glucocorticosteroid use.185 The equations used to calculate the risk
score are derived from international studies of 46,340 persons
and were validated in 230,486 persons, with a mean age of 63
years. The risk of a hip fracture was 4.2 times higher for every
s.d. increase in the risk score.186 These calculations of

Normal

CKD
Osteostages 3-4 porosis

Figure 12 | Overlap between osteoporosis and CKD stages 3–4.
This graph shows the overlap between osteoporosis and CKD
stages 3–4 in women from the United States, using data from the
NHANES III survey. The kidney function was estimated using the
Cockcroft–Gault equation, which results in a greater prevalence of
CKD stage 3–4 than when other methods are used.123
CKD, chronic kidney disease; NHANES III survey, The Third
National Health and Nutrition Examination Survey.
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Figure 13 | Bone mineral density in patients with CKD stage 5D. The graph is a summary of studies arranged in chronological order;
each point is the mean value for a study. When more than one skeletal site or gender was measured in a study, the points are
connected by a vertical line. If data from men and women were reported separately, the points for women are in a lighter shade. The size of
points is larger in studies with greater numbers of individuals. Data from studies that reported g/cm2 were converted to Z-scores (hip
and forearm) using the average age of the group of individuals and published normal reference ranges. Overall, the average cortical bone
density for patients with CKD stage s.d. was about 0.5–1 s.d. below that expected for age and gender, but at the spine, the bone density
measurements were closer to the average in persons without known CKD.115,128182 CKD, chronic kidney disease.
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absolute fracture risk will apply to patients with CKD
stages 1–3 but have not been studied in patients with CKD
stages 4 and 5.
A definition of osteoporosis based on BMD does not
distinguish among different etiologies. The ability of a BMD
measurement to diagnose osteoporosis is similar to that of a
hematocrit measurement to diagnose anemia. Just as there
are different causes of anemia (such as iron deficiency or
hemolytic anemia), there are different causes of low BMD
(such as corticosteroid-induced osteoporosis, osteomalacia,
myeloma, or renal osteodystrophy).
A relationship between BMD by DXA and fractures has
also been recently shown in children without CKD. In over
7000 10-year-old children, a low BMD adjusted for size
parameters was associated with an 89% increased risk of
fractures in the subsequent 2 years.187 In young adults and
middle-aged men and women, there are no large studies
relating fractures to DXA results.
BMD and fractures in CKD patients

In patients with CKD stage 5, the relationship between BMD
and fractures is not as strong as that in the general
population. We identified 13 cross-sectional studies that
measured BMD and prevalent fractures; there were no
prospective studies. The results were variable: five studies
found no relationship between BMD and fracture
rate,113,115,181,188,189 whereas eight studies found a relationship in at least one skeletal site.153,157,169,175,180,190192 A
meta-analysis by Jamal et al.120 included six of these studies
and found no increased risk of hip fracture related to BMD at
the hip. The spine and distal radius BMD values, however,
were significantly lower in patients who had a fracture than
in those who did not. In a study of 187 men, Atsumi et al.157
found that each s.d. lowering of spine bone density increased
the odds ratio of a spine fracture by 2.0. Elder and Mackun180
studied 242 patients and found a lower BMD at the hip in
cases with fragility fractures, and a trend toward a lower spine
BMD. Ersoy et al.181 studied 292 patients receiving peritoneal
dialysis and found no relationship between BMD and
fractures.
The reasons for the poor performance of DXA in patients
with CKD are not defined. Partially, this is because the
measurements may overestimate BMD due to arthritic
conditions, scoliosis, and aortic calcifications, but those
would apply mainly to the lumbar spine and not to the total
hip. Another reason is that CKD patients have poor bone
quality that cannot be measured by absorptiometry. Abnormal microarchitecture, mineralization density, crystal deposition in the bone matrix, or abnormalities in the matrix itself
could all contribute to the loss of bone strength. Patients with
CKD, especially those with a high serum PTH, have increased
cancellous bone volume but decreased cortical thickness;93
this can alter the relationship between the overall bone
strength and BMD findings. Furthermore, patients with CKD
may experience more trauma to the skeleton if they have
more frequent falls.193196
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BMD and relationship with bone biopsy findings in CKD

The relationship between BMD and bone biopsy is not
well defined. In patients with postmenopausal osteoporosis,
there is a significant but weak correlation between bone
volume on biopsy and BMD measured by DXA. In patients
with CKD, Lindergard93 measured BV/TV on 71 biopsies from
dialysis patients, and did not see a correlation with BMD at the
radius. Similar results were seen by Gerakis et al.115 in a study
of 62 patients. Torres et al.,197 on the other hand, found a
correlation coefficient of 0.82 between BV/TV and quantitative
CT of the spine, and Van Eps et al.198 found lower DXA values
in patients with low BV on biopsy.
Is BMD different among the different types of renal
osteodystrophy? Studies of 20–30 patients found similar
BMD in all the types.146,167,199201 Boling et al.201 examined
27 patients; the types had similar values for BMD measured
by DXA, but the spine quantitative CT was 5% above the
normal mean in patients with a high bone turnover and 30%
below the mean in those with a low turnover. In a study of 62
patients, Gerakis et al.115 found that BMD by DXA was lower
in osteitis fibrosa than in adynamic bone, but there were wide
ranges in both types. The BMD by DXA was lower in those
with severe osteitis fibrosa in the study by Fletcher et al.202 in
73 patients, particularly at the proximal forearm, in which the
BMD Z-score was 1.94 in severe osteitis fibrosa compared
with 0.17 in mild disease. The patients with adynamic
disease also had a low forearm BMD with a Z-score of 1.85.
At the spine, those with mixed lesions were 2.85 s.d. higher
than normal, compared with 0.77 s.d. lower in those with
severe osteitis fibrosa.
BMD and mortality

In the general population, low BMD is associated with
mortality. In CKD, low BMD was also associated with mortality,
as shown in a single study by Taal et al.203 (Supplementary Table 7)
in 88 HD patients. The risk was 4.3 times higher in those
with hip BMD T-scores lower than 2.5 (the World Health
Organization criteria for diagnosis of osteoporosis).
3.2.3

In patients with CKD stages 3–5D, we suggest that
measurements of serum PTH or bone-specific
alkaline phosphatase can be used to evaluate bone
disease because markedly high or low values predict
underlying bone turnover (2B).

HPT is one of the most important causes of bone disease in
patients with CKD. The circulating PTH is related to bone
biopsy findings, but a prediction of the type of renal
osteodystrophy may be inaccurate. Bone biopsy remains the
gold standard for the assessment of bone turnover, and as
detailed below, measurements of circulating PTH or b-ALP
have limited sensitivity and specificitiy, especially in detecting
adynamic bone. In addition, as detailed in Chapter 3.1, the
availability of various assay kits for PTH is another problem.
However, bone biopsy is not practical in the majority of
clinical patients, and when these serum markers are above or
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below thresholds, they can be used to estimate bone turnover.
Large discrepancies between serum PTH and ALP measurements should prompt further investigation.
Serum PTH and ALPs and bone outcomes
Fractures. There have been several large prospective studies

in CKD stage 5D patients relating serum PTH to fractures
(Supplementary Table 8), with inconsistent results, as shown
in Table 16.
Several other cross-sectional studies157,175,180,189,191,192,208
have also evaluated this relationship and, in general,
were negative. However, a case-controlled cohort study
did find a 31% (95% confidence interval 0.57–0.83,
Po0.001) reduction in global fracture risk after
parathyroidectomy.209
An association between high serum t-ALP levels and the
RR of fractures has been reported in dialysis patients by
Blayney et al.32
PTH and b-ALP relationship with bone histology. The classic
findings of HPT in patients with CKD are high turnover with
peritrabecular fibrosis, active osteoclasts and increased
numbers of multi-nucleated osteoclasts, woven bone, blurry
tetracycline labels, increased cancellous bone volume but
decreased cortical thickness, and intratrabecular tunneling.
The bone response to PTH, however, is not consistent, and
there is evidence for skeletal resistance to PTH in patients
with CKD–MBD.
The results of studies that reported correlations between
PTH and bone-formation rates are shown in Figure 14,
which shows the wide variabilities seen in different
situations.69,99,108,111,146,210224 The older studies tended
to find better correlations between PTH and bone-formation
rates, whereas more recent studies show poor
correlations. This follows a trend for associating findings
of adynamic bone disease with high PTH levels. The
reasons for poor correlations between PTH and bone
formation are not clear, but could involve differences in
the assays for PTH, secular changes in the dialysis
population with more diabetic and elderly patients,
differences in therapies, and differences in the racial
composition of the studies. This figure also shows correlations with several bone turnover markers. Osteocalcin is
generally no better than intact PTH (iPTH), whereas b-ALP
shows a higher correlation with tetracycline-based bone-

formation rates and has a better correlation to boneformation rate than does PTH. b-ALP also has some
predictive value for the diagnosis of high or low bone
turnover (Table 17).
Even though there is usually a significant but weak
correlation between serum PTH or other markers and bone
formation rates, the ability to correctly classify an individual
patient is limited. As with any diagnostic test, there is a tradeoff between the sensitivity and the specificity of the test. The
predictive value depends on the sensitivity and specificity,
and on the overall prevalence of the condition. It also
depends on which cutoff was used and how the diseases were
defined. Some of the differences among studies could be
caused by a different exposure to aluminum, which increases
the skeletal resistance to PTH. The studies also used different
PTH assays, which may confound interpretation as detailed
in Chapter 3.1. Table 17 shows the results that were reported
in studies that measured PTH and types of bone disease in
patients with CKD stage 5D. The positive predictive value is
the percentage of patients with a positive result on a test who
actually have the disease (either high or low turnover), and
the sensitivity is the percentage of patients with the disease
who have a positive test result.
Much of the focus of renal osteodystrophy has been on
bone turnover, but bone volume is another important factor
in bone physiology. The correlations between BV/TV and
PTH are not consistent among studies; four studies found no
correlation,220,230232 one reported a correlation coefficient
of 0.51,219 and another of 0.56.213 b-ALP showed no
relationship with bone volume in three studies;220,230,231 in
another, the correlation was 0.54;219 and in one, the
correlation between b-ALP and BV/TV was not significant,
but the b-ALP was lower in those who had histological signs
of osteopenia.232
1

0.8
PTH

0.6

0.4

BAP
OC
X-link

0.2

Table 16 | Relationship between fractures and PTH in patients
with CKD–MBD
Author, year
90

Coco (2000)
Stehman-Breen (2003)204
Block (2004)205
Danese (2006)89
Jadoul (2006)206
Mitterbauer (2007)207

N
1272
4952
40,538
9007
12,782
1774

Relationship between
fractures and PTH
High risk with low PTH
No relation
Weak direct association, P=0.035
Higher risk with low or high PTH
RR=1.7 if PTH4900
No relation

CKD–MBD, chronic kidney disease–mineral and bone disorder; PTH, parathyroid
hormone; RR, relative risk.

S40

0

Figure 14 | Correlation coefficients between bone formation
rate as seen on bone biopsies and serum markers of PTH,
bone-specific ALP (BAP), osteocalcin (OC), and collagen
cross-linking molecules (x-link) in patients with CKD stages
5–5D. Each point represents a study, and they are arranged in
chronological order from 1981 to 2006 from left to right. Studies
that measured more than one marker are joined by a vertical
line. The small symbols are studies of 20–50 patients, medium
symbols 51–100 patients, and large symbols 4100 patients.
CKD, chronic kidney disease; PTH, parathyroid hormone.
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Table 17 | Positive predictive value for iPTH and b-ALP to predict bone turnover in patients with CKD stage 5
High bone turnover
Author, year

N
225

McCarthy (1989)
Hutchison (1993)146
Torres (1995)215
Wang (1995)216 b
Qi (1995)226 b
Couttenye (1996)227
Urena (1996)219

PPV
a

Low bone turnover
Sensitivity

Cutoff

PPV

Sensitivity

92
83
43
88
89

a

o490
o65
o120
o150

76
78
89
83

93
88
48
91

o150
b-ALP
o150
b-ALP
o65

65
75
51
58
45

81
78
70
70
69

o150
o150
o237
b-ALP

97
54
47
57

92
81
78
83

o150

83

50

41
30
119
175
79
103

41200
4200
4450
4200
4250

42

4200
b-ALP
4200
4100
b-ALP
4250

92
90
78
89
97
92

72
84
87
81
70
57

4161
b-ALP
4300

89
91
62

75
71
69

Gerakis (1996)218
Fletcher (1997)202 b

114
73

Carmen Sanchez (2000)221
Coen (2002)108
Bervoets (2003)222

57
107
84

Lehmann (2008)228

132

Barreto (2008)229

Cutoff

97

79
88
100
58
80

b-ALP, bone-specific alkaline phosphatase; iPTH, intact parathyroid hormone; N, number of subjects; PPV, positive predictive value.
a
C-terminal assay.
b
Calculated from sensitivity, specificity, and prevalence.

Table 18 | Correlation between PTH or other serum markers and BMD
Author, year

N

Patients

% Male

Study design

Rix (1999)
Tsuchida (2005)234
Obatake (2007)235

113
85
53

CKD 3–5
CKD 5
CKD 5

70
60
70

xs
xs
long

Taal (1999)159
Atsumi (1999)157

88
187

HD
HD

88
100

xs
xs

Gerakis (2000)115
Kokado (2000)162
Barnas (2001)163
Pecovnik (2002)170
Ueda (2002)236

62
293
90
50
195

HD
HD
HD
HD
HD

66
60
60

xs
xs
xs
xs
long

Urena (2003)175
Nakashima (2003)174
Negri (2004)189
Nakashima (2006)182

70
83
65
201

HD
HD
PD
HD

60

xs
xs
xs
long

Jamal (2006)192
Wittersheim (2006)237
Ersoy (2006)181
Elder (2006)180
Sit (2007)238
Doumouchtsis (2008)239

52
79
292
242
70
54

HD
HD, PD
PD
HD, PD
HD
HD

71
48
56
61
52
50

xs
xs
xs
xs
xs
xs

233

100
60
53

PTH

Other markers

Inverse
OC, PINP, b-ALP: inverse; NTX, DPD, PYD: not related
Higher OC had more bone loss; b-ALP, NTX,
PINP not significant
Inverse
Inverse (body,
not spine)
Inverse
Inverse
Not related
Inverse
Inverse to
change in BMD
Inverse
Inverse
Inverse
Inverse to
change in BMD
Inverse
Inverse
Not related
Inverse
Not related
Not related

OC: inverse

Radial BMD change inverse to PINP,
b-ALP, OC, CTX, NTX, and DPD
CTX, b-ALP: inverse

BMD change positive with OPG;
b-ALP, NTX, OC, TRAP: inverse
OPG, RANK-L not correlated; CTX: inverse

OPG, ALP: inverse; OC, TRAP: not related

ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; BMD, bone mineral density; CKD, chronic kidney disease; CTX, carboxyterminal cross-linking telopeptide
of bone collagen; DPD, deoxypyridinoline; HD, hemodialysis, long, longitudinal; N, number of subjects; NTX, aminoterminal cross-linking telopeptide of bone collagen;
OC, osteocalcin; OPG, osteoprotegerin; PD, peritoneal dialysis; PINP, procollagen type I N propeptide; PTH, parathyroid hormone; PYD, pyridinoline; RANK-L, Receptor
Activator for Nuclear Factor kB Ligand; TRAP, tartrate-resistant acid phosphatase; xs, cross-sectional.

PTH relationship with BMD. Table 18 shows the results
from studies that measured BMD and serum markers in at
least 50 patients with CKD–MBD. None of the studies found
a positive effect of PTH on BMD; either the relationship was
not significant or there was a significant inverse correlation.
PTH and combinations of biochemistries in the prediction of
bone histology. None of the studies published to date in
Kidney International (2009) 76 (Suppl 113), S22–S49

CKD patients have been adequately powered to assess if
combinations of PTH and other bone-derived circulating
biomarkers would be more predictive than individual
markers. Kidney Disease: Improving Global Outcomes is
coordinating an ongoing international collaborative effort to
determine the predictive value of whole (1–84) PTH assays
compared with currently used iPTH assays, with or without
S41
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other biomarkers, to predict underlying bone histology using
the TMV classification system.
3.2.4

In patients with CKD stages 3–5D, we suggest not to
routinely measure bone-derived turnover markers
of collagen synthesis (such as procollagen type I
C-terminal propeptide) and breakdown (such as
type I collagen cross-linked telopeptide, cross-laps,
pyridinoline, or deoxypyridinoline) (2C).

Collagen-based markers of bone turnover, measured in the
serum, have not been extensively evaluated in patients with
CKD stages 4–5. The available studies show that these
markers do not predict clinical outcomes or bone histology
any better than does circulating PTH or b-ALP. Therefore, at
this time, they are not recommended for diagnostic purposes
in patients with later stages of CKD–MBD. In earlier stages of
CKD, some of these markers seem promising for monitoring
the treatment of osteoporosis, but they currently are not
sufficiently validated to recommend their use.
Bone markers
Collagen based.

Active osteoblasts secrete procollagen type I,
and the propeptides at both C- and N-terminal ends are
immediately cleaved and can be measured in the circulation
(PICP and PINP). The collagen molecules are then covalently
bonded through pyridinoline cross-linking. The fragments
containing these pyridinoline links (at both the C- and Nterminal ends of the peptides) are released during bone
resorption: carboxyterminal (CTX) and aminoterminal
(NTX) cross-linking telopeptide of bone collagen, respectively. These collagen-based markers have been studied in
normal populations, wherein there are significant but
moderate correlations with bone-formation/resorption
rates.240 The markers are increased after a fracture.241
Other bone markers. Osteoblasts secrete other proteins
that have been used to assess their function, including b-ALP
(discussed in the previous section), osteocalcin, osteoprotegerin, and receptor activator for nuclear factor kB ligand.242
Osteoclasts secrete tartrate-resistant acid phosphatase. Osteocytes secrete FGF-23 in response to phosphate and
calcitriol. High levels of FGF-23 are seen in patients with
CKD, but this is a new measurement, and clinical significance
remains to be determined. FGF-23 was recently shown to be
associated with an increased RR of mortality in dialysis
patients,243 but this may be related to phosphate or vitamin
D metabolism and not to bone disease per se. Thus, although
synthesized in bone, it seems premature to use FGF-23 as a
bone biomarker.
Some of these markers are excreted by the kidneys, so in
CKD, the serum concentrations may merely represent
accumulation instead of bone turnover.
Markers of bone turnover and clinical outcomes. In cohorts
of elderly women, most of whom have early stages of CKD,
serum biochemical markers of bone turnover have been
associated with fractures.244246 The utility of these markers
S42

in individual patients is uncertain, and they are currently not
recommended in the routine evaluation of patients with
postmenopausal osteoporosis. These markers, however, may
be helpful in identifying those patients who respond to
osteoporosis medications. In the fracture intervention trial of
alendronate, the change in b-ALP and CTX was significantly
related to the reduction in fracture incidence, and for hip
fractures, the changes in markers predicted fractures better
than did the BMD changes.247 Furthermore, in those women
who had postmenopausal osteoporosis with low baseline
PINP levels, alendronate did not reduce the risk of
fractures.248 With raloxifene, the osteocalcin change predicted fracture incidence better than did the BMD change.249
In patients with CKD stages 4–5, there are limited data
that relate serum markers to fractures. Urena et al.175 found
that cross-laps (C-terminal peptide) and b-ALP were not
different between fracture and non-fracture cases in a survey
of 70 dialysis patients.
A recent study evaluated patients with CKD stages 1–5
without known CVD and found that reduced tartrateresistant acid phosphatase-5B and elevated b-ALP were both
associated with an increase in the RR of cardiovascular
mortality.250 These somewhat paradoxical findings suggest
that much more work needs to be carried out to fully
understand the clinical utility of such biomarkers.
Bone markers and bone histology

In CKD patients, a few studies show significant correlations
between collagen cross-linking molecules and the bone
formation rate (shown in Figure 14).
Bone volume was not related to these markers in two
studies. Coen et al.220 measured a panel of circulating
biomarkers (iPTH, osteocalcin, b-ALP, tartrate-resistant acid
phosphatase, CTX, and deoxypyridinoline) in 41 patients
with CKD stage 5, and none of them correlated with the
BV/TV. Barreto et al.230 focused on factors that related to
osteoporosis in 98 patients with CKD stage 5, half of whom had
a BV/TV less than one s.d. from the normal mean. They found
no relationship between the low BV/TV and serum iPTH,
b-ALP, or deoxypyridinoline, but the tumor necrosis factor-a
and the osteoprotegerin/receptor activator for nuclear factor kB
ligand ratio was higher in those with a low BV/TV. Thus, at this
point in time, there is insufficient evidence for the use of these
markers. More research is clearly needed.
Bone markers and BMD
Predicting BMD at a single point in time.

In the general
population, observational studies of elderly people show that
circulating bone turnover markers are not related to BMD at
one point in time.251 In clinical trials of osteoporosis
medications, the baseline biochemical markers do not
consistently predict the change in BMD. (As noted above,
however, the baseline biochemical measurements may
predict fractures in some cases, and this is more important
than predicting BMD results.) The data in patients with CKD
stages 4–5 are limited and inconsistent, as shown in Table 18.
Kidney International (2009) 76 (Suppl 113), S22–S49
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Predicting change in BMD. In studies on osteoporosis, the
changes in measurements of bone formation and resorption
may be related to the changes in BMD with some
treatments.247 On an individual level, it is not certain how
reliable these markers will be in predicting BMD change. At
present, there is no consensus with regard to the clinical
utility of markers in individual patients with osteoporosis,
but many ongoing studies are examining this issue, especially
as anabolic drugs are being developed.
On a theoretical basis, bone markers should be able to
predict the change in bone volume, which is determined by
bone balance. Unfortunately, none of the current serum or
urine markers of bone turnover are sensitive enough to allow
the calculation of bone balance, and the interpretation of the
measurements depends on the clinical situation. For example,
the highest serum levels of turnover markers are found in
patients with metastatic cancer, Paget’s disease, and in healthy
adolescent boys.
When interpreting bone turnover markers, it is important
to remember the distinction between bone volume, as
measured on bone biopsies, and BMD, as measured with a
radiographic technique. Density depends on both the bone
volume and the mineralization of the bone. Newly formed
bone is not as dense as older bone, and patients with a high
turnover have a greater proportion of newly formed bone
with a low BMD. When bone turnover is decreased, the bone
becomes ‘older’ and accumulates more minerals, increasing
the DXA value without necessarily increasing the bone
volume. In patients with CKD, the relationships are even
more complicated because the mineralization is frequently
abnormally low, so that BMD can be low even when bone
volume is normal. Rapid increases in BMD can be observed
when osteomalacia is treated, even without any formation of
new bone, because the osteoid fills with mineral. The markers
of bone formation that depend on the secretion of new collagen
would not be able to detect this improved mineralization.

3.2.5

We recommend that infants with CKD stages 2–5D
should have their length measured at least quarterly, while children with CKD stages 2–5D should
be assessed for linear growth at least annually (1B).

In children with CKD stages 2–5D, abnormalities in statural
growth are commonly observed. Such abnormalities may
include a height below the 3rd percentile of the growth curve
for normal children of the same gender; a negative statural
growth curve against the genetic potential based on midparental height formulas even when on the normal growth
curve; or a negative growth velocity, based on gender-specific
curves of normal children. Growth should be assessed at least
monthly in infants, quarterly in children below 2 years of age,
and at least annually in older children and adolescents, and
plotted accurately on the appropriate growth chart for either
height, velocity, or ideally, both. This allows for an optimal
understanding of the defects in linear growth that may occur
with CKD in children. Growth velocity as rates and absolute
Kidney International (2009) 76 (Suppl 113), S22–S49

changes in height is used as an end point in clinical trials of
growth-hormone therapy in children and adolescents with CKD.
Linear height deficit (short stature) is one of the cardinal
features of progressive CKD in pediatric patients. In normal
children, the 50th percentile for height corresponds to a
Z-score of 0. The 3rd percentile is a Z-score of 1.88. In
children with CKD, over one-third of patients have Z-scores
lower than 1.88.252 Baseline kidney function, by height
Z-score, shows that there are patients with severe height
deficits, even though they have a moderate kidney function
(425 ml/min per 1.73 m2). In patients with a calculated
clearance between 50 and 75 ml/min per 1.73 m2, 18.2%
(379 of 1720) had a height Z-score worse than 1.88. The
mechanisms of linear growth failure include the presence of
chronic metabolic acidosis, renal osteodystrophy, nutrient
wasting, chronic inflammation, functional hypogonadism in
some adolescents, and dysregulation of the growth hormone–insulin-like growth factor 1 endocrine axis. The latter has
led to the development and use of a recombinant human
growth hormone, which has been licensed by the Food and
Drug Administration in the United States since 1988 for the
treatment of linear growth failure in children with CKD, one of
the measures of bone in CKD–MBD. However, using data from
the North American Pediatric Renal Transplant Cooperative
Study 2006 data report,252 only 6.5% of all patients at entry
into the registry were using recombinant human growth
hormone. By 24 months of follow-up, 15.9% of patients being
followed up were receiving recombinant human growth
hormone. This low usage prompted an examination of the
benefit and harm of recombinant human growth hormone in
children (see Chapter 4.3).
RESEARCH RECOMMENDATIONS

Additional research is called for:
K A prospective study of BMD to determine fracture risk
thresholds in CKD stages 3–5, 5D, and 1–5T.
K A prospective study of circulating biochemical markers
(PTH, b-ALP, PINP, PICP, NTX, CTX, tartrate-resistant
acid phosphatase, and osteoprotegerin) to determine if
they can predict fractures or other clinical outcomes in
CKD stages 3–5, 5D, and 1–5T.
K The development of an international standard for the
assessment of renal osteodystrophy, particularly for
dynamic measurements.
SUPPLEMENTARY MATERIAL
Supplementary Table 4. Prevalence and incidence of fractures in patients
with CKD 5D.
Supplementary Table 5. Fractures in patients with CKD stages 3–4.
Supplementary Table 6. Overview table of selected studies of the natural
history of bone disorders.
Supplementary Table 7. Overview table of selected studies demonstrating
the risk relationship between bone measurements and mortality in CDK
stage 5D.
Supplementary Table 8. Overview table of selected studies demonstrating
the risk relationship between hormonal parameter, PTH, and fractures in
CKD stage 5D.
Supplementary material is linked to the online version of the paper at
http://www.nature.com/ki
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Chapter 3.3: Diagnosis of CKD–MBD: vascular calcification
Grade for quality
of evidence

Grade for strength
of recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

INTRODUCTION

The diagnosis of CKD–MBD includes the detection of
extraosseous calcification, including arterial, valvular, and
myocardial calcification. It is generally well recognized that
the prevalence of calcification increases with progressively
decreasing kidney function and is greater than that in the
general population. Cardiovascular calcification is associated
with, and predictive of, adverse clinical outcomes, including
cardiovascular events and death. However, there are some
uncertainties with regard to the sensitivity and specificity of
the different imaging tests available for detecting cardiovascular calcification. Further, there is also uncertainty as to
whether altering the progression of cardiovascular calcification will impact patient outcomes (cause–effect relationship)
in different stages of CKD. Finally, there is no clear evidencebased protocol or algorithm for the diagnostic and
therapeutic strategies that need to be followed after yielding
a positive calcification test result.
RECOMMENDATIONS

3.3.1

3.3.2

In patients with CKD stages 3–5D, we suggest that a
lateral abdominal radiograph can be used to detect
the presence or absence of vascular calcification,
and an echocardiogram can be used to detect the
presence or absence of valvular calcification, as
reasonable alternatives to computed tomographybased imaging (2C).
We suggest that patients with CKD stages 3–5D with
known vascular/valvular calcification be considered
at highest cardiovascular risk (2A). It is reasonable
to use this information to guide the management of
CKD–MBD (not graded).

Summary of rationale for recommendations
K

K

In the normal population, the magnitude of CAC as
imaged by either electron beam CT (EBCT) or multislice
CT (MSCT) is a strong predictor of cardiovascular
event risk.
In the CKD population, coronary artery and generalized
vascular calcification is exceedingly more prevalent, more
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severe, and follows an accelerated course compared with
that in the normal population.
K The reference standard in the detection of cardiovascular
calcifications in CKD and in the general population is the
CT-based CAC score, but other, more easily available
techniques—for example, lateral abdominal X-ray, pulse
wave velocity (PWV) measurements, and echocardiography (valvular calcification)—may yield comparable
information.
K The presence and the severity of cardiovascular calcification strongly predict cardiovascular morbidity and
mortality in patients with CKD.
K However, there is limited evidence from RCTs in CKD that
the reduction of arterial calcification progression impacts
mortality.
K A majority of Work Group members felt that inconsistencies remained among RCT reports aimed at showing
that intervention improved patient level outcomes, and
hence, indiscriminate screening in every patient with
CKD–MBD was not recommended.
K However, there was consensus that known vascular/
valvular calcification and its magnitude identify patients
at high cardiovascular risk. Therefore, the presence of
vascular/valvular calcification should be regarded as a
complementary component to be incorporated into the
decision making of how to individualize treatment of
CKD–MBD.

BACKGROUND

Tissue calcification is a complex and highly regulated process
in bone and teeth, and also at extraosseous sites. The most
threatening localization of unwanted calcification is at
vascular sites, where it may manifest as both medial and
intimal calcification of arteries. In the general population,
autopsy and imaging studies have identified calcification in
495% of atherosclerotic plaques. Calcification seems to be a
part of the natural history of atherosclerotic plaques, with
extensive calcification associated with late-stage (American
Heart Association Stage Va and VII) atherosclerosis. In the
Kidney International (2009) 76 (Suppl 113), S22–S49
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general population, atherosclerotic plaque calcification is
associated with cardiovascular events such as myocardial
infarction, symptomatic angina pectoris, and stroke.253255
Medial calcification causes arterial stiffness, resulting in an
elevated pulse pressure and increased PWV, thereby contributing to left ventricular hypertrophy, dysfunction, and
failure. Furthermore, an advanced calcification of the heart
valves may lead to dysfunction contributing to heart failure
and an increased risk of endocarditis. Cardiovascular
calcifications are usually progressive, and their extent and
severity are highest in patients with CKD. Recent reports
suggest an increased prevalence of cardiovascular calcification
in patients at early stages of CKD. Thus, a considerable
percentage of CKD patients are at risk of cardiovascular
events from vascular calcification.
As mentioned above, two patterns of vascular calcification
have been described: predominantly intimal and predominantly medial calcification. There is, however, an ongoing
debate with regard to the differential role of intimal
(atherosclerotic) vs medial (arteriosclerotic) calcification in
CVD in CKD patients.256,257 In the general population, an
elevated coronary artery calcium score almost exclusively
reflects the atherosclerotic disease burden. In two small
autopsy studies, it became apparent that, in dialysis patients,
CAC is also predominantly localized in the coronary intima,
whereas the medial calcifications observed in a minority of
such patients seemed to be adjacent to plaque areas just
beneath the internal elastic lamina.258,259 Although the
coronary vascular bed may differ considerably from other
arteries with regard to the calcification process and its
manifestations, the same group observed a ‘pure’ medial
calcification in the coronary arteries during the early stages of
CKD.257 A ‘pure’ medial calcification, in the absence of
intimal disease, was also observed in epigastric arteries
obtained from dialysis patients at the time of renal
transplantation.260 An older study identified both intimal
and medial calcifications in iliac arteries of such patients.261
Thus, there is neither definitive evidence to suggest that
isolated medial calcification is distinct from the calcification
that occurs in the natural history of atherosclerosis nor is
there definite proof against it.
Arterial calcification assessed by all the available imaging
studies cannot accurately differentiate calcification that is
localized to the intima from calcification in the media
adjacent to the internal elastic lamina, or in the medial
layer. Experimental and ex vivo studies suggest that the
vascular smooth muscle cell may be critical in the development of calcification by transforming into an osteoblast-like
phenotype.262 In addition, the pericyte in the media and
adventitia may have a role in the secretion of vascular
calcification-inducing factors. The stimulus for such a
transformation may depend on the location of calcification
within the artery wall. For example, in intimal lesions,
atherosclerosis may be the most important stimulus.
However, in patients with CKD and medial calcification,
there may be additional, or additive, factors potentially
Kidney International (2009) 76 (Suppl 113), S22–S49

explaining why medial calcification of the peripheral arteries
can be seen without intimal changes and is more common in
CKD than in the non-CKD population.260 Elevated phosphorus, elevated calcium, oxidized low-density lipoprotein
cholesterol, cytokines, and elevated glucose, among others,
stimulate this transformation of vascular smooth muscle cells
into osteoblast-like cells in vitro using cell-culture techniques.
These factors likely interact at the patient level to increase
and/or accelerate calcification in CKD. Given the potential
complexity of the pathogenesis and the inability of
radiological techniques to differentiate the location of
calcification, the approach to all patients with calcification
should be to minimize atherosclerotic risk factors and control
biochemical parameters of CKD–MBD. In vivo animal studies
have shown less arterial calcification with non-calcium-based
binders compared to that with calcium-based binders.263,264
Unfortunately, trials in dialysis patients evaluating such
strategies to treat either atherosclerosis or CKD–MBD have
not conclusively shown that such an intervention positively
affects patient-level outcomes.265267 Despite this, given the
high cardiovascular burden in CKD, the majority of the
Work Group felt that the treatment approaches to limit the
calcium intake from phosphate binders in CKD
patients with known vascular/valvular calcification were
appropriate until definitive studies are conducted, as detailed
in Chapter 4.1.
Extraosseous calcification in patients in advanced stages of
CKD has been observed since the early days of dialysis,268,269
but was originally thought to result predominantly from a
supersaturation of serum with calcium and phosphate ions,
that is, passive precipitation. However, in recent years, it
became evident that vascular calcification is also an active
cellular process. As already pointed out above, the presence
or upregulation of inducers of cellular osteogenic transformation and hydroxyapatite formation (among which high
phosphate probably has a central role)262 causes the
differentiation of vascular smooth muscle cells into an
osteoblast-like phenotype of vascular smooth muscle cells.
Newly discovered calcium-regulatory factors, including
fetuin-A, matrix Gla protein, osteoprotegerin, and pyrophosphates—all of which possess properties of systemic or local
calcification inhibitors—may have a key role in fine-tuning
protection against unwanted calcification, and some of these
factors may be dysregulated in uremia.270 A seminal paper by
Murshed et al., however, showed that even complex
pathological mineralization disorders can be prevented by
modulating extracellular phosphate concentration.271 Therefore, it is biologically plausible that the calcification process
develops from unique stimuli and progresses in an accelerated manner in CKD patients. As epidemiological studies
suggest a direct relationship between calcification and
impaired clinical outcomes, cardiovascular calcification is
thus regarded as a relevant clinical end point by most
investigators mirroring cardiovascular event risk. However,
it cannot yet be used as a reliable surrogate marker
for interventions, as the link between intervention and
S45
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patient-level outcomes when calcification is ameliorated has
not been shown conclusively.
Finally, a rare but very severe form of medial
calcification of small (cutaneous) arteries is calciphylaxis,
also called calcific uremic arteriolopathy. This complication is
strongly associated with CKD-related disturbances of
mineral metabolism, including secondary HPT, in
approximately one-third of cases. It is characterized by
ischemic, painful skin ulcerations followed by superinfections, and is associated with high mortality. Relationships with dysregulated calcification inhibitors (fetuin-A
and matrix Gla protein) have been implicated in the
pathogenesis of calciphylaxis, but because of the relatively
low incidence of the disease, no conclusive data are
available to firmly comment on the nature of the disease
process or to allow generalizable treatment options to be
recommended.
This topic represents a comprehensive review of the
literature of selected topics by the Work Group with
assistance from the evidence review team to formulate a
rationale for clinical recommendations. Thus, this should not
be considered as a systematic review.
RATIONALE

3.3.1

In patients with CKD stages 3–5D, we suggest that a
lateral abdominal radiograph can be used to detect
the presence or absence of vascular calcification,
and an echocardiogram can be used to detect the
presence or absence of valvular calcification, as
reasonable alternatives to computed tomographybased imaging (2C).

Diagnostic tests

Most studies examining calcification in CKD reported on
the use of CT-based techniques (EBCT and MSCT) in the
detection of cardiovascular calcification in patients with
CKD–MBD (Supplementary Table 9). EBCT and MSCT are
currently regarded as the most sensitive methods for the
detection and quantification of cardiovascular calcification.
One study explicitly evaluated the sensitivity and specificity
of several imaging tests and functional/hemodynamic
measures for detecting CAC compared with EBCT.272 This
analysis focused on pulse pressure measurements, valvular
calcification (by echocardiography), and abdominal aortic
calcification (by lateral abdominal X-ray), respectively,
according to the severity of CAC scores as assessed by EBCT
scores of 30–99, 100–399, 400–999, and X1000. No meaningful correlation was found between pulse pressure and CAC
scores. In contrast, a strong correlation was detected between
abdominal aortic calcification by plain radiograph and CAC
scores. Valvular calcification, detected by echocardiography,
was another good predictor of CAC.
We reviewed six additional studies which carried out
correlation analyses comparing CT-based imaging techniques
of assessing CAC with other measures of calcification. These
latter measures included pulse pressure, abdominal aortic
S46

calcification by lateral X-ray, PWV, echocardiography
(valvular calcifications), intimal-media thickness (IMT) of
the carotid arteries, and MSCT of the thoracic and abdominal
aorta.273278 PWV and abdominal aortic calcifications
seemed to be reasonably good predictors of CAC
scores, whereas the value of IMT, valvular calcification,
and especially pulse pressure was limited. However, these
studies were not designed to test sensitivity and specificity in
this regard. The majority of the reported data referred to the
CKD stage 5D population, whereas some studies included
patients in different CKD stages.273,275 Only one study
evaluated children (CKD stageX4).278 Thus, EBCT and
MSCT remain the gold standard. However, a plain X-ray
examination allows the detection of vascular calcification,
and echocardiography allows the detection of valvular
calcification, with reasonable sensitivity, as compared with
the more expensive CT-based techniques. Thus, the Work
Group felt that plain X-ray and echocardiography were
reasonable alternatives to the gold standard of CT-based
imaging.
3.3.2

We suggest that patients with CKD stages 3–5D with
known vascular/valvular calcification be considered
at highest cardiovascular risk (2A). It is reasonable
to use this information to guide the management of
CKD–MBD (not graded).

To recommend widespread global screening for the diagnosis
of vascular calcification in all patients with CKD, the Work
Group felt that the following was needed: (i) There should be
an accurate and reliable diagnostic test (see above); (ii)
vascular calcification should be prevalent enough to warrant
screening; (iii) the tests should prompt a specific intervention; and (iv) the intervention should impact hard clinical
end points. The Work Group felt that the data to support (i)
and (ii) were strong, the data to support (iii) were somewhat
inconsistent, and the data to support (iv) were limited. Thus,
the Work Group did not recommend indiscriminate screening in all patients with CKD at this time, although this was a
split decision. However, vascular calcification is an important
component of CKD–MBD, and animal, epidemiological, and
observational studies support that vascular/valvular calcification is a likely cause of cardiovascular morbidity and
mortality in patients with CKD–MBD; thus, an assessment
for vascular calcification is warranted in some patients. These
may include, but are not limited to, patients with significant
hyperphosphatemia requiring a differentiated high-dose
phosphate-binder therapy, patients on a transplant waiting
list, and any patient in whom the caring physician decides
that a knowledge of the presence of vascular calcification may
impact therapeutic decision making.
Prevalence

Twenty-five reports including information on the baseline
prevalence of vascular or valvular calcification were evaluated
(Supplementary Table 10). The studies included a total of
Kidney International (2009) 76 (Suppl 113), S22–S49
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more than 4000 patients in different stages of CKD, the
majority being in CKD stage 5D. In adult patients on dialysis,
CAC has been detected in 51–93% of the study populations;
prevalent dialysis patients had a higher likelihood of having
detectable CAC scores than did incident ones. Valvular
calcification was present in 20–47% of patients in CKD stage
5D. The prevalence of calcifications was variable at other
vascular sites and was dependent on the sensitivity of the
method used.
In CKD stages 3–5, published information related mostly to
CAC scores showed that 47–83% of patients had cardiovascular
calcification. In children with CKD stage 5D, the prevalence of a
positive CAC was found to be 20% in one study.278 In young
adults receiving dialysis treatment (age ranges: 20–30 years in
one study, 19–39 years in a second study) with childhood-onset
CKD, CAC prevalence was 87.5 and 92%, respectively.279,280
Valvular (aortal or mitral) calcifications were present in 20–25%
of 653 patients with CKD stages 3–5 in the Multi-Ethnic Study
of Atherosclerosis,281 whereas the degree of renal dysfunction
was only modestly associated with valvular calcification. In
patients on dialysis, valvular calcification is more common, with
one series reporting the presence of valvular calcification in 32%
of patients.282
Eight studies investigating the natural history of calcification in a predefined prospective longitudinal approach in
CKD were examined (Supplementary Table 11). Follow-up
periods ranged from 1 to 3 years; detection methods were
MSCT, EBCT, X-ray of pelvis and calves, and in one study,
IMT. The major finding in this context is that once
calcification is established, it follows a progressive course.
In contrast, non-calcified patients with CKD have a high
likelihood of remaining free of cardiovascular calcification
over months to years. Compared with the non-CKD
population, the progression of cardiovascular calcification is
enhanced in patients with CKD. Furthermore, there is a
strong relationship between the magnitude and severity of
calcification and pre-existing coronary artery disease.
Risk relationships

We reviewed 10 reports on the risk relationships between
cardiovascular calcification and mortality in patients with
CKD (Supplementary Tables 12 and 13). Most of these studies
were again conducted in dialysis patients, including one in
peritoneal dialysis patients, but there is also information on
renal transplant recipients and patients in CKD stages 4–5.
EBCT, MSCT, ultrasound, echocardiography, and several
X-ray techniques (pelvis, abdomen and hands) were used
as diagnostic tests. In all but one study, cardiovascular
calcification or progression of calcification were identified as
independent risk predictors for cardiovascular and all-cause
mortality. In only one study283 did valvular calcification
lose its significance in predicting death after a multivariate
adjustment.
In some of these studies (as well as in others that primarily
addressed the natural history of calcification), risk associations were reported between the development and progresKidney International (2009) 76 (Suppl 113), S22–S49

sion of calcification and epidemiological and biochemical
parameters. Age was the most consistent risk factor for severe
or progressive calcification, whereas diabetes, time on
dialysis, male gender, high serum iPTH and/or ALP levels,
inflammation (C-reactive protein levels), calcium intake,
hyperphosphatemia, and increased Ca  P were identified in
some studies, but the latter relationships could not be
uniformly reproduced. No studies of adequate quality
reported on the relationship between cardiovascular calcification and bone outcomes in CKD patients.
Management of patients with vascular/valvular calcification

Cardiovascular calcification development and progression
can be influenced by treatment. Given that vascular
calcification is associated with increased cardiovascular risk,
and that the pathogenesis seems to be related to CKD–MBD
(biochemical and bone) abnormalities and atherosclerosis, it
is appropriate to evaluate and modify both.
CKD–MBD. Longitudinal studies have also shown that the
progression of vascular calcification seems to be modifiable
by the choice of phosphate binders. Five studies compared
the effects of different phosphate-binder therapies on the
progression of CAC scores in chronic HD patients284288 (see
Chapter 4.1). The Treat-to-Goal study (n ¼ 200) compared
sevelamer-HCl to calcium-containing phosphate binders,
analyzing the progression of coronary artery and aortic
calcification (by EBCT) in prevalent HD patients over 1 year.
Although calcification scores progressed with calcium-containing phosphate binders, treatment with sevelamer-HCl
was associated with a lack of calcification progression. A
similar design was used, and the results showed more
calcification progression in patients treated with calciumbased binders compared with sevelamer-HCl in the Renagel
in New Dialysis Patients study (n ¼ 129), which studied
incident HD patients who were randomized within 90 days
after starting dialysis treatment. The Calcium Acetate Renagel
Evaluation-2 study (n ¼ 203) showed that the use of
sevelamer-HCl and calcium acetate was associated with equal
progression of CAC when statins were used to achieve a
similar control of the serum low-density lipoprotein
cholesterol in the two study arms.287 Interestingly, in Calcium
Acetate Renagel Evaluation-2, the combination of sevelamerHCl and atorvastatin was actually associated with a higher
progression rate of CAC than that in Treat-to-Goal,284
instead of showing an amelioration of CAC progression with
the combination of calcium acetate and statin. It is difficult
to reconcile these differences, although one potential
explanation is that the Calcium Acetate Renagel Evaluation2 study patient population had a higher number of
cardiovascular risk factors than did that of the Treat-to-Goal
study.289 The Bone Relationship with Inflammation and
Coronary Calcification study (n ¼ 101) investigated the
effects of calcium acetate vs sevelamer-HCl on CAC
progression and bone histomorphometry in HD patients.
Although CAC progression rates did not differ between both
phosphate-binder arms, this study was hampered by a much
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smaller sample size and several significant confounders:
imperfect matching of baseline CAC scores between the two
study arms; the use of high dialysate calcium concentrations
(1.75 mmol/l (3.5 mEq/l)) in most patients, resulting in a
positive calcium balance; and multiple interventions during
the course of the study aimed at improving adynamic bone
disease.288 It is possible that these confounders ‘neutralized’
any potential advantage of sevelamer-HCl being a calciumfree phosphate binder. Finally, Russo et al. examined CAC
score progression in patients with CKD stages 3–5 (n ¼ 90).
Patients were treated with either low-phosphate diet alone,
low-phosphate diet plus calcium carbonate, or low-phosphate diet plus sevelamer-HCl. Calcification progression was
lowest in the sevelamer-HCl-treated group compared with
the calcium- and diet-only groups.290 These studies are
discussed in more detail in Chapter 4.1.
There were no studies investigating the effect of parathyroidectomy on calcification progression or regression that
met the inclusion criteria for review. There was one study
addressing the issue of vascular calcification progression in
renal transplant recipients (CKD stages 1–5T; n ¼ 55) by
measurements of IMT by high-resolution B-mode ultrasound
at 3, 6, and 12 months after transplantation.291 Regression of
IMT was observed in association with a decline in serum
iPTH levels. One question regarding this study is whether
IMT indirectly reflects carotid artery calcification or other
vascular remodeling processes induced by atherosclerosis or
hypertension.
To date, there are no prospective studies in humans that
have evaluated the impact of calcimimetics or calcitriol and
vitamin D analogs on arterial calcification. However, a recent
observational study showed a U-curve type of relationship
between serum 1,25(OH)2D3 and arterial calcification in
children and adolescents with CKD stage 5D.292 No such
association existed between serum 25(OH)D and arterial
calcification. In one study in adult patients with CKD stage 5,
no independent association of serum 25(OH)D or
1,25(OH)2D3 levels with arterial calcification was observed,293 although the authors of another report identified
an association between 25(OH)D deficiency and the
magnitude of vascular calcification.294 It is noteworthy that,
in the two latter studies, there was an association of arterial
calcification with arterial PWV. Experimental studies showed
differential effects of calcimimetics and calcitriol on extraosseous calcification, the former being neutral or protective,
the latter being a dose-dependent risk factor for
calcification.295297 The experimental data supporting less
toxicity of vitamin D analogs compared with calcitriol are not
completely consistent across studies, but, in general, support
the claim that there is reduced calcification with equivalent
PTH lowering with different vitamin D analogs.295,298300
Atherosclerosis. CAC is a strong predictor of atherosclerotic disease in the general population. An evidence-based
review of cardiovascular calcification in the general population was not carried out by the Work Group. However, it was
recognized that most population studies measuring CAC did
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not necessarily exclude individuals on the basis of kidney
function and thus include variable numbers of CKD patients.
These studies have been summarized in the American College
of Cardiology/American Heart Association 2007 Clinical
Expert Consensus Document on Coronary Artery Calcium
Scoring by Computed Tomography.301
In general, this literature evaluating the general population supports the view that CAC is part of the development
of atherosclerosis and occurs almost exclusively in atherosclerotic human arteries. Calcification occurs early in the
atherosclerotic process; however, the amount of calcification
per lesion has a variable relationship with the associated
severity of luminal stenosis. The relationship between the
degree of calcification in an individual lesion and the
probability of plaque rupture is unknown. In the general
population, the overall coronary calcium score can be
considered as a measure of the overall burden of coronary
atherosclerosis. The American College of Cardiology/American Heart Association document indicates that the relationship between CAC and cardiovascular events in the CKD
population is less clear than that in the non-CKD population
because of a relative lack of informative studies and the
possibility that medial calcification may not be indicative of
atherosclerotic disease severity. In the non-CKD population,
high-risk patients were not considered appropriate for this
form of testing and so other approaches to clinical assessment
and risk-reducing therapies were suggested. This latter
suggestion may or may not be applicable to CKD patients,
as the standard approaches for clinical assessment (Framingham risk-factor ranking) may be inappropriate for the kind
of vascular disease in CKD patients. The almost exclusive
relationship between magnitude of calcification and atherosclerosis burden is controversial in CKD patients,256,257 in
contrast to the situation in the general population. For
example, whereas X50% of cardiovascular events are classical
myocardial infarctions in the general population, this figure
is below 20% in the CKD population, despite a higher
absolute number of cardiovascular events.302
Antiatherosclerotic strategies using statin treatment have
been shown to have a beneficial impact on the atherogenic
profile, atheroma progression, and cardiovascular events in
patients with no known CKD.303305 However, at the same
time, they do not seem to protect against the progression of
arterial calcification when studied in the general population.306,307 In CKD patients, there are no data on the effects
of statins on arterial calcification, as compared with those of
placebo. Even worse, the 4D study failed to show a benefit of
atorvastatin treatment on the outcome of diabetic dialysis
patients. Studies in progress like SHARP (Study of Heart and
Renal Protection) and AURORA (A Study to Evaluate the
Use of Rosuvastatin in Subjects on Regular Hemodialysis:
An Assessment of Survival and Cardiovascular Events) may
help to gain a better understanding of the benefits of correcting atherosclerotic risk factors on cardiovascular events
and mortality in patients with CKD stages 3–5 and 5D,
respectively.308,309 (Note added in proof: In AURORA,
Kidney International (2009) 76 (Suppl 113), S22–S49
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rosuvastatin failed to show a significant effect on the
composite primary end point of death from cardiovascular
causes, nonfatal myocardial infarction, or nonfatal stroke in
chronic hemodialysis patients.) In the interim, we currently
extrapolate the approach to atherosclerosis-related cardiovascular calcification from the general population, but there
is some skepticism as to whether this approach may indeed
apply to the CKD population, especially in CKD stage 5D.

K

RESEARCH RECOMMENDATIONS
K

K

K

K

K

To determine the efficacy of different pharmacological
agents for the prevention or delay of arterial calcification
in patients with hyperphosphatemia, a prospective,
randomized,
placebo-controlled
trial
evaluating
different phosphate-binder regimens in CKD stages
4–5D, should be conducted. The primary end point
should be cardiovascular and all-cause mortality,
with parallel assessments of cardiovascular and aortic
calcification.
Studies are needed to determine the role of screening for
cardiovascular calcification and validate its usefulness for
individual prognosis, risk reduction, and therapeutic
decision making in patients with CKD. Such studies
should address the question of whether a knowledge of
vascular calcification may prospectively impact patient
outcomes, and whether a broad approach of routine
testing in patients with CKD should be considered for
recommendation in the future.
Studies are needed that compare patient outcomes of
specified treatment strategies in response to the presence
or absence of vascular calcification.
To determine the efficacy of different pharmacological
agents in the prevention or delay of arterial calcification in
patients with secondary HPT, a prospective, randomized,
placebo-controlled trial comparing calcitriol, vitamin D
analogs, and calcimimetics in CKD stages 4–5D should be
conducted. The primary end point should be cardiovascular and all-cause mortality, with parallel assessments of
cardiovascular and aortic calcification.
To determine the efficacy of different pharmacological
agents for the prevention or delay of arterial calcification
in patients with vitamin D deficiency, a prospective,
randomized, placebo-controlled trial evaluating the administration of cholecalciferol or ergocalciferol in CKD
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stages 4–5D should be conducted. The primary end point
should be cardiovascular and all-cause mortality,
with parallel assessments of cardiovascular and aortic
calcification.
To determine the efficacy of calcification inhibitors in the
prevention or delay of arterial calcification, a prospective,
randomized placebo-controlled trial evaluating the administration of vitamin K in CKD stages 4–5D should be
conducted. The primary end point should be cardiovascular and all-cause mortality, with parallel assessments of
cardiovascular and aortic calcification.
To understand the pathophysiology of arterial calcification, additional case–control pathological studies should
be conducted to evaluate the histological presence of
intimal and medial calcification in the aorta and other
non-coronary arteries in CKD patients compared with
non-CKD patients.
To understand the pathophysiology of calciphylaxis,
epidemiological or registry studies should be conducted
on individuals with calciphylaxis, either based on the
clinical assessments (painful livedo and/or ulcerations and
exclusion of differential diagnoses such as diabetic ulcers,
vasculitis, or cholesterol emboli) or, preferably, based on
biopsy results. The study should evaluate exposure to
candidate risk factors (calcification inhibitor levels,
CKD–MBD treatment, dialysis mode, vitamin K status,
and mineral parameters such as PTH, calcium, phosphorus, and ALP) and the natural history of the disease on
the basis of pathology and risk factors.

SUPPLEMENTARY MATERIAL
Supplementary Table 9. Overview table of selected studies of
diagnostic tests: studies for vascular and valvular calcification
techniques in CKD.
Supplementary Table 10. Overview table of selected studies presenting data on calcification prevalence.
Supplementary Table 11. Overview table of selected studies demonstrating the natural history of vascular and valvular calcifications in
CKD.
Supplementary Table 12. Overview table of selected studies demonstrating the risk relationship between vascular calcification and
mortality in CKD.
Supplementary Table 13. Overview table of selected studies demonstrating the risk relationship between valvular calcification and
mortality in CKD stage 5D.
Supplementary material is linked to the online version of the paper at
http://www.nature.com/ki
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Chapter 4.1: Treatment of CKD–MBD targeted at
lowering high serum phosphorus and maintaining
serum calcium
Kidney International (2009) 76 (Suppl 113), S50–S99; doi:10.1038/ki.2009.192

Grade for quality
of evidence

Grade for strength
of recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

INTRODUCTION

The overall phosphate balance is positive in patients with
chronic kidney disease (CKD) stages 4–5D,310 and therapeutic
strategies are aimed at correcting this. Approaches include
reducing phosphate intake by dietary modifications,311
reducing intestinal absorption using phosphate-binding
agents,312 and in patients with CKD stage 5D, enhancing
dialytic clearance with more dialysis.313,314
RECOMMENDATIONS

4.1.1 In patients with CKD stages 3–5, we suggest
maintaining serum phosphorus in the normal range
(2C). In patients with CKD stage 5D, we suggest
lowering elevated phosphorus levels toward the
normal range (2C).
4.1.2 In patients with CKD stages 3–5D, we suggest
maintaining serum calcium in the normal range
(2D).
4.1.3 In patients with CKD stage 5D, we suggest using a
dialysate calcium concentration between 1.25 and
1.50 mmol/l (2.5 and 3.0 mEq/l) (2D).
4.1.4 In patients with CKD stages 3–5 (2D) and 5D (2B),
we suggest using phosphate-binding agents in the
treatment of hyperphosphatemia. It is reasonable
that the choice of phosphate binder takes into
account CKD stage, presence of other components
of CKD–MBD, concomitant therapies, and side-effect
profile (not graded).
4.1.5 In patients with CKD stages 3–5D and hyperphosphatemia, we recommend restricting the dose
of calcium-based phosphate binders and/or the dose
of calcitriol or vitamin D analog in the presence
of persistent or recurrent hypercalcemia (1B).
S50

In patients with CKD stages 3–5D and hyperphosphatemia, we suggest restricting the dose of calciumbased phosphate binders in the presence of arterial
calcification (2C) and/or adynamic bone disease (2C)
and/or if serum PTH levels are persistently low (2C).
4.1.6 In patients with CKD stages 3–5D, we recommend
avoiding the long-term use of aluminum-containing
phosphate binders and, in patients with CKD stage
5D, avoiding dialysate aluminum contamination to
prevent aluminum intoxication (1C).
4.1.7 In patients with CKD stages 3–5D, we suggest
limiting dietary phosphate intake in the treatment
of hyperphosphatemia alone or in combination with
other treatments (2D).
4.1.8 In patients with CKD stage 5D, we suggest increasing
dialytic phosphate removal in the treatment of
persistent hyperphosphatemia (2C).
Summary of rationale for recommendations
K

K

K

Hyperphosphatemia has been associated with poor
outcomes and mortality in CKD stage 5D, and high
normal serum phosphorus levels have been associated
with mortality in non-CKD patients and in CKD stage 3
patients.
Many patients with CKD stages 4–5D have a high serum
phosphorus level that is linked to the development
of aspects of CKD–MBD, including secondary hyperparathyroidism (HPT), reduced serum calcitriol levels,
abnormal bone remodeling, and soft-tissue calcification.
Laboratory-based experimental data suggest that hyperphosphatemia may directly cause or exacerbate other
aspects of CKD–MBD, specifically secondary HPT, a
reduction in calcitriol levels, bone disease, and arterial
calcification.
Kidney International (2009) 76 (Suppl 113), S50–S99
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There is no evidence that lowering serum phosphorus
to a specific target range leads to improved clinical
outcomes in patients with CKD. Recommended goals of
therapy must therefore be based on observational data.
Despite a lack of evidence from randomized controlled
trials (RCTs) demonstrating that lowering phosphorus
levels impact clinical outcomes, it is reasonable to lower
phosphorus in CKD patients with hyperphosphatemia
using phosphate binders. Additional options to lower
phosphorus include limiting dietary phosphate intake
(while ensuring adequate protein intake) and/or increasing the frequency or duration of dialysis (in those who
require renal replacement therapy).
There is insufficient evidence that any specific phosphate
binder significantly impacts patient-level outcomes.
Thus, the choice of phosphate binder should be
individualized, and the guidance offered in this recommendation is based on the effects of available agents on a
range of clinical parameters, rather than on phosphorus
lowering alone.

BACKGROUND

Hyperphosphatemia is an important and inevitable clinical
consequence of the advanced stages of CKD. The rationale for
controlling serum phosphorus is based on epidemiological
evidence suggesting that hyperphosphatemia is an important
risk factor, not only for secondary HPT but also for
cardiovascular disease (CVD).205,315 Long-standing hyperphosphatemia, together with an elevated serum Ca  P, is associated
with an increased risk of vascular, valvular, and other softtissue calcification in patients with CKD.262 Large epidemiological studies have consistently shown the importance of
hyperphosphatemia as a predictor of mortality in CKD stage 5
patients receiving dialysis.205,316318 Taken together, these
observational data suggest that there is a need to control
serum phosphorus in patients with CKD. Experimental data
suggest a direct causal relationship between phosphorus and
several components of CKD–MBD, specifically secondary
HPT,319,320 bone abnormalities,321 calcitriol deficiency,322 and
extraskeletal calcification,323 providing biological plausibility
to support these human observational studies.
The use of phosphate-restricted diets in combination with
oral phosphate binders has become well established in the
management of patients with CKD stages 3–5 (including
CKD stage 5D), and this strategy has been endorsed by
previous guidelines, with appropriate education and counseling to ensure adequate protein intake.5 Aluminum hydroxide
is a potent phosphate binder, but concern about skeletal,
hematological, and neurological toxicity led to a preferential
use of calcium salts (carbonate and acetate) in the 1990s. The
use of large doses of calcium-containing phosphate binders
subsequently led to concerns about calcium overload because
of a potential for generating a positive calcium balance.
Table 19 lists phosphate binders that are presently in use or
that have been used in the recent past. Unfortunately, the true
benefits of phosphate lowering with respect to hard clinical
Kidney International (2009) 76 (Suppl 113), S50–S99

end points have not been established, and most studies
evaluate surrogate end points. In addition, because of ethical
concerns regarding a prolonged lack of treatment, most
studies evaluating these newer agents against placebo have
been short term, with longer term studies using calcium salts
as the comparator.
The following tables are found at the end of this chapter:
Table 20 summarizes the RCTs of phosphate binders in
children with CKD. For CKD stages 3 and 4, only one
sevelamer-HCl study met the inclusion criteria and is
described in Tables 21 and 22. The evidence matrix, a table
that describes the methodologic quality of all of the included
studies for CKD stage 5D, and the evidence profile, a table
that provides an overall assessment of the quality of the
evidence and balance of potential benefits and harm are
Tables 23 and 24 for sevelamer-HCl compared to calcium
containing phosphate binders, and Tables 25 and 26 for
lanthanum carbonate compared to other binders. A narrative
review of the literature on the topic of alternate hemodialysis
regimens can be found in Tables 27–29. These studies are
discussed in the rationale for each recommendation. Additional detailed information about the studies of phosphate
binders reviewed in this chapter are further described in
detail in the Supplementary Tables 14–23.
RATIONALE

4.1.1 In patients with CKD stages 3–5, we suggest
maintaining serum phosphorus in the normal range
(2C). In patients with CKD stage 5D, we suggest
lowering elevated phosphorus levels toward the
normal range (2C).
No prospective studies have specifically examined the benefits
of targeting different phosphorus levels to determine the effect
on patient-level end points. Epidemiological data suggest that
serum phosphorus levels above the normal range are associated
with increased morbidity and mortality (Supplementary
Table 14). Higher levels of serum phosphorus, even within
the normal range, have been associated with increased risk of
cardiovascular events and/or mortality (all-cause or cardiovascular mortality) in patients with a normal renal function who
were free of CVD,324 in patients with coronary artery disease
and normal renal function,325 and in patients with CKD stages
3–5.316 Not all studies find these relationships. A subanalysis of
the modification of diet in renal disease (MDRD) study failed
to identify phosphorus as an independent risk factor for
increased mortality in patients with CKD who were not on
dialysis.326
In patients on dialysis, multiple studies from different
parts of the world have shown that higher levels of serum
phosphorus have been associated with an increased relative
risk (RR) of mortality. In most of these studies, the observed
risk associations were robust and ‘dose dependent’, with
progressive increases in risk with higher levels of serum phosphorus. The inflection point or range at which phosphorus becomes significantly associated with increased
S51
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Table 19 | Phosphate-binding compounds
Binder source

Rx

Forms

Content (mineral/metal/element)

Potential advantages

Potential disadvantages

Aluminum hydroxide

No

Calcium acetate

Yes/no

Liquid, tablet,
capsule
Capsule, tablet

Aluminum content varies from 100 to
4200 mg (per tablet)
Contains 25% elemental Ca2+ (169 mg
elemental Ca2+ per 667 mg cap)

Calcium carbonate

No

Contains 40% elemental Ca2+ (200 mg
elemental Ca2+ per 500 mg CaCO3)

Calcium citrate

No

Liquid, tablet,
chewable,
capsule, gum
Tablet, liquid,
capsule

Very effective phosphate-binding
capacity; variety of forms
Effective phosphate-binding, potentially
for enhanced phosphate-binding
capability over CaCO3 potentially less
calcium absorption
Effective, inexpensive, readily available

Potential for aluminum toxicity; altered bone
mineralization, dementia; GI side effects
Potential for hypercalcemia-associated risks
including extraskeletal calcification and PTH
suppression; more costly than CaCO3; GI side
effects
Potential for hypercalcemia-associated risks
including extraskeletal calcification and PTH
suppression; GI side effects
Enhancement of aluminum absorption; GI side
effects
Similar to other calcium salts, costly, GI side
effects, potentially less hypercalcemic than
calcium carbonate or acetate, not well studied
Similar to other calcium salts, not well studied
GI side effects, not well studied
GI side effects, potential for hypermagnesemia,
not well studied

Contains 22% elemental Ca2+

Not recommended in CKD

Approx 28% Mg2+(85 mg) per total mg
carbonate and 25% elemental
Ca2+(100 mg) per total CaCO3

Effective; potential for lower calcium
load than pure calcium-based binders

Calcium ketoglutarate

Calcium gluconate
Ferric citrate
Magnesium/calcium
carbonate

Tablet, powder
No

Tablet
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Magnesium carbonate/
calcium acetate
Sevelamer-HCl

Yes

Tablet

Yes

Caplet

None

Sevelamer carbonate

Yes

Caplet, powder

None

Lanthanum carbonate

Yes

Wafer, chewable

Contains 250, 500, or 1000 mg elemental
lanthanum per wafer

CKD, chronic kidney disease; GI, gastrointestinal; LDL-C, low-density lipoprotein cholesterol; PTH, parathyroid hormone.

Effective; no calcium/metal; not
absorbed; potential for reduced
coronary/aortic calcification when
compared with calcium-based binders
in some studies; reduces plasma
concentration of LDL-C
Effective; no calcium/metal; not
absorbed; assumed to have similar
advantages as sevelamer-HCl;
potentially improved acid–base
balance
Effective; no calcium; chewable

Lack of availability worldwide; assumed to have
similar effects of its components
Cost; potential for decreased bicarbonate levels;
may require calcium supplement in presence of
hypocalcemia; GI side effects

Cost; may require calcium supplement in the
presence of hypocalcemia; GI side effects

Cost; potential for accumulation of lanthanum
due to GI absorption, although long-term
clinical consequences unknown; GI side effects
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all-cause mortality varies among studies for the reasons
cited above, 5.0–5.5 mg/dl (1.6–1.8 mmol/l),205 45.5 mg/dl
(41.8 mmol/l),327 6.0–7.0 mg/dl (1.9–2.3 mmol/l),328 and
46.5 mg/dl (42.1 mmol/l).33,329,330 A recent Dialysis Outcomes and Practice Pattern Study (DOPPS) analysis shows
that the relationship between elevations in serum phosphorus
and the RR of mortality is consistent across all countries
analyzed.33 The study by Noordzij et al.327 also found similar
relationships in peritoneal dialysis (PD) and hemodialysis
(HD) patients. These observational data are consistent with
animal and other experimental data, providing biological
plausibility to the association, and leading the Work
Group to recommend interventions that lower phosphorus
toward the normal range. Hypophosphatemia may also be
problematic. In the DOPPS series, there is an increased risk
of mortality for CKD stage 5D patients with a phosphorus
level less than 2.0 mg/dl (0.65 mmol/l). However, fewer
than 5% of patients are in this risk category. Analyses
of DOPPS data by a dialysis unit (which was randomly
selected) showed that if a facility had 10% more patients
with phosphorus levels between 6.1–7.0 and 47.0 mg/dl
(1.97–2.26 and 42.26 mmol/l), the mortality risk was 5.3 and
4.3% higher, respectively.33
In summary, although the benefits of lowering serum
phosphorus on patient-level clinical outcomes (for example,
hospitalization, bone fracture, cardiovascular events, and
mortality) have not been studied, numerous epidemiological
data show a positive association, although not a causal link,
between higher serum phosphorus levels and RR of mortality,
independent of CKD stage. Experimental data support the
biological plausibility of a direct effect of phosphorus on
PTH secretion and parathyroid cell proliferation,320,331,332
and on vascular calcification.333 However, the use of
phosphate binders is associated with side effects, especially
gastrointestinal, and with a high pill burden. Thus, in some
patients, treatment to achieve a serum phosphorus level
within the normal range may not be possible or may lead to a
reduction in quality of life. Therefore, in the absence of a
prospective RCT showing outcome benefits at any level of
phosphate control, it seems reasonable that therapy is
individualized. However, it is generally accepted and
biologically plausible that elevated serum phosphorus levels
should be lowered in patients with CKD stages 3–5D in an
effort to control complications of CKD–MBD. The lack of
data showing that patient-centered outcomes are improved
by lowering serum phosphorus means that the strength
of this recommendation is level 2 or ‘weak’, as it is based on
observational and experimental data.
4.1.2 In patients with CKD stages 3–5D, we suggest maintaining serum calcium in the normal range (2D).
In patients with CKD stages 3–5, there are no data to support an
increased risk of mortality or fracture with an increasing serum
calcium concentration. The association in CKD stage 5D
patients is generally similar to that of serum phosphorus. The
Kidney International (2009) 76 (Suppl 113), S50–S99

inflection point or range at which calcium becomes significantly
associated with an increased RR of all-cause mortality
varies among studies for the reasons cited above, from being
49.5 mg/dl (42.38 mmol/l)205 to 410.1 mg/dl (42.53 mmol/l),33
410.4 mg/dl (42.60 mmol/l),330 410.5 mg/dl (42.63 mmol/l),328
and to 411.4 mg/dl (42.85 mmol/l).329 Globally, 50% of
CKD stage 5D patients have serum calcium levels above
9.4 mg/dl (42.35 mmol/l) and, of these, 25% have serum
calcium levels above 10.0 mg/dl (42.50 mmol/l).33 At the low
end, there is little evidence of an increase in RR until serum
levels fall below 8.4 mg/dl (o2.10 mmol/l).33 In another
study from the United States, the increased RR of mortality
with a low serum calcium was reversed when adjusted for
covariates.205 It is therefore unclear at what level of low
serum calcium is there an increased risk. It is also important
to realize that none of these studies evaluated patients
receiving cinacalcet, which lowers calcium by its effects on
the calcium-sensing receptor (CaR) while also increasing the
receptor’s sensitivity to the cation. Treatment leads to an
expected decrease in the total serum calcium concentration.
Thus, we do not know whether patients with low serum
calcium levels due to cinacalcet have a similar risk as those
with identical calcium levels who are not on the drug.
Overall, the interpretation of serum calcium, similar to other
biochemical values, should be evaluated on the basis of
trends, which may be related to specific medications that
raise (calcium-based phosphate binders, vitamin D sterols)
or lower (cinacalcet) serum calcium values.
4.1.3 In patients with CKD stage 5D, we suggest using a
dialysate calcium concentration between 1.25 and
1.50 mmol/l (2.5 and 3.0 mEq/l) (2D).
There was a discussion among the Work Group members as
to whether the optimal dialysate calcium concentration should
be adapted to each patient’s individual needs, whenever
possible. The final vote on this recommendation was 16 in
favor and 1 vote against. The vote against was to argue that a
1.0 mmol/l (2.0 mEq/l) of calcium dialysate was also helpful in
some patients to reduce their positive calcium balance.
Calcium balance during HD is important in determining
short-term cardiovascular function, as it influences the
hemodynamic tolerability of dialysis. In the longer term,
calcium flux during HD is an important determinant of overall
calcium balance. The calcium concentration of the dialysate
therefore should be adjusted to optimize the total body calcium
load.334 Theoretically, this strategy should help to improve bone
health by reducing calcium flux during dialysis in patients with
adynamic bone disease and extraskeletal calcification, and by
inducing positive calcium flux during dialysis in patients with
hypocalcemia. However, these possibilities have not been tested
prospectively. The percentage of total body calcium that is
dialyzable is very small, and studies that evaluate calcium
balance are limited. The total amount of calcium removed with
each dialysis treatment will depend not only on calcium
concentration but also on the patient’s serum-ionized calcium
S53
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level, the intradialytic interval, and the rate of ultrafiltration.335
Studies that have measured spent dialysate for calcium to
determine net flux have found near-neutral calcium flux in
patients with a dialysis concentration of 1.25 mmol/l (2.5 mEq/
l).336,337 A more recent study used more frequent assessments of
spent dialysate and found a mean calcium flux with each dialysis
session of 187±232 mg (46±58 mmol) on a 1.25 mmol/l
(2.5 mEq/l) of calcium dialysate. However, six of the 52 patients
had positive calcium balance, supporting the fact that calcium
flux with dialysis is not uniform in all patients.338 Thus, the
Work Group felt that, in general, a dialysate calcium concentration of 1.25 mmol/l (2.5 mEq/l) would be a near-neutral calcium
balance for most patients. However, it is important to point out
that a low dialysate calcium concentration may also predispose
to cardiac arrhythmias and hemodynamic instability during
dialysis sessions, with intradialytic hypotension.339,340 At present,
it is probably wise to maintain flexibility with dialysate calcium
concentrations, which should be individualized, whenever
possible, to meet specific patient requirements.
Similar considerations apply to PD, in which dialysate
calcium concentration should be tailored to the individual
patient’s needs, if possible. Compared with patients receiving
HD, patients receiving PD are exposed to a given dialysate
calcium concentration for longer periods of time. Therefore,
peritoneal dialysate calcium concentrations as high as
3.5 mEq/l (1.75 mmol/l) are generally avoided to prevent
calcium overload and the induction of adynamic bone
disease. Concentrations between 1.25 and 1.50 mmol/l (2.5
and 3.0 mEq/l) are recommended.
4.1.4 In patients with CKD stages 3–5 (2D) and 5D (2B),
we suggest using phosphate-binding agents in the
treatment of hyperphosphatemia. It is reasonable
that the choice of phosphate binder takes into
account CKD stage, the presence of other components of CKD–MBD, concomitant therapies, and
side-effect profile (not graded).
A systematic review of all RCTs examining phosphate binders
was undertaken and considered in the context of the review
of calcium-based binders published in the Kidney Disease
Outcomes Quality Initiative (KDOQI) guidelines.5 These
studies showed that all medications currently used as
phosphate binders (calcium salts, aluminum salts, magnesium salts, sevelamer-HCl, and lanthanum carbonate) are
effective in lowering serum phosphorus levels. The nonphosphorus-lowering effects are discussed in detail in the
remainder of the chapter. The use of sevelamer, compared
with the use of calcium-based salts, has been shown to
attenuate progression of arterial calcification in one RCT
involving patients with CKD stages 3–5286 and two RCTs
involving patients with CKD stage 5D.284,285 However, two
more recent RCTs have not reproduced these results and have
found high and similar rates of progression of vascular
calcification in patients receiving sevelamer-HCl as compared
with those receiving calcium acetate.287,288 The effect of other
S54

binders on progression of vascular calcification has not
been systematically studied. Most importantly, it is not
clear whether slowing vascular calcification translates into
improvements in clinical outcomes or whether other noncalcium-containing binders (for example, lanthanum carbonate) have similar effects. The use of lanthanum carbonate and
sevelamer-HCl does not adversely affect bone histology in
short-term studies and, when compared with calcium-based
binders, may be less likely to lead to adynamic bone disease.
Comparative studies of phosphate binders have shown
differences in effects on the biochemical parameters of
CKD–MBD. For example, the use of calcium salts is generally
associated with higher serum calcium (and more frequent
episodes of hypercalcemia) and lower serum PTH levels when
compared with the use of sevelamer-HCl or lanthanum
carbonate. The effects of different binders on biochemical
end points, on surrogate markers of bone and vascular
calcification, or on mortality, are described in the rationale
following Recommendation 4.1.5. Overall, there is insufficient
comparative efficacy data on clinical outcomes to make a
recommendation for the use of a specific binder for all patients.
4.1.5 In patients with CKD stages 3–5D and hyperphosphatemia, we recommend restricting the dose of
calcium-based phosphate binders and/or the dose
of calcitriol or vitamin D analog in the presence of
persistent or recurrent hypercalcemia (1B).
In patients with CKD stages 3–5D and hyperphosphatemia, we suggest restricting the dose of
calcium-based phosphate binders in the presence of
arterial calcification (2C) and/or adynamic bone
disease (2C) and/or if serum PTH levels are persistently low (2C).
The Work Group asked if there were differences between the
various phosphate binders in terms of their effects on
biochemical indices of CKD–MBD, bone, vascular calcification, or clinical end points. The group felt that there were
inconclusive data to indicate that any one binder has
beneficial effects on mortality or other patient-centered
outcomes when compared with any other binder, and thus
the strength of this recommendation is graded as level 2.
The specific recommendations regarding limiting calcium
intake from phosphate binders were extensively discussed. As
detailed below, there are consistent data regarding the risk of
inducing hypercalcemia and calcium overload in patients on
calcium-based phosphate binders, necessitating dose reduction. The Work Group also felt that the available bone biopsy
data suggested that patients receiving calcium-based binders
were more likely to develop adynamic bone disease. There
was extensive discussion with respect to the role of calciumvs non-calcium-based binders in the pathogenesis of vascular
calcification. The Work Group acknowledged that the evidence was not conclusive and that more research is needed.
However, the majority of the Work Group felt that limiting
Kidney International (2009) 76 (Suppl 113), S50–S99
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calcium intake in the form of phosphate binders was justified
until further research is available on the basis of our
knowledge of calcium balance in CKD patients. It was noted
that at least some studies in humans showed a beneficial
effect of sevelamer-HCl compared with calcium-based
binders on progression of arterial calcification. The majority
of the Work Group (16 of 17 members) felt that, given
the high cardiovascular burden, recommending a limited
calcium intake was likely to be more beneficial than harmful.
A single member of the Work Group felt that this
recommendation had the potential for too large an impact
with too little data to support it, bringing the final vote to
16 in favor and 1 vote against.
Results of evidence review

The KDOQI guidelines5 extensively reviewed trials evaluating
calcium carbonate and calcium acetate. No additional studies
fulfilling our screening criteria were identified, with the
exception of those comparing a calcium-containing phosphate
binder with sevelamer-HCl or lanthanum carbonate. The
KDOQI guidelines concluded that both calcium carbonate and
calcium acetate were effective in lowering serum phosphorus
when compared with placebo, but that both were associated
with hypercalcemia and gastrointestinal side effects. A metaanalysis performed for the KDOQI guidelines indicated that
calcium acetate is less hypercalcemic than is calcium
carbonate.5 None of these studies assessed bone histology,
vascular calcification, or hard clinical end points and thus will
not be further reviewed. The KDOQI guidelines also evaluated
aluminum hydroxide as a phosphate binder, but again no data
on vascular calcification or hard clinical end points were
identified. However, studies have shown that aluminum may
induce osteomalacia, microcytic anemia, and central nervous
system toxicity.341,342 Thus, in the absence of a clear benefit
beyond phosphorus lowering, and because of known potential
toxicity, the Work Group felt that the use of aluminum
hydroxide should be restricted.
The remaining studies identified by our systematic search
compared sevelamer-HCl or lanthanum with calcium-based
binders, or lanthanum with a previously prescribed binder
(a calcium salt or sevelamer). These studies are listed in
tables by treatment comparisons and are reviewed below
by end point.
a)

Patient-centered end points: Studies of phosphate
binders comparing sevelamer-HCl and calcium-based
binders that have mortality as the primary end point
have been inconsistent.

The largest of these studies, the Dialysis Clinical Outcomes
Revisited (DCOR) study, randomized 2103 prevalent CKD
stage 5D patients to either sevelamer-HCl or a calcium-based
phosphate binder (70% calcium acetate or 30% calcium
carbonate), (Table 24; Supplementary Tables 15–18).266 Patients
were allowed to receive other medications according to current
standards of care and were followed up for a mean of
Kidney International (2009) 76 (Suppl 113), S50–S99

approximately 20 months. The trial was designed to evaluate
all-cause mortality as the primary end point and had 80%
power to detect a 22% difference between the groups,
assuming a mortality rate of 20 per 100 patient-years in the
calcium-treated group and a two-sided alpha (a) of 0.05. The
study had a high early discontinuation rate and collected only
90 days of follow-up data on discontinued patients, providing
limited information on these individuals. The overall dropout
rate was 47% in the sevelamer-HCl arm and 51% in the
calcium-based binder arm. More patients discontinued
because of adverse events (AEs) in the sevelamer-HCl arm (8
vs 5%), but types of events and event rates were not
comprehensively reported. The study was extended because
the mortality rate in the control group was lower than
expected. No details of interventions, treatment targets, or
dose-titration protocols were provided, neither were baseline
biochemical parameters available. Only 1068 patients completed the study, and there were no differences in all-cause
or cause-specific mortality rates when comparing sevelamerHCl (mortality rate 15.0 per 100 patient-years) with
calcium-treated patients (16.1 per 100 patient-years), hazard
ratio (HR) 0.93, 95% confidence interval (CI) 0.79–1.10, log
rank P ¼ 0.40. There were also no differences in cardiovascular
mortality and hospitalization on the basis of data from
case-report forms. Much attention has been focused on the
analysis of subgroups, particularly patients over 65 years of age
(a prespecified analysis) and those receiving treatment for
more than 2 years in whom benefits associated with allocation
to sevelamer-HCl therapy have been claimed. However, the
Work Group took the view that, in light of the equivalence of
the two therapies with respect to the primary end point in the
overall cohort, such analyses could be, at best, considered
hypothesis generating and should be interpreted with extreme
caution. The ERT graded the quality of this study as C (low
quality) with respect to all outcomes because of several factors,
including the lack of an intention-to-treat analysis and
possible bias resulting from the limited (90-day) follow-up
of discontinued patients, as well as a lack of documentation of
baseline biochemical parameters and AEs.
A secondary preplanned analysis of the DCOR study by
St Peter et al.267 using Medicare claims data (rather than data
collected at the study sites on case-report forms) showed no
effect of phosphate-binder allocation on overall mortality
(primary outcome), cause-specific mortality, morbidity,
or first or cause-specific hospitalization (secondary outcomes).267 This study did show a beneficial effect of
sevelamer-HCl on the secondary outcomes of multiple allcause hospitalizations (1.7 vs 1.9 admissions per patient-year,
P ¼ 0.02) and hospital days (12.3 vs 13.9 days per patientyear, P ¼ 0.03).267 This study was graded as ‘B’ (that is,
moderate quality) for mortality outcome. The study
ascertainment for mortality was complete and allowed a true
intention-to-treat analysis, having included many patients
lost to follow-up in the original publication; however, this
could not overcome the high dropout rate.266 The quality of
data for hospitalization was graded as low (or ‘C’). The
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analysis by St Peter et al.267 using claims data described a
higher rate of hospitalization in a smaller group of patients
with a shorter duration of follow-up than that reported by
Suki et al.,266 as a result of the fact that the denominator for
hospitalization rates did not include days spent in the
hospital. Thus, although both analyses showed a trend
toward lower hospitalization rates, the fact that the difference
between patients allocated to different binders was of
statistical significance in the analysis by St Peter et al.267
was not considered to be robust. Furthermore, hospitalizations from CVD as ascertained from the administrative data
did not differ, lending no support to the study’s hypothesis
that sevelamer-HCl reduces CVD morbidity.
The second study examining clinical outcomes data,
RIND, randomized a smaller group of 148 incident HD
patients (patients new to dialysis) to either sevelamer-HCl or
calcium-based binder, but followed up these patients for a
longer period. Only 127 patients received baseline electronbeam CT (EBCT) scans and the dropout rate was 26% in
the sevelamer-HCl arm and 27% in the calcium-based
phosphate-binder arm. At a median of 44 months, there
was a difference in the unadjusted mortality rate for patients
assigned to calcium-containing binders, which was 10.6 per
100 patient-years (CI 6.3–14.9), compared with 5.3 per 100
patient-years (CI 2.2–8.5) for patients assigned to sevelamerHCl, with the HR for mortality in the univariate analysis for
calcium vs sevelamer being 1.98 (P ¼ 0.06). However, in
multivariate analysis, which included 10 variables (felt to be a
large number considering that there had only been 34
deaths), the difference between the groups was significant
(HR 3.1, P ¼ 0.016), suggesting an imbalance with respect to
the covariates entered into the model and raising the
possibility of an unsuccessful randomization. As a result of
this concern, the Work Group downgraded the methodological quality of this study to B or ‘moderate.’
No data on cardiovascular events other than death, fractures,
or parathyroidectomy rates were available from either of these
studies, making it impossible to draw conclusions on the
impact of using sevelamer-HCl instead of a calcium-based
phosphate binder on such outcomes. In addition, no studies
have examined the effects of lanthanum carbonate or indeed
any other phosphate binder (including calcium- and aluminum-based compounds) on patient-level outcomes.
b)

Vascular calcification: The use of sevelamer-HCl
attenuates the progression of arterial calcification in
patients with CKD stages 3–5 and stage 5D when
compared with the use of calcium-based salts in some,
but not all, studies. The effect of other binders on
progression of vascular calcification has not been
systematically studied. Most important, it is not clear
whether slowing vascular calcification translates into
improvements in clinical outcomes.

Three of the five randomized trials (Supplementary Tables
15, 16), as reported in multiple publications, comparing
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sevelamer-HCl with calcium-based binders284286,288,343,344
studied the impact of phosphate-binder therapy on arterial
calcification, assessed using computerized tomography imaging techniques. One examined the effect of these two oral
phosphate-binder approaches on valvular calcification,345
and one compared the effect of sevelamer-HCl with calciumbased binders, adding atorvastatin treatment to both arms as
required to reach a comparable low-density lipoprotein
cholesterol target.287 Only one of these trials involved
patients with CKD stages 3–4,286 whereas the remaining four
recruited patients with CKD stage 5D.284,285,287,288,343345
In their study involving 90 binder-naive Italian patients
with CKD stages 3–5 who were not receiving dialysis, Russo
et al.286 (Tables 21, 22) randomized patients (30 per group)
into either a low-phosphate diet alone group, a lowphosphate diet in combination with fixed doses of calcium
carbonate (2 g/d) group, or a low-phosphate diet in
combination with sevelamer-HCl (1600 mg/d) group, and
followed up these individuals for 2 years. The primary end
point of the study was progression of cornary artery
calcification (CAC), assessed as the total calcium score using
multislice computed tomography. Among the 84 patients
who completed the study, the final CAC scores were greater
than the initial scores in those receiving diet alone (Po0.001)
or diet in combination with calcium carbonate (Po0.001),
whereas there was no progression of calcification in the dietplus-sevelamer-HCl-treated group. In patients with CKD
stage 5D, four studies have examined the effect of sevelamerHCl compared with that of calcium-containing phosphate
binders on the progression of CAC (Supplementary Tables
15, 16). One of the secondary aims of the ‘Treat to Goal’
study was to assess the progression of cardiovascular
calcification in 200 prevalent HD patients randomized to
receive either sevelamer-HCl or a calcium-based phosphate
binder (107 calcium acetate in the United States and 93
calcium carbonate in Europe) in an open-label design.284 The
study was conducted in the United States, Germany, and
Austria, and was powered to achieve a serum Ca  P
difference of 10 mg2/dl2 (124 mmol2/l2). Patients were
randomized after a 2-week ‘washout’ period and investigators
were instructed to manage blood calcium, phosphorus,
and PTH levels to achieve prespecified targets for the
remaining 50 weeks (hence, the ‘Treat to Goal’ study).
During this period, absolute calcium scores in the coronary
arteries and aorta increased in the calcium-treated patients,
but not in those receiving sevelamer-HCl. Many dropouts
were reported, with 37% of the sevelamer-treated patients
and 31% of the calcium-treated patients missing from the
analysis at week 52. These data were partially duplicated in a
publication that describes 93 patients from the European
cohort343 (with 21 additional patients whose origin is
unclear); in a third article that also reported valvular
calcification, its progression did not differ when the two
groups were compared at the start and end of a 52-week
study period.345 Another report suggested that patients
randomized to receive calcium salts, compared with those
Kidney International (2009) 76 (Suppl 113), S50–S99
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randomized to sevelamer-HCl, experienced greater trabecular
(but not cortical) bone loss on the basis of changes in
thoracic bone mineral density (BMD) on EBCT scans in a
subset of 132 patients in whom the necessary imaging was
available.346 At the end of the 52-week study period, a
European subgroup of 72 patients out of the initial ‘Treat to
Goal’ cohort chose to remain under follow-up and attended
for subsequent EBCT scans approximately 2 years after
enrollment into the study (although no longer randomized to
different phosphate binders beyond 52 weeks). This approach
to subject retention may well have introduced biases. Data
from this extended follow-up, during which 53% of the
patients dropped out, were reported to endorse the
observation that assignment to a calcium-based binder
was associated with progressive arterial calcification and
decreased trabecular bone density when compared with
assignment to sevelamer-HCl treatment.344 Changes in bone
density and vascular calcification did not correlate. As
measurement of thoracic vertebral radiolucency by EBCT is
not a valid measure of BMD or mass, and bearing in mind
the high dropout rate, the Work Group was concerned with
regard to the validity of these bone data and graded all these
substudies of ‘Treat to Goal’ as being of low quality.
Assessment of changes in CAC at 12 months was the
primary outcome of the RIND study285 (Supplementary Tables
15, 16). Of the 127 patients who underwent baseline EBCT,
26% did not receive follow-up EBCT scans. At 1 year, there was
no statistically significant difference in calcification. The mean
annual rates of progression of calcification were 13.4 and
25.3% for sevelamer-HCl and the calcium-based binder
groups, respectively, P ¼ 0.06. The median increase in the
calcification score at 18 months was 11-fold higher in the
calcium-treated group compared with the sevelamer-HCltreated group (an increase of 127 points from a baseline of
667±1248 vs 11 points from a baseline of 648±1499,
respectively, P ¼ 0.01). In a subgroup analysis, patients with
a baseline CAC score of 430 Agatston units confirmed a trend
for higher absolute and percentage increases in calcium-treated
patients. In the RIND trial, the amount of calcium consumed
in calcium-based binders was not associated with the rate of
progression of calcification.
In the CARE 2 study, chronic HD patients from the United
States were randomized to receive either calcium acetate or
sevelamer-HCl.287 Patients in both groups received atorvastatin to achieve a low-density lipoprotein cholesterol goal of
70 mg/dl (1.81 mmol/l). The study was designed to assess noninferiority, evaluating CAC using EBCT at 6 and 12 months
after randomization. Before 1 year, 30% of the patients in the
selevamer arm and 43% in the calcium acetate arm dropped
out. Although achieving comparable levels of serum cholesterol, no difference in the progression of arterial calcification
was noted when comparing the two treatment arms (annual
progression of coronary calcification was 29 and 30% in the
calcium acetate and sevelamer-HCl groups, respectively,
P ¼ 0.90). Although the study had a high percentage of loss
of follow-up, several sensitivity analyses (including some that
Kidney International (2009) 76 (Suppl 113), S50–S99

imputed missing values under different assumptions) showed
the findings to be robust. Furthermore, this is the only study
that defined a metric for the primary calcification outcome up
front. However, the study was downgraded from ‘high’ to
‘moderate’ quality, because the selection of the upper 95%
confidence limit for outcome was not explained and, in the
study design, it was not intuitive what the ‘upper bound for
the non-inferiority margin of 1.8’ means in terms of clinically
relevant differences in progression of calcification. It is
noteworthy that CARE 2 showed that the combination of
sevelamer-HCl and atorvastatin was associated with a much
higher rate of progression of CAC than that in ‘Treat to
Goal’,284 instead of showing a delay in CAC progression with
the combination of calcium acetate and statin in accordance
with the initial study hypothesis. One of the possible
explanations for the equivalent progression of calcification in
the two treatment arms of CARE 2, as opposed to less
calcification in the sevelamer-HCl compared with the calcium
arm in the ‘Treat to Goal’ study, is that the patient population
was exposed to a greater number of cardiovascular risk factors
in the CARE 2 study.289
The BRIC study investigated the effects of calcium acetate
vs sevelamer-HCl on CAC progression and bone histomorphometry in chronic HD patients from Brazil. The authors
randomized 49 patients to calcium acetate and 52 patients to
sevelamer-HCl.288 The primary goal of the study was to test
the hypothesis that treatment with calcium-containing
phosphate binders has a negative impact on bone remodeling
and this contributes to a more rapid progression of CAC
compared with sevelamer-HCl treatment. The annual rates of
progression of coronary calcification scores were 27 and 26%
for sevelamer-HCl and calcium acetate, respectively, P ¼ NS.
The authors also found that neither CAC progression rates
nor indices of bone remodeling differed between the two
phosphate-binder arms. However, this study was hampered by
several significant confounders, including small sample size,
differences in baseline CAC scores between the two study arms
(675±1267 for calcium acetate and 507±814 for sevelamer,
P ¼ 0.38), the use of high dialysate calcium concentrations
(1.75 mmol/l (3.5 mEq/l)) in most patients, resulting in a
positive calcium balance, and multiple interventions during
the course of the study based on bone biopsy results.
The inconsistencies between the results of the recent BRIC
and CARE 2 studies on the one hand and those of the
previous studies on the other hand cast some doubt on
the hypothesis of a major role of calcium loading in the
progression of arterial calcification, with the CARE 2 and
BRIC study results not duplicating the beneficial effects
observed with sevelamer-HCl in the other three trials. Taken
together, the data on vascular calcification overall are only
of low quality, bearing in mind that changes in the rate of
calcium deposition have not been validated as a predictor of
benefit in terms of clinical outcomes in CKD patients. Given
the present uncertainty in this field, further trials comparing
phosphate binders and examining hard clinical end points
are needed.
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c)

Bone histology: Clinical trials comparing calcium
carbonate with lanthanum carbonate or sevelamerHCl do not show major differences among treatments.
The changes in bone turnover with both calciumand non-calcium-based binders are heterogeneous,
with some patients showing worsening and others
showing improvement. The results are also influenced
by baseline turnover rates.

Sevelamer-HCl. Two clinical trials compared sevelamer-HCl
with calcium carbonate, yielding a moderately high quality
for this outcome, and a smaller study compared these
therapies in children (Supplementary Table 17).
In the first adult study comparing the effects of sevelamerHCl and calcium carbonate on bone histology, Ferreira
et al.104 enrolled 119 HD patients in a 54-week randomized,
open-label study. Of them, 100 patients underwent baseline
and 68 underwent follow-up bone biopsies after 1 year.
Serum calcium was lower and serum intact PTH (iPTH) was
higher in those patients assigned to sevelamer-HCl. Neither
overall bone volume nor mineralization changed after 1 year
in an intention-to-treat analysis when compared with that at
baseline in either of the two groups, but turnover increased in
the sevelamer group compared with that in calcium-treated
patients (P ¼ 0.02). The turnover worsened by becoming
higher in 12% of sevelamer-HCl and 3% of calcium groups;
on the other hand, it worsened by becoming lower (development of adynamic disease) in 17% of calcium patients and
9% of sevelamer-HCl patients. Turnover improved in 26% of
calcium and 15% of sevelamer-HCl patients. Change in bone
volume was almost the same in both groups (the volume
increased by 0.9% in the calcium vs sevelamer-HCl group).
The second adult study, the BRIC study, also compared
the effects of sevelamer-HCl and calcium acetate on bone
histology.288 Among the 101 HD patients randomized, 27 in
the calcium acetate arm and 37 in the sevelamer-HCl arm
had an interpretable repeat bone biopsy after a 12-month
treatment period. Overall, there were no significant changes
in the main bone parameters. Turnover: The resulting 12month bone-formation rates were not statistically different
between groups. The mean bone-formation rate increased by
76% with calcium treatment, which was not statistically
significant for the before and after within-arm comparison,
and by 93% with sevelamer-HCl treatment, which was
significant (Po0.05) for the before and after within-group
comparison. The authors then separately analyzed those who
initially had a high or low bone turnover. In those with a low
bone turnover, there was a similar improvement with both
treatments. In those with a high bone turnover, there was no
mean change in bone formation with either treatment.
Mineralization: There was no significant change in the
mineralization lag time (MLT) with either treatment. In the
low-turnover group, there was improvement with both
treatments. It is noteworthy that bone aluminum surface
was 21.1±28.7% in the calcium-treated group and
27.6±27.4% in the sevelamer-treated group, although the
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number of patients who had positive aluminum staining was
not provided. Volume: There was a significant (Po0.05) but
slight improvement with calcium treatment and no change
with sevelamer-HCl treatment.
A third study in children did not show differences between
calcium and sevelamer-HCl for turnover or mineralization,
and the same number developed adynamic disease.17
In all three of the studies, bone volume was slightly
improved with calcium treatment compared with sevelamerHCl treatment, but the results were not significant.
Lanthanum carbonate. Three studies compared the effects
of lanthanum carbonate with those of calcium carbonate
on bone histomorphometry (Supplementary Table 22). The
larger studies13,103 were of moderate quality, with some
inconsistencies in data reporting, and the third study98 was
limited by a small sample size.
In the first study by D’Haese et al.,12 98 HD patients
underwent baseline bone biopsy, and paired iliac crest bone
biopsies were measured after 1 year from 63 patients, 33
of whom received lanthanum carbonate and 30 of whom
received calcium carbonate. These biopsy results were
reported in three publications.12,13,21 The first report
presented data in a categorical form. The second report
presented changes in activation frequency (a marker of bone
turnover), which were considered to have improved if they
became closer to normal.13 Data were extracted from a figure
that presented individual changes in the bone-formation rate
per bone surface. The third report presented changes in
activation frequency, and defined improvement in terms of
1 s.d.21 When all three reports of the same biopsy study were
taken together, an improvement in turnover was seen in
36–45% of patients receiving lanthanum and in 20–23% of
those receiving calcium. The turnover worsened in 30% with
calcium treatment (20% developed adynamic disease) and in
12% with lanthanum treatment (6% developed adynamic
disease). Mineralization changes were similar in both
treatment groups. Volume was not reported. Overall, the
results favored lanthanum carbonate treatment.
The second study by Malluche et al.103 evaluated 2 years
of treatment. Paired bone biopsy samples for histomorphometric analysis were available at baseline and at 1 year in
32 lanthanum carbonate-treated HD patients and in 33 HD
patients receiving standard care, and at baseline and 2 years
in 32 lanthanum carbonate-treated patients and in 24
patients receiving standard care. The majority of patients in
the standard-care group (480%) received calcium-containing phosphate binders.103 Turnover: At 1 year, turnover
worsened in 45% of the calcium group and in 42% of the
lanthanum group, and improved in 3% of the calcium group
and in 12% of the lanthanum group. At 2 years, the turnover
had worsened in 72% of the calcium group (29% decreasing
toward adynamic lesions) and in 40% of the lanthanum
group (23% decreasing), with improvement being similar in
both groups. Therefore, at 2 years, the results showed a better
turnover with lanthanum carbonate treatment. Mineralization worsened in two patients receiving lanthanum carbonate
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and in none receiving standard-care treatment. Volume was
slightly better in the lanthanum carbonate group at 2 years.
The third study by Spasovski et al.98 included 20 new HD
patients randomly treated with lanthanum carbonate or
calcium carbonate for 1 year, thereafter with calcium
carbonate for an additional 2 years. Bone biopsies were
performed at baseline, 1, and 3 years. Turnover: None of the
patients in the lanthanum carbonate group developed low
bone turnover at the 1-year biopsy in contrast to three
patients developing adynamic bone disease in the calcium
carbonate group. The bone-formation rate showed a nonsignificant increase in the first year and a return to baseline
in year 3 in the lanthanum carbonate group, whereas it
decreased slightly in the calcium group. Mineralization and
volume were not reported.
In summary, there are only minor overall changes
observed in response to non-calcium-containing phosphate
binders, compared with calcium-containing phosphate
binders, when patients are considered as a group. The
changes in bone turnover are heterogeneous and influenced
by initial bone turnover. None of the studies had enough
power to provide adequate evidence for a change in volume.
The studies did not identify consistent beneficial or adverse
effects on bone with the administration of any of the
phosphate binders in the doses used.
The Work Group felt it was important to acknowledge
that existing adynamic bone or the development of a lowturnover disease may be related to the development of arterial
calcification as described earlier. A cross-sectional study
found that arterial calcification is higher in patients whose
bone formation was below the median value. The mean
calcium intake was higher in those with adynamic bone and
in those with aortic calcification. Furthermore, in those with
adynamic bone disease, calcium intake was directly related to
the degree of aortic calcification.117 In the study by Barreto
et al.,119 the relationship between bone histology and
progression of arterial calcification was evaluated. In patients
who began the 1-year study with a low-turnover disease,
those who had coronary calcification progression were more
likely to have a persistent low-turnover disease at the
12-month biopsy (58 vs 17%; P ¼ 0.01). Logistic regression
analysis showed the diagnosis of a low-turnover bone state at the
12-month bone biopsy as being the only independent predictor
for coronary artery progression (P ¼ 0.04; b-coefficient ¼ 4.5;
95% CI 1.04–19.39). The mechanism for this effect may be that
adynamic bone is an ineffective reservoir for excess calcium
intake. A study showed that HD patients with biopsy-proven
adynamic bone disease had minimal radio-labeled calcium
influx into bone, whereas those with a high-turnover bone
disease had a marked influx of calcium into the bone.347 The
RCTs detailed above show that some patients develop adynamic
bone disease with calcium-containing phosphate binders more
often than do those with non-calcium-based binders in
some,12,104 but not all, studies.103,118 This raises a concern with
respect to excessive calcium intake and the risk of vascular
calcification, but the amount of calcium intake that is safe
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remains to be determined and is likely to not be a uniform
amount across all patients. Despite these limitations, the Work
Group recommended limiting calcium intake in the presence of
low-turnover bone disease or adynamic bone disease, but
acknowledged that this is a low-quality evidence and thus
graded it as 2C. Formal balance research studies are needed.
d)

Biochemical end points: Comparative studies of
phosphate binders have shown differences in the
biochemical parameters of CKD–MBD. For example,
the use of calcium salts is generally associated with
higher serum calcium (and more frequent episodes of
hypercalcemia) and lower serum PTH levels when
compared with sevelamer-HCl or lanthanum carbonate.

Sevelamer-HCl. All eight RCTs reported biochemical parameters reflecting a mineral-bone disorder (blood levels
of calcium, phosphorus, and PTH) with broadly consistent
results.104,266,267,284288 In the context of these studies,
sevelamer-HCl and calcium salts were equally effective as
phosphate binders. In the population with CKD stages 3–5
studied by Russo et al.286 (Tables 21, 22), there were no
differences in serum calcium, phosphorus, or PTH when
comparing diet, diet plus calcium, or diet-plus-sevelamerHCl-treated patients at the end of the 2-year study period.
Compared with baseline, urinary phosphate excretion
increased in the diet-only-treated patients but decreased in
those receiving phosphate binders. Among-group comparisons of serum calcium, phosphorus, and PTH were not
reported. Concerns with regard to this study included the
imbalance between baseline levels of biochemical parameters,
the lack of blinding, a high dropout rate (10% in the
sevelamer-HCl arm), and the lack of a power analysis.
The DCOR investigators reported time-weighted biochemical parameters (but not baseline values). Patients
receiving sevelamer-HCl had a lower serum calcium, but
higher phosphorus and higher PTH serum levels than those
receiving calcium-based binders. Serum calcium levels were
also lower in the sevelamer-HCl-treated patients in the ‘Treat
to Goal’ study284 and overt hypercalcemia was less common
in such patients.284 These findings were broadly reflected in
the RIND study results reported after 18 months of
treatment,285 and in the CARE 2 study after 12 months.287
Ferreira et al.104 reported similar results after 13.5 months of
follow-up, although biochemical data were only included for
those patients undergoing a second bone biopsy, potentially
biasing the results. In BRIC, those patients randomized to
sevelamer-HCl had both higher PTH and alkaline phosphatase (ALP) levels after 12 months of treatment, although
there were no differences in serum calcium or in the
frequency of hypercalcemic episodes.288 Thus, in all of these
eight comparative studies, a randomization to sevelamer-HCl
was associated with higher serum iPTH levels, and in all but
one study (BRIC), with a lower serum calcium concentration.
The Work Group considered these biochemical data to
be of high quality, although the importance of laboratory
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outcomes was considered to be low, the increase in PTH may
or may not reflect a desirable change depending on the end
point, and most importantly, the true relationship of
biochemical measures with clinical end points has not been
established.
Lanthanum carbonate. Of the three randomized studies
comparing lanthanum carbonate with other binders
(Supplementary Tables 20–22), only the study by Hutchison
et al.348 reported biochemical parameters reflecting mineral
bone disorder (serum phosphorus, calcium, Ca  P, and
PTH) as the primary end point. However, this study
compared the ability of the binders to maintain phosphorus
control only in those patients who achieved serum phosphorus levels p5.58 mg/dl (1.8 mmol/l) within the initial
dose-titration phase. The ERT therefore considered these data
to be of limited applicability and was concerned with regard
to potential bias introduced by the exclusion of study
participants after randomization. The results of the other two
studies were broadly consistent in that lanthanum carbonate
was as effective as calcium carbonate in controlling serum
phosphorus, but neither of these studies were primarily
designed to compare efficacy in phosphorus lowering or
to examine other biochemical end points.13,349
In a longer term study,349 46% of patients in the lanthanum
carbonate group (maximum daily dose of 3000 mg elemental
lanthanum) achieved control of serum phosphorus levels to
o1.9 mmol/l (5.9 mg/dl) compared with 49% in the standardtherapy group (P ¼ 0.5) after 2 years of treatment. However,
there was a higher frequency of hypercalcemia reported as
an AE in the calcium carbonate group (20.2%) compared
with that in those receiving lanthanum carbonate therapy
(0.4%). Serum PTH levels attained the range recommended
by the KDOQI guidelines for patients with CKD stage 5
(150–300 pg/ml (15.9–31.8 pmol/l)) during titration in the
lanthanum carbonate group, but remained below this range
throughout the study period in the standard-therapy group.
The Work Group considered these data on biochemical
markers to be of low quality. First, the study was designed
for safety analysis and not for efficacy. In addition, there was
no option to switch treatments in the event of inefficacy in the
lanthanum group. Patients in the lanthanum group were
required to withdraw if they experienced AEs or if the
investigator decided that additional therapy was required.
However, patients randomized to the standard-therapy group
were permitted to change to other phosphate binders or to
receive additional binders. Furthermore, the lanthanum group
was subjected to a dose-titration phase, whereas the standardtherapy group was placed on previously known and likely
efficacious doses of phosphate binders. Overall, 38% of
patients dropped out of the study. Dropouts due to AEs were
higher in the lanthanum arm (14%) than in the ‘other binder’
arm (4%). The Work Group considered that these issues could
bias efficacy results in favor of the standard-therapy group,
who were more likely to complete the study.
In the smallest study involving 98 patients,13 serum
calcium, phosphorus, Ca  P, and calcitriol values were similar
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in both groups and did not change from baseline throughout
the study. The mean serum PTH also remained constant
throughout treatment in the lanthanum carbonate group, but
a reduction in levels was observed in calcium carbonate-treated
patients. Overall, the Work Group considered these data on
biochemical markers to be of moderate quality. However, in
both studies,13,349 there was concern with regard to the
directness of PTH data for the same reasons expressed above.
4.1.6 In patients with CKD stages 3–5D, we recommend
avoiding the long-term use of aluminum-containing
phosphate binders and, in patients with CKD stage
5D, avoiding dialysate aluminum contamination to
prevent aluminum intoxication (1C).
The use of aluminum-containing phosphate binders has been
extensively evaluated in the KDOQI Bone and Mineral
Metabolism Guidelines.5 The major toxicities are neurotoxicity and impairment of bone mineralization, both of which
can be prevented by minimizing aluminum exposure.
However, the Work Group acknowledged that the literature,
as detailed in the KDOQI guidelines,5 supports that the most
severe cases of aluminum toxicity occurred in patients whose
dialysate was contaminated with aluminum, and that
aluminum-based binders only played a secondary role. The
quantity of aluminum-based phosphate binders that is safe is
unknown. Moreover, several conditions may favor intestinal
aluminum absorption, such as diabetes mellitus, secondary
HPT, vitamin D status, and a high citrate intake.350 Therefore, the Work Group felt that as numerous alternative
phosphate binders have become available, and there is no
ability to predict a safe aluminum dose, the long-term use
of aluminum-based phosphate binders should be avoided.
This was a unanimous vote.
4.1.7 In patients with CKD stages 3–5D, we suggest
limiting dietary phosphate intake in the treatment
of hyperphosphatemia alone or in combination with
other treatments (2D).
Only one RCT, by Russo et al.,286 (Tables 21, 22) has
specifically assessed the effect of dietary phosphate restriction
on CAC. However, it was not designed to show a superiority
or an equivalence of dietary phosphate modification when
compared with oral phosphate binders. The investigators
recruited 90 phosphate-binder-naive patients with CKD
stages 3–5 who were not on dialysis. Of these patients, 30
were randomized to a low-phosphate diet alone, with the
remaining 60 patients receiving the diet in combination with
fixed doses of calcium carbonate (2 g/d) or sevelamer-HCl
(1600 mg/d) over a 2-year follow-up period. Final CAC scores
were increased in the group receiving phosphate-restricted
diet alone and in the group receiving diet in combination
with calcium carbonate. There was no progression of
calcification in the diet-plus-sevelamer-HCl-treated group
(as discussed under Rationale 4.1.5). It is noteworthy that the
Kidney International (2009) 76 (Suppl 113), S50–S99
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prescription of phosphate restriction alone did not lead to a
decrease in urinary phosphate excretion. Thus, a lowphosphate diet alone did not prevent CKD-associated
progression of CAC in patients not receiving dialysis.
In the absence of other RCTs, the Work Group then
searched for studies that compared diet with an active or
placebo control including more than 25 patients in each arm
(or less for bone biopsy studies) with a follow-up of more
than 6 months. The only two studies351,352 that met these
extended criteria evaluated biochemical data, although
one also assessed bone parameters and vascular calcification.352 Zeller et al.351 showed that the restriction of dietary
protein and phosphate intake was feasible with the maintenance of nutritional parameters in a study of 35 type I
diabetes patients with nephropathy. In relation to the
biochemical markers of CKD–MBD, they found a significant
reduction in urinary phosphate excretion in the group
assigned a protein/phosphate restriction as compared with
patients receiving a control diet. They did not examine
markers of bone turnover. Using bone biopsy in 16 patients
with CKD stages 4–5, Lafage-Proust et al.353 reported that
after 5 years of a very-low-protein, low-phosphorus diet
(supplemented with essential amino acids and their
ketoanalogs), the bone-formation rate was normal or high
in 10 patients, and low in the remaining six. They did
not observe any low-protein-associated malnutrition in these
patients.
Thus, there are insufficient data at present to strongly
endorse dietary phosphate restriction as the primary
intervention for the management of CKD–MBD, especially
stage 5D. It is biologically plausible that such diets are helpful
in early CKD and as an adjunct to phosphate binders and
dialytic removal in dialysis patients. The limited safety data
suggest that dietary phosphate restriction does not compromise nutrition in a monitored setting.

hyperphosphatemia was also reduced. These data suggest that
frequent nocturnal HD can lead to an improvement in mineral
metabolism (see Tables 27–29). Thus, in efforts to control
hyperphosphatemia, dialysis regimens that allow an increase in
phosphate removal may be an alternative in patients who
cannot tolerate phosphate binders or are not willing to take
sufficient amounts of them.

4.1.8 In patients with CKD stage 5D, we suggest increasing
dialytic phosphate removal in the treatment of
persistent hyperphosphatemia (2C).

calcium-based phosphate binders, sevelamer-HCl seems to be
well tolerated. Although European patients participating in
the ‘Treat to Goal’ study reported more gastrointestinal side
effects with sevelamer-HCl,343 this difference was not seen
in the study cohort as a whole.284 As mentioned above,
hypercalcemia was more commonly seen in patients treated
with calcium-based binders participating in ‘Treat to Goal’
study,284 and accounted for several of the withdrawals in the
calcium-treated arm of the DCOR study.266 In the two
studies that reported total serious AEs,266,284 there was no
difference between calcium-based phosphate binder and
sevelamer-HCl treatment. This observation is consistent with
the conclusion reached by Tonelli et al.355 in a recently
published systematic review of the clinical efficacy and safety
of sevelamer-HCl in dialysis patients.
Lanthanum carbonate. (Supplementary Table 23) Lanthanum
carbonate was shown to be generally well tolerated. The most
notable difference between lanthanum carbonate and calcium
carbonate was the frequency of clinically significant hypercalcemia with the use of calcium carbonate reported as an AE, as

A narrative review of the literature addressing this issue was
carried out. Although research in this area is becoming more
abundant, studies are typically small in sample size and lack
the rigor required to direct practice. One prospective RCT
has reported the impact of alternative dialysis therapies
using biochemical markers of CKD–MBD as a secondary
end point.314 In this study, Culleton et al.314 (Tables 27–29)
compared the effect of a nocturnal prolonged-duration HD
six times weekly (26 patients) with that of standard HD given
thrice weekly for 4 h each session (25 patients) in a parallel
design, reporting serum calcium, phosphorus, Ca  P, and
iPTH. The authors found significant decreases in serum
phosphorus and iPTH in patients allocated to frequent
nocturnal HD, as compared with those on standard HD
treatment. Serum calcium was comparable in the two groups.
The amount of oral phosphate binder needed to control
Kidney International (2009) 76 (Suppl 113), S50–S99

SPECIAL CONSIDERATIONS IN CHILDREN

Of all the available binders, only sevelamer-HCl and calcium
carbonate have been examined in children, with a total of
47 children studied in two RCTs to date (see Table 20). In
one study, 29 children on maintenance dialysis were assigned
to either sevelamer-HCl or calcium carbonate, as well as to
either calcitriol or doxercalciferol in a factorial design.17
During sevelamer-HCl treatment, levels of serum phosphorus
control were similar when compared with those with calcium
treatment during the 8 months of study. Serum PTH was
lower in the calcium arm compared with that in the
sevelamer-HCl arm. There were more episodes of hypercalcemia in the calcium arms compared with that in the
sevelamer-HCl arms. There was a 31% dropout rate in this
study, but among those who attended for a second biopsy at
the end of the study, bone histomorphometric data did not
differ between the two groups. In the other study, which had
a cross-over design and involved 18 children with CKD stages
3–5 not on dialysis, there was equivalent serum phosphorus
control between the groups.354 Given the small number of
children studied, the only conclusion that can be derived
from these studies is that an avoidance of hypercalcemia may
be easier to achieve with the use of sevelamer-HCl. There
have been no studies on the use of lanthanum carbonate in
children.
ADVERSE EVENTS
Sevelamer-HCl. (Supplementary Table 18) Compared with
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discussed earlier. The incidence of other AEs showed no
clinically important differences between lanthanum carbonate
and calcium carbonate groups.13,348,349
Cognitive function was assessed in the substudy by
Altmann et al.356 using the Cognitive Drug Research
computerized assessment system. This showed that the use
of lanthanum carbonate did not adversely affect cognitive
function in HD patients compared with those undergoing
standard therapy. Both groups showed a similar decline in
cognitive function over a 2-year time period.
The plasma and bone lanthanum levels were assessed and
compared as a primary end point in the study by Spasovski
et al.98 Plasma lanthanum levels reached a steady state
of around 0.6 ng/ml after 36 weeks of treatment. Six weeks
after the cessation of 1 year of lanthanum treatment, plasma
lanthanum levels had declined to a value of 0.17±0.12 ng/ml
(Po0.05) and after 2 years to 0.09±0.03 ng/ml. The mean
bone lanthanum concentration in patients receiving lanthanum carbonate increased from 0.05±0.03 to 2.3±1.6 mg/g
(Po0.05) after 1 year and slightly decreased at the end of
the study to 1.9±1.6 mg/g (Po0.05). The mean bone
lanthanum concentration in the calcium carbonate group
was 0.1±0.04 mg/g at the 1-year biopsy and 0.15±0.06 mg/g
at the end of 3 years. These data, together with the
bone histomorphometry findings, suggested that bone
lanthanum deposition was not associated with aluminumlike toxicity.
RESEARCH RECOMMENDATIONS
Advancing the evidence base for phosphorus-lowering
therapies

The Work Group considered that robust studies of a large
sample size addressing the following issues should be given
priority.
K Does lowering serum phosphorus with any phosphate
binder improve clinical outcomes, including mortality,
cardiovascular events, bone pain, or fracture in patients
with CKD stages 3–5 and 5D?
K Does
the use of lanthanum carbonate improve
cardiovascular calcification compared with the use of
calcium-based phosphate binders in patients with CKD
stage 5D?
K Is slower progression of arterial calcification (as observed
in association with the use of non-calcium-based

S62

K

K

K

K

K

phosphate binders, such as sevelamer, in comparison
with calcium-containing phosphate binders) associated
with better survival?
Can aluminum hydroxide be used safely, at least in the
short term, in selected CKD stage 5D patients, provided
dialysis water is free of this metal?
Do improvements in the biochemical parameters that have
been associated with alternative dialysis regimens translate
into an improvement in clinical outcomes of CKD–MBD?
Studies are needed to evaluate the clinical benefits
associated with the use of dietary intervention in patients
with CKD stages 3–5D and stages 1–5T.
Studies are needed to identify the presence and degree of
phosphate additives in foods and their impact on
phosphate metabolism.
More studies in children with CKD–MBD are needed,
especially to evaluate cardiovascular end points.

SUPPLEMENTARY MATERIAL

Supplementary Table 14. Overview table of selected studies demonstrating the risk relationships between biochemical parameters of Ca,
P, Ca  P, and mortality in CKD stages 3–5 and 5D.
Supplementary Table 15. Summary table of RCTs examining the
treatment of CKD–MBD with sevelamer-HCl vs calcium-containing
phosphate binders in CKD stage 5D—description of population at
baseline.
Supplementary Table 16. Summary table of RCTs examining the
treatment of CKD–MBD with sevelamer-HCl vs calcium-containing
phosphate binders in CKD stage 5D—intervention and results.
Supplementary Table 17. Summary table of RCTs examining the
treatment of CKD–MBD with sevelamer-HCl vs calcium-containing
phosphate binders in CKD stage 5D—bone biopsy results.
Supplementary Table 18. Adverse events of sevelamer-HCl vs calciumcontaining phosphate binders in CKD stages 3–5 and 5D.
Supplementary Table 19. Ongoing RCTs examining the effect of
phosphate binders on CKD–MBD.
Supplementary Table 20. Summary table of the treatment of
CKD–MBD with lanthanum carbonate vs other phosphate binders in
CKD stage 5D—description of population at baseline.
Supplementary Table 21. Summary table of the treatment of
CKD–MBD with lanthanum carbonate vs other phosphate binders in
CKD stage 5D—intervention and results.
Supplementary Table 22. Summary table of the treatment of
CKD–MBD with lanthanum carbonate vs other phosphate binders in
CKD stage 5D—bone biopsy results.
Supplementary Table 23. Adverse events of lanthanum carbonate vs
other phosphate binders in CKD stage 5D.
Supplementary material is linked to the online version of the paper at
http://www.nature.com/ki
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Table 20 | RCTs of phosphate binders in children with CKD
Author (year)

N

Population

F/U

Study design

Arm 1

Arm 2

Outcomes

Salusky (2005)17

29

PD

8 months

RCT

Sevelamer

Ca carbonate

Pieper (2006)354

18

HD, PD, CKD
stages 3–4

8 weeks

RCT, cross-over

Sevelamer

Ca acetate

Bone Bx, P, Ca, Ca  P, PTH,
hypercalcemic episodes
P, Ca, iPTH, lipids

Bx, biopsy; Ca  P, calcium–phosphorus product; CKD, chronic kidney disease; HD, hemodialysis, iPTH, intact parathyroid hormone; PD, peritoneal dialysis; PTH, parathyroid
hormone; RCT, randomized controlled trial.

Table 21 | Summary table of RCTs examining the treatment of CKD–MBD with sevelamer-HCl vs calcium-containing phosphate
binders in CKD stages 3–5—description of population at baseline

Author (year)

N

Agea

Country
of study

% Malea

90

54 (55) [54]

286

% Race

Italy

89 (82) [86]

CKD
stage

% Prior Al
exposurea

Baseline MBD Labsa

Vascular/valvular calcification
by EBCTa

Ca 2.30 (2.25) [2.30] mmol/l
P 1.45 (1.49) [1.26) mmol/l
CAC by MSCT (TCS) 415 (340)
PTH 14.5 (18.2) [14.9] pmol/l [369]
ALP 134.2 (148) [113.7] mg/dl % with no CAC: 19% (18%) [17%]
Bioactive intact-PTH
(Diagnostic Products) [ref: ND]

0%
ND

Russo (2007)

% DMa

3–4
0%

ALP, alkaline phosphatase; CAC, coronary artery calcification; CKD, chronic kidney disease; CKD–MBD, chronic kidney disease–mineral and bone disorder; DM, diabetes
mellitus; EBCT, electron-beam CT; MBD, mineral bone disease; MSCT, multislice computed tomography; N, number of subjects; ND, not documented; PTH, parathyroid
hormone, TCS, total calcium score.
No study reported DXA or bone histology at baseline.
a
Arm 1 (Arm 2) [Arm 3].

Table 22 | Summary table of RCTs examining the treatment of CKD–MBD with sevelamer-HCl vs calcium-containing phosphate
binders in CKD stages 3–5—intervention and results
N

Arm 1

Results

Follow-up Arm 2
Author (year)

CKD stage [Arm 3]

90

Russo
(2007)286

Cointerventions

Ca carbonate:
2000 mg/d
Elemental Ca:
800 mg/d

3–4

[Control]

Vascular calcification
Mean CAC at 12 mo
D Mean CAC

453 vs 473 vs 547 (NS)b
38 vs 133 vs 178c

B
B

2.25 vs 2.27 vs 2.32 (ND)
1.55 vs 1.52 vs 1.26 (ND)
3.48 vs 3.25 vs 2.91 (ND)
14.3 vs 18.7 vs 15.6 (ND)
103.4 vs 143.0 vs 85.1 (ND)
4.69 vs 4.76 vs 4.88 (ND)

B
B
B
B
B
B

2.77 vs 2.61 vs 3.05 (ND)
1.3 vs 1.2 vs 1.3 (ND)
1.49 vs 1.57 vs 1.49 (ND)
24.1 vs 25.9 vs 33.6 (ND)

B
B
B
B

a

Sevelamer
1600 mg/d

Mean 24
months

Outcomes

Arm 1 vs Arm 2 vs Arm 3
(P-value)

Low P diet
No vitamin D or statins

Laboratory
Mean Ca (mmol/l)
Mean P (mmol/l)
Mean Ca  P (mmol2/l2)
Mean PTH (pmol/l)
Mean ALP (mg/dl)
Mean total cholesterol
(mmol/l)
Mean LDL-C (mmol/l)
Mean HDL-C (mmol/l)
Mean triglycerides (mmol/l)
CrCl (ml/min)

Quality

ALP, alkaline phosphatase; CAC, coronary artery calcification; Ca  P, calcium–phosphorus product; CKD, chronic kidney disease; CKD–MBD, chronic kidney disease–mineral
and bone disorder; CrCl, creatinine clearance; D, change; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; N, number of subjects;
ND, not documented; NS, not significant; PTH, parathyroid hormone; RCT, randomized controlled trial.
a
Primary outcome.
b
No two-arm statistical comparisons provided. Within-arm changes in CAC were NS for sevelamer-HCl arm and Po0.001 for Ca carbonate and control arms.
c
Calculated from pre- and post-mean values.
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Table 23 | Evidence matrix for sevelamer-HCl vs calcium-containing phosphate binders in CKD stage 5D
Methodological quality
A
Outcome
Mortality

Author
—

B

N (on agent)
—

F/U
—

Author
Block (2007)265
St Peter
(2008)267 a

C

N (on agent) F/U
44 months
median
2102 (1051) 28 months
127 (60)

Author

Adverse event reporting

N (on agent)

F/U

—

Braun (2004)

—

—

—

—

—

—

—

—

—

Suki (2007)266 c

2103 (1053)

20 months

QoL
Fractures
PTx

—
—
—

—
—
—

—
—
—

—
—
—

—
—
—

—
—
—

Bone density

—

—

—

—

—

—

—
—
—
Raggi (2005)346
Asmus (2005)344

—
—
—
111 (51)
+ p21 (+ p11b)

—
—
—
12 months
21 months

91 (44)

13.5 months

Bone histology

Ferreira
(2008)104
Barreto
(2008)288

101 (41)

12 months

—

—

Vascular/valvular
calcification

—

Lab: Ca, P, PTH

—

—

—

Lab: ALP, b-ALP

—

—

—

Lab: Bicarbonate

—

—

—

Kidney International (2009) 76 (Suppl 113), S50–S99

Adverse events

—

—

—

—

Qunibi (2008)287
Chertow (2002)284
Block (2005)285
Qunibi (2008)287
Chertow (2002)284
Block (2005)285
Ferreira (2008)104
Qunibi (2008)287
Ferreira (2008)104
Qunibi (2008)287
Chertow (2002)284
Ferreira (2008)104

—

203
132
148
203
200
148
91
203
91
203
200
91

(103)
(62)
(73)
(103)
(99)
(73)
(44)
(103)
(44)
(103)
(99)
(44)

—

8 months

12 months
12 months
18 months
12 months
12 months
18 months
13.5 months
12 months
13.5 months
12 months
12 months
13.5 months

—

—

—

Asmus (2005)

344

Raggi (2005)346
Barreto (2008)288
—

—

—

—

Barreto (2008)288
Suki (2007)266
Asmus (2005)344
Barreto (2008)288

284

F/U

200 (99)

12 months

—

Hospitalization

29 (15)

N (on agent)

Chertow (2002)
—

Clinical CVD

Salusky (2005)17

Author

343

—
Chertow (2002)284
Braun (2004)343
—
—
—

+p21 (+ p11 ) 12 months
b

—
200 (99)
+ p21 (+ p11b)
—
—
—

—
12 months
12 months
—
—
—

—

—

—

—

—

—

—

—

—

—

—

—

12 months
12 months

—

—

—

—

—

—

—

—

b

+ p21 (+ p11 ) 21 months
101 (41)
2103 (1053)
+ p21 (+ p11b)
101 (41)
111 (51)
101 (41)
—

—

12
20
24
12

—

months
months
months
months

Suki (2007)266
Qunibi (2008)287
Chertow (2002,
2003)284,357
Braun (2004)343
Block (2005)285
Ferreira (2008)104

2103 (1053)
203 (103)
200 (99)

20 months
12 months
12 months

+ p21 (+ p11b) 12 months
148 (73)
18 months
91 (44)
13.5 months

ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, follow-up; N, number of subjects; PTH, parathyroid hormone; PTx, parathyroidectomy;
QOL, quality of life.
Number randomized may be higher than number analyzed; this evidence profile does not include studies of sevelamer-HCl vs calcium-containing phosphate binders in CKD stages 3–5 (refer to summary table entry for Russo
(2007)286) or studies in pediatric population (refer to summary table entry for Salusky (2005)17).
a
See also report by Suki (2007)266
b
Unclear reporting regarding the number of individuals who received study drug.
c
See also report by St Peter (2008).267
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Table 24 | Evidence profilea for the treatment of CKD–MBD with sevelamer-HCl vs calcium-containing phosphate binders in CKD stage 5D
Summary of findings

Outcome

Mortality

-

Clinical CVD
and CeVD
All-cause
hospitalization
Quality of life
Fractures
PTx
X-ray bone
assessment
Bone histology

-

No. of studies
and study
design

Total N
(N on study
drug)

2 RCTs

2230 (1126)

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

Methodological
quality of studies

Consistency
across studies

Serious
limitations (1)c

Important
inconsistenciesd (1)

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

Directness of the
evidence (generalizability/ applicability)

Other
considerationsb

Direct

—

-

-

-

-

-

-

-

-

-

-

-

-

-

-

AE from 1+ RCTse

221 (99+?)

Very serious
limitations (2)

—

—

—

—

—

—

—

—

—

1 RCT

2103 (1053)

Very serious
limitations (2)f

NA

Direct

—

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

AE from 1+ RCTse

221 (99+?)

—
—
—
1+ RCTse

—
—
—
111+? (51+?)

2 RCTs

192 (85)

Very serious
limitations (2)
—
—
—
Very serious
limitation (2)g
No limitations

673 (316 +?)

Serious limitations Important
inconsistenciesj (1)
(1)i

Vascular/valvular 4+ RCTse
calcification

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

-

Quality of
evidence for
outcome

Low

Phosphorus
Ca  P

6+ RCTse

PTH
ALP, b-ALP

4 RCTs

Bicarbonate

3 RCTs

Adverse events

6+ RCTs

e

Serious
(1)k
Serious
k
2867 (1413+?) (1)
Serious
(1)k
Serious
(1)k
595 (287)
Serious
(1)m
494 (246)
Serious
(1)m

Importance of
outcome

No difference in one moderate
quality study in prevalent HD patients.
Critical
Borderline statistically significant
benefit for sevelamer-HCl in one
moderate quality study in incident
HD patients

—

—

Critical

Low

Trend to lower all-cause hospitalization in one low-quality study

High

—

—

—

—
—
—
NA

—
—
—
Major uncertainty (2)h

—
—
—
Sparse (1)

—
—
—
Very Low

—
—
—
Unable to assess

High
High
High
Moderate

NA

Direct

Sparse (1)

Moderate

Moderate

Direct

—

Low

Overall not much difference
between groups
Trend toward less progression
with sevelamer, but inconsistency
regarding statistical significance
and size of difference assessed
with different metrics at different
time points and at different sites

limitations No important
inconsistencies
limitations No important
inconsistencies
limitations No important
inconsistencies
limitations No important
inconsistencies
limitations NA

Direct

—

Moderate

Higher with calcium

Direct

—

Moderate

No consistent difference

—

Moderate

No consistent difference

—

Moderate

Lower with calcium

Direct

Sparse (1)

Low

Unable to assess

limitations NA

Direct

Sparse (1)

Low

Lower with sevelamer

Laboratory measurements
Calcium

Qualitative and quantitative
description of effect

Direct
Direct

l

2867 (1413+?)

Quality of overall evidence:
Moderate for biochemical outcomes
Low to very low for other surrogate outcomes
Low for patient-centered outcomes

Moderate

Depends on
outcome
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Balance of potential benefits and harm:
Sevelamer-HCl is as effective as calcium-based binders in terms of target-driven attainment of biochemical values. There is a trend towards
slower progression of vascular calcification (sevelamer-HCl vs calcium-containing phosphate binders); there is no robust statistically
significant difference for mortality or hospitalizations

Inconsistent trend in GI and CVD
events when using sevelamer-HCl
vs Ca-containing P binders. More
hypercalcemia with Ca-containing
P binders

Moderate

AE, adverse event, ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; Ca  P, calcium–phosphorus product; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CKD–MBD, chronic kidney disease–mineral
and bone disorder; CVD, cardiovascular disease; GI, gastrointestinal, HD, hemodialysis; N, number of subjects; NA, not applicable; PTH, parathyroid hormone; PTx, parathyroidectomy; RCT, randomized controlled trial.
? Unclear number of patients studied for outcome.
a
This evidence profile does not include studies of sevelamer-HCl vs calcium-containing phosphate binders in CKD stages 3–5 (refer to summary table entry for Russo (2007)286) or studies in pediatric population (refer to summary table
entry for Salusky (2005)17).
b
Other considerations include imprecise or sparse data (1), high probability of reporting bias (1). For observational studies, other considerations include strong association (+1 or +2), dose–response gradient (+1), and all plausible
confounders would have reduced the effect (+1).
c
2 grade B.
d
One study showed a trend toward benefit in terms of all-cause mortality, whereas the other showed not statistically significant difference.
e
Braun (2004)343 and Asmus (2005)344 have considerable patient overlap (N=93 out of 114) with Chertow (2002)284 and Raggi (2005)346 respectively.
f
One grade C, inconsistency for statistical significance for all-cause hospitalization between reports for same study (Suki (2007)266, St Peter (2008)267).
g
One plus grade C.
h
Nonvalidated method.
i
Three grade B, one grade C.
j
Heterogeneity in the study designs.
k
Four grade B, two grade C.
l
However, limited certainty about the directness of PTH due to bias in PTH assays, and biological variability of PTH values and effect of different PTH fragments.
m
Two grade B, two grade C.
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Table 24 | Continued
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Table 25 | Evidence matrix for lanthanum carbonate vs other phosphate binders in CKD stage 5D
Methodological quality
A
Outcome

B

Author N (on agent) F/U

Author

C

N (on agent)

Mortality

—

—

—

—

—

Clinical CVD and CeVD
All-cause hospitalization
QoL
Fractures
PTx
Bone density
Bone histology

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

Vascular/valvular calcification
Lab: Ca, P, PTH

—
—

—
—

—
—

Lab: ALP, b-ALP
Lab: Bicarbonate
Adverse events

—
—

—
—

—
—

—
—
—
—
—
—
Malluche (2008)103
Freemont (2005)13
Spasovski (2006)98
—
Freemont (2005)13
Malluche (2008)103
Malluche (2008)103
—

—
—
—
—
—
—
211 (51)
63 (30)
24 (12)
—
98 (49)
211 (51)
211 (51)
—

F/U
—

24
12
12
12
24
24

Author
—

—
—
—
—
—
—
—
—
—
—
—
—
months
—
months
months
—
—
months Finn (2006)349
months
months Finn (2006)349
—
Finn (2006)349

N (on agent)

Adverse events (no grade)
F/U

Author
349

—

—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

Finn (2006)
Malluche (2008)103
Spasovski (2006)98
—
—
—
—
—
—
—

—
1359 (682)

—
24 months

—
—

1359 (682)
1359 (682)

24 months
24 months

N

F/U

1359 (682) 24 months
211 (51) 24 months
24 (12) 12 months
—
—
—
—
—
—
—
—
—
—
—
—
—
—

—
—

—
—

—
—
—
—
—
—
1359 (682) 24 months
Finn (2006)349
Hutchison (2005)348 800 (533) 6 months
211 (51) 24 months
Malluche (2008)103
98 (49) 12 months
Freemont (2005)13
24 (12) 12 months
Spasovski (2006)98

ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, follow-up; N, number of subjects; PTH, parathyroid hormone;
PTx, parathyroidectomy; QoL, quality of life.
N analyzed may be less than N randomized.
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Summary of findings
No. of studies
and study
design

Outcome
Mortality

-

—
- -

-

-

-

-

-

Total N (N on Methodological
study drug) quality of studies
-

—

- -

-

-

-

-

AE from 2 RCTs 1383 (694)

-

-

—
- -

-

- -

-

-

-

-

Directness of the
evidence generalizability/ applicability

Consistency
across studies
-

—-

-

-

-

- -

-

-

-

-

-

—
- -

-

-

- -

-

-

-

-

Other
considerationsa
-

-

-

—-

-

- -

-

-

Quality of
evidence for
outcome

Qualitative and quantitative
description of effect

Importance of
outcome

Very low

Unable to assess

Critical

—
—
—
—
—
—
Lanthanum biopsies showed overall
better turnover with no differences
in mineralization, and possible
higher volume
—

Critical
High
High
High
High
Moderate
Moderate

Very serious
limitations (2)
—
—
—
—
—
—
Serious limitations
(1)b

—

—

—

—
—
—
—
—
—
No major
inconsistencies

—
—
—
—
—
—
Direct

—
—
—
—
—
—
—

—
—
—
—
—
—
Moderate

Clinical CVD and CeVD
All-cause hospitalization
Quality of life
Fractures
PTx
Bone density
Bone histology

—
—
—
—
—
—
3 RCTs

—
—
—
—
—
—
333 (63)

Vascular/valvular calcification

—

—

—

—

—

—

—

Calcium

3 RCTs

1668 (782)

—

Low

3 RCTs

1668 (782)

Direct

—

Low

Tendency toward lower Ca and lower
rates for hypercalemic episodes
Similar P control

Ca  P

1 RCT

98 (49)

No major
inconsistencies
No major
inconsistencies
NA

Direct

Phosphorus

Direct

Sparse

Very low

Tendency toward higher Ca  P

PTH

3 RCTs

1668 (782)

ALP, b-ALP

2 RCT

1570 (733)

Bicarbonate

1 RCT

1359 (682)

Very serious
limitations (2)c
Very serious
limitations (2)c
Very serious
limitations (2)d
Very serious
limitations (2)c
Very serious
limitations (2)f
Very serious
limitations (2)g

Adverse events

5 RCTs

2492 (1327)

Moderate

Laboratory measurements

No major
inconsistencies
NA

Directe

—

Low

Tendency toward higher PTH

Direct

—

Low

Tendency toward higher b-ALP

NA

Direct

—

Low

No difference in bicarbonate

Kidney International (2009) 76 (Suppl 113), S50–S99

Balance of potential benefits and harm:
No evidence of benefit or harm on clinical and calcification outcomes. Uncertain effect on bone laboratory outcomes. Bone histology was
improved more often in lanthanum group but formal statistical comparisons were not done.

One study showed no worse decline
in cognitive function with lanthanum.
Bone and plasma lanthanum levels
were higher in lanthanum groups

Moderate

Depends on
outcome

Quality of overall evidence:
Low for biochemical outcomes
Moderate for other surrogate outcomes
Very Low for patient-centered outcomes

AE, adverse event; ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; Ca  P, calcium–phosphorus product; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CVD, cardiovascular disease; N, number
of subjects; NA, not applicable; PTH, parathyroid hormone; PTx, parathyroidectomy; RCT, randomized controlled trial.
a
Other considerations include imprecise or sparse data (1), high probability of reporting bias (1). For observational studies, other considerations include strong association (+1 or +2), dose–response gradient (+1), all plausible
confounders would have reduced the effect (+1).
b
Three grade B.
c
Two grade B and one grade C in studies not designed for comparative efficacy.
d
One grade B in study not designed for comparative efficacy.
e
However, limited certainty about the directness of PTH due to bias in PTH assays, and biological variability of PTH values and effect of different PTH fragments.
f
One grade B and one grade C.
g
One grade C.
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Table 26 | Evidence profile of lanthanum carbonate vs other phosphate binders in CKD stages 5D
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Table 27 | Summary table of RCT examining alternate HD regimens in CKD stage 5D—description of population at baseline
Agea

N
Author
(year)

Culleton
(2007)314

Country
of study

% Racea

% Malea

52

55 (53)

Canada

69 (56)

White:
88 (84)

Dialysis vintagea

% DMa

Dialysate
calciuma

% HD
modalitya

66 (58)
months

38 (44)

Vascular/valvular
Bone
calcification
evaluation imaging

a

Baseline MBD Labs

Adjusted between In-center:
1.00 and
69 (52)
1.75 mmol/l
Home: 23 (28)
Self-care: 8 (20)

Ca 2.37 mmol/l (2.27)
P 1.78 mmol/l (1.58)
Ca  P 4.18 mmol2/l2 (3.62) None
PTH 26.4 pmol/l (14.8)
Assay ND
b-ALP ND

None

b-ALP, bone-specific alkaline phosphatase; Ca  P, calcium–phosphorus product; CKD, chronic kidney disease; DM, diabetes mellitus ; HD, hemodialysis; MBD, mineral bone
disease; N, number of subjects; ND, not documented; PTH, parathyroid hormone; RCT, randomized controlled trial.
a
Overall or Arm 1 (Arm 2).

Table 28 | Summary table of RCT examining alternate HD regimens in CKD stage 5D—intervention and results
N
Author (year)

Follow-up

Arm 1

Modality

Arm 2

Cointerventions

Outcomes
a

Nocturnal
HD 6  /week

52
Culleton (2007)314

6 months
HD

Conventional
HD 3  /week

Dialysate calcium was adjusted
between 1.00 and 1.75 mmol/l
depending on serum Ca level

DLV mass
HRQOL
DiPTH
DCa
DP
DCa  P
% Reduction or
D/C of phosphate
binders

Results Arm 1 vs
Arm 2 (P-value)

Quality

Not in the realm of the
guideline
8.9 vs +1.6 (0.05)
0.02 vs 0.05 (NS)
0.36 vs +0.13 (o0.05)
0.9 vs +0.19 (o0.05)
73% vs 12% (o0.001)

—
B
A
A
A
B

Ca  P, calcium–phosphorus product; CKD, chronic kidney disease; D, change; D/C, discontinued; HD, hemodialysis; HRQOL, health-related quality of life; iPTH, intact
parathyroid hormone; LV, left ventricular; N, number of subjects; NS, not significant; RCT, randomized controlled trial.
a
Primary outcome.

Table 29 | Adverse events of alternate HD regimens in CKD stage 5D
Arm 1

Author (year)
Follow-up

N

Arm 2

Culleton (2007)314
6 months

26
25

Nocturnal
Conventional

Hospitalizations
Mean no. per Pt
0.62
0.84

D/C

Vascular access
complicationsa
% Pts

0%
0%

38
32

D/C

Other reported
AE
% Pts

D/C

Total D/C
due to AE

Deaths

Modality
change

0%
0%

None
None

—
—

0%
0%

4%
0%

8%
0%

AE, adverse event; CKD, chronic kidney disease; D/C, discontinued; HD, hemodialysis; N, number of subjects; pts, patients.
’—’ indicates data not documented.
a
Vascular access complications include bacteremia, insertion or replacement of tunneled dialysis catheter, vascular access angiogram, and vascular access surgical
intervention (including percutaneous angioplasty or arterial or venous stenosis).
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Chapter 4.2: Treatment of abnormal PTH levels in
CKD–MBD
Grade for quality
of evidence

Grade for strength
of recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

INTRODUCTION

Patients with CKD and HPT may develop abnormalities of all
components of CKD–MBD. Bone effects include an increased
bone turnover that may be associated with marrow fibrosis
and abnormal mineralization, described as osteitis fibrosa
and mixed uremic osteodystrophy. Patient-level consequences may include increased bone and muscle pain,
weakness, postural instability, and fracture, whereas marrow
fibrosis may exacerbate the anemia of CKD. Severe HPT
may lead to pruritus, worsening of residual kidney function
caused by hypercalcemia, calciphylaxis, CVD, neuromuscular disturbances, and death. Over the years, approaches
to the management of secondary HPT have included using
oral calcium salts and increasing dialysate calcium levels to
raise serum calcium levels, the prescription of vitamin D,
calcitriol or its analogs, parathyroidectomy, and—more
recently—the use of calcimimetics, alone or in combination
with other drugs. However, some patients with CKD have
PTH levels that are inappropriately suppressed, leading to a
low bone turnover or adynamic bone disease, conditions that
may be exacerbated by the measures listed above.
RECOMMENDATIONS

4.2.1 In patients with CKD stages 3–5 not on dialysis, the
optimal PTH level is not known. However, we suggest
that patients with levels of intact PTH (iPTH) above
the upper normal limit of the assay are first evaluated
for hyperphosphatemia, hypocalcemia, and vitamin
D deficiency (2C).
It is reasonable to correct these abnormalities with
any or all of the following: reducing dietary phosphate
intake and administering phosphate binders, calcium
supplements, and/or native vitamin D (not graded).
4.2.2 In patients with CKD stages 3–5 not on dialysis, in
whom serum PTH is progressively rising and
remains persistently above the upper limit of normal
S70

for the assay despite correction of modifiable factors,
we suggest treatment with calcitriol or vitamin D
analogs (2C).
4.2.3 In patients with CKD stage 5D, we suggest maintaining iPTH levels in the range of approximately two to
nine times the upper normal limit for the assay (2C).
We suggest that marked changes in PTH levels in
either direction within this range prompt an initiation or change in therapy to avoid progression to
levels outside of this range (2C).
4.2.4 In patients with CKD stage 5D and elevated or rising
PTH, we suggest calcitriol, or vitamin D analogs, or
calcimimetics, or a combination of calcimimetics
and calcitriol or vitamin D analogs be used to lower
PTH (2B).
K It is reasonable that the initial drug selection for
the treatment of elevated PTH be based on serum
calcium and phosphorus levels and other aspects of
CKD–MBD (not graded).
K It is reasonable that calcium or non-calcium-based
phosphate binder dosage be adjusted so that
treatments to control PTH do not compromise
levels of phosphorus and calcium (not graded).
K We recommend that, in patients with hypercalcemia, calcitriol or another vitamin D sterol be
reduced or stopped (1B).
K We suggest that, in patients with hyperphosphatemia, calcitriol or another vitamin D sterol be
reduced or stopped (2D).
K We suggest that, in patients with hypocalcemia,
calcimimetics be reduced or stopped depending on
severity, concomitant medications, and clinical
signs and symptoms (2D).
K We suggest that, if the intact PTH levels fall below
two times the upper limit of normal for the assay,
calcitriol, vitamin D analogs, and/or calcimimetics
be reduced or stopped (2C).
Kidney International (2009) 76 (Suppl 113), S50–S99
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4.2.5 In patients with CKD stages 3–5D with severe
hyperparathyroidism (HPT) who fail to respond to
medical/pharmacological therapy, we suggest parathyroidectomy (2B).

Summary of rationale for recommendations
K

K

K

K

K

K

K

K

K

K

CKD may lead to a rise in the circulating PTH level,
which is a component of CKD–MBD. Lowering serum
PTH has been a primary focus of therapy for over
30 years.
Severe HPT is associated with morbidity and mortality
in patients with CKD stages 3–5D. Observational studies
consistently report an increased RR of death in CKD
stage 5D patients who have PTH values at the extremes
(less than two or greater than nine times the upper
normal limit of the assay).
Once developed, severe HPT may be resistant to medical/
pharmacological therapy and may persist after transplantation. Thus, progressive increases of PTH should
be avoided.
However, there is difficulty in establishing narrow target
ranges for serum iPTH because of the following reasons:
J
Cross-sectional studies in the CKD population show
that the median iPTH increases and the range
widens with progressive CKD.
J
There are methodological problems with regard to
the measurement of PTH, because assays differ in
their measurement of accumulating PTH fragments
and there is interassay variability (see Chapter 3.1).
J
With a progressive deterioration of kidney function,
bone becomes increasingly resistant to the actions
of PTH.
J
The predictive value of PTH for underlying bone
histology is poor when PTH values are between
approximately two and nine times the upper
normal laboratory range.
In RCTs of patients with CKD stages 3–4, calcitriol and
vitamin D analogs each lower levels of serum PTH
compared with placebo.
In RCTs of patients with CKD stage 5D, calcitriol,
vitamin D analogs, and calcimimetics each lower levels of
serum PTH compared with placebo.
In CKD stages 3–5D, calcitriol and vitamin D analogs
may increase serum calcium and phosphorus levels
compared with placebo.
Laboratory-based experimental data show differences in
the efficacy and adverse effects of calcitriol and vitamin D
analogs, but an analysis of the limited comparative
studies in humans fails to show consistent differences.
In studies of patients with CKD stage 5D, calcimimetics
may lower serum calcium and phosphorus levels
compared with placebo.
There are no comparative RCTs that evaluate the use of
calcitriol or vitamin D analogs compared with calcimimetics alone.

Kidney International (2009) 76 (Suppl 113), S50–S99

K

K

There is a lack of RCT data in patients with CKD stages
3–5D that directly shows that the change in PTH with
vitamin D (cholecalciferol and ergocalciferol), calcidiol,
calcitriol, vitamin D analogs, or cinacalcet leads to
improved clinical outcomes or adequately describes
potential harm.
Therefore, these recommendations remain weak.

BACKGROUND

Secondary HPT is a common complication of CKD that,
before currently available medical and surgical therapies,
resulted in considerable morbidity and mortality, including
crippling bone disease. Recently, many observational studies
have reported associations between levels of serum PTH,
calcium and/or phosphorus and the RR of cardiovascular and
all-cause mortality. Experimental and clinical data support
the hypothesis that abnormalities of mineral metabolism
constitute important ‘nontraditional’ cardiovascular risk
factors. Over the past few years, recommended target ranges
have been promoted for serum calcium, phosphorus, and
PTH, and an increasing number of therapies are available
that assist in achieving these targets. Traditionally, these
have included calcium salts, calcitriol, and alfacalcidol. More
recently, active vitamin D analogs, cinacalcet hydrochloride,
and non-calcium- or aluminum-based phosphate binders
have become available. Surgical parathyroidectomy remains
a definitive therapy.
Vitamin D

The nomenclature for vitamin D has become unnecessarily
complicated over the last several years, although the terms are
well defined in chemical and endocrinology literature. The
term vitamin D represents both vitamin D2 (ergocalciferol)
and vitamin D3 (cholecalciferol). Ergocalciferol is synthesized
in plants and yeasts after an ultraviolet radiation-catalyzed
conversion of its precursor, ergosterol, and, together with
some cholecalciferol from oily fish, is a dietary source
of vitamin D in humans. However, over 90% of human
vitamin D requirements come from exposure of the skin to
ultraviolet-B solar radiation. Sunlight converts 7-dehydrocholesterol to previtamin D3, which undergoes a rapid,
temperature-dependent isomerization to vitamin D3 or
cholecalciferol. Both vitamin D2 and D3 are hydroxylated in
the liver to metabolites specified as 25-hydroxyergocalciferol
(ercalcidiol), 25-hydroxycholecalciferol (calcidiol), or commonly without specificity as 25-hydroxyvitamin D
(25(OH)D). Further, 1-a-hydroxylation occurs mainly in
the kidney and also at extrarenal sites. The most active,
naturally occurring vitamin D derivative in man is calcitriol
(1,25-dihydroxycholecalciferol; commonly abbreviated as
1,25(OH)2D3).
The therapeutic forms of vitamin D sterols available for
use in patients with CKD include naturally occurring
ergocalciferol, cholecalciferol, 25(OH)D, and calcitriol.
Synthetic vitamin D2 analogs include paricalcitol and
S71

chapter 4.2

doxercalciferol, and synthetic vitamin D3 analogs include
alfacalcidol, falecalcitriol, and 22-oxacalcitriol (maxacalcitol).
Doxercalciferol and alfacalcidol, which are 1-a vitamin D
derivatives, require 25-hydroxylation by the liver for activity
and are commonly referred to as ‘prodrugs.’
VITAMIN D NOMENCLATURE: For the purposes of common
nomenclature, the KDIGO Work Group recommended utilization of
the following terms and abbreviations in this Guideline (see also
Chapter 3.1):
Vitamin D to represent cholecalciferol and/or ergocalciferol.
25-Hydroxyvitamin D to represent the 25-hydroxylated metabolites of
vitamin D, also known as ercalcidiol or calcidiol; abbreviated as 25(OH)D.
Calcitriol to represent 1,25-dihydroxycholecalciferol; abbreviated as
1,25(OH)2D3.
Vitamin D analogs to represent derivatives of vitamin D2 and vitamin
D3, of which the clinically investigated synthetic derivatives include
doxercalciferol, paricalcitol, alfacalcidol, falecalcitriol, and 22-oxacalcitriol
(maxacalcitol).

Vitamin D has an established role in mineral homeostasis
and musculoskeletal function and is recognized to have
pleiotropic extraskeletal effects, including modulation of
endothelial and immune function, inflammatory responses,
and cell cycle regulation. The rate of calcitriol production and
inactivation is tightly regulated. In the setting of normal
kidney function, a reduction in the levels of calcitriol is
sensed by parathyroid gland vitamin D receptors, with a
consequent increase in the production and release of PTH.
Increased PTH levels increase the activity of renal 1-ahydroxylase and the conversion of 25(OH)D to calcitriol,
which suppresses PTH to its former level. In addition to a
transient rise in levels of PTH, this feedback loop may result
in a reduction in the levels of serum 25(OH)D. In the
presence of CKD, most patients have reduced circulating
levels of calcitriol. Initially, this is related to reduced
phosphate excretion and a rise in the levels of serum
phosphate and fibroblast growth factor-23, both of which
suppress renal 1-a-hydroxylase activity. Lower calcitriol levels
(and reduced intestinal calcium uptake) facilitate a rise in
PTH production, and for a time, this restores levels of serum
calcitriol, increases renal phosphate excretion, and improves
renal calcium conservation. However, despite increasing
circulating levels of PTH, these homeostatic mechanisms
inevitably fail if CKD progresses and the number of
functioning nephrons decline.
Vitamin D, calcitriol, and vitamin D analogs are used in
CKD stages 3–5 and CKD stage 5D to improve abnormal
mineral homeostasis and to reduce the risk of secondary
HPT developing and progressing. An evaluation of this
therapy has generally focused on maintaining levels of serum
PTH and calcium within predetermined ‘target’ ranges, or
gauged by bone histomorphometry. A number of preclinical
(animal) studies have shown differences in PTH suppression,
gastrointestinal calcium absorption, incidence of hypercalcemia and hyperphosphatemia, vascular calcification, and bone
histology between calcitriol and some synthetic vitamin D
S72

analogs.299,358362 However, the evaluation of these drugs in
patients with CKD has only rarely shown similar clear-cut
differences. It is well known that, in humans, such a
demonstration is inherently difficult, particularly when
drugs such as calcium-based phosphate binders are used
concomitantly.
The use of cholecalciferol and ergocalciferol has received
relatively little attention because of an earlier, widely held
view that the kidneys were the only sites of 1-a-hydroxylation
of calcidiol and that, in the presence of kidney failure, serum
25(OH)D levels were of less significance. On the other hand,
recent data suggest a potential role for 25(OH)D in a number
of tissues, independent of renal conversion.363366 In patients
with CKD, levels of serum 25(OH)D are commonly
insufficient or deficient.48,180 Thus, consideration may need
to be given to both the management of endocrine (PTH
lowering and calcium increasing) and autocrine (local
inflammation and cell cycle regulation) effects of vitamin D
and calcitriol and its analogs.
Calcimimetics

Physiological studies in animals and humans in the 1980s
showed that there was a rapid release of PTH in response
to small reductions in serum-ionized calcium,367 lending
support to the existence of a calcium sensor in parathyroid
glands. This CaR was cloned in 1993,368 leading to a
revolutionary understanding of the mechanisms by which
cells adjust to changes in extracellular calcium. It is now
known that the CaR is expressed in many organs controlling
calcium homeostasis, including parathyroids, thyroid C cells,
intestine, kidneys, and other tissues. In parathyroids, an
activation of CaR stimulates cell-signaling pathways to
mobilize intracellular calcium and decreases PTH secretion,
whereas an inactivation reduces intracellular calcium and
increases PTH secretion.
Calcimimetics are a group of drugs that are allosteric
modulators of CaR, augmenting the signal caused by the
binding of extracellular ionized calcium to CaR to increase
intracellular calcium and decrease PTH release.369 Thus, these
drugs ‘mimic’ an increase in levels of extracellular calcium.
Cinacalcet, the only clinically available calcimimetic agent,
does not enhance intestinal calcium and phosphorus
absorption, and this action differentiates it from vitamin D
sterols and their analogs in that it can lower PTH without an
increase in circulating levels of calcium and phosphate.
The following tables are found at the end of this chapter:
Table 30 summarizes the RCTs of calcitriol or vitamin D
analogs in children with CKD. The evidence matrix, a table
that describes the methodologic quality of the included
studies, and the evidence profile, a table that provides an
overall assessment of the quality of the evidence and balance
of potential benefits and harm are Tables 31, 32 (CKD stages
3–5) for calcitriol or vitamin D analogs compared to
placebos; Tables 33, 34 (CKD stage 5D) for calcitriol
compared to vitamin D analogs; and Tables 35, 36 (CKD
stage 5D) for calcimimetics. Additional detailed information
Kidney International (2009) 76 (Suppl 113), S50–S99
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about the studies of vitamin D, calcitriol and its analogs
reviewed in this chapter are further described in detail in the
Supplementary Tables 24–38.
RATIONALE

4.2.1 In patients with CKD stages 3–5 not on dialysis, the
optimal PTH level is not known. However, we suggest
that patients with levels of intact PTH (iPTH) above
the upper normal limit of the assay are first evaluated
for hyperphosphatemia, hypocalcemia, and vitamin
D deficiency (2C).
It is reasonable to correct these abnormalities
with any or all of the following: reducing dietary
phosphate intake and administering phosphate
binders, calcium supplements, and/or native vitamin
D (not graded).
In patients with CKD stages 3–5, the optimal level of PTH is
unknown. There are no strong associative data sets to link
elevated PTH to patient-centered outcomes and, unfortunately, at this time, no RCTs have assessed the balance
between therapeutic risk and benefit when modest PTH rises
are suppressed in patients with CKD stages 3–5. Furthermore,
in earlier stages of CKD, secondary HPT with modest
increases in levels of PTH represents an appropriate adaptive
response to declining kidney function that maintains
phosphate, calcitriol, and calcium homeostasis. It is not yet
clear how to differentiate an appropriate response from a
maladaptive response, but it is likely that future studies
evaluating urinary phosphate excretion or fibroblast growth
factor-23 levels early in the course of CKD will clarify this
issue. In addition, it is possible that a patient whose PTH
level is always low is quite different from a patient who has a
history of a sustained elevation in PTH and has the level
lowered to the same value. Thus, prevention and treatment
may not require similar approaches. When patients have very
high PTH levels, it is more difficult to lower those levels
because of marked parathyroid gland hyperplasia and
possible clonal parathyroid cell proliferation, with a reduced
or absent ability of the gland to involute.370
Given this lack of data, yet a desire for guidance in the
management of patients with CKD stages 3–5, the Work Group
felt that continuous increases in PTH over time likely represent
a maladaptive response, and it is the persistent rise that should
prompt therapy more than an absolute value. In addition,
because modest increases in PTH may represent adaptations to
a number of underlying factors in patients with CKD stages
3–5, it is appropriate to consider all modifiable factors that may
have led to secondary HPT, in addition to the loss of GFR.
Calcium

Both historical use and experimental data support the
efficacy of calcium supplementation in lowering PTH,
but these findings are not supported by RCTs in patients
with CKD stages 3–5 that fulfill our criteria for inclusion
Kidney International (2009) 76 (Suppl 113), S50–S99

into evidence tables. In the absence of such RCTs, it is
unknown if benefits outweigh the possible harm associated
with calcium overload and AEs of hypercalcemia. In a
secondary analysis of one RCT designed to assess the effect of
calcium supplementation or placebo on bone density and
fracture in postmenopausal women without CKD, a trend
was reported toward an increased risk for myocardial infarction and a composite end point of myocardial infarction,
stroke, or sudden death in the calcium-treated group.371
However, this finding is controversial; investigators in the
much larger Women’s Health Initiative did not detect an
association between supplementation with calcium/vitamin
D and myocardial infarction, coronary heart disease, or
stroke.372 Russo et al.286 examined the effects of calcium
supplementation on serum iPTH in patients with CKD stages
3–5. The administered daily dose was 2 g of calcium carbonate over a time period of 2 years. Serum iPTH levels did not
change in response to this treatment (172 vs 176 pg/ml or
18.2 vs 18.7 pmol/l), whereas the GFR remained remarkably
stable over the same time period. However, there was an
increase in coronary calcification scores (see Chapter 4.1).
Thus, although historically calcium is efficacious in lowering
PTH in patients with CKD stages 3–5, it is important to realize
that the potential harm has not been adequately evaluated.
Hyperphosphatemia

There are no RCTs in patients with CKD stages 3–5 that
specifically evaluate the effect of phosphate binders and
lowering of serum phosphorus on PTH that fulfilled our
inclusion criteria. However, a recent 8-week RCT in patients
with CKD stages 3–4 with hyperphosphatemia found a
decrease in PTH in lanthanum-treated patients compared
with those with placebo.373 In addition, secondary HPT is
known to be a compensatory response to phosphate
retention, hence this approach has theoretical efficacy.
Low serum 25(OH)D levels

Vitamin D insufficiency and deficiency occur commonly
in the general population and in patients with CKD. A recent
post hoc analysis of the Vitamin D, Calcium, Lyon Study II
was conducted by Kooienga et al.374 (Supplementary Tables
25–26). This study assessed the impact of treatment with
cholecalciferol 800 IU plus calcium 1200 mg daily vs placebo
on biochemical parameters in 610 elderly French women, of
whom 322 had estimated glomerular filtration rate (eGFR)
values o60 ml/min per 1.73 m2, using the MDRD formula.
Similar improvements in the proportion of individuals achieving 25(OH)D levels 430 ng/ml (75 nmol/l) at 6 months
were seen in all kidney function groups. The proportion of
individuals with a X30% reduction in iPTH at 6 months was
50% in all eGFR groups receiving treatment with cholecalciferol plus calcium compared with 6–9% for those on placebo
(Po0.001 for all). However, this study was unable to distinguish between the effects of calcium and vitamin D, because
the treatments were given in combination and the results may
not be applicable to other demographic groups. In patients
S73
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with CKD stages 3 and 4 with 25(OH)D levelso30 ng/ml
(75 nmol/l) and elevated levels of PTH, an observational
treatment study using ergocalciferol reported a normalization
of the mean 25(OH)D levels in both CKD stages.375 A
significant reduction in the median levels of PTH was seen in
patients with CKD stage 3, with a trend toward reduced
median PTH levels in CKD stage 4.375
4.2.2 In patients with CKD stages 3–5 not on dialysis, in
whom serum PTH is progressively rising and
remains persistently above the upper limit of normal
for the assay despite correction of modifiable factors,
we suggest treatment with calcitriol or vitamin D
analogs (2C).
Calcitriol or its analogs

Four RCTs were identified that assessed patients with CKD
stages 3–5 and met inclusion criteria (Tables 31, 32;
Supplementary Tables 25–26). These trials compared the use
of doxercalciferol, paricalcitol, alfacalcidol, or calcitriol with
placebo. The study evaluating doxercalciferol included
55 patients376 and the study evaluating paricalcitol included
220 patients.377 Both assessed laboratory biochemical end
points. African–Americans contributed toward one-quarter to
one-half of study participants, with the remainder predominantly Caucasians. The study using alfacalcidol included
176 patients97 and the study using calcitriol included 30
patients.102 Both assessed laboratory values and bone histomorphometry. These latter studies were from 1995 and 1998,
respectively, which creates problems of interpretation because
of changing patient demographics and altered clinical
practices. Many patients in these studies were treated with
aluminum-based phosphate binders, and the racial distribution of participants in the European studies was not provided.
These studies will be discussed with respect to their end points.
a)

Patient-centered end points: For CKD stages 3–5, data
on mortality were available from safety analyses of
two studies,97,377 on clinical CVD and cerebrovascular
disease from one study,376 and on other clinical
outcomes from three studies97,102,376 (see Evidence
Profile for stages CKD 3–5, Table 32). However,
because these data were based on safety and toxicity
rather than on end points identified a priori, the
information suffered from serious methodological
limitations such that treatment effects could not
be assessed for these outcomes. Data were absent for
hospitalization, fracture, parathyroidectomy, qualityof-life measures, and for changes in BMD.

b)

Vascular calcification: No study has evaluated the role
of calcitriol or its analogs or of cinacalcet on vascular
calcification in CKD stages 3–5.

c)

Bone histomorphometry: Three studies evaluated the
effect of calcitriol or its analogs on bone histology
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in CKD stages 3–5: (Tables 31, 32 and Supplementary
Table 27)
Nordal and Dahl102: In this study published in 1988,

30 patients had bone biopsies at baseline and 28 patients
had bone biopsies after 8 months of treatment with calcitriol
or placebo. Turnover: The mean bone-formation rate
decreased significantly in the calcitriol group and increased
in the placebo group, with a significant difference between
treatment groups. Approximately 25% of the calcitrioltreated patients had low bone formation (adynamic bone
disease) at the end of the study. The eroded surfaces showed a
similar pattern, so that calcitriol treatment decreased bone
turnover. Fibrosis disappeared in all but four of the biopsies
in the calcitriol group, but in none of those taking placebo.
Mineralization: Median mineralization, assessed by MLT, was
similar and normal in both groups and did not change with
either therapy. Volume: Median bone volume was normal in
both groups and there was no significant change with either
therapy. Overall, calcitriol treatment was effective in treating
osteitis fibrosa. The report was limited because adynamic
bone disease was not discussed. Approximately 25% of
calcitriol-treated patients developed low bone formation after
therapy, but none of them had osteomalacia. However, the
exact number was not reported.
Hamdy et al.97: In this study published in 1995, bone
biopsies were performed in 176 patients at baseline and in 134
patients after treatment with alfacalcidol or placebo. The
biopsies were initially placed into diagnostic categories, but
later some of the abnormalities were felt to be unimportant.
The criteria for ‘important’ abnormalities were not specified.
The measurements were analyzed separately in those patients
with unimportant abnormalities at baseline; this was therefore a
post hoc subgroup analysis. The paper did not report the
changes in measurements according to the entire group of
placebo vs the entire group of alfacalcidol-treated patients.
There was also an apparent error in the mineralization lag-time
calculation in the placebo group. Although detailed measurements were made in a large number of biopsies, the presentation does not allow a critical evaluation of the results. Turnover:
The following percentages were deduced from the results
section: for patients treated with alfacalcidol, biopsies improved
in 32% (improved osteitis fibrosa) and worsened (developed
adynamic disease) in 11%. Placebo biopsies improved in 3%
and worsened in 13% (6% developed adynamic disease and the
rest developed worsened osteitis fibrosis). Mineralization: MLT
and osteoid width improved in the alfacalcidol group. There
was an increase (worsening) in the osteoid width in some of the
placebo-treated patients. Volume: The mean bone volume did
not change significantly in any of the groups. Overall, the
alfacalcidol treatment resulted in bone histological improvement (related to improvement in osteitis fibrosa and
mineralization) more often than did the placebo treatment.
However, adynamic bone disease developed more frequently.
Birkenhäger-Frenkel et al.378: This study examined the effect
of 24,25(OH)2D in subjects who were already taking
Kidney International (2009) 76 (Suppl 113), S50–S99
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alfacalcidol. The study met our inclusion criteria, but
24,25(OH)2D is not commercially available so we have
not included this in our evidence tables. Interpretation
of the biopsy data was limited because the final biopsies
were taken close to the site of a biopsy performed 9 months
earlier, which alters the results. Also, the treatment group
had a significantly different prior response to alfacalcidol
so the groups were not comparable at the beginning of
the study.
d)

Biochemical end points: For patients with CKD stages
3–5, studies using doxercalciferol,376 paricalcitol,377
and alfacalcidol97 (as compared with placebo) assessed
laboratory biochemical outcomes. The doxercalciferol
study was a 24-week-duration, double-blind, intention-to-treat analysis with a o20% loss to follow-up.
In the paricalcitol and alfacalcidol studies, premature
patient withdrawal averaged 20–22%. Alfacalcidol
doses were adjusted to maintain calcium levels at the
upper limit of the laboratory reference range. Compared with placebo, PTH levels fell significantly with
these active treatments. Only one study of patients
with CKD stages 3–5 was included that compared
calcitriol with placebo.102 Over 8 months, the levels of
PTH fell significantly in the calcitriol arm compared
with the baseline values and the end-of-study placebo
values. However, this study enrolled only 15 individuals in each arm and, although it was included in this
guideline because of the bone biopsy data, it did not
achieve entry criteria for biochemical outcomes.

In studies of patients with CKD stages 3–4, calcium levels
trended upward for paricalcitol and doxercalciferol,376,377
whereas calcium levels increased significantly for alfacalcidol.97 Phosphate levels and the calcium phosphorus product
significantly increased for doxercalciferol, with an upward
trend for paricalcitol and alfacalcidol.
In CKD stages 3–4, levels of bone-specific ALP (b-ALP)
were assessed in two studies,376,377 and fell significantly
with doxercalciferol compared with placebo (28% for
doxercalciferol with no outcome value provided for the
placebo arm; Po0.05) and with paricalcitol vs placebo
(Po0.001). Total ALP levels were assessed in the alfacalcidol
study97 and fell significantly in the active treatment arm
(Po0.001).
ADVERSE EVENTS (Supplementary Table 28)

For paricalcitol vs placebo, the percentage of patients
reported with hypercalcemia (42.62 mmol/l) over two
consecutive measurements was 2 vs 0%, respectively, and
the incidence of hyperphosphatemia was reported to be
similar between groups.377 Twelve percent of paricalcitoltreated patients and 6% of placebo-treated patients had two
consecutive measurements of Ca  P44.44 mmol2/l2. For
doxercalciferol vs placebo, neither hypercalcemia (defined
as 42.67 mmol/l and reported in 4% of both active- and
Kidney International (2009) 76 (Suppl 113), S50–S99

placebo-treated groups) nor hyperphosphatemia differed
significantly between active and placebo arms.376 For doxercalciferol, serum phosphorus levels45.0 mg/dl (1.61 mmol/l)
and 46.0 mg/dl (1.94 mmol/l) occurred in 8.5 and 2.6%
of patients, respectively, vs 6.5 and 0.5%, respectively, for
those in the placebo-treated group, this difference
being nonsignificant. Nevertheless, at 24 weeks, serum
phosphorus levels were higher in the doxercalciferol group,
as were levels of Ca  P. Levels of serum calcium were not
significantly different. One patient in the doxercalciferol
arm had treatment suspended twice because of hypercalcemia; one had a suppression of serum iPTH to
o150 pg/ml (15.9 pmol/l) at week 24; and doxercalciferol
treatment was reduced in three patients because of low levels
of iPTH. In the alfacalcidol vs placebo study from 1995,
hypercalcemia (410.5 mg/dl or 2.62 mmol/l) occurred in
14% of alfacalcidol-treated patients vs 3% of placebo-treated
patients (0.05oPo0.01 between groups),97 and in the
calcitriol vs placebo study from 1998, eight calcitriol-treated
patients developed hypercalcemia (undefined) vs zero
placebo-treated patients.102 Study discontinuation due to
AEs ranged from 0 to 12%, with no patient reported to have
discontinued treatment because of abnormal laboratory
results. When reported, the incidence of other AEs was
high for both active treatment and placebo arms.
Calcimimetics

Only one RCT which assessed the effect of the calcimimetic
cinacalcet treatment in patients with CKD not receiving
dialysis met our inclusion criteria.379 This study assessed
biochemical outcomes and AEs. It was not designed to assess
effects on vascular calcification, bone histomorphometry, or
other clinical outcomes. Patients meeting entry criteria with
CKD stage 3 were enrolled, if iPTH levels were X100 pg/ml
(10.6 pmol/l) and patients with CKD stage 4 were enrolled if
iPTH levels were X160 pg/ml (16.8 pmol/l). The study,
conducted over 32 weeks with a 16-week dose titration and
a 16-week drug efficacy phase, allowed the concomitant use
of vitamin D sterols and/or calcium supplementation.
Compared with placebo, cinacalcet reduced plasma iPTH
(43 vs 1%), but at the price of frequent, generally asymptomatic decreases in serum calcium (two consecutive values
o8.4 mg/dl (2.1 mmol/l) in 62% of participants taking
cinacalcet) and increases in levels of serum phosphorus and
24-h urinary calcium excretion. More patients taking
cinacalcet than placebo received vitamin D sterols (46 vs
25%). The proportion of participants receiving phosphate
binders/calcium supplements increased from 19 to 58% for
those taking cinacalcet and from 18 to 20% for those taking
placebo. In CKD stages 3 and 4, the effect on bone turnover
of this reduction in PTH is unknown, as is the change in
urinary calcium. The long-term impact of increased levels of
serum phosphorus combined with increased calcium supplementation is of concern, and thus the Work Group felt more
data were needed before suggesting that calcimimetics could
be used in CKD stages 3–5.
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4.2.3 In patients with CKD stage 5D, we suggest maintaining iPTH levels in the range of approximately
two to nine times the upper normal limit for the
assay (2C).
We suggest that marked changes in PTH levels in
either direction within this range prompt an initiation or change in therapy to avoid progression to
levels outside of this range (2C).
The target PTH in the KDOQI guidelines for CKD stage 5D
was based on the predictive ability of PTH, using a Nichols
iPTH assay, to predict low- and high-turnover bone disease.5
Unfortunately, that assay is no longer available, and recent
studies have shown that iPTH levels within a range of
150–300 pg/ml (15.9–31.8 pmol/l) are not predictive of
underlying bone histology (see Chapter 3.2)229 or fractures
(Figure 15).
Thus, additional evidence in the form of observational
data determining associations between PTH and patient-level
end points (mortality, cardiovascular death, and fractures)
was evaluated by the Work Group (Supplementary Table 24).
However, an important caveat is that conclusions based on
these reports are limited, because of residual confounding
and artificial constraints induced by statistical modeling.
Some studies find a ‘U’-shaped association with increased
risk at both ends,328 although more current international
analyses (DOPPS) often find only an increased RR of
all-cause but not cardiovascular mortality when the PTH
is 4600 pg/ml (63.6 pmol/l).33 The inflection point or
range at which PTH becomes significantly associated with
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Figure 15 | Comparison of PTH levels to underlying bone
histology in chronic hemodialysis patients. Intact PTH levels
o150 pg/ml presented a 50% sensitivity, an 85% specificity, and
an 83% positive predictive value for the diagnosis of low bone
turnover (LT). In contrast, iPTH levels4300 pg/ml presented a 69%
sensitivity, a 75% specificity, and a 62% positive predictive value
for the diagnosis of high bone turnover (HT). iPTH, intact
parathyroid hormone; n, number of patients; NL, normal bone
turnover. Reprinted with permission from Barreto et al.229
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increased all-cause mortality varies among studies for
the reasons cited above, and ranges from 4400 pg/ml
(42.4 pmol/l)328 to 4480 pg/ml (50.9 pmol/l),329 4500 pg/ml
(53 pmol/l),330 4511 pg/ml (54.2 pmol/l),317 and 4600 pg/ml
(463.6 pmol/l).205 All PTH analyses have been complicated
by problems with assay methods and poor precision, as
detailed in Chapter 3.1. Unfortunately, most of these analyses
either do not indicate the assay type, or the data come from
PTH measured with multiple assays. Another confounding
factor for these analyses is that many studies feature
single-baseline PTH values or infrequent (quarterly or less)
measurements. One report has suggested that the 1–84 PTH
‘bio-intact’ or ‘whole’ assay is a better predictor of mortality
than so-called iPTH assays.30 However, this finding needs
to be confirmed. Therefore, the Work Group does not
recommend the routine use of 1–84 (‘bio-intact’ or ‘whole’)
PTH assays at present. On the basis of these observational data, the Work Group considered that levels of
iPTH less than two or greater than nine times the upper
limit of normal for the PTH assay used represent extreme
ranges of risk.
It is important to recognize that there are no RCTs
showing that treatment to achieve a specific PTH level results
in improved outcomes. In addition, there are no interventional RCTs that establish a ‘cause and effect’ relationship
between the observed outcomes and the measured biochemical variables; the observational data cannot fully evaluate
benefits and harm and are inherently biased. The analysis of
such relationships is further complicated by the clinical
‘reality’ that these laboratory parameters do not move in
isolation from one another, but rather change in often
unpredictable ways depending on the levels of other
parameters. This is best demonstrated by the work of Stevens
et al.,380 which assessed various biochemical combinations in
concert with dialysis vintage and found that specific risks
varied significantly according to three-pronged constellations. Thus, the RR for mortality was greatest when
levels of serum calcium and phosphorus were elevated in
conjunction with low levels of iPTH, and was lowest with
normal levels of serum calcium and phosphorus in
combination with high levels of iPTH. In addition, duration
of dialysis significantly affected the results. A DOPPS
study also evaluated combinations of serum parameters of
mineral metabolism and reached slightly different conclusions.33 For example, in the setting of an elevated serum
PTH (4300 pg/ml (31.8 pmol/l)), hypercalcemia (410 mg/dl
(2.5 mmol/l)) was associated with increased mortality risk
even with normal serum phosphorus levels (Figure 16).
Thus, future studies aimed at risk-stratifying patients with
CKD should look at combinations of various biochemical
abnormalities, rather than isolated parameters. At present,
the Work Group felt that clinicians should avoid extreme
ranges of PTH, and interpret changes in PTH together with
calcium and phosphorus levels to guide therapy. Serum PTH,
calcium, and phosphorus are all expected to change with
PTH-altering treatments. As extreme values of these
Kidney International (2009) 76 (Suppl 113), S50–S99
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Figure 16 | Risk of all-cause mortality associated with
combinations of baseline serum phosphorus and calcium
categories by PTH level. HR, hazard ratio; PTH, parathyroid
hormone. Reprinted with permission from Tentori et al.33

biochemical parameters have been linked to adverse patient
outcomes in large observational studies, it is important to
monitor serum levels of calcium and phosphorus during
PTH-altering treatments more frequently.
4.2.4 In patients with CKD stage 5D and elevated or rising
PTH, we suggest calcitriol, or vitamin D analogs, or
calcimimetics, or a combination of calcimimetics
and calcitriol or vitamin D analogs be used to lower
PTH (2B).
K It is reasonable that the initial drug selection for
the treatment of elevated PTH be based on serum
calcium and phosphorus levels and other aspects of
CKD–MBD (not graded).
K It is reasonable that calcium or non-calcium-based
phosphate binder dosage be adjusted so that
treatments to control PTH do not compromise
levels of phosphorus and calcium (not graded).
K We recommend that, in patients with hypercalcemia, calcitriol or another vitamin D sterol
be reduced or stopped (1B).
K We suggest that, in patients with hyperphosphatemia, calcitriol or another vitamin D sterol
be reduced or stopped (2D).
K We suggest that, in patients with hypocalcemia,
calcimimetics be reduced or stopped depending on
severity, concomitant medications, and clinical
signs and symptoms (2D).
K We suggest that, if the intact PTH levels fall
below two times the upper limit of normal for
the assay, calcitriol, vitamin D analogs, and/or
calcimimetics be reduced or stopped (2C).
The Work Group asked if there were differences between the
various therapies used to lower PTH in their effects on
biochemical indices of CKD–MBD, bone, vascular calcification, or clinical end points. A systematic search was
undertaken to evaluate RCTs of vitamin D, calcitriol, or
any vitamin D analog vs each other or with placebo in
individuals with CKD stage 5D. The a priori criteria chosen
Kidney International (2009) 76 (Suppl 113), S50–S99

by the Work Group for inclusion of an RCT were duration of
at least 6 months and a sample size of at least 50, except for
bone biopsy studies and studies evaluating children, which
were included with a sample size of 10. Importantly, our
recommendations parallel recent Cochrane reviews, which
were inclusive of all studies and found similar results for
calcitriol and its analogs8 and for calcimimetics.381 Studies
evaluated with the KDIGO systematic review are reviewed
below by end point (see Tables 33–36).
a)

Patient-centered end points: No RCTs of patients
with CKD have specifically evaluated the effect of
vitamin D, calcitriol, or vitamin D analogs on
patient-level outcomes (mortality, fracture, quality
of life, hospital admission, and cardiovascular outcomes), and observational data are inconclusive.
There are no studies of either moderate or high
quality that show a beneficial or harmful effect of
calcimimetics on mortality, CVD, hospitalization,
fractures, or quality of life.

Vitamin D, calcitriol, or its analogs. (Tables 34, 35) Patients
with all stages of CKD, particularly those on dialysis, have
greatly increased mortality and morbidity compared with the
general population. Patient-level outcomes of vitamin D
therapy that were considered to be of critical or high
importance included mortality, cardiovascular events, rates of
hospital admission, parathyroidectomy, fracture, musculoskeletal pain, and quality of life. No RCT evaluated mortality,
cardiovascular events, hospitalizations, quality of life, or
fracture as a primary or secondary end point.
Although the effects of vitamin D therapy on mortality
have not been studied in prospective RCTs, recent retrospective observational studies have suggested that survival on
dialysis may be improved by vitamin D therapy.45,328,382,383
Furthermore, in the large historical cohort study that
compared treatment with the vitamin D2 derivative,
paricalcitol, with calcitriol, treatment with the former was
reported to provide a survival advantage over the latter.384
However, this finding was not confirmed (after adjustment
for laboratory values and clinical standardized mortality) in
another report that also assessed the vitamin D2 derivative,
doxercalciferol,383 or in a more recent DOPPS analysis.385 In
addition, in the latter analysis, no relationship was detected
between the use of vitamin D and outcome using an
instrumental-variable approach. However, using a patientlevel approach, there was an apparent survival benefit for
vitamin D usage, as previously reported, suggesting a
significant degree of residual confounding. Therefore,
evidence from these observational studies could not be used
in the development of this guideline when applying the
Grades of Recommendation Assessment, Development, and
Evaluation approach (GRADE), which requires consistent
evidence of an association with an RR42 (or an HRo0.5)
from two or more observational studies, with no plausible
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confounders. None of these studies achieved an RR42 (or an
HRo0.5). Furthermore, authors of these studies pointed to a
number of potential confounders and, importantly, there is
inconsistency in findings among the published studies. Thus,
RCTs are needed to confirm these findings.
Calcimimetics. All-cause hospitalization, quality of life,
fractures, and parathyroidectomy were defined as outcomes of
high importance and were evaluated in a secondary analysis386
of prospective RCTs387,388 that evaluated cinacalcet vs placebo
(with the majority of both groups receiving calcitriol or an
analog). This analysis reported no statistically significant
differences in mortality or all-cause hospitalizations, but a
reduction in cardiovascular hospitalization. No differences in
quality of life were detected using the Cognitive Functioning
scale from the Kidney Disease Quality of Life instrument, but
improvements were seen in some domains using the Medical
Outcomes Study Short Form 36 (SF-36). The number of
fractures and parathyroidectomies in cinacalcet-treated patients
was significantly reduced compared with that in those receiving
placebo. However, data were sparse for fracture and, although
the RR for parathyroidectomy was 0.07 (95% CI 0.01–0.55),
there was no description of the indications or protocol for
parathyroidectomy, hence the overall quality for both these
outcomes was classified as very low.
For all of these clinical outcomes, there were serious
methodological limitations, because they were not predefined
as either primary or secondary outcomes for RCTs and
were taken from the safety data of prospective trials, creating
a probable reporting bias. Furthermore, the length of the
follow-up varied among patients and, at most, 266 had a
1-year follow-up from the total of 1184, with some having
only a 6-month follow-up. More of the control patients
agreed to follow-up (138 placebo vs 128 cinacalcet), although
a much higher number were randomized to cinacalcet. In
addition, quality of life was measured at variable points
during the study, but the results were evaluated together, and
only 876 out of 1184 individuals had their quality of life data
evaluated. In both the Block et al.387 and Lindberg et al.388
studies, the percentage of dropouts was high, and it was
not clear whether those who dropped out when their PTH
was o250 pg/ml (26.5 pmol/l) were counted as successes
or failures. The overall quality of evidence for mortality,
hospitalization, and quality of life was thus deemed low.
b)

Vascular calcification: There are no conclusions as to
the effect of calcitriol or vitamin D analogs or
calcimimetics on cardiovascular calcification, as these
relationships have not been adequately evaluated in
humans.

Only one RCT of calcitriol that met our inclusion criteria
evaluated any measure of cardiovascular calcification.101 In
that study of calcitriol vs placebo, plain X-rays of the hands,
chest, pelvis, and feet were assessed. No differences were
reported for the development or progression of CAC or for
the calcification of the vessels of the hands, feet, or pelvis.
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However, vascular calcification was only evaluated in patients
without radiological evidence of bone disease, and this
number was not provided, creating a potential bias. Furthermore, aluminum hydroxide was used for phosphate control,
the dialysate calcium level was 1.65 mmol/l (3.3 mEq/l), and
hypercalcemia was common. There are no studies evaluating
the effect of cinacalcet on vascular calcification in humans.
Thus, the Work Group felt these data were insufficient to
reach any conclusions.
c)

Bone histology: On the basis of bone biopsy studies, the
use of calcitriol or vitamin D analogs is associated with
an improvement of osteitis fibrosa and mineralization,
and a reduction of bone turnover. The latter may
increase the risk of developing adynamic bone disease.
There are insufficient data to determine the effect of
cinacalcet on bone histomorphometry.

Calcitriol and its analogs. (Supplementary Table 32) Two
studies evaluated patients with CKD stage 5D, one in adults
and one in children.
Baker et al.101: Bone biopsies were taken from 54 patients
at baseline and from 20 patients after 12–57 months of followup; the results were published in 1986. The bone biopsies were
separated into categories of normal, osteomalacia, osteitis
fibrosa, and mixed osteodystrophy on the basis of a visual
assessment by the investigator. No tetracycline labels were
given; therefore, some of the patients who were designated as
normal could have had adynamic bone disease. The majority
of the patients had positive aluminum staining. Turnover:
None of the follow-up biopsies showed an improvement in
turnover as indicated by a change to the normal category.
Bone turnover became too high (normal to osteitis fibrosa or
mixed) in 50% of patients taking placebo and in 10% of those
taking calcitriol, and too low (normal to osteomalacia) in 30%
of the calcitriol group. Thus, turnover worsened in 50% of the
placebo and in 40% of the calcitriol-treated individuals.
Mineralization: It worsened (normal to osteomalacia or mixed)
in 40% of placebo-treated patients and in 30% of calcitrioltreated patients. Volume: No data were provided. Overall,
calcitriol may have retarded the development of osteitis
fibrosa, but it may have contributed to low bone turnover.
Salusky et al.18: This clinical trial included 46 children
undergoing PD. They were randomly assigned to oral or
intraperitoneal calcitriol for 12 months. The group receiving
intraperitoneal dosing had lower PTH values, but the bone
biopsy data were not significantly different between groups.
Turnover: Improvement was seen in 23% of oral and in 36%
of intraperitoneal treatment groups (all from improved
osteitis fibrosa), but a worsening of turnover was seen in
41% of those receiving oral treatment and in 44% of those
given intraperitoneal treatment (mostly development of
adynamic bone disease). Mineralization: This parameter
improved in 6% of the oral treatment group. Volume: No
changes were reported. Overall, there were no significantly
Kidney International (2009) 76 (Suppl 113), S50–S99
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different bone biopsy findings between these two different
routes of administration.
Calcimimetics. (Supplementary Table 36) There is only one
RCT on the effect of cinacalcet vs standard treatment on bone
histomorphometry in patients with CKD stage 5D, using repeat
bone biopsies at time zero and 12 months.389 Patients receiving
HD who had HPT, defined by serum iPTH4300 pg/ml
(31.8 pmol/l), were randomly given cinacalcet or placebo for a
year. Tetracyline-labeled bone biopsies were performed before
and after therapy in 13 placebo and in 19 cinacalcet patients.
Although all had a high serum PTH, five patients did not have
an increased bone turnover at baseline. Turnover: In placebo
biopsies, 45% showed an improved turnover (one patient
increased from adynamic to normal and the rest decreased
toward normal) and 23% showed an increased (worsened)
turnover. In cinacalcet biopsies, 26% showed a decreasing
(improved) turnover and 26% showed a worsened turnover
(three patients developed adynamic bone disease and, in two
patients, an abnormally high turnover became higher). Mineralization: None of the patients had overt osteomalacia, and the
change in median MLT was the same in placebo and cinacalcet
groups. Some of the biopsies had an abnormally high MLT, but
details were not presented. Bone volume: It increased slightly but
not significantly in the cinacalcet group, and did not change in
the placebo group. Overall, there were no significant differences
between groups on the basis of histomorphometry. The study
was limited by a small sample size.
d)

Biochemical end points: The use of calcitriol or
vitamin D analogs is effective in decreasing serum
PTH levels and ALP levels, but may increase calcium
and phosphorus levels.
The use of cinacalcet lowers serum PTH, calcium,
phosphorus, the calcium phosphorus product, and
b-ALP in patients with CKD stage 5D.

Despite potential theoretical benefits, data are
lacking in CKD stage 5D patients to support treatment
to increase levels of 25(OH)D in patients on dialysis. No
RCTs of treatment with cholecalciferol or ergocalciferol were
identified, but one uncontrolled study reported biochemical
responses to 6 months of treatment with oral 25(OH)D3
given to patients on HD.390 In that study, levels of b-ALP
improved toward the normal range over 6 months and
levels of PTH, calcium, and phosphorus improved toward
the KDOQI target ranges in some patients. AEs, such as
hyperphosphatemia, were infrequent.
Vitamin D.

Calcitriol and its analogs
PTH suppression: (Tables 34 and 35) In patients with CKD

stage 5D, PTH levels were effectively suppressed by calcitriol
compared with placebo in a study by Baker et al.101 conducted from 1977 to 1982.101 The placebo arm of that study
had a higher median PTH level at baseline. (Supplementary
Tables 30, 31) Levels of calcium increased for calcitriol
Kidney International (2009) 76 (Suppl 113), S50–S99

compared with placebo. In another study of calcitriol
compared with maxacalcitol (available in Japan), within-arm
PTH levels fell significantly in both groups.391 In that study,
doses of calcitriol and maxacalcitol were reduced or ceased if
levels of calcium were 42.87 mmol/l or levels of iPTH were
o15.9 pmol/l. Within-arm calcium levels rose significantly and
there was a trend toward increased phosphate levels, which did
not differ between the arms. An average of 20% of patients
withdrew from this study, which was not powered adequately
to show differences between the treatment groups. Sprague
et al.392 studied CKD stage 5D patients randomized in
1995–1996 to calcitriol and paricalcitol, using a 1:4 dosing
ratio of calcitriol to paricalcitol. Doses were titrated at 4-week
intervals to achieve a 50% or more reduction in levels of PTH,
with doses modified when calcium levels exceeded 2.87 mmol/l,
Ca  P exceeded 6.05 mmol2/l2 for 2 weeks, or levels of PTH
were o10.6 pmol/l. PTH levels fell significantly in both arms,
and approximately 60% of patients in both groups achieved a
X50% reduction in levels of PTH at the end of the study
period. Hypercalcemia occurred at least once in 68% of
calcitriol-treated patients and in 83% of paricalcitol-treated
patients (a nonsignificant difference), and hyperphosphatemic
episodes were reported to be comparable. In a secondary
analysis of this study, patients treated with paricalcitol
showed more rapid reductions of PTH with fewer sustained
episodes of hypercalcemia and/or an elevation of Ca  P
(18 vs 38%, P ¼ 0.008). This composite outcome was defined
as two consecutive measurements of corrected total calcium
411.5 mg/dl (2.87 mmol/l) and/or Ca  P475 mg2/dl2
(6.05 mmol2/l2) for at least one period of four consecutive
blood draws. The authors point out that lower doses of
paricalcitol (using a 1:3 ratio) may have increased the time
taken by paricalcitol to lower levels of PTH but decreased
the incidence of hypercalcemia and hyperphosphatemia in
paricalcitol-treated subjects.
Calcium: Support for the use of newer vitamin D
analogs (22-oxacalcitriol, doxercalciferol, paricalcitol, and
falecalcitriol) is based on experimental studies showing
a similar or superior dose-equivalent suppression of PTH
with less calcemic and/or phosphatemic activity.393 Therefore, the included RCTs were assessed for these end points.
For calcitriol vs 22-oxacalcitriol (maxacalcitol),391 there were
no significant between-arm differences in any laboratory
biochemical parameter, although initially, calcium levels rose
more rapidly in response to therapy with maxacalcitol.
Outcomes of the earlier (1995–1996) study of calcitriol vs
paricalcitol have been described above.392
Alkaline phosphatases: For CKD stage 5D, median total
ALP values were lower for calcitriol than for placebo,101 and
b-ALP values did not differ between treatments with
calcitriol and maxacalcitol.391 Similar findings were reported
in a recent meta-analysis that assessed responses to vitamin D
compounds in CKD using more liberal inclusion criteria.8
This review also found no differences in levels of total ALP
for intravenous (i.v.) vs oral vitamin D therapy (four studies)
or for intermittent vs daily therapy (two studies).
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Route of administration: Another question is the relative

efficacy of the administration of i.v. compared with
oral calcitriol or its analogs. Owing to a lack of comparative
data in the included studies, no conclusions could be
reached for preferred routes of administration or for dosing
frequency. A meta-analysis of vitamin D therapy that included
additional studies has reported that i.v. administration of
vitamin D was superior to oral administration in reducing endof-treatment PTH levels.8 However, there was significant
heterogeneity in this analysis, and when one study that used
higher i.v. doses of vitamin D was removed,394 there were no
differences in the levels of PTH. Levels of serum phosphorus
were marginally but significantly lower for the i.v. route
(weighted mean difference –0.10 mmol; CI 0.19 to 0.01)
with no differences in episodes of hypercalcemia or in levels of
ALP. No differences were observed for daily compared with
less-frequent intermittent administration.
Calcimimetics. A change in PTH was deemed as a
moderately important outcome at the outset of the review
(Tables 35, 36 and Supplementary Tables 34, 35). The primary
outcome in the RCTs conducted by Block et al.387 and Lindberg
et al.388 was the percentage of patients with iPTHp26.5 pmol/l.
In both studies, significantly more patients achieved this
outcome with cinacalcet (43% in Block’s study and 39% in
Lindberg’s). The percentage of patients with a X30% reduction
in iPTH was also significantly higher for cinacalcet. The
methodological quality of these studies was graded B because of
the relatively short duration of follow-up (26 weeks), the
relatively high percentage of patients who dropped out before
the evaluation time point (26–32% in cinacalcet-treated subjects
vs 22–24% in the control arm), and because of concerns with
regard to the generalizability of the studies to patient care
because the assay for PTH (the primary measured end point)
suffers from methodological problems, including reproducibility (see Chapter 3.1). In addition, one study395 was not
analyzed on an intention-to-treat basis, the outcome definitions
were shifted compared with the parent protocol, and one of the
three studies differed with respect to the inclusion criteria
governing the percentage of individuals with very high baseline
levels of PTH. Both Block’s and Lindberg’s studies387,388 showed
that cinacalcet significantly reduced the mean percentage of
serum calcium, phosphorus, and Ca  P, which were secondary
outcomes of both, with no major inconsistencies. The study by
Moe et al.395 showed that significantly more patients achieved
the KDOQI targets when given cinacalcet than when they
underwent the optimal standard treatment. The methodological
quality for these end points was graded B because of the
dropout rate and the other outcomes reported in the paragraph
on PTH above. The quality of evidence for these moderately
important outcomes was moderate overall. The study by Block
et al.387 reported a lowering of the circulating levels of b-ALP
(a bone turnover marker) toward normal in the cinacalcet
compared with the control arms. No ALP data (total or bone
specific) were provided in other studies.
The ACHIEVE study assessed the use of cinacalcet plus
paricalcitol/doxercalciferol vs flexible vitamin D analog
S80

therapy,396 although this study did not fulfill our inclusion
criteria in terms of duration. The proportion of patients
reaching the KDOQI targets for PTH and Ca  P was higher
with the combined therapy (21 vs 14%), although this did
not reach significance. Of those using cinacalcet plus vitamin
D analogs, 19% had iPTH levels o150 pg/ml and only
8% achieved all KDOQI targets for calcium, phosphorus,
PTH, and Ca  P compared with 0% using flexible vitamin D
analog treatment. No other RCTs comparing calcitriol or
vitamin D analogs with calcimimetics, nor comparing
different combinations of therapy, are available. Thus, the
Work Group could not recommend one therapy, or
combination therapy, over another.
Integrating therapies that alter PTH and phosphorus levels.

Therapeutic interventions to suppress PTH, but which may
compromise levels of calcium and phosphorus, may not be
beneficial. Therefore, the use of phosphate binders is an
important component of any integrated approach to PTH
control, because a dose modification of binders can ameliorate
unwanted changes in levels of calcium and phosphorus caused
by calcitriol, vitamin D analogs, and calcimimetics. In addition, phosphate binders affect levels of iPTH independently.
Calcium-based binders increase serum calcium, which suppresses PTH through the CaR, whereas a reduction in serum
phosphorus by calcium- or non-calcium-based binders
reduces PTH production at the posttranscriptional level.
SPECIAL CONSIDERATIONS IN CHILDREN

Calcitriol has been studied in RCTs in 102 children with
CKD stage 5D and in some children with earlier stages of
CKD (Table 30). Only one study was placebo controlled
(Greenbaum, n ¼ 42),397 whereas the others compared varying
dosages (daily vs twice weekly; oral vs i.v.). In 46 patients
on PD studied for 1 year, equivalent calcitriol doses were
given either i.v. or orally thrice weekly. The groups showed a
similar improvement in histomorphometric changes of
secondary HPT at follow-up bone biopsy and adynamic
bone disease developed in both groups. Intravenously
administered calcitriol reduced iPTH levels significantly and
raised calcium levels, whereas orally administered calcitriol did
not lead to a reduction in the levels of iPTH (values remaining
above KDOQI suggested target levels), but increased serum
phosphorus. In a 12-week study, calcitriol therapy led to
a 430% decrease in iPTH when compared with placebo,
and in 24 patients studied for 1 year, daily calcitriol was
superior to twice weekly calcitriol for the control of secondary
HPT. Another study of paricalcitol compared with placebo
in 29 children on maintenance HD showed a 430% reduction in iPTH over a 12-week period. There are insufficient
data to recommend one vitamin D sterol over another. In
addition, there are no studies evaluating calcimimetics
in children.
ADVERSE EVENTS
Calcitriol and its analogs.

(Supplementary Table 28) For the
study comparing calcitriol and placebo, 16% of patients
Kidney International (2009) 76 (Suppl 113), S50–S99
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treated with calcitriol and 5% treated with placebo discontinued treatment because of hypercalcemia.101 Parathyroidectomy rates were 13% for calcitriol (five patients with
parathyroid hyperplasia) and 5% for placebo (one patient
with a parathyroid adenoma and one with hyperplasia).
For maxacalcitol vs calcitriol, calcium levels411.5 mg/dl
(2.87 mmol/l) occurred in 5 vs 2%, respectively (two
measurements in two patients vs two measurements in one
patient), and phosphorus levels 46.1 mg/dl (1.94 mmol/l)
occurred in 68 vs 64%,391 but no patient discontinued treatment because of adverse effects of therapy. For paricalcitol vs
calcitriol, calcium levels 411.5 mg/dl (2.87 mmol/l) and/or a
Ca  P46.05 mmol2/l2 occurred in 68% of paricalcitol- and
64% of calcitriol-treated patients.392
Calcimimetics. (Supplementary Table 37) Nausea and
vomiting are the most frequently reported AEs in studies
by Block et al.,387 Lindberg et al.,388 and Moe et al.395 In the
cinacalcet-treated group, nausea occurred consistently,
approximately one-and-a-half times more frequently, and
vomiting occurred about twice as often. Serious AEs that may
or may not have been treatment related occurred in about a
quarter of patients in both the treatment and placebo groups
in Lindberg’s study. Approximately twice as many patients in
the cinacalcet group, in both Block’s (15%) and Lindberg’s
(9%) studies, discontinued treatment because of side effects,
principally nausea, vomiting, and other gastrointestinal events.
In both Block’s and Lindberg’s studies, 5% of patients in the
cinacalcet groups and less than 1% of those in the control
groups had serum calcium values that fell below 7.5 mg/dl
(1.9 mmol/l). Hypocalcemic episodes were transient and rarely
associated with symptoms. In a safety and efficacy 26- to
52-week extension study reported by Sterrett et al.,15 treatment
with cinacalcet was considered to be safe and effective. AEs
(principally nausea and vomiting) caused the discontinuation
of therapy in 10% of those treated with cinacalcet and in 0% of
controls, whereas 3% of controls withdrew for parathyroidectomy but none treated with cinacalcet. At 12 months, there
was no difference in the use of vitamin D (64 vs 63%:
cinacalcet vs placebo) or phosphate binders (92 vs 96%), and
elemental calcium ingested per meal did not differ between
the groups (930±641 vs 940±625 mg).
4.2.5 In patients with CKD stages 3–5D with severe
hyperparathyroidism (HPT) who fail to respond
to medical/pharmacological therapy, we suggest
parathyroidectomy (2B).
There are no studies evaluating parathyroidectomy of either
moderate or high quality that show a beneficial or harmful
effect of this treatment on mortality, CVD, hospitalization,
fractures, or quality of life; on bone and cardiovascular outcome; or on biochemical outcomes. However,
parathyroidectomy performed by an expert surgeon generally
results in a marked, sustained reduction in levels of serum
PTH, calcium, and phosphorus. Subtotal parathyroidectomy
or total parathyroidectomy with autotransplantation effecKidney International (2009) 76 (Suppl 113), S50–S99

tively reduces elevated levels of iPTH, calcium, phosphorus,
and ALP. An improvement in these biochemical parameters is
reported to be maintained at 1, 2, and up to 5 years
postoperatively, despite a relatively high incidence of recurrent
HPT or persisting hypoparathyroidism in some studies.401404
There is no evidence that total parathyroidectomy with
immediate ectopic parathyroid tissue reimplantation is
superior or inferior to subtotal parathyroidectomy. Total
parathyroidectomy without immediate parathyroid tissue
reimplantation may be contraindicated in patients with CKD
stage 5D on a waiting list for kidney transplantation.
Most patients who undergo parathyroidectomy exhibit an
improvement in biochemical parameters, but comparisons
between medical and surgical therapy for outcomes of
morbidity and mortality are difficult to assess. In the absence
of RCTs, the available observational studies that compare
surgically and medically managed patients are open to
important patient selection biases that limit the validity of
their findings. Individuals considered for parathyroidectomy
differ from those who enrolled in cinacalcet studies. The
study with the largest sample size is that of Kestenbaum
et al.,405 showing lower long-term mortality in patients who
underwent parathyroidectomy compared with a matched
cohort. However, this is a retrospective, observational study.
Short-term, postoperative mortality was high at 3.1% and the
better long-term outcome after parathyroidectomy may be
due to selection bias, as in the study by Trombetti et al.406 In
that study, patients undergoing parathyroidectomy were
younger and had fewer comorbidities. However, when the
authors proceeded toward a case–control analysis, this
difference was no longer significant.
Owing to a lack of RCTs of medical vs surgical therapy of
HPT, these management strategies are difficult to compare.
For patients unsuitable for surgery or awaiting elective
surgery, a case can be made for the availability of medical
therapies, including cinacalcet. For patients able to undergo
surgery, parathyroidectomy is generally considered when
HPT is severe and refractory to medical management, usually
after a therapeutic trial of calcitriol, a vitamin D analog, or
cinacalcet as suggested above.
Parathyroidectomy could also be considered when medical
management to reduce levels of iPTH results in unacceptable
rises in levels of serum calcium and/or phosphorus (as occurs
frequently using calcitriol or vitamin D analogs), or when
medical management is not tolerated because of AEs.
Determining what constitutes ‘refractory HPT’ may be
difficult. Clearly, the higher the PTH, the less likely the
gland is to involute in response to medical therapy. When
severe HPT is present, with levels of PTH4800 pg/ml
(85 pmol/l) using a second-generation PTH assay, 22% of
patients are reported to achieve levels of iPTHo300 pg/ml
(32 pmol/l) with cinacalcet therapy. On the other hand,
81% with mild HPT (iPTH 300–500 pg/ml (32–53 pmol/l))
and 60% with moderate HPT (iPTH 500–800 pg/ml
(53–85 pmol/l)) are reported to achieve reductions in serum
iPTH to o300 pg/ml (32 pmol/l).395
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RESEARCH RECOMMENDATIONS

Well-designed RCTs on the use of vitamin D, calcitriol, and
vitamin D analogs in CKD stages 3–5 and stage 5D are
required to address a number of issues of clinical importance.
These trials should include reporting of allocation concealment, blinding of participants, investigators and outcome
assessments, patients lost to follow-up, and AEs:
K In a prospective RCT, does the use of vitamin D, calcitriol,
or a vitamin D analog influence patient-level outcomes,
including cardiovascular events, rates of hospital admission, parathyroidectomy, fracture, musculoskeletal pain,
quality of life or, in CKD stages 3–5, the risk of progression
or of requiring renal replacement therapy?
K In a prospective RCT, do any of the newer vitamin D
analogs provide a survival advantage over the use of
alfacalcidol or calcitriol?
K In a prospective RCT to assess the current dialysis
population, do laboratory outcomes differ for newer
vitamin D analogs vs doses of calcitriol or alfacalcidol,
which are equipotent for PTH lowering?
K In
a prospective RCT, what is the influence of
cholecalciferol or ergocalciferol on patient-level outcomes, surrogate biochemical outcomes, and AEs in
CKD stages 3–5 and stage 5D?
K In a prospective RCT, what is the effect of vitamin D,
calcitriol, or vitamin D analogs vs placebo or control on
bone outcomes, particularly on the normalization of
bone histomorphometry?
K In the management of secondary HPT, particularly
in relation to patient-level and bone outcomes,
how do vitamin D, calcitriol, or vitamin D analogs
compare in terms of efficacy and AEs with calcimimetic
cinacalcet?
K When using vitamin D, calcitriol, or vitamin D analogs,
does the route of administration or the dosing schedule
influence efficacy or AEs?
K RCTs with a sufficient length of follow-up are required to
determine whether clinical outcomes—including all-cause
mortality, cardiovascular and cerebrovascular morbidity,
fractures, bone pain, hospitalization, parathyroidectomy
rate, and quality of life—are improved by cinacalcet
administration in patients with HPT associated with CKD.
There is an ongoing study, EVOLVE (NCT00345839,
www.clinicaltrials.com), which is evaluating a primary end
point of all-cause mortality, nonfatal cardiovascular events,
time to mortality, and time to cardiovascular events after a

K

4-year follow-up. EVOLVE is due to report in 2012. AEs
should be recorded to provide a balanced view of benefit vs
harm.
Further RCTs are required to directly compare treatment
of HPT with cinacalcet vs calcitriol/vitamin D analogs, and
to establish the optimal use of cinacalcet in combination
with phosphate binders and vitamin D sterols.

Supplementary Table 24. Overview table of selected studies demonstrating the risk relationships between hormonal parameters of PTH, vitamin
D, and mortality in CKD stages 3–5 and 5D.
Supplementary Table 25. Summary table of the treatment of
CKD–MBD with calcitriol or vitamin D analogs vs placebo in CKD
stages 3–5—description of population at baseline.
Supplementary Table 26. Summary table of the treatment of
CKD–MBD with calcitriol or vitamin D analogs vs placebo in CKD
stages 3–5—intervention and results.
Supplementary Table 27. Summary table of the treatment of
CKD–MBD with calcitriol or vitamin D analogs vs placebo in CKD
stages 3–5—bone biopsy results.
Supplementary Table 28. Adverse events of calcitriol or vitamin D
analogs in CKD stages 3–5D.
Supplementary Table 29. Ongoing RCTs examining the effect of
vitamin D, calcitriol, or vitamin D analogs on CKD–MBD in CKD
stages 3–5.
Supplementary Table 30. Summary table of the treatment of
CKD–MBD with calcitriol vs placebo or vitamin D analogs in CKD
stage 5D—description of population at baseline.
Supplementary Table 31. Summary table of the treatment of
CKD–MBD with calcitriol vs placebo or vitamin D analogs in CKD
stage 5D—intervention and results.
Supplementary Table 32. Summary table of the treatment of
CKD–MBD with calcitriol vs placebo or vitamin D analogs in CKD
stage 5D—bone biopsy results.
Supplementary Table 33. Ongoing RCTs examining the effect of
vitamin D, calcitriol, or vitamin D analogs on CKD–MBD in CKD
stage 5D.
Supplementary Table 34. Summary table of RCTs examining the
treatment of CKD–MBD with calcimimetics in CKD stage 5D—
description of population at baseline.
Supplementary Table 35. Summary table of RCTs examining the
treatment of CKD–MBD with calcimimetics in CKD stage 5D—
intervention and results.
Supplementary Table 36. Summary table of RCTs examining the
treatment of CKD–MBD with calcimimetics in CKD stage 5D—bone
biopsy results.
Supplementary Table 37. Adverse events of calcimimetics vs placebo
in CKD stage 5D.
Supplementary Table 38. Ongoing RCTs examining the effect of
calcimimetics on CKD–MBD.
Supplementary material is linked to the online version of the paper at
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Table 30 | RCTs of calcitriol or other vitamin D analogs in children with CKD
Author (year)
18

Salusky (1998)
Kuizon (1998)398
Schmitt (2003)399
Greenbaum (2005)397
Greenbaum (2007)400

N

Population

F/U

Study design

Arm 1

Arm 2

Outcomes

46

PD

12 months

RCT

Oral calcitriol

Intraperitoneal calcitriol

Bone Bx, Ca, P, PTH, calcitriol

24
42
29

CKD 3–5
HD
HD

12 months
12 weeks
12 weeks

RCT
RCT
RCT

Daily calcitriol
Calcitriol
Paricalcitol

Twice weekly calcitriol
Placebo
Placebo

iPTH, growth, Ca  P
PTH, Ca, Ca  P,
Ca, P, Ca  P, PTH

Bx, biopsy; Ca  P, calcium–phosphorus product; CKD, chronic kidney disease; F/U, follow-up; HD, hemodialysis; iPTH, intact parathyroid hormone; N, number of subjects;
PD, peritoneal dialysis; PTH, parathyroid hormone; RCT, randomized controlled trial.
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Table 31 | Evidence matrix of calcitriol or vitamin D analogs vs placebo in CKD stages 3–5
Methodological quality
A
Outcome

Author

B

N (on agent)

F/U

Author

C

N (on agent)

F/U

Author

Adverse event reporting

N (on agent)

F/U

Mortality

—

—

—

—

—

—

—

—

—

Clinical CVD
Hospitalization
CKD clinical outcomes

—
—
—

—
—
—

—
—
—

—
—
—

—
—
—

—
—
—

—
—
—

—
—
—

—
—
—

QoL
Fractures
PTx
Bone density
Bone histology

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

Vascular/valvular calcification
GFR loss

—
—

—
—

—
—

—
—

—
—

—
—

Coyne (2006)377
Coburn (2004)376
Coyne (2006)377

220 (107)
55 (27)
220 (107)

6 months
6 months
6 months

Hamdy (1995)97
Kooienga (2009)374
Hamdy (1995)97
Coburn (2004)376

176 (89)
322 (214)
176 (89)
55 (27)

24 months
24 months
24 months
6 months

—

—

—

Lab: Ca, P, PTH
Lab: ALP, b-ALP
Lab: Bicarbonate
Adverse events

—
—
—
—
Hamdy (1995)97
Nordal (1988)102
—
Coyne (2006)377
Hamdy (1995)97
Coburn (2004)376
—
Kooienga (2009)
—

374

—
—
—
—
134 (72)
30 (15)
—
220 (107)
176 (89)
55 (27)
—

24
8
6
24
6

—
—
—
—
months
months
—
months
months
months
—

Author

N (on agent)

F/U

Coyne (2006)
Hamdy (1995)97
Coburn (2004)376
Coburn (2004)376
—
Hamdy (1995)97
Coburn (2004)376
Nordal (1988)102
—
—
—
—
—

220 (107)
176 (89)
55 (27)
55 (27)
—
176 (89)
55 (27)
30 (15)
—
—
—
—
—

6 months
24 months
6 months
6 months
—
24 months
6 months
8 months
—
—
—
—
—

—
—

—
—

—
—

—

—

—

377

322 (214)

24 months

—

—

—

—

—

—
Coyne (2006)377
Hamdy (1995)97
Coburn (2004)376
Nordal (1988)102

—
220 (107)
176 (89)
55 (27)
30 (15)

—
6 months
24 months
6 months
8 months

ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, follow-up; GFR, glomerular filtration rate; N, number of subjects; PTH, parathyroid hormone;
PTx, parathyroidectomy; QoL, quality of life.
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Summary of findings

Outcome
Mortality

Clinical CVD and CeVDb
All-cause hospitalization
CKD clinical outcomes
Quality of life
Fractures
PTx
Bone density
Bone histology

Vascular/valvular
Calcification
GFR Loss

No. of studies
and study
design

Total N (N on
study drug)

—- - - - - - - - —
- - - - AE from 3 RCTs 451 (223)

-

—- - - AE from
1 RCT
—
—
- - - - AE from
3 RCTs
—
—
—
—
2 RCTs
-

-

-

-

-

—
- -

-

-

-

Methodological
quality of studies

-

-

-

-

-

-

55 (27)

-

-

-

—
—
- - -

-

-

-

261 (131)
—
—
—
—
164 (87)

-

-

-

—- - - - - - Very serious
limitations (2)
—
- - - - - - - Very serious
limitations (2)
—
—
- - - - - - - Very serious
limitations (2)
—
—
—
—
Very serious
limitations (2)
-

Consistency
across studies
-

-

-

-

-

-

-

-

—
- —

-

-

-

-

-

-

-

-

-

-

——

-

-

-

-

-

-

-

——

-

-

-

-

-

-

-

-

—
- —

-

-

-

-

-

-

-

-

-

-

——

-

-

-

-

-

-

-

-

-

-

-

-

-

Other considerationsa

——

-

-

Directness of the
evidence generalizability/ applicability

—
—
- —

-

-

-

-

-

-

-

—
—
- - —

-

-

-

-

-

-

-

-

-

—
—
- —

-

-

-

-

-

-

Quality of
evidence for
outcome

Qualitative and quantitative
description of effect

Importance of
outcome

Very low

Unable to assess

Critical

Very low

Unable to assess

Critical

—

—

High

Very low

Unable to assess

High
High
High
High
Moderate
Moderate

-

—
—
—
—
No important
inconsistencies

—
—
—
—
Some uncertainty
about directness
(1)c

—
—
—
—
—

—
—
—
—
Low

—

—

—

—

—

—

—

—
—
—
—
Osteitis fibrosa (high turnover) but
also more cases of adynamic bone
(low turnover). Mineralization
improves with calcitriol. Volume
is not different from placebo
—

3 RCTs

451 (223)

Very serious
limitations (2)d

No important
inconsistencies

Direct

—

Low

No difference

Moderate

No limitationse

No important
inconsistenciesf

Direct

—

High

No limitationse

No important
inconsistenciesf
No important
inconsistenciesf
No important
inconsistenciesf
No important
inconsistencies
—

Direct

—

High

—

High

Trend to or statistically significantly
higher calcium with active vitamin D
sterols
Trend to elevated phosphorus with
active vitamin D sterols
Active vitamin D sterols lower PTH

Moderate

Direct

—

High

Direct

—

Moderate

—

—

—

Moderate

Laboratory measurements
Calcium

Phosphorus

4 RCTs

773 (437)

PTH

No limitations

e

g
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Ca  P

2 RCTs

275 (134)

No limitations

ALP, b-ALP

3 RCTs

451 (223)

Bicarbonate
Adverse Events

—
4 RCTs

—
481 (238)

Serious limitations
(1)i
—

Direct

h

Balance of potential benefits and harm:
No evidence regarding benefit for clinical outcomes
Vitamin D sterols lower PTH. Trends toward higher serum phosphorus, calcium, and Ca  P and lower ALP and b-ALP
Uncertainty regarding harm

Trend to higher Ca  P with active
vitamin D sterols
Statistically significantly lower ALP
or b-ALP with active vitamin D sterol
—
One study of alfacalcidol vs placebo
Depends on
shows trend toward greater proportion outcome
of patients with episodes of
hypercalcemia. No consistent reporting
of GI and cardiac AEs

Quality of overall evidence:
High for biochemical outcomes
Low for other surrogate outcomes
Absent for patient-centered outcomes

chapter 4.2

S84

Table 32 | Evidence profile of treatment of CKD–MBD with calcitriol or vitamin D analogs vs placebo in CKD stages 3–5

Kidney International (2009) 76 (Suppl 113), S50–S99

Table 32 | Continued
AE, adverse event; ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; Ca  P, calcium–phosphorus product; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CKD–MBD, chronic kidney
disease–mineral and bone disorder; CVD, cardiovascular disease; GFR, glomerular filtration rate; GI, gastrointestinal; N, number of subjects; PTH, parathyroid hormone; PTx, parathyroidectomy; RCT, randomized controlled trial.
a
Other considerations include imprecise or sparse data (1), high probability of reporting bias (1). For observational studies, other considerations include strong association (+1 or +2), dose–response gradient (+1), all plausible
confounders would have reduced the effect (+1).
b
Clinical cardiovascular and cerebrovascular disease.
c
The use of aluminum-containing phosphate binders at baseline limits generalizability.
d
Three grade C.
e
Two grade A, one grade B.
f
Direction of effect is consistent across studies.
g
Two grade A.
h
However, limited certainty about the directness of PTH due to bias in PTH assays, and biological variability of PTH values and effect of different PTH fragments.
i
One grade A, two grade B.

Table 33 | Evidence matrix for calcitriol vs vitamin D analogs in CKD stage 5D
Methodological quality
A
Outcome

Author

N (on calcitriol)

B
F/U

Author

C

N (on calcitriol)

F/U

—
—
—
—
—
—
—
—
—
—

—
—
—
—
—
—
—
—
—
—

—
—
—
—
—
—
—
—
—
—

—
—
—
—
—
—
—
—
—
Sprague (2003)392

—
—
—
—
—
—
—
—
—
266 (133)

—
—
—
—
—
—
—
—
—
3–8 months

Lab: ALP, b-ALP

—

—

—

—

—

—

Lab: Bicarbonate
Adverse events

—

—

—

—

—

—

—
—
—
—
—
—
—
—
—
Hayashi
(2004)391
Hayashi
(2004)391
—

N (on calcitriol)

F/U

Author
Hayashi (2004)
—
—
—
—
—
—
—
—
—

391

N (on calcitriol)

F/U

82 (47)
—
—
—
—
—
—
—
—
—

12 months
—
—
—
—
—
—
—
—
—

—
—
—
—
—
—
—
—
—
91 (47)

—
—
—
—
—
—
—
—
—
12 months

91 (47)

12 months

—

—

—

—

—

—
Sprague (2003)392
Hayashi (2004)391

—
266 (133)
91 (47)

—
3–8 months
12 months
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ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, follow-up; N, number of subjects; PTH, parathyroid hormone;
PTx, parathyroidectomy; QoL, quality of life.
N randomized may be more than N analyzed; this evidence matrix does not include studies of calcitriol vs placebo in CKD stage 5D (refer to summary table entry for Baker (1986)101) or studies in pediatric patients (refer to
summary table entry for Salusky (1998)18).
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Mortality
Clinical CVD and CeVD
All-cause hospitalization
QoL
Fractures
PTx
Bone density
Bone histology
Vascular/valvular calcification
Lab: Ca, P, PTH

Author

Adverse event reporting

Summary of findings
No. of studies
and study
design

Outcome
Mortality
Clinical CVD and
CeVD
All-cause
hospitalization
Quality of life
Fractures
PTx
Bone density
Bone histology
Vascular/valvular
Calcification

-

—
- - - AE from
1 RCT
—

Total N
(Calcitriol
arm)

—

—
- - - - - - - Very serious
limitations (2)
—

—

—

—
—
—
—
—
—

—
—
—
—
—
—

-

-

-

-

—
- - - 91 (47)

Methodological
quality of
studies

-

-

-

-

Directness of the
evidence generalizability/applicability

Consistency
across studies
-

-

-

—
- —

-

-

-

-

-

-

-

-

—
- —

-

-

-

-

-

-

-

-

-

-

Other considerationsb

Quality of
evidence
for outcome

Qualitative and quantitative description
of effect

Importance
of outcome

—
- —

Very low

Unable to assess

Critical

-

-

-

-

—

—

—

—

—

Critical

—

—

—

—

—

—

High

—
—
—
—
—
—

—
—
—
—
—
—

—
—
—
—
—
—

—
—
—
—
—
—

—
—
—
—
—
—

—
—
—
—
—
—

High
High
High
Moderate
Moderate
Moderate

Serious limitations
(1)c
Very serious
limitations (2)e
Serious limitations
(1)c

No important
inconsistencies
No important
inconsistencies
No important
inconsistenciesf

Direct

—

Moderate

No differenced

—

Low

—

Moderate

No difference in mean phosphorus
or % with high phosphorus
No difference between calcitriol
compared with maxacalcitol and
paricalcitol in number of individuals
achieving lower PTH outcome.
Paricalcitol group of one study
showed slightly reduced time to
lower PTH outcome
Unable to assess

Laboratory measurements
Calcium and Ca  P
Phosphorus
PTH

2 RCTs

357 (180)

ALP, b-ALP

1 RCT

91 (47)

Bicarbonate
Adverse events

—
2 RCTs

—
357 (180)

Very serious
limitations (2)h
—

Direct
Direct

g

NA

Direct

Sparse

Very low

—

—

—

—

Kidney International (2009) 76 (Suppl 113), S50–S99

Balance of potential benefits and harm:
No evidence regarding benefit of calcitriol compared with other active vitamin D sterols for clinical outcomes. There is no difference
between these treatments for Ca, P, or PTH

—
Limited evidence; no difference in
proportion of pts with hypercalcemia,
hyperphosphatemia and/or elevated
Ca  P

Moderate

Depends on
type of
outcome

Quality of overall evidence:
Moderate to very low for biochemical outcomes
Absent for other surrogate outcomes
Absent for patient-centered outcomes

AE, adverse event; ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; Ca  P, calcium–phosphorus product; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CVD, cardiovascular disease; N, number
of subjects; NA, not applicable; PTH, parathyroid hormone; pts, patients; PTx, parathyroidectomy; RCT, randomized controlled trial.
This evidence profile does not include studies of calcitriol vs placebo in CKD stage 5D (refer to summary table entry for Baker (1986)101) or studies in pediatric patients (refer to summary table entry for Salusky (1998)18).
b
Other considerations include imprecise or sparse data (1), high probability of reporting bias (1). For observational studies, other considerations include strong association (+1 or +2), dose–response gradient (+1), all plausible
confounders would have reduced the effect (+1).
c
One grade B, one grade C.
d
Secondary, not prespecified analyses, of one study, Sprague (2003)392 showed statistically significant difference in proportion of individuals with repeated episodes of high Ca or Ca  P.
e
Two grade C. In study by Sprague (2003)392 reportedly no difference in hyperphosphatemia, but definition or numbers were not provided.
f
Fairly consistent between studies, that is, no difference for proportions.
g
However, limited certainty about the directness of PTH due to bias in PTH assays, and biological variability of PTH values and effect of different PTH fragments.
h
One grade C.
a
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Table 34 | Evidence profilea for calcitriol vs vitamin D analogs in CKD stage 5D

Kidney International (2009) 76 (Suppl 113), S50–S99

Table 35 | Evidence matrix for calcimimetics in CKD stage 5D
Methodological quality
A
Outcome

B

Author N (on agent) F/U Author

C

N (on agent)

Mortality

—

—

—

—

Clinical CVD and CeVD
Hospitalization
QoL
Fractures
PTx
Bone density
Bone histology
Vascular/valvular Calcification
Lab: Ca, P, PTH

—
—
—
—
—
—
—
—
—

—
—
—
—
—
—
—
—
—

Lab: ALP, b-ALP
Lab: Bicarbonate
Adverse events

—
—

—
—

—
—
—
—
—
—
—
—
—
—
—
—
—
—
—
—
— Block (2004)387
Lindberg (2005)388
Moe (2005)395
— Block (2004)387
—
—

F/U

—
—
—
—
—
—
—
—
—
741 (371)
395 (294)
+0b
741 (371)
—

—

6
6
6
6

—
—
—
—
—
—
—
—
months
months
months
months
—

Author

Adverse event reporting

N (on agent)
386

1184 (697)

—
Cunningham (2005)386
Cunningham (2005)386
Cunningham (2005)386
Cunningham (2005)386
—
Malluche (2008)389
—
—

—
1184 (697)
876 (Xa)
1184 (697)
1184 (697)
—
48 (32)
—
—

—
—

—
—

Cunningham (2005)

F/U

Author
387

612 months Block (2004)
Lindberg (2005)388
—
—
612 months
—
612 months
—
612 months
—
612 months
—
—
—
24 months
—
—
—
—
—

—
—

N

F/U

—
—
—
—
—
—
—
—
—
—
—

6 months
6 months
—
—
—
—
—
—
—
—
—

—
—
—
—
—
—
741 (371) 6 months
Block (2004)387
Lindberg (2005)388 396 (294) 6 months
Malluche (2008)389 48 (32) 24 months

ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, follow-up; N, number of subjects; PTH, parathyroid hormone;
PTx, parathyroidectomy; QoL, quality of life.
N analyzed may be less than N randomized.
a
Unclear reporting regarding the number of individuals who received study drug.
b
N for Moe (2005)395 is equal to the N from Block (2004)387 + Lindberg (2005)388.
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Summary of findings

Outcome
Mortality
Clinical CVD and
CeVD
All-cause
hospitalization
Quality of life

Fractures
PTx
Bone density
Bone histology

Vascular/valvular
Calcification

No. of
Total N
studies and (N on
study design study drug)

Methodological
quality of
studies

1 report of
4 RCTs
0

1184 (697)

Very serious
limitations (2)b
—

1
4
1
4

report of
RCTs
report of
RCTs

1184 (697)

1
4
1
4
0
1

report of
RCTs
report of
RCTs

1184 (697)

RCT

0

Consistency
across studies

Directness of the
Other
evidence generaliz- consiability/applicability derationsa

Quality of
evidence
for outcome

NA

Direct

—

Low

—

—

—

—

Very serious
limitations (2)b
Very serious
limitations (2)b

NA

Direct

—

Low

NA

Direct

—

Low

NA

Direct

Sparse data Very Low

NA
—
—

Some uncertainty
about directnessc
—
—

Sparse data Very Low

—
48 (19)

Very serious
limitations (2)b
Very serious
limitations (2)b
—
—

—
—

—
Very Low

—

—

—

—

—

—

Direct

—

Moderate

Direct

—

Moderate

Direct

—

Moderate

Directf

—

Moderate

Direct

—

Moderate

Lower b-ALP

—

—

—

—
Higher rates of nausea and vomiting Depends on
which may limit ability to continue
outcome
treatment

—

876 (ND)

1184 (697)

Qualitative and quantitative
description of effect

Importance
of outcome

HR 0.81 (CI 0.45–1.45) in
100 patient-years
—

Critical

HR 1.03 (CI 0.87–1.22) in 100
patient-years
Statistically significant benefit in
KDQOL Cognitive Functioning and
in SF-36 Physical Component
Summary, Bodily Pain and General
Health Perception, No benefit for
other SF-36 domains
HR 0.46 (CI 0.22–0.95) in 100
patient-years
HR 0.07 (CI 0.01–0.55) in 100
patient-years
—
Overall changes in biopsies
were not very different between
groups. No statistical comparisons
—

Critical
High
High

High
High
Moderate
Moderate

Moderate

Laboratory measurements
Calcium
Phosphorus
Kidney International (2009) 76 (Suppl 113), S50–S99

Ca  P

3 reports of
3 RCTs

1136 (665)

PTH
ALP, b-ALP

1 RCT

741 (391)

Bicarbonate
Adverse events

0
3 reports of
3 RCTs

—
1136 (665)

Serious
(1)d
Serious
(1)d
Serious
(1)d
Serious
(1)d
Serious
(1)g
—

limitations No major
inconsistenciese
limitations No major
inconsistenciese
limitations No major
inconsistenciese
limitations No major
inconsistenciese
limitations NA
—

Balance of potential benefits and harm:
Improved ability to lower PTH while also lowering Ca, P in short term (up to 1 year); uncertainty about benefit
or harm for patient-centered clinical outcomes

Improved ability to lower PTH
while also lowering Ca, P

Quality of overall evidence:
Moderate for biochemical outcomes
Very Low for other surrogate outcomes
Low for patient-centered outcomes

Moderate
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Table 36 | Evidence profile for calcimimetics in CKD stage 5D

Kidney International (2009) 76 (Suppl 113), S50–S99

Table 36 | Continued
ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; Ca  P, calcium–phosphorus product; CeVD, cerebrovascular disease; CI, confidence interval; CKD, chronic kidney disease; CVD, cardiovascular disease;
HR, hazard ratio; KDQOL, Kidney Disease Quality of Life Instrument; N, number of subjects; NA, not applicable; ND, not documented; PTH, parathyroid hormone; PTx, parathyroidectomy; RCT, randomized controlled trial; SF-36,
Medical Outcomes Study Short Form 36.
a
Other considerations include imprecise or sparse data (1), high probability of reporting bias (1). For observational studies, other considerations include strong association (+1 or +2), dose–response gradient (+1), all plausible
confounders would have reduced the effect (+1).
b
One grade C.
c
Protocol indicated for parathyroidectomies.
d
Three grade B.
e
No major inconsistencies between Block (2004)387 and Lindberg (2005)388.
f
However, limited certainty about the directness of PTH due to bias in PTH assays, and biological variability of PTH values and effect of different PTH fragments.
g
One grade B.
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Chapter 4.3: Treatment of bone with
bisphosphonates, other osteoporosis medications,
and growth hormone
Grade for quality
of evidence

Grade for strength
of recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

INTRODUCTION

Abnormal bone is a common component of CKD–MBD.
Patients with CKD have an increased risk of fractures
compared with age-matched controls, with a resultant
significant disability and mortality.82,90,158 In children, linear
height deficit (short stature) is one of the cardinal features of
progressive CKD, and is also a component of CKD–MBD.
Both fractures and abnormal linear growth can lead to a
decreased quality of life, and therefore, treatments to reduce
these complications of CKD–MBD are needed. However,
clinical studies in patients with CKD stages 4–5 are very
limited.

with recombinant human growth hormone when
additional growth is desired, after first addressing
malnutrition and biochemical abnormalities of
CKD–MBD (1A).
Summary of rationale for recommendations
K

K

K

RECOMMENDATIONS

4.3.1 In patients with CKD stages 1–2 with osteoporosis
and/or high risk of fracture, as identified by
World Health Organization criteria, we recommend
management as for the general population (1A).
4.3.2 In patients with CKD stage 3 with PTH in the normal
range and osteoporosis and/or high risk of fracture, as
identified by World Health Organization criteria, we
suggest treatment as for the general population (2B).
4.3.3 In patients with CKD stage 3 with biochemical
abnormalities of CKD–MBD and low BMD and/or
fragility fractures, we suggest that treatment choices
take into account the magnitude and reversibility of
the biochemical abnormalities and the progression of
CKD, with consideration of a bone biopsy (2D).
4.3.4 In patients with CKD stages 4–5D having biochemical
abnormalities of CKD–MBD, and low BMD and/or
fragility fractures, we suggest additional investigation with bone biopsy prior to therapy with
antiresorptive agents (2C).
4.3.5 In children and adolescents with CKD stages 2–5D
and related height deficits, we recommend treatment
S90

K

K

K

Patients with late stages of CKD have a high risk of
fractures that are painful and disabling.
In patients with age-related osteoporosis, surrogate
measurements such as low BMD relate to clinical
outcomes. This does not necessarily apply in patients
with CKD stages 3–5D, in whom the fracture risk is high,
regardless of BMD.
In postmenopausal osteoporosis, medication-related increases in BMD are not always directly responsible for
reductions in fracture incidence. Improved BMD does
not necessarily parallel bone quality, which is
an important factor contributing to bone fragility
fractures.
Studies evaluating medications for the treatment of
postmenopausal osteoporosis (risedronate, alendronate,
teriparatide, and raloxifene) specifically excluded
patients with an elevated serum creatinine level, HPT,
or abnormal ALPs. However, post hoc analyses found that
these drugs had similar efficacy, improved BMD, and
reduced fractures in individuals with a moderately
reduced eGFR compared with those with a mildly
decreased or normal eGFR.
No studies meeting evidence-based criteria have evaluated these therapies in patients with CKD stages 3–5D
who have biochemical evidence of CKD–MBD.
There are multiple additional factors that contribute to
fractures in patients with CKD stages 3–5D compared
with those in the general population. The bone is
frequently of abnormal quality because of metabolic
abnormalities specific to CKD stages 3–5D and therapies
Kidney International (2009) 76 (Suppl 113), S50–S99
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that are used. In addition, patients with CKD may have
an increased risk of falling.
The pathogenesis of bone disease in patients with
CKD–MBD is different from that in postmenopausal osteoporosis; therefore, extrapolating results of
studies from osteoporosis to patients with CKD stages
3–5D may not be valid, especially with concerns of longterm safety. Thus, when evaluating treatment options for
low BMD and/or fracture prevention, patients with CKD
stages 1–3 who have no evidence of CKD–MBD must be
differentiated from patients with CKD stages 3–5D who
do have evidence of CKD–MBD.
In children, linear growth abnormalities are common and
can be corrected with rhGH.

BACKGROUND
Fractures and bone quality

Fractures occur when the bone is subjected to a force that is
greater than the bone strength. Bone strength reflects the
integration of two main features: BMD and bone quality.407409 These ‘quality’ factors include the rate of bone
turnover or remodeling, bone shape and architecture,
trabecular connectivity, mineralization, collagen cross-linking, crystal size, intrinsic biomechanical properties of
strength and toughness, amount of microdamage, and
viability of bone cells. For example, in some diseases such
as osteopetrosis and skeletal fluorosis, bone fracture incidence is increased, despite high BMD, because bone quality
is poor.
Bone quality in CKD

The pathogenesis of bone disease in patients with CKD–MBD
is different from that in postmenopausal osteoporosis.410 In
patients with CKD–MBD, BMD does not predict fracture risk
as it does in the general population (as detailed in Chapter
3.2), implying an abnormal bone quality. This limits the
ability to extrapolate data from studies of patients with
postmenopausal osteoporosis to patients with CKD–MBD.
For example, in a report of 1429 bone biopsies from patients
with CKD stage 5D, 52 patients had osteoporosis, and 49 of
them had adynamic bone disease.411 Another biopsy study of
patients with CKD found low bone volume in 46% of the
patients, who were younger than the usual patients with
idiopathic osteoporosis. Regression analysis revealed that the
duration of amenorrhea, being Caucasian, and the OPG/
RANK-L ratio influenced bone volume. This study also
showed low bone-formation rates in those with low bone
volumes.231 Many patients with CKD have abnormal
mineralization and increased osteoid. These findings are very
different from studies of patients with postmenopausal
osteoporosis, who frequently show increased bone turnover
and rarely show abnormal mineralization.
Similarly, CKD–MBD may alter bone and cartilage
structure and function in children, resulting in an abnormal
linear growth in children. Thus, the management of bone
disease in patients with CKD is challenging.
Kidney International (2009) 76 (Suppl 113), S50–S99

Gonadal hormones and bone strength

Many women with CKD have hypoestrogenism, and thus
it may seem logical to administer patients estrogen. In
postmenopausal women from the general population, estrogen-replacement therapy has been conclusively shown to
reduce the incidence of hip, vertebral, and nonvertebral
fractures.412 However, the combined administration of
estrogen and progestin may also increase the risk of breast
cancer, thromboembolic events, and coronary and cerebrovascular disease, with risks dependent on age and years since
menopause.413 A current theory is that estrogen can help
prevent CACs if given to women who have normal coronary
arteries, but can cause plaque rupture and myocardial
infarctions in women who already have coronary artery
disease.414 Given that women with CKD frequently have
coronary artery disease, the Work Group felt that these drugs
should be used with caution. In premenopausal women with
CKD, there are not enough data to make any recommendations with regard to estrogen use. Similarly, men with
advanced CKD may have reduced testosterone levels,415
which also may contribute to abnormal bone. However, there
are no studies that have specifically evaluated the effect of
testosterone therapy on bone in CKD patients.
Abnormal height and CKD

Linear height deficit (short stature) is one of the cardinal
features of progressive CKD in pediatric patients. On the
basis of the NAPRTCS 2006 Data Report,252 more than onethird of patients are less than the third percentile for height.
Baseline kidney function, by height Z-score, shows that there
are patients with severe height deficits, even though they have
a relatively good function (425 ml/min). Of patients with a
calculated CrCl between 50 and 75 ml/min, 18.2% (379/1720)
had a height Z-score worse than –1.88. The mechanisms
of linear growth failure include the presence of chronic
metabolic acidosis, renal osteodystrophy, nutrient wasting,
chronic inflammation, functional hypogonadism (in some
adolescents), and dysregulation of the growth hormone–insulin-like growth factor-1 endocrine axis. Since 1988, rhGH
has been licensed by the Food and Drug Administration in
the United States for the treatment of linear growth failure
in children with CKD.
RATIONALE

4.3.1 In patients with CKD stages 1–2 with osteoporosis
and/or high risk of fracture, as identified by World
Health Organization criteria, we recommend management as for the general population (1A).
Although osteoporosis is a major cause of disability among
older men and women, studies from around the world have
reported that many patients with osteoporotic fractures are
not receiving treatment. The majority of patients with
fragility fractures admitted to hospitals are not treated.416
The disease is considered to be a consequence of aging,
despite the fact that therapies can reduce fracture incidence
S91
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and improve the quality of life. Approximately 85% of elderly
women with postmenopausal osteoporosis have CKD.122
Often patients with osteoporosis and CKD stages 1–2 are
ignored, even though studies show that medications can
reduce fractures and improve the quality of life. The Work
Group felt it was important to indicate that bisphosphonates,
raloxifene, and teriparatide could be used in these patients
with early CKD, who otherwise would be appropriate
candidates for therapy in the absence of CKD.

In clinical trials of osteoporosis medications, fracture rates
are decreased by about 50%. This suggests that about half of
the individuals did not respond to therapy, and investigators
would like to identify which patients are most likely to have a
benefit. A recent post hoc evaluation of a large alendronate
study found fracture benefit in women with the highest tertile
of baseline bone turnover markers, but no difference in
fracture rate in those with baseline low markers of bone
turnover.248

Osteoporosis in the general population
Overview. It was beyond the scope of this report to review

Bisphosphonates
Overview. Bisphosphonates have been studied extensively

all the studies on osteoporosis. The WHO has developed a
clinical risk prediction algorithm that will help physicians
determine the risk of a fracture within the subsequent decade
(http://www.shef.ac.uk/FRAX/index.htm; last accessed on 25
March 2009); treatment decisions will depend on the cost
and long-term studies on efficacy and safety; moreover, the
exact thresholds for intervention are not yet determined.185
Currently, it is cost effective to prescribe alendronate for
patients with a BMD T-score lower than –2.5 or who have
experienced a vertebral compression fracture or nontraumatic hip fracture.417 In patients with osteoporosis, the
approved drugs reduce fracture incidence by about 50%. A
recent meta-analysis did not find any drug that was superior
to others.418 We focus on medications for which there are
data in patients with CKD. It is important to remember that
vitamin D and calcium supplements have been used as
co-therapies in all of the major clinical trials.
Importance of bone turnover. Idiopathic osteoporosis,
seen most often in elderly men and women, has a multifactorial pathophysiology. The bone turnover, for example,
ranges from high to suppressed. Within the cancellous
bone, the trabeculae become thin and disconnected, and
lose the normal plate-like structure.419 Further perforations
of the trabecular plates can lead to an accelerated loss of
strength. Medications that inhibit the osteoclastic resorption
of the bone prevent this deterioration of bone strength.420
Most of the currently effective medications for osteoporosis
(bisphosphonates, estrogen, calcitonin, and raloxifene) act
by inhibiting resorption; as a consequence, bone formation is
secondarily decreased. Thus, there are only minor changes, if
any, in bone volume. Fractures are prevented because
trabecular perforations are prevented. The decreased bone
resorption and formation also leads to more mineralization
in the bone, so that the bone becomes harder. This may also
contribute to improving bone strength,421 although overmineralization is associated a with more brittle bone.422
The reason BMD increases in patients with osteoporosis
who are treated with antiresorbing medications is that bone
becomes more mineralized. In clinical trials of antiresorbing
medications, the decrease in fracture rate is not entirely
explained by changes in BMD. Changes in the serum markers
of bone cell activity suggest that fracture reduction is more
closely related to a decrease in bone turnover than to an
increase in BMD.247,249

and have been shown to effectively decrease bone fractures
in patients with osteoporosis in studies with durations up
to 5 years.
Pharmacokinetics. Several features with regard to bisphosphonate actions and pharmacokinetics are important in the
context of CKD. Bisphosphonates bind very tightly to
mineral, with a half-life of over 10 years.423 In patients with
normal kidney function, about half of the administered dose
is bound to the bone and the rest is excreted within several
hours by the kidney, hence most of the tissues have only a
brief exposure to the drugs.423 Serum calcium decreases and
PTH increases.
Vascular calcifications. Although bisphosphonates are
usually prescribed for bone diseases, the first-generation
bisphosphonate (etidronate) inhibits calcification and has
been used to treat ectopic calcifications. Vascular calcifications are an important component of CKD–MBD, and
therefore, the effects of bisphosphonates on extraskeletal
calcifications are important, and there may be differences
between etidronate and the newer aminobisphosphonates.
The effect of ibandronate on aortic calcifications was also
studied in two 3-year RCTs involving 474 women with
postmenopausal osteoporosis. One trial used oral doses and
the other i.v. doses. Aortic calcifications increased significantly in both studies in the women taking ibandronate,
although a similar increase was also seen in the patients
taking a placebo.424 Another study of CACs, measured using
EBCT, found increased calcium deposition in 56 elderly
women after 2 years of alendronate, but the rate was not
significantly greater than that in control women.425 There are
no published studies of aminobisphosphonates and vascular
calcification in patients with CKD stages 4–5D, although the
older bisphosphonate etidronate did prevent arterial calcification progression in a small uncontrolled study of dialysis
patients.426
Adverse events. Oral doses commonly cause upper
gastrointestinal irritation. Intravenous dosing commonly
causes an acute-phase reaction with fever, leukopenia, and
bone pain. Severe hypocalcemia has been reported when
these medications are administered to patients with a
vitamin D deficiency.427,428
Unusual adverse effects of bisphosphonates include
osteonecrosis of the jaw, ocular inflammation, atrial fibrillation, esophageal ulceration, bone pain, and nephrotic
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syndrome. It is important to realize that the clinical trials in
patients with osteoporosis that show a decreased incidence of
fractures with bisphosphonates have controls for only 5 years.
Currently, there is a debate with regard to the possibility of
oversuppression of bone formation with long-term use of
bisphosphonates. There are several anecdotal reports of
unusual fractures in patients who took bisphosphonates and
whose bone biopsies showed no tetracycline labels. There
may be a higher risk of subtrochanteric fractures, noted in a
small study from Singapore429 and New York.430 Ten-year
observational studies of patients who have taken bisphosphonates, however, have not revealed any increased
incidence of fractures.431 Further follow-up of these patients
will be important.
Intermittent administration of 1–34 PTH

The only currently available medication that increases the
formation of new bone is teriparatide (recombinant human
1–34 PTH). This anabolic drug has a totally different
mechanism of action than bisphosphonates: the BMD
increases because there is more bone.432,433 The duration of
the anabolic effect of PTH is about 12–18 months; thereafter,
bone-formation rates return to baseline.432 An earlier or
concurrent use of bisphosphonates attenuates the anabolic
effect within cancellous bone.434,435 Teriparatide is particularly effective in cancellous bone.125 Early studies suggested
that PTH could increase cancellous bone at the expense of
cortical bone;436 the effects have been shown to be complex
in cortical bone, with an increase in cortical thickness,432 as
well as an increase in cortical porosity437 and a decrease in
the volumetric density of the hip as measured by quantitative
computed tomography (qCT).434 Bone density at the radius
decreases with teriparatide.125,434,435 This could have implications for the treatment of patients with CKD, who
frequently have lower BMD at the radius compared with
other skeletal sites (see Chapter 3.2). Furthermore, it is not
known if 1–34 PTH will be anabolic in patients who already
have high PTH, or in patients with PTH resistance.
Raloxifene

Raloxifene is a selective estrogen receptor modulator that is
approved for treatment of postmenopausal osteoporosis.
Several large clinical trials have documented a reduction in
vertebral fracture incidence, but not in nonvertebral
fractures.438,439 This drug acts through estrogen receptors
in the bone, but is antagonistic to estrogen effects in the
breast and uterus. Similar to estrogen, there is enhanced
coagulation and more frequent episodes of thrombophlebitis.
The lipid profile improves (lower low-density lipoprotein
cholesterol and higher high-density lipoprotein cholesterol),
but the effect on CVD in women with preexisting coronary
artery disease is similar to that of placebo. In women who
have documented coronary artery disease or a history of
myocardial infarction, the risk of a fatal stroke was increased
with raloxifene.439 The incidence of strokes was not increased
in studies of women with osteoporosis or of women with
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a high risk of breast cancer. The incidence of breast cancer,
particularly estrogen-receptor-positive cases, is about half of
that seen with placebo and similar to the beneficial effect on
breast cancer found with tamoxifen.440 Side effects include
hot flashes and leg cramps. Raloxifene is not indicated in
premenopausal women because it may interfere with native
estrogen.
4.3.2 In patients with CKD stage 3 with PTH in the
normal range and osteoporosis and/or high risk of
fracture, as identified by World Health Organization
criteria, we suggest treatment as for the general
population (2B).
There are no clinical trials of antiresorbing drugs specifically
designed for patients with CKD stages 3–5, and such patients
were specifically excluded from most osteoporosis treatment
trials. However, because of the use of serum creatinine, and
not GFR, as an inclusion criteria, patients with CKD stages
3–4 by eGFR were inadvertently enrolled in these studies.
Importantly, in all of these studies, patients were excluded if
the PTH was elevated or if there were other biochemical
abnormalities of CKD–MBD. Specifically, post hoc analyses of
trials of bisphosphonates, teriparatide, or raloxifene have
evaluated the effect of these agents on BMD and fractures,
and are discussed below.
Bisphosphonates in CKD

Two post hoc analyses of trials in patients with osteoporosis
have been published (Tables 37, 38 and Supplementary Tables
39–42). Miller et al.126 reported a pooled analysis of nine
trials using risedronate for treatment of osteoporosis. The
primary trials were designed to exclude patients with
significant systemic disease, hence individuals with serum
creatinine 41.1 times the upper limit of normal were
excluded. The individuals were elderly; therefore, most of
them had some age-related decline in renal function as
estimated by the Cockcroft and Gault method. There were
4071 patients with CKD stage 3, with a mean age of 77 years,
and 572 patients with CKD stage 4, with a mean age of
83 years, with a mean serum creatinine of 1.3 mg/dl. These
patients showed a reduction in vertebral fracture rates and
improvements in bone density, which were similar to those
with eGFR above 80 ml/min per 1.73 m2; however, in the
CKD stage 4 patients, there was no difference in the femoral
neck bone density with risedronate compared to placebo.
In most of the primary studies, one-third of the patients
were treated with 2.5 mg/d of risedronate, but these patients
were not included in this pooled analysis. Bone biopsies were
measured in 57 patients, but only 14 had moderate decreases
in eGFR and none had CKD stage 4. Mineralizing surface
decreased 68% with risedronate. No data with regard to other
aspects of the bone biopsies were reported. An important
limitation of this study is that the nonvertebral fracture rates
were not mentioned, even though they are included in the
primary reports.
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This study provides C-quality evidence that risedronate is
effective in elderly women with age-related CKD stage 3.
Dropout rates were not represented and the end points from
the studies were different; nevertheless, the results were
pooled. Finally, the fracture data were incomplete as paired
X-ray data were not uniformly available. These results may
not apply to men or younger women. The evidence for
efficacy in CKD stage 4 is weak, because these women did not
show the classical bone abnormalities seen in patients with
CKD stage 4. First, they were excluded if serum PTH or ALP
values were higher than normal. Second, the mean eGFR was
27 ml/min per 1.73 m2 and the interquartile range was
24.5–28.7 ml/min per 1.73 m2, hence the eGFR was barely
lower than that in CKD stage 4. Third, the mean age was 83
years, by which time the Cockcroft–Gault method becomes
less accurate. Using the MDRD method, the average woman
in the CKD stage 4 group had an eGRF of 42 ml/min per
1.73 m2, hence most of these women did not meet the
KDOQI definition of CKD stage 4. Fourth, fewer than half of
the patients in the CKD stage 4 group had vertebral fractures
measured. Finally, patients with severe CKD usually have
more bone loss in the cortical bone (measured at the femoral
neck) relative to cancellous bone (measured at the spine).
Femoral neck bone density did not show any improvement
with risedronate in the CKD stage 4 group.
A similar post hoc analysis of an osteoporosis trial was
reported by Jamal et al.127 Data from the alendronate fracture
intervention trial were re-analyzed according to GFR as
estimated by a modified equation using lean body mass from
dual-energy X-ray absorptiometry studies. Verification of this
method was not included in the report. In this study, as well
as in the one conducted by Miller et al.,126 the intent of the
original trial was to exclude women with kidney disease, but
because of their age many individuals did have mild-tomoderate decreases in eGFR. Data extrapolated from a figure
in the paper show that fewer than 20 individuals had CKD
stage 4, and those with abnormal serum calcium, PTH, or
ALP values were excluded. This makes it unlikely that any
patient had CKD–MBD. The authors found that the women
with an eGFR less than 45 ml/min per 1.73 m2 had similar
improvements in BMD and decreases in relative fracture
risk than those with higher eGFR. The original study was
powered to detect differences in fracture rates, but there was
inadequate power to detect a fracture benefit in this subgroup
analysis. The study was graded as C quality, as the sample size
was small and dropout rates were not provided.
Teriparatide in CKD

Miller et al.126 reported a post hoc study that used data from
the Fracture Prevention Trial125 (Supplementary Tables 43–45)
to evaluate patients with postmenopausal osteoporosis,
excluding patients with a serum creatinine42 mg/dl. Using
the Cockcroft–Gault formula, the patients were divided on
the basis of kidney function into normal (GFR480 ml/min
per 1.73 m2, N ¼ 885), mildly impaired (GFR 50–79 ml/min
per 1.73 m2, N ¼ 444), or moderately impaired (GFR
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30–49 ml/min per 1.73 m2, N ¼ 83); five patients with an
eGFR less than 30 ml/min per 1.73 m2 were in the study, but
not in the analysis. These women did not carry a diagnosis of
kidney disease, and they were thin and elderly. Importantly,
the study excluded individuals with elevations in serum
calcium, phosphorus, or PTH, or with vitamin D deficiency.
The two treatment arms (different doses of teriparatide) were
combined in the analysis. The study found that vertebral
fracture incidence, detected by changes in radiographs, was
greater in individuals with an abnormal renal function
compared with those with a normal renal function for all
levels of abnormal GFR; however, this difference was not
found for nonvertebral fragility fracture. Teriparatide reduced
vertebral fracture incidence in all groups; there were no
nonvertebral fractures in the group with a moderately
decreased eGFR. In addition, teriparatide improved lumbar
spine BMD, femoral neck BMD, and collegen cross-link
biomarkers in a similar manner in normal, mild, and
moderately impaired GFR. The treatment increased serum
calcium and uric acid in all subgroups, but the percentage of
patients with hypercalcemia and hyperuricemia was greater in
the moderately impaired GFR group.
Owing to the post hoc nature of this study, the different
groupings of GFR depending on the end point of the study,
and the inability to generalize to the ‘usual’ CKD stage 3
patient because of the exclusion criteria of abnormal
biochemistries of CKD–MBD, the study was considered to
be of low (‘C’) quality. In women with postmenopausal
osteoporosis who have normal serum biochemistry levels,
CKD stages 2–3 do not seem to be a contraindication to
teriparatide therapy.
Raloxifene in CKD

A post hoc study used data from the Multiple Outcomes
of Raloxifene Evaluation trial to evaluate the efficacy
of raloxifene in patients with reduced kidney function
(Supplementary Tables 43–45).441 The original trial included
7705 postmenopausal women aged 31–80 year. Women were
randomly assigned to receive placebo, raloxifene 60 mg/d,
or raloxifene 120 mg/d, in addition to daily calcium
supplements of 500 mg and 400–600 IU of vitamin D. The
trial included women at least 2 years postmenopausal, with
osteoporosis defined by low BMD or radiographical evidence
of vertebral fractures. Women with a serum creatinine
level42.6 mg/dl (225 mmol/l) at baseline were excluded. For
the post hoc analysis, some sites that did not use the central
lab for creatinine were excluded, with a total of 7316 postmenopausal women being included. CKD was defined using
the Cockcroft–Gault formula, and divided by kidney function
into CrCl460 ml/min (N ¼ 2343), CrCl 45–59 ml/min
(N ¼ 3293), or CrClo45 ml/min (N ¼ 1480). In the latter
group, the median CrCl was 40.6 (range 20–44.9) and only 55
individuals had CrClo30 ml/min; thus, this group represents
CKD stage 3 patients. Importantly, the study excluded individuals with elevations in serum PTH, or with vitamin D
deficiency, and the levels of PTH were normal in all of the
Kidney International (2009) 76 (Suppl 113), S50–S99
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CKD groups. The two treatment arms (different doses of
raloxifene) were combined in the analysis. The study found
that femoral neck and spine BMD increased with raloxifene
compared with treatment using placebo. The femoral neck
BMD increase was greatest in patients with lower CrCl
compared with those in other kidney disease groups, but this
difference disappeared when the MDRD formula was used
instead of that of Cockcroft–Gault. There was a significant
reduction in vertebral fractures in the overall cohort of
raloxifine-treated patients, with no difference in the three
(CrCl) groups. The odds ratio for vertebral fracture was 0.60
for those with a normal kidney function, 0.54 with eGFR
45–59 ml/min per 1.73 m2, and 0.74 if eGFR was o45 ml/min
per 1.73 m2. In the latter group, this was not significant, but
only 282 women were in that group. In contrast, there was no
difference in nonvertebral fracture incidence in raloxifenetreated patients compared with those on placebo in the
overall cohort (consistent with the results of the primary
study), or within the groups defined by eGFR. AEs were
greater in patients with a reduced kidney function, but there
was no difference based on treatment assignment. This study
was graded to be of ‘B’ quality, limited because of the post hoc
analyses.
4.3.3 In patients with CKD stage 3 with biochemical
abnormalities of CKD–MBD and low BMD and/or
fragility fractures, we suggest that treatment choices
take into account the magnitude and reversibility of
the biochemical abnormalities and the progression of
CKD, with consideration of a bone biopsy (2D).
At CKD stage 3, some patients have already developed
abnormalities of CKD–MBD, in particular, secondary HPT.
The large randomized trials of osteoporosis medications
detailed above excluded those with known kidney disease, but
many of the patients had early CKD stage 3. As kidney disease
progresses, bone disease changes from idiopathic osteoporosis to renal osteodystrophy. This disease progression has not
been characterized very well and is probably variable from
patient to patient, but it seems to begin around a GFR of
40–50 ml/min per 1.73 m2, when the biochemical manifestations of CKD–MBD initially appear.28,233 The clinical trials of
bisphosphonates, raloxifene, and teriparatide have excluded
individuals with abnormal PTH values, hence the beneficial
effects of these therapies cannot be assumed to apply to
patients whose disease has progressed to those stages of CKD
when biochemical abnormalities, and related bone remodeling abnormalities start to appear (that is, CKD–MBD, see
Chapter 3.2). Given the heterogeneity of this population in
terms of progressive CKD, duration of CKD, and severity of
CKD–MBD, these patients must be evaluated on an
individual basis. The Work Group recommends that
secondary HPT be addressed first, as in Chapter 4.2. In
patients in whom HPT has been corrected, the GFR is stable,
and the risk of a fracture outweighs the potential long-term
risk of inducing an irreversible low bone turnover, therapy
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with bisphosphonates may be considered. However, bisphosphonates are likely to prevent fractures only in those patients
who have increased bone resorption. Therefore, the Work
Group recommends consideration of a bone biopsy whenever
feasible.
4.3.4 In patients with CKD stages 4–5D, having biochemical abnormalities of CKD–MBD, and low BMD and/
or fragility fractures, we suggest additional investigation with bone biopsy prior to therapy with
antiresorptive agents (2C).
The effectiveness of long-term bisphosphonate, teriparatide,
or raloxifene therapy in CKD stages 4–5D with biochemical
abnormalities of CKD–MBD is currently unknown. The
Work Group could therefore not recommend the routine use
of these agents, especially in light of safety concerns that are
highlighted below.
Bisphosphonates in CKD stages 4–5D

A small study of 12 dialysis patients given pamidronate found
reduced serum calcium and increased PTH.442 A recent
abstract presented by Amerling et al.443 found that patients
with CKD stages 2–5 who were taking oral alendronate had
low-turnover bone disease with absent tetracycline uptake.
These patients had all been referred to the renal clinic. Thus,
the bisphophonates could cause adynamic bone disease in
patients with CKD–MBD. This is an important consideration
for patients with CKD–MBD stage 5D, in whom the
prevalence of low-turnover bone disease is high (28% of
patients, range 4–60%; see Chapter 3.2).
We have no definite evidence that bisphosphonates are
harmful to patients with CKD stages 4–5. Bisphosphonates
could potentially be beneficial to those with a low bone
density and a high bone turnover, with well-controlled serum
PTH and minerals. An RCT is needed for this population. In
addition, the pharmacodynamics of these drugs in CKD
should be better defined.
Teriparatide in CKD stages 4–5D

There are no data on teriparatide in patients with CKD stage 3
who have biochemical abnormalities (high serum PTH,
abnormal serum ALPs or 25(OH)D), and also no data in
patients with CKD stages 4–5. There is a theoretical concern
that preexisting HPT would be exacerbated by teriparatide,
and the anabolic effects may not be able to overcome the
resorptive effects. Moreover, patients with CKD–MBD show
resistance to skeletal actions of PTH, hence they may not
respond to intermittent injections of usual 1–34 PTH doses.
One could speculate that teriparatide might be useful in
patients with surgical hypoparathyroidism and adynamic bone
disease, but there is currently no evidence to support this.
Raloxifene in CKD stages 4–5D

There was a single RCT evaluating raloxifene in dialysis
patients,444 with 25 patients randomized to 60 mg/d
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raloxifene and 25 randomized to placebo for 1 year. The
patients were postmenopausal by at least 2 years, and the
BMD T-score was below 2.0 s.d. In the raloxifene-treated
patients, the results showed a significant improvement in
lumbar spine, but not hip BMD, after 1 year. Serum levels of
pyridinoline (a marker of bone resorption) and of lowdensity lipoprotein cholesterol decreased after 6 months in
the raloxifene-treated patients compared with those on
placebo. There were no side effects noted. This study was
graded of ‘B’ quality because of small sample size and the
question of generalizability of the end point of BMD, as BMD
in dialysis patients may not predict fracture risk as it does in
the general population. This small study was not felt to be
adequate for raloxifene to be recommended for routine use
in dialysis patients.
From the physiological point of view, raloxifene is
expected to be beneficial to bone in postmenopausal women
with CKD–MBD, and reduction in breast cancer could be an
important additional benefit. However, raloxifene increases
the risk of thromboembolism, and larger studies are needed
to determine whether the risks of thromboembolism or
dialysis access thrombosis are seen in women with CKD
stage 5D. There are also insufficient data with regard to the
pharmacokinetics of raloxifene in dialysis patients. The drug
is excreted through hepatic metabolism, unlike bisphosphonates. The effect of abnormal protein binding has not
been studied, but this is an important factor for estrogen. The
free estradiol levels in women with CKD stage 5D are twice as
high as in women with normal kidney function when given
the same dose.204 Most importantly, the patients enrolled
in the MORE trial441 had no biochemical evidence of
CKD–MBD, and thus fracture efficacy may not be generalizable to patients with CKD stages 3–5D with CKD–MBD, in
whom bone quality may be altered for reasons other than
estrogen deficiency.
4.3.5 In children and adolescents with CKD stages 2–5D
and related height deficits, we recommend treatment
with recombinant human growth hormone when
additional growth is desired, after first addressing
malnutrition and biochemical abnormalities of
CKD–MBD (1A).
There was a 2006 Cochrane Review on the use of rhGH in
children with CKD.19 We searched using PEDS PICCOD
criteria to determine if there were additional RCT studies
not included or published, and found none. The Cochrane
article19 reviewed 15 RCTs (629 children) that compared
rhGH therapy with placebo. No studies have been published
since then. These studies showed an improvement in height
s.d. score, height velocity, and height velocity s.d. score.
Depending on the study, the effects were evaluated at 6, 12, or
24 months, with positive results at all time points. However,
across all growth outcomes, there was a consistent pattern of
waning effect with longer duration of treatment. Thus, rhGH
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administration is efficacious in standard measures of growth
in children. Available RCT data suggest that children with
CKD should be treated with 28 IU/m2/week of rhGH.
Compared with a dose of 14 IU/m2/week, the larger dose
increases height by about 1.5 cm/year over 1 year, but
increasing the dose to 56 IU/m2/week did not result in a
statistically significant improvement in growth indices.
However, these conclusions are based on only 18 patients.
There are limited bone biopsy data in children treated with
rhGH. The consistency of the positive benefits of rhGH
across studies and in AEs was considered a high-quality
evidence, leading to a strong guideline recommending its use
in children with CKD height deficits.
The benefits to growth need to be balanced with AEs and
the difficulty of adhering to a daily subcutaneous injection
regimen. In a recent case series of children with CKD treated
with rhGH for 2 years, children who responded to rhGH
reported that they would choose treatment again, and those
who did not respond generally reported that they would not
choose treatment again.445 These data suggest that treatment
response overrides concerns about injections. Adherence to
treatment was time dependent, so that 41% of parents
reported noncompliance at 1 year, whereas 91% reported
missing injections at 2 years (when response to treatment had
waned). When most parents are asked to trade-off the growth
potential of their children against the burden of daily
injections, they opt for rhGH treatment. In general, AEs
were usually minor.

RESEARCH RECOMMENDATIONS

The following research studies are needed:
K A randomized, placebo-controlled clinical trial of men
and women with CKD stages 4–5D, with controlled
serum PTH, phosphorous, and calcium but low bone
density, treated with bisphosphonates. The study should
evaluate bone density, bone biopsy in at least a subset,
serum PTH, calcium and ALP, fracture incidence, and
measures of vascular calcification.
K A pharmacokinetic study of postmenopausal women with
CKD stage 5D should evaluate serum levels of raloxifene
and teriparatide after administration.
K An RCT in women with CKD stages 4–5D comparing the
effects of raloxifene vs placebo on bone density, bone
biopsy in at least a subset, serum PTH, calcium, phosphorous, ALP, cholesterol, incidence of fractures, breast
cancer, heart disease, stroke, and blood/access clots.
K A prospective study of patients with CKD stage 5D with
adynamic bone disease and low serum PTH levels using
teriparatide to determine markers of bone formation and
resorption, bone biopsies, and serum calcium/phosphorous/ALP.
K An RCT of pediatric CKD–MBD patients treated with rhGH
therapy compared with those on placebo to evaluate bone
histomorphometry, height, skeletal age, and fractures.

Kidney International (2009) 76 (Suppl 113), S50–S99

chapter 4.3

SUPPLEMENTARY MATERIALS

Supplementary Table 39. Summary table of the treatment of
CKD–MBD with bisphosphonates in CKD stages 3–5—description of
population at baseline.
Supplementary Table 40. Summary table of the treatment of CKD–MBD
with bisphosphonates in CKD stages 3–5—intervention and results.
Supplementary Table 41. Adverse events of bisphosphonates in CKD
stages 3–5.
Supplementary Table 42. Ongoing RCTs examining the effect of
bisphosphonates on CKD–MBD.
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Supplementary Table 43. Summary table of the treatment of
CKD–MBD with other bone treatments in CKD stages 3–5 and 5D—
description of population at baseline.
Supplementary Table 44. Summary table of the treatment of
CKD–MBD with other bone treatments in CKD stages 3–5 and 5D—
intervention and results.
Supplementary Table 45. Adverse events of other bone treatments in
CKD stages 3–5 and 5D.
Supplementary material is linked to the online version of the paper at
http://www.nature.com/ki
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Table 37 | Evidence matrix of bisphosphonates vs placebo/control in CKD stages 3–5
Methodological quality of outcome
A
Outcome

B

C

Adverse event reporting

Author

N (on agent)

F/U

Author

N (on agent)

F/U

Author

N (on agent)

F/U

Author

N (on agent)

F/U

Mortality
Clinical CVD
Hospitalization
CKD clinical outcomes
QoL
Clinical fractures
Radiological fractures

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—

—
—

—
—

—
—

—
—

—
—

—
—

—
—

Bone histology
Vascular/valvular calcification
GFR loss
Lab: Ca, P
Lab: ALP, b-ALP
Lab: PTH, Vit D, Bicarb
Adverse events

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
—
—
—
—
36 months
36 months
22–25 months
—
36 months
22–25 months
—
—
22–25 months
22–25 months
—
—
—

—
—
—
—
—
—
—

—
—

—
—
—
—
—
581 (Xa)
581 (Xa)
2658 (Xa)
—
581 (Xa)
4643 (2335)
—
—
4643 (2335)
4643 (2335)
—
—
—

—
—
—
—
—
—
—

PTx
Bone density

—
—
—
—
—
Jamal (2007)127
Jamal (2007)127
Miller (2005)126
—
Jamal (2007)127
Miller (2005)126
—
—
Miller (2005)126
Miller (2005)126
—
—
—

—
—
—
—
—
—
Miller (2005)126

—
—
—
—
—
—
4643 (2335)

—
—
—
—
—
—
25 months
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ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, follow-up; GFR, glomerular filtration rate; N, number of subjects; PTH, parathyroid hormone;
PTx, parathyroidectomy; QoL, quality of life.
N randomized may be higher than N analyzed.
a
Unclear reporting regarding the number of individuals who received study drug.
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Table 38 | Evidence profile of bisphosphonates vs placebo/control in CKD stages 3–5
Summary of findings

Outcome

No. of studies
and study
design

Total N (N
on study
drug)

Methodological
quality of studies

Mortality
Clinical CVD and CeVDb
All-cause hospitalization
CKD clinical outcomes
Quality of life

—
—
—
—
—

—
—
—
—
—

Fractures
Clinical

1 RCT

581 (?)

Radiological

PTx
Bone density

Bone histology
Vascular/valvular
calcification
GFR loss

Consistency
across studies

Directness of the
evidence generalizability/ applicability

Other considerationsa

Quality of evidence
for outcome

Qualitative and quantitative
description of effect

Importance
of outcome

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

Critical
Critical
High
High
High

Very serious
limitations (2)c
Serious limitations
(1)f

NA

Some uncertaintyd

Sparse (1)e

Very low

No statistically significant difference

High

No important
inconsistencies

Some uncertainty

d

None

Low

High

—
5224 (2335+?)

—
Serious limitations
(1)f

—
No important
inconsistencies

—
Some uncertaintyd

—
None

—
Low

Likely benefit. Benefit in MA and
consistent point estimate in
additional RCT
—
Overall benefit in BMD in lumbar
and femoral sites

1 MA of
9 RCTs +
1 RCT
—
1 MA of
9 RCTs +
1 RCT
—
—

3239 (?)

—
—

—
—

—
—

—
—

—
—

—
—

—
—

Moderate
Moderate

1 MA of
9 RCTs

4643 (2335)

Serious limitations
(1)g

No important
inconsistencies

Some uncertaintyd

None

Low

Overall no significantly greater loss of
kidney function over 12 years of
follow-up

Moderate

1 MA of
9 RCTs

4643 (2335)

NA

Some uncertaintyd

None

Low

NA

Some uncertainty

d

None

Low

—
—
—
—
—
CKD: 1 RCTs
Non-CKD:
Trials, Case
Reports,
Reviews, etc.

—
—
—
—
—
4643+ (2335+)

Serious limitations
(1)g
Serious limitations
(1)g
—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

—
—
—
—
—

High
Moderate

Laboratory measurements
Calcium
Phosphorus
Ca  P
PTH
25 OH Vit D
1,25 Vit D
ALP, b-ALP
Adverse events

Balance of potential benefits and harm:
Benefits and harm cannot be determined with any certainty

No statistically significant difference
Moderate
—
—
—
—
—
In non-CKD patients, a number of
clinical and laboratory AEs, some of
them potentially severe, have been
reportedh. Evidence from trials of
CKD patients is limited

Depends on
outcome

Quality of overall evidence:
Low for biochemical outcomes
Low for other surrogate outcomes
Absent for patient-centered outcomes
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AE, adverse event; ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; BMD, bone mineral density; Ca  P, calcium–phosphorus product; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CVD,
cardiovascular disease; GFR, glomerular filtration rate; MA, meta-analysis; N, number of subjects; NA, not applicable; PTH, parathyroid hormone; PTx, parathyroidectomy; RCT, randomized controlled trial.
a
Other considerations include imprecise or sparse data (1), high probability of reporting bias (1). For observational studies, other considerations include strong association (+1 or +2), dose–response gradient (+1), all plausible
confounders would have reduced the effect (+1).
b
Clinical cardiovascular and cerebrovascular disease.
c
One grade C.
d
The majority of patients in the studies were postmenopausal women with eGFR below 60 ml/min per 1.73 m2 and excluded those with known kidney disease or SCr 122 mmol/l (1.27 mg/dl) or 41.1 times the upper limit of normal.
e
One study with less than 1000 patients.
f
Two grade C.
g
One grade C.
h
GI upset, esophageal ulcers, bone pain, osteonecrosis of the jaw, osteomalacia, acute phase reaction to i.v. drugs (fever, myalgias, and transient leucopenia), atrial fibrillation, nephrotic syndrome, ocular inflammation, hypocalcemia,
increased PTH, and hyperphosphatemia.
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Grade for quality
of evidence

Grade for strength
of recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (see Chapter 2 section on ungraded statements).

identified, it is reasonable to increase the frequency
of measurements to monitor for efficacy and sideeffects (not graded).
It is reasonable to manage these abnormalities as for
patients with CKD stages 3–5 (not graded) (see
Chapters 4.1 and 4.2).

INTRODUCTION

As the number and survival of kidney transplant recipients
increase, new challenges arise for overall management.
Chronic kidney disease–mineral and bone disorder
(CKD–MBD) is a common morbidity in patients with a
kidney transplant, and pre-existing CKD–MBD may adversely
affect bone health, even with normal kidney allograft
function. In addition, most kidney transplant recipients have
some degree of CKD, and thus CKD–MBD may be present.
However, transplant-specific therapies, especially corticosteroids, may further affect CKD–MBD management.

5.3

5.4

RECOMMENDATIONS

5.1

5.2

In patients in the immediate post-kidney-transplant
period, we recommend measuring serum calcium
and phosphorus at least weekly, until stable (1B).
In patients after the immediate post-kidney-transplant period, it is reasonable to base the frequency of
monitoring serum calcium, phosphorus, and PTH on
the presence and magnitude of abnormalities, and
the rate of progression of CKD (not graded).
Reasonable monitoring intervals would be:
K In CKD stages 1–3T, for serum calcium and
phosphorus, every 6–12 months; and for PTH,
once, with subsequent intervals depending on
baseline level and CKD progression.
K In CKD stage 4T, for serum calcium and phosphorus,
every 3–6 months; and for PTH, every 6–12 months.
K In
CKD stage 5T, for serum calcium and
phosphorus, every 1–3 months; and for PTH,
every 3–6 months.
K In CKD stages 3–5T, measurement of alkaline
phosphatases annually, or more frequently in the
presence of elevated PTH (see Chapter 3.2).
In CKD patients receiving treatments for CKD–
MBD, or in whom biochemical abnormalities are
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5.5

5.6

In patients with CKD stages 1–5T, we suggest that
25(OH)D (calcidiol) levels might be measured, and
repeated testing determined by baseline values and
interventions (2C).
In patients with CKD stages 1–5T, we suggest that
vitamin D deficiency and insufficiency be corrected
using treatment strategies recommended for the
general population (2C).
In patients with an estimated glomerular filtration
rate greater than approximately 30 ml/min per 1.73 m2,
we suggest measuring BMD in the first 3 months after
kidney transplant if they receive corticosteroids or have
risk factors for osteoporosis as in the general population (2D).
In patients in the first 12 months after kidney
transplant with an estimated glomerular filtration
rate greater than approximately 30 ml/min per
1.73 m2 and low BMD, we suggest that treatment with
vitamin D, calcitriol/alfacalcidol, or bisphosphonates
be considered (2D).
K We suggest that treatment choices be influenced
by the presence of CKD–MBD, as indicated by
abnormal levels of calcium, phosphorus, PTH,
alkaline phosphatases, and 25(OH)D (2C).
K It is reasonable to consider a bone biopsy to guide
treatment, specifically before the use of bisphosphonates due to the high incidence of adynamic
bone disease (not graded).
There are insufficient data to guide treatment after
the first 12 months.
Kidney International (2009) 76 (Suppl 113), S100–S110
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5.7

5.8

In patients with CKD stages 4–5T, we suggest that
BMD testing not be performed routinely, because
BMD does not predict fracture risk as it does in the
general population and BMD does not predict the
type of kidney transplant bone disease (2B).
In patients with CKD stages 4–5T with a known
low BMD, we suggest management as for patients
with CKD stages 4–5 not on dialysis, as detailed in
Chapters 4.1 and 4.2 (2C).

Summary of rationale for recommendations
K
K

K

K

K

K

K

The risk of fractures after kidney transplant is high.
The etiology of transplant bone disease is multifactorial
and most patients have pre-existing CKD–MBD.
In non-kidney-transplant recipients, a low BMD or loss
of BMD predicts fracture, but data are lacking for kidney
transplant recipients.
There are no randomized controlled trial (RCT) data
examining bone-specific therapies on patient-level
outcomes, including mortality or fractures, in patients
receiving kidney transplantation.
Treatment with calcium, calcitriol, or vitamin D analogs,
and/or bisphosphonates, has been suggested to improve
BMD in kidney transplant recipients. However, bone
biopsy studies are limited.
J A small study of calcitriol showed worsened bone
turnover, but improved mineralization.
J A small study of treatment with bisphosphonates
showed worsened bone turnover and mineralization.
It is unclear how to identify those kidney transplant
patients who would benefit more or less from specific
treatments, making it difficult to assess the risk–benefit
ratio of those treatments.
The absence of RCTs that show fracture prevention and
heterogeneity within post-kidney-transplantation bone
disease prevents the generalization of therapeutic strategies across patients and extrapolation from non-kidneytransplant studies. Therefore, this remains a weak
recommendation.

BACKGROUND
Biochemical abnormalities

Biochemical abnormalities are common after transplant, but
less documented than in patients on dialysis. It is probably
useful to distinguish the time period immediately after
kidney transplant, with rapidly changing GFR and concomitantly given therapies, from the subsequent time period when
a more stable graft function has been achieved. The
magnitude of CKD–MBD before transplant, the degree of
kidney function recovery, and the effects of immunosuppressive and other therapies create a heterogeneous patient
population. The scope and magnitude of the biochemical
abnormalities of CKD–MBD fluctuate dramatically in the
early post-transplant period compared with the late posttransplant period, the latter depending on the level of kidney
Kidney International (2009) 76 (Suppl 113), S100–S110

function. Hypophosphatemia occurs in a large proportion of
patients immediately after transplantation, but once kidney
function has become stabilized, serum phosphorus returns to
the normal range in most of them. Serum calcium tends to
increase after transplant and then stabilizes at the higher end
of the normal range within 2 months. PTH levels decrease
significantly during the first 3 months after transplant but
typically stabilize at elevated values after 1 year. Low levels
of 1,25(OH)2D typically do not reach normal values until
almost 18 months after transplant.446 There are no large
databases in which these data are routinely collected and
therefore can be systematically evaluated. Thus, most reports
are single-center studies.
Bone

Abnormalities of bone are nearly uniformly observed, but the
etiology and pathology are widely variable. Post-transplant
bone disease represents an important complication observed
in a substantial proportion of patients. Early studies have
shown a rapid decrease in BMD in the first 6–12 months
after successful kidney transplantation, and continued loss—
albeit at a lower rate—for many years.447 As a consequence,
fractures are common and associated with substantial
morbidity.
The etiology of transplant bone disease is multifactorial.
Patients come to transplantation with pre-existing bone
disease of CKD (CKD–MBD), which is not always improved
by transplantation. In addition, new insults to bone occur,
including the potentially deleterious effects of various
immunosuppressive agents, the impaired kidney function
(CKD) frequently observed in kidney transplant patients, and
other factors particular to each patient, such as postmenopausal status, presence of diabetes, smoking, physical
activity, and duration of dialysis and transplantation.448
Previous studies in kidney transplant patients have shown a
correlation between the cumulative dose of glucocorticoids
and BMD. On the basis of a few bone biopsy studies in
transplant patients, glucocorticoids seem to be the primary
determinant of subsequent bone volume and turnover. Thus,
the cumulative and mean prednisone dose correlated
negatively with bone turnover, whereas there was no
correlation with cyclosporine cumulative dose or serum
PTH.449 The possible role of calcineurin inhibitors, such
as cyclosporine or tacrolimus, remains incompletely
studied, with contradictory reports on their effects on bone
turnover.449
Vascular calcification

Arterial calcification is also common after a kidney
transplant, but is often due to the effects of the uremic state
and dialysis rather than the transplant itself and, overall, is
poorly studied in this population. In renal transplant
recipients (CKD stages 1–5T), only one prevalence study
was identified, showing a prevalence of calcification of
24.4%.450 Although this cross-sectional study was large
(n ¼ 1117), calcification was assessed by a posterio-anterior
S101
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plain abdominal X-ray examination of the aorto-iliac
region, which is likely to be less sensitive than computed
tomography-based imaging methods and gives only semiquantitative information. In addition, one of the major
difficulties in interpreting calcification in the transplant
population is the carryover effect from CKD stage 5 or stage
5D. Currently, only one preliminary study is available,
suggesting that the progression of cardiovascular calcification
may be halted after renal transplantation.451 Thus, much
remains to be learned.
The following tables are found at the end of this chapter:
Table 39 summarizes the RCTs of treatments in children with
CKD (stages 1–5T). The evidence matrix, a table that
describes the methodologic quality of the included studies,
and the evidence profile, a table that provides an overall
assessment of the quality of the evidence and balance of
potential benefits and harm are Tables 40, 41 for calcitriol or
vitamin D analogs; and Tables 42, 43 for bisphosphonates.
Studies of treatments for CKD-MBD in transplant recipients
reviewed for this topic are further described in detail in the
Supplementary Tables 46–53.

Reasonable monitoring intervals would be:
K In CKD stages 1–3T, for serum calcium and
phosphorus, every 6–12 months; and for PTH,
once, with subsequent intervals depending on
baseline level and CKD progression.
K In CKD stage 4T, for serum calcium and phosphorus,
every 3–6 months; and for PTH, every 6–12 months.
K In CKD stage 5T, for serum calcium and phosphorus,
every 1–3 months; and for PTH, every 3–6 months.
K In CKD stages 3–5T, measurement of alkaline
phosphatases annually, or more frequently in the
presence of elevated PTH (see Chapter 3.2).
In CKD patients receiving treatments for CKD–MBD,
or in whom biochemical abnormalities are identified, it is reasonable to increase the frequency
of measurements to monitor for efficacy and sideeffects (not graded).
It is reasonable to manage these abnormalities as
for patients with CKD stages 3–5 (not graded) (see
Chapters 4.1 and 4.2).

RATIONALE

5.1

In patients in the immediate post-kidney-transplant
period, we recommend measuring serum calcium
and phosphorus at least weekly, until stable (1B).

Similar to what has been described for CKD stage 3–5 patients
with CKD–MBD, in kidney transplant recipients, serum levels
of calcium, phosphorus, total CO2, and PTH should be closely
monitored in all patients regardless of graft function. During
the first week after kidney transplantation, serum levels of
calcium and phosphorus should be measured at least weekly.
Many, if not most, kidney transplant recipients develop
persistently low levels of serum phosphorus (o3.1 mg/dl
or 1.0 mmol/l) in the post-transplant period. They should
be considered for treatment with phosphate supplementation. However, phosphate administration is not without
risk, and caution should be exerted, as it may exacerbate an
already existing secondary hyperparathyroidism (HPT).
Therefore, every attempt should be made to prescribe the
minimum doses. Patients with severe secondary HPT before
the transplant will continue to have excessive PTH secretion
from large hyperplastic glands. With a new kidney, there will
now be enhanced renal reabsorption of calcium
and hypercalcemia may ensue. Also, there will be reduced
tubular phosphate reabsorption. Thus, during the immediate
post-transplant period, wide fluctuations of serum calcium
and phosphorus may be seen and thus frequent monitoring
is needed.
5.2
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In patients after the immediate post-kidney-transplant period, it is reasonable to base the frequency of
monitoring serum calcium, phosphorus, and PTH on
the presence and magnitude of abnormalities, and
the rate of progression of CKD (not graded).

Patients with a kidney transplant usually have some degree
of CKD and, therefore, CKD–MBD may be present. However, there are no clinical trials that have specifically
addressed the optimal frequency of monitoring in the CKD
or CKD transplant population. Thus, on the basis of the
prevalence of abnormalities and the risks associated with
those abnormalities, the management of the biochemical
abnormalities of CKD–MBD after transplant should be
similar to that proposed for nontransplant CKD.
A recent study of 303 kidney transplant recipients in the
United States found that 11–25% of patients had abnormal
serum calcium or CaXP in the first year after transplant, and
24% of recipients with an eGFR between 40 and 60 ml/min per
1.73 m2 had intact PTH levels 4130 pg/ml (13.8 pmol/l) at 1
year after kidney transplant.452 Another series from the United
Kingdom453 evaluated 244 kidney transplant recipients: 104 in
the first year, and the remainder more than 1 year after
transplant. Hypercalcemia was present in 40% of recently transplanted recipients and 25% of long-term patients. Hypophosphatemia was very common in the immediate post-transplant
period, but normalized within the first year in most series,
although a urinary phosphate leak often remained despite
normal serum levels.454 A larger cohort from Switzerland455
evaluated 823 kidney transplant recipients, on average 7 years
after transplant. They found that only 27% of the population had a PTH within normal range (that is, 15–65 pg/ml
(1.6–6.9 pmol/l)), whereas 70% had HPT (PTH465 pg/ml
(46.9 pmol/l)) and 2.8% were hypoparathyroid (PTH
o15 pg/ml (o1.6 pmol/l)). Serum phosphorus was within
normal range in 74% of the patients (0.85–1.45 mmol/l), and
increased in only 3.6% of the patients. Finally, serum calcium
was within normal range in most patients (85.9%), with
only 2.8 and 11.3% of the patients being hypocalcemic and
Kidney International (2009) 76 (Suppl 113), S100–S110
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hypercalcemic, respectively. Thus, disorders of mineral metabolism may persist many years after transplantation.
There is a paucity of data describing the risk relationship of
biochemical abnormalities of CKD–MBD and mortality in
patients after kidney transplantation. A study in Austria of 773
patients with kidney transplant found no relationship between
serum calcium, phosphorus, or PTH and mortality.456
However, they did find that patients with the highest quintile
of phosphorus had increased risk of kidney allograft loss.
Similarly, those with the highest quintile of calcium also had
increased risk of kidney allograft loss, which is similar to other
reports in which hypercalcemia was associated with both graft
loss and recipient death.452 Clearly, more data are needed to
fully understand the possible significance of these relationships.
From a management perspective, there are no RCTs that
specifically enrolled transplant recipients who met our
inclusion criteria. Thus, approaches similar to those in
nontransplant CKD should be taken, with some special
considerations. Hypercalcemia after kidney transplantation is
usually due to HPT that persists from the preceding CKD
period. Increased serum calcium concentration can persist for
years after transplantation. In patients with nonsuppressible
nodular parathyroid hyperplasia, persistently elevated PTH
levels after restoration of normal renal function with a
transplant may have a primary role in maintaining a high
bone turnover. Parathyroid gland hyperplasia, especially
autonomous parathyroid growth, does not easily resolve after
establishment of sufficient renal function, except in mild cases
or when secondary to vitamin D deficiency. In 30–50%
of transplant recipients, abnormal PTH secretion persists.
When it causes hypercalcemia, it may require parathyroidectomy.457460 In general, the same principles we have discussed for the management of patients with CKD stages 3–5
with CKD–MBD will apply for patients with CKD stages 3–5T.
5.3

In patients with CKD stages 1–5T, we suggest that
25(OH)D (calcidiol) levels might be measured, and
repeated testing determined by baseline values and
interventions (2C).

25(OH)D levels were measured in 244 renal transplant
recipients and divided into two groups: 104 recently transplanted (less than 1 year) and 140 long term.453 Vitamin D
insufficiency (15–30 ng/ml or 40–75 nmol/l) was present in 29
and 43% of recent and long-term kidney transplant recipients,
deficiency (4.8–15.6 ng/ml or 12–39 nmol/l) in 56 and 46%, and
severe deficiency (o4.8 ng/ml or 12 nmol/l) in 12 and 5%,
respectively. Thus, vitamin D deficiency is common after
transplant, and an initial assessment of status is reasonable.
5.4

In patients with CKD stages 1–5T, we suggest that
vitamin D deficiency and insufficiency be corrected
using treatment strategies recommended for the
general population (2C).

Vitamin D deficiency and insufficiency are associated with
cardiovascular disease, autoimmune disorders, malignancies,
Kidney International (2009) 76 (Suppl 113), S100–S110

bone disease and musculoskeletal weakness, and insulin
resistance.461 Unfortunately, there are no RCTs of vitamin D
supplementation in patients with a kidney transplant evaluating end points other than bone health (see recommendation
5.6 for bone health). However, given the magnitude of vitamin
D deficiency and the high prevalence of many of the disorders
associated with vitamin D deficiency in the general population,
the Work Group felt that it was reasonable to treat deficiency, if
found. Thus, supplementation with either ergocalciferol or
cholecalciferol is recommended, but the optimal treatment
regimen is not known,462 and neither is the sufficient level of
calcidiol well defined (see Chapter 3.1). It is also important to
point out that the primary source of vitamin D is sunlight, and
that the increased risk of skin cancer in kidney transplant
patients mandates the use of appropriate sun-screen protection, further increasing the need for oral intake of vitamin D.463
5.5

In patients with an estimated glomerular filtration
rate greater than approximately 30 ml/min per
1.73 m2, we suggest measuring BMD in the first 3
months after kidney transplant if they receive
corticosteroids, or have risk factors for osteoporosis
as in the general population (2D).

Post-transplant bone disease is a complex disorder that
extends beyond simple alterations in BMD. It includes
systemic and local derangements of bone and mineral
metabolism that can be detected and treated appropriately.
The management of bone disease after kidney transplantation
should take into account its pathophysiology, with particular
focus on three different phases: (i) optimal treatment of
CKD–MBD before kidney transplantation; (ii) prevention of
bone loss during the first year after transplantation; and (iii)
treatment of decreased bone mass thereafter.
There are no studies that directly address fracture
prevention, hospitalizations, or mortality related to
CKD–MBD in kidney transplant recipients. There is only
one study that shows low BMD, as assessed by dual energy
X-ray absorptiometry (DXA), to be predictive of fracture risk
in kidney transplant recipients. This recent study evaluated
238 renal transplant patients with CKD stages 1–5T who
underwent 670 DXA investigations of the hip. Fractures were
assessed by a questionnaire. Osteopenia and an absolute bone
density below 0.9 g/cm2 in the hip region conferred an
increased risk of fracture.464 However, the Work Group felt
that this study was inadequate to determine whether DXA
had a high enough predictive value of fracture to be routinely
used, because of the bias of repeated DXA evaluations
counted as independent measures and the nonsystematic
assessment of fractures. It is worth noting that reductions in
BMD have been associated with an increased fracture rate in
studies of osteoporosis in women in association with postmenopausal status, in men treated with glucocorticoids, and
in heart- or liver-transplant recipients. However, the etiology
of post-transplant kidney bone disease is likely influenced by
CKD–MBD from the pretransplant dialysis period, and
ongoing CKD–MBD after transplant, given that most patients
S103
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have some impairment of kidney function. Thus, the studies
from the general population and other solid organ transplantation may not be generalizable to the kidney transplant
population. In addition, there are no treatments in these
patients that show fracture reduction (see Recommendation
5.6). Thus, the Work Group felt that DXA should be reserved
for high-risk populations, including those receiving significant doses of corticosteroids, or those with risk factors for
osteoporosis in the general population (see Chapter 3.2). In
addition, the Work Group felt that DXA screening after
transplant should only be done in individuals with a wellfunctioning allograft (CKD stages 1–3T), as patients with
CKD stages 4–5T will be more likely to have abnormal bone
quality from CKD–MBD, with unknown impact on the
predictive value of DXA.
5.6

In patients in the first 12 months after kidney
transplant with an estimated glomerular filtration
rate greater than approximately 30 ml/min per
1.73 m2 and low BMD, we suggest that treatment
with vitamin D, calcitriol/alfacalcidol, or bisphosphonates be considered (2D).
K We suggest that treatment choices be influenced
by the presence of CKD–MBD, as indicated by
abnormal levels of calcium, phosphorus, PTH,
alkaline phosphatases, and 25(OH)D (2C).
K It is reasonable to consider a bone biopsy to guide
treatment, specifically before the use of bisphosphonates due to the high incidence of adynamic
bone disease (not graded).
There are insufficient data to guide treatment after
the first 12 months.

As detailed below, unfortunately, there are no RCTs that
show the beneficial or harmful effects of bone-protective
agents on patient-level outcomes, in particular fractures,
hospitalizations, or mortality. Studies that examined the
effects of calcitriol or vitamin D analogs to prevent transplant
bone disease found an improvement in BMD and no adverse
events (AEs) of bone.465468 Studies that examined the effects
of bisphosphonates to prevent transplant bone disease found
an improvement in BMD,165,469 but possible AEs of bone
histology, increasing the risk of adynamic bone disease.469
There are only inconsistent or low-quality data showing
positive effects of vitamin D, calcitriol, vitamin D analogs,
or bisphosphonates on BMD in established transplant bone
disease.470,471 Given that BMD is not a well-validated surrogate marker of fracture risk in the transplant patient (and is
not even an accepted end point for drug treatments in the
general population), and that no studies evaluate fracture as
an end point in transplant recipients, this recommendation
can only be weak. In addition, clinicians should be aware of
the complexity and heterogeneity of transplant bone disease
and consider the use of bone biopsy and other biochemical
abnormalities of CKD–MBD to guide therapeutic choices
rather than only focusing on DXA.
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Preventive therapy
Use of vitamin D, calcitriol, and its analogs.

Each of the trials
in which vitamin D, calcitriol, or its analogs were administered as preventive therapy assessed changes in BMD as the
primary outcome.
There were no studies evaluating vitamin D therapy
specifically in kidney transplant recipients that met our
inclusion criteria, but a meta-analysis published in 1999, in
patients treated with steroids for multiple reasons, supported
efficacy in improving BMD of the lumbar spine.465 This
meta-analysis compared all RCTs lasting at least 6 months
(and reporting extractable results) of patients receiving oral
corticosteroids and treated with vitamin D. The study found
a moderate beneficial effect of vitamin D plus calcium vs no
therapy or vs calcium alone (nine trials: effect size 0.60; 95%
CI 0.34, 0.85; Po0.0001). In a comparison of vitamin D with
other osteoporosis therapies, bisphosphonates were more
effective than vitamin D (six trials: effect size 0.57; 95% CI
0.09, 1.05). Thus, the Work Group felt that vitamin D
supplementation is a reasonable and safe treatment choice for
patients with low BMD.
In three studies in renal transplant recipients,466–468 a
positive change in BMD was observed in the calcitriol and
alfacalcidol groups vs the ‘no treatment’ or placebo groups.
No fracture data were recorded in any of these studies. The
RCTs are detailed in Tables 40, 41 and Supplementary Tables
46–49. No clinically important clinical outcomes such as
mortality, hospitalizations, or fractures were evaluated. Only
BMD as a surrogate marker for fractures was determined. In
addition, most of the studies either lacked or did not define
randomization, or there were inconsistencies between the
text and the tables. Some studies did not provide any baseline
data or the data were incomplete. Thus, the overall quality of
the evidence was classified as low. As reported, no significant
AEs were observed, except for mild hypercalcemia in the
study by Josephson et al.468 No patients were withdrawn from
the study because of secondary effects. No deleterious effect
on kidney graft function was observed.
Bisphosphonates. Two studies in 152 patients evaluated
the role of bisphosphonates as preventive therapy after
kidney transplantation (Tables 42, 43; Supplementary
Tables 50–53).
Protocols between the studies were different, making overall
comparisons nearly impossible. In the study of Coco et al.,469
patients received IV pamidronate at baseline and at 1, 2, 3, and
6 months after transplantation. Rapid decrease of lumbar
spine BMD was prevented in the pamidronate group. No
changes in hip BMD were observed. There were no differences
in the number of fractures between the groups after 1 year. The
bone biopsy data are detailed below. The second study by
Grotz et al.165 evaluated IV ibandronate at baseline and at 3, 6,
and 9 months after transplantation. Loss of trabecular and
cortical bone assessed by BMD was prevented by ibandronate.
Fewer vertebral deformities by X-ray were observed in the
ibandronate group than in the controls. No significant side
effects or decreased GFR were reported.
Kidney International (2009) 76 (Suppl 113), S100–S110
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In the study by Coco et al.,469 bone biopsies were
performed at the time of transplant in 21 patients and in
14 patients after 6 months, six in the pamidronate group and
eight in the control group. The mean activation frequency
after 6 months was significantly lower in the pamidronatetreated patients than in the controls. All of the pamidronate
patients had adynamic bone disease on the 6-month biopsy;
four patients with initial HPT and one with mixed uremic
osteodystrophy developed adynamic disease. In the control
group, three of eight patients had adynamic bone disease and
the rest were mixed. The bone turnover improved in five of
eight (62%) patients among the control biopsies and in none
of the pamidronate biopsies. It worsened in one control
biopsy (12%) and in five of six (83%) pamidronate biopsies.
Mineralization lag time determination was not available for
the first biopsy. In the second biopsy, three subjects had
prolonged mineralization lag time, indicating either osteomalacia or very little tetracycline uptake. In the control
group, none of the biopsies had increased osteoid thickness,
although several had elevated mineralization lag time. The
data provided do not allow a clear interpretation of
mineralization. Mean bone volume was normal in both
groups. In the pamidronate group, there was no change from
baseline. The mean bone volume in the control group
decreased from 28.6 to 25.7 (10%), but this was not
significant. Overall, the histology suggests development of
adynamic bone disease in these patients, but the results are
limited by a small number of subjects with a short follow-up
time. It is also not clear whether the potential benefit from
preserving bone volume and fracture reduction outweighs
the potential harm of decreased bone formation and/or
prolonged mineralization.
Overall, the quality of the preventive studies with
bisphosphonates was ranked as moderate. Some of the
studies showed limited fracture data and/or bone biopsy
information. The observation in the study by Coco et al. that
patients showed early evidence and progression to adynamic
bone disease in some patients should raise caution about the
indiscriminate use of bisphosphonates in renal transplant
patients.

suppression of serum PTH, together with an increase in
serum calcium (but within normal limits), as compared with
the no-treatment group. The bone biopsy results showed that
bone turnover was better in 43% of the control biopsies and
12% of the calcitriol biopsies, but worse in 28% of the control
biopsies and 50% of the calcitriol biopsies. The study also
described a decrease in osteoclast surfaces that represents a
secondary index of turnover. Therefore, if a decrease in the
osteoclast surface is accompanied by a drop in the bone
formation rate into the adynamic range, then the overall
turnover is worse.
No evidence of AEs was recorded with respect to changes
in serum calcium, phosphorus, or intact PTH. No patients
were withdrawn from the study because of AEs. A gradual
decrease in GFR assessed by creatinine clearance was
observed in both the control and treatment groups.
Bisphosphonates. Only one study examined the effect of
bisphosphonates in long-term kidney transplant patients
with established osteopenia or osteoporosis (Tables 42, 43).
Jeffery et al. evaluated 117 patients with reduced BMD
(T score p1). Patients were randomized to daily oral
alendronate and calcium vs calcitriol and calcium.471 There
was no untreated control group in this study. One year of
therapy was completed by 90 patients. Both treatments
showed significant increases in lumbar spine and femur
BMD. No differences between groups were shown. No
information was provided on the number of patients who
did not finish the study. No significant AEs or alterations in
kidney function were reported. The quality of evidence of this
study was ranked between moderate and low.
In a recent, nonrandomized controlled study by
Conley et al., the use of bisphosphonates was retrospectively
evaluated in 554 kidney transplant patients who had
at least two BMD analyses. Patients who received bisphosphonates after the first year of transplantation showed
improved BMD, but did not have a reduced fracture rate
when compared with those who did not receive the
antiresorptive agents.472
Thus, the Work Group could not make any recommendations for long-term treatment strategies.

Long-term treatment
Calcitriol. There was only one study in long-term renal

SPECIAL CONSIDERATIONS IN CHILDREN

transplant patients (those patients 412 months from
transplant) that evaluated the effect of calcitriol plus calcium
carbonate vs no treatment (Tables 40, 41).470 This study
enrolled 45 patients, with only 30 of them completing the
trial. This RCT met our inclusion criteria because bone
biopsies were an evaluated end point. The mean time after
transplantation was 118.7 months in the treatment group and
133 months in the control group. Although significant
improvement in BMD was observed after 1 year in the
treatment group, no differences were observed between the
treatment and nontreatment groups. No fracture data were
reported. Thus, the overall quality of the evidence is low. After
1 year of treatment, patients in the treatment group had a
Kidney International (2009) 76 (Suppl 113), S100–S110

One study reviewed treatments provided to 60 pediatric renal
transplant patients (CKD stages 1–5T).473 In this four-arm
study (see Table 39), the effect of alfacalcidol±calcitonin on
BMD, as assessed by DXA, and on selected biochemical
markers was compared to that of alendronate. No differences
were found. No fracture data were collected. Another 30
patients from the same investigators were given either
alfacalcidol or placebo therapy and DXA, and selected
biochemistries were assessed.474 It is not clear whether these
patients were separate from those reported in the first study
cited above. Again, there were no differences in outcomes.
Given the paucity of data about CKD stages 1–5T, and
the inherent inaccuracy in the use of DXA in pediatric
CKD, there is insufficient evidence to recommend specific
S105
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treatments for post-transplant renal bone disease in children
at this point in time.
5.7

In patients with CKD stages 4–5T, we suggest that
BMD testing not be performed routinely, because
BMD does not predict fracture risk as it does in the
general population and BMD does not predict the
type of kidney transplant bone disease (2B).

In patients with CKD stages 4–5T, there is an increased
likelihood of more severe underlying bone abnormalities of
CKD–MBD that further decrease the utility of DXA in
determining the underlying bone disorder. The data
supporting routine use of DXA in a well-functioning
allograft are weak (see above), and thus the Work Group
felt that the additional confounder of CKD–MBD did not
allow a recommendation for routine use of DXA in these
patients.
5.8

In patients with CKD stages 4–5T with known low
BMD, we suggest management as for patients with
CKD stages 4–5 not on dialysis, as detailed in
Chapters 4.1 and 4.2 (2C).

Despite not recommending routine DXA in patients with
CKD stages 4–5T, the Work Group acknowledged that these
patients might still have undergone such an assessment.
When the DXA reveals low BMD, the patients should be
fully evaluated and managed as for patients without a
kidney transplant as detailed in Chapters 4.1 and 4.2.
Importantly, these patients should be referred to as having
low BMD, as opposed to osteoporosis,475 as the latter term
often leads to treatments as in the general population with
osteoporosis such as bisphosphonates. However, bisphosphonates can decrease bone turnover and therefore may
theoretically worsen adynamic bone disease. As detailed in
Chapters 3.2 and 4.3, bisphosphonates accumulate in bone
for many years, and thus patients should be evaluated with a
bone biopsy to ensure normal turnover before their use.

RESEARCH RECOMMENDATIONS
K

K

K

Prospective studies in patients with CKD stages 3–5T should
be performed to determine the level of BMD that is
predictive of fractures and whether or not the predictive value
is affected by other parameters of CKD–MBD, such as HPT.
RCTs should be performed in patients with CKD stages
3–5T with low BMD at the time of kidney transplant to
evaluate the effects of bisphosphonates or calcitriol and
vitamin D analogs. The study should be of sufficient time
(at least 1 year) to evaluate the effect on BMD change and
patient-level outcomes, such as hospitalization, fractures,
all-cause mortality, cardiovascular morbidity and mortality, and quality of life.
RCTs should be performed in patients with CKD stages
3–5T with low serum calcidiol levels at the time of kidney
transplant to evaluate the effect of vitamin D supplementation on change in BMD and patient-level outcomes, such as
all-cause mortality, hospitalization, fracture, cardiovascular
morbidity and mortality, and quality of life.

SUPPLEMENTARY MATERIAL
Supplementary Table 46. Summary table of RCTs examining treatment of
CKD–MBD with calcitriol or vitamin D in CKD stages 1–5T—description of
population at baseline.
Supplementary Table 47. Summary table of RCTs examining treatment of
CKD–MBD with calcitriol or vitamin D in CKD stages 1–5T—intervention
and results.
Supplementary Table 48. Summary table of RCTs examining treatment of
CKD–MBD with calcitriol or vitamin D in CKD stages 1–5T—bone biopsy results.
Supplementary Table 49. Adverse events of vitamin D, calcitriol, or vitamin
D analogs in CKD stages 1–5T.
Supplementary Table 50. Summary table of RCTs examining treatment of
CKD–MBD with bisphosphonates vs control or calcitriol in CKD stages
1–5T—description of population at baseline.
Supplementary Table 51. Summary table of RCTs examining the treatment
of CKD–MBD with bisphosphonates vs control or calcitriol in CKD stages
1–5T—intervention and results.
Supplementary Table 52. Summary table of RCTs examining the treatment
of CKD–MBD with bisphosphonates vs control or calcitriol in CKD stages
1–5T—bone biopsy results.
Supplementary Table 53. Adverse events of bisphosphonates in CKD
stages 1–5T.
Supplementary material is linked to the online version of the paper at
http://www.nature.com/ki

Table 39 | RCTs of treatments for CKD–MBD in children with CKD stages 1–5T
Author (year)

N

Population

F/U

Study design

Arm 1 (arm 3)

Arm 2 (arm 4)

Outcomes

473

El-Husseini (2004)

60

CKD 1–5T

12 months

RCT

El-Husseini (2004)474

30

CKD 1–5T

12 months

RCT

Alfacalcidol
(calcitonin)
Alfacalcidol

Alendronate
(control)
Control

DXA, Biochemical
markers
DXA, Ca, P, PTH, CrCl

CKD, chronic kidney disease; CKD–MBD, chronic kidney disease–mineral and bone disorder; CrCl, creatinine clearance; DXA, dual energy X-ray absorptiometry; F/U, follow-up;
N, number of subjects; PTH, parathyroid hormone; RCT, randomized controlled trial.

S106

Kidney International (2009) 76 (Suppl 113), S100–S110

Kidney International (2009) 76 (Suppl 113), S100–S110

Table 40 | Evidence matrix of calcitriol or vitamin D analogs vs placebo or calcium alone in CKD stages 1–5T
Methodological quality
A

B

Author

N (on
agent)

F/U

Mortality
Clinical CVD
Hospitalization
CKD clinical outcomes

—
—
—
—

—
—
—
—

QoL
Fractures

—
—

PTx
Bone density

C

Adverse event reporting

Author

N
(on agent)

F/U

—
—
—
—

—
—
—
—

—
—
—
—

—
—
—
—

—
—
—
—

—
—
—
—

—
—
—
—

—
—

—
—

—
—

—
—

—
—

—
—

—
—

—
—

—
—

—
—

—
—

—
Torres
(2004)467 a

—
90 (45)

Bone histology

—

—

—

—

—

—

Vascular/valvular
calcification
GFR loss

—

—

—

—

—

—

—

—

—

—

—

—

—

—

—

De Sevaux
(2002)466 a
Torres
(2004)467 a
Torres
(2004)467 a

113 (65)

6 months

90 (45)

12 months

90 (45)

12 months

Outcome

Lab: Ca, P, PTH,
ALP, b-ALP

Lab: Bicarbonate
Adverse events

—

—

—

—
12 months

N (on
agent)

Author

F/U

—
De Sevaux
(2002)466 a
Josephson (2004)468 a
Cuento-Manzano
(2000)470 b
—

—
—
113 (65) 6 months

De Sevaux (2002)466 a
Torres (2004)467 a
—

113 (65) 6 months
90 (45) 12 months
—
—

—

N
(on agent) F/U

Author
—
—
—
De Sevaux (2002)466 a
Torres (2004)467 a
Cuento-Manzano
(2007)470 b
—
De Sevaux (2002)466 a
Torres (2004) 467 a
Cuento-Manzano
(2000)470 b
—
—

—
—
—
113 (65)
90 (45)
45 (23)

—
—
—
6 months
12 months
12 months

—
113 (65)
90 (45)
45 (23)

—
6 months
12 months
12 months

—
—

—
—

64 (26)
30 (16)

12 months
12 months

—

—

—

—

—

—

—

—

—

—

—

—

—

—

—

—

—

De Sevaux (2002)466 a
Torres (2004)467 a
Josephson (2004)468 a
Cuento-Manzano
(2000)470 b

113 (65)
90 (45)
64 (26)
45 (23)

—

—

6 months
12 months
12 months
12 months
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ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, follow-up; GFR, glomerular filtration rate; N, number of subjects; PTH, parathyroid hormone;
PTx, parathyroidectomy; QoL, quality of life.
Note: Number randomized may be higher than number analyzed; this evidence matrix does not include studies of cholecalciferol vs control in CKD stages 1–5T (refer to summary table entry for Wissing, 2005).
a
Early post-transplant (prevention).
b
Long-term kidney transplant recipients.

Outcome
Mortality
Clinical CVD and
CeVD
All-cause
hospitalization
CKD clinical
outcomes
Quality of life
Fractures

Number of studies
and study design

Total N (N on
study drug)

Methodological
quality of studies

Directness of
the evidence
Consistency across generalizability/
studies
applicability

—
—

—
—

—
—

—
—

—
—- - - - - - - AEs from 3 RCTs
—
—- - - - - - - AEs from 2 RCTs

-

—
-

-

- —
- - - - 248 (133)

—
—- - - 203 (110)

- -

PTx
Bone density

—
3 RCTs (early)

—
267 (135)

Bone histology

1 RCT (LT)

30 (16)

Vascular/valvular
calcification
GFR loss

—

—

2 RCTs (early)

—
- -

-

- -

-

—
—

—

-—
- - - - - - - Very serious
limitations (2)
—
—
- - - - - - - - Very serious
limitations (2)
—
Very serious
limitations (2)c
Very serious
limitations (2)c

-

-

- —
- —

—
——

- -

Summary of findings

—
- -

-

- -

-

- -

- -

-

- -

-

- -

-—
—

—
——

-

Other
considerationsb

Quality of
evidence for
outcome

Qualitative and quantitative description of Importance of
effect
outcome

—
—

—
—

—
—

Critical
Critical

—

—

—

High

—
- —

-

-

- -

-

- -

-

-

-

-

- -

-

- -

-

- -

—
——

- -

-

- -

-

- -

Very low

Unable to assess

High

—

—

High

- -

-

- -

-

- -

Very Low

Unable to assess

High

—
Two studies showed statistically significant
improvement of BMD. One was inconclusive
Calcitriol caused more adynamic disease
and placebo showed more improvement in
turnover. Mineralization better with calcitriol,
therefore overall results are complex
—

High
Moderate

Similar levels of CrCl at 6 months or
1 year

Moderate

—
No major
inconsistencies
NA

—
Direct

—
—

—
Low

Direct

Sparse data

Very low

—

—

—

—

—

203 (110)

Very serious
limitations (2)d

NA

Direct

—

Low

Serious
(1)e
Serious
(1)e
—
Serious
(1)e
Serious
(1)e
Serious
(1)g

No major
inconsistencies
No major
inconsistencies
—
No major
inconsistencies
No major
inconsistencies
NA

Direct

—

Moderate

Direct

—

Moderate

—
Directf

—
—

—
Moderate

Direct

—

Moderate

Direct

Sparse data

Low

Moderate

Moderate

Laboratory measurements
Calcium

2 RCTs (early)

203 (110)

Phosphorus

2 RCTs (early)

203 (110)

Ca  P
PTH

—
2 RCTs (early)

—
203 (110)

ALP, b-ALP

2 RCTs (early)

203 (110)

Bicarbonate

1 RCT (early)

90 (45)

Adverse events

3 RCTs (early)
1 RCT (late)

267 (135)
30 (16)
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Balance of Potential Benefits and Harm:
No evidence of benefit
Potential for hypercalcemia

limitations
limitations
limitations
limitations
limitations

Two studies show no difference in Ca, P, or
ALP. One study showed no change in PTH,
the other showed lower PTH with treatment. Moderate
One study showed no difference in
bicarbonate

Hypercalcemia was seen more in treatment Depends on
arms in two studies and lead to a 3%
outcome
discontinuation on one of the studies. No
conclusions can be made with any certainty
regarding graft function, acute rejection, new
fractures or bone symptoms
Quality of Overall Evidence:
Moderate for biochemical outcomes
Low for other surrogate outcomes
Absent for patient-centered outcomes

AE, adverse event; ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; BMD, bone mineral density; CaXP, calcium-phosphorus product; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CrCl,
creatinine clearance; CVD, cardiovascular disease; GFR, glomerular filtration rate; LT, long term; N, number of subjects; NA, not applicable; PTH, parathyroid hormone; PTx, parathyroidectomy; RCT, randomized controlled trial.
a
This evidence profile does not include studies of cholecalciferol vs control in CKD stages 1–5T (refer to summary table entry for Wissing, 2005).
b
Other considerations include: Imprecise or sparse data (1), high probability of reporting bias (1). For observational studies: other considerations include: strong association (+1 or +2), dose–response gradient (+1), all plausible
confounders would have reduced the effect (+1).
c
One grade B, two grade C.
d
Two grade C.
e
Two grade B.
f
However, limited certainty about the directness of PTH due to bias in PTH assays, and biological variability of PTH values and effect of different PTH fragments.
g
One grade B.
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Table 41 | Evidence profilea of calcitriol or vitamin D analogs vs placebo or calcium alone in CKD stages 1–5T
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Table 42 | Evidence matrix of bisphosphonates vs control in CKD stages 1–5T
Methodological quality
A
Outcome
Mortality
Clinical CVD
Hospitalization
CKD clinical outcomes
QoL
Clinical fractures
Radiological fractures

Author

B

N (on agent)

F/U

—
—
—
—
—
—
—

—
—
—
—
—
—
—

—
Grotz (2001)165
—
—

—
80 (40)
—
—

—

—

—

—

Lab: Ca, P, PTH

—

—

—

Lab: ALP, b-ALP

—

—

—

Grotz (2001)165
Coco (2003)469
Grotz (2001)165
Coco (2003)469

PTx
Bone density
Bone histology
Vascular/valvular
calcification
GFR loss

Adverse events

—
—
—
—
—
—
—

Author
—
—
—
—
—
—
—

—
—
12 months Coco (2003)469
—
Coco (2003)469
—
—

C

N (on agent)
—
—
—
—
—
—
—
—
50 (Xa)
50 (Xa)
—

F/U
—
—
—
—
—
—
—

(40)
(36)
(40)
(36)

N (on agent)

F/U

Author
165

N (on agent)

F/U

80 (40)
—
—
80 (40)
—
—
—

12 months
—
—
12 months
—
—
—

—
—
—
—

—
—
—
—

—
—
—
—
—
Grotz (2001)165
Grotz (2001)165
Coco (2003)469
—
—
12 months
—
12 months
—
—
—

—
—
—
—
—
80 (40)
80 (40)
72 (36)
—
—
—
—

—
Grotz (2001)
—
—
—
—
—
Grotz (2001)165
—
—
12 months
—
12 months
—
12 months
—
—
—
—
—
—
—
—

Grotz (2001)165
Coco (2003)469
months
—
months
months
—
months

80 (40)
72 (36)
—

12 months
12 months
—

—

—

—

—

—

—

—

—

—

—

—

Grotz (2001)165
Coco (2003)469

80 (40)
72 (36)

12 months
12 months

—
80
72
80
72

Author

Adverse event reporting

—

12
12
12
12

ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, follow-up; GFR, glomerular filtration rate; N, number of subjects; PTH, parathyroid hormone;
PTx, parathyroidectomy; QoL, quality of life.
Note: N analyzed may be less than N randomized; This evidence matrix does not include studies of bisphosphonate vs vitamin D in CKD stages 1–5T (refer to summary table entry for Jeffery, 2003).
a
Unclear reporting regarding the number of individuals who received study drug.
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Consistency across
studies

Directness of the
evidence
generalizability/
applicability

—

—

Very serious
limitations (2)
—

—

—

AE from 1 RCT

80 (40)

—

—

Fractures
Clinical

1 RCT

80 (40)

Radiological

2 RCTs

152 (76)

PTx
Bone density

—
2 RCTs

—
152 (76)

Bone histology

1 RCT

Vascular/ valvular
calcification
GFR loss

Summary of findings
Other
considerationsb

Quality of
evidence for
outcome

Qualitative and quantitative
description of effect

Importance
of outcome

—

—

Very low

Unable to assess

Critical

—

—

—

—

—

Critical

—

—

—

—

—

High

Very serious
limitations (2)
—

—

—

—

Very low

Unable to assess

High

—

—

—

—

—

High

NA

Direct

Sparse data

Very low

Unable to assess

High

No major
inconsistenciesf
—
No major
inconsistencies
—

Direct

Sparse data

Very low

Unable to assess

High

—
Direct

—
—

—
Moderate

—

—

—

—

—

—

—

—

—

—

—
Treatment arms show improvement in BMD
at different sites. Effect size is variable
Pamidronate biopsies developed adynamic
bone but volume was slightly better
—

High
Moderate

50 (X)

Very serious
limitations (2)d
Very serious
limitations (2)e
—
Serious limitations
(1)g
—

Moderate

2 RCTs

152 (76)

Serious limitations
(2)h

No major
inconsistencies

Direct

—

Low

Similar levels of CrCl at 1 year

Moderate

152 (76)

Serious
(1)i
Serious
(1)j
Serious
(1)i
—
Serious
(1)i

No major
inconsistencies
No major
inconsistencies
No major
inconsistencies
—

Direct

—

Moderate

No significant difference over 1 year
follow-up

Moderate

One study in early transplant shows a
statistically significant reduction in acute
rejection episodes with ibandronate vs Ca.
Trend toward greater GI discomfort with
bisphosphonates compared with control

Depends on
outcome

Outcome

Number of
studies and
study design

Total N (N on
study drug)

Methodological
quality of studies

Mortality

AE from 1 RCT

80 (40)

Clinical CVD and
CeVDc
All-cause
hospitalization
CKD clinical
outcomes
Quality of life

—
—

Moderate

Laboratory measurements
Calcium

2 RCTs

Phosphorus

2 RCTs

152 (76)

PTH

2 RCTs

152 (76)

CaXP
ALP, b-ALP

—
2 RCTs

—
152 (76)

limitations
limitations
limitations
limitations

Adverse events

Kidney International (2009) 76 (Suppl 113), S100–S110

Balance of Potential Benefits and Harm:
Evidence regarding benefit of bisphosphonates in BMD at different sites
No evidence demonstrating a difference in GFR loss, Ca, P or PTH
Limited data showing association with acute rejection or GI discomfort

Direct

—

Moderate

Directk

—

Moderate

—

—

—
Moderate

Quality of Overall Evidence:
Moderate for biochemical outcomes
Moderate for other surrogate outcomes
Absent for patient-centered outcomes

AE, adverse event; ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; BMD, bone mineral density; CaXP, calcium-phosphorus product; CeVD, cerebrovascular disease; CKD, chronic kidney disease; CKD–MBD, chronic kidney
disease-mineral and bone disorder; CrCl, creatinine clearance; CVD, cardiovascular disease; GFR, glomerular filtration rate; GI, gastrointestinal; N, number of subjects; NA, not applicable; PTH, parathyroid hormone; PTx, parathyroidectomy; RCT,
randomized controlled trial.
a
This evidence profile does not include studies of bisphosphonate vs vitamin D in CKD stages 1–5T (refer to summary table entry for Jeffery, 2003).
b
Other considerations include: Imprecise or sparse data (1), high probability of reporting bias (1). For observational studies: other considerations include: strong association (+1 or +2), dose–response gradient (+1), all plausible confounders
would have reduced the effect (+1).
c
Clinical cardiovascular and cerebrovascular disease.
d
One grade C.
e
Two grade C.
f
Consistencies in direction on effect.
g
One grade A, one grade B.
h
Two grade C.
i
Two grade B.
j
Two grade B.
k
However, limited certainty about the directness of PTH due to bias in PTH assays, and biological variability of PTH values and effect of different PTH fragments.
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Table 43 | Evidence profilea for the treatment of CKD–MBD with bisphosphonates vs control in CKD stages 1–5T
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As detailed throughout this guideline, there is a paucity of
high-quality studies evaluating the clinical benefit of various
treatments given to patients with chronic kidney disease–mineral and bone disorder (CKD–MBD). Table 44 summarizes the number and quality of randomized controlled trials
by end points. More detailed summaries are provided in
Table 45 and (Supplementary Tables 54 and 55). As CKD–
MBD is unique to patients with CKD stages 3–5D and stages
1–5T, we unfortunately do not have treatment studies in the
general population that we can apply to the management
of our patients. The Work Group a priori decided that we
should focus only on randomized controlled trials with at
least 6 months’ duration and sufficient sample size to guide
treatment decisions. Therefore, additional randomized controlled trials of shorter duration are not included in this table.
However, it is unlikely that these shorter studies provided
high-quality evidence on clinical end points. Owing to
the paucity of randomized controlled trials in this field, the
Work Group made the attempt to also use observational
studies with large sample size of treatment effects that were
relevant to the guideline treatment questions, under the
condition that they showed a relative risk of 42.0 or o0.5

for patient-centered outcomes. No observational treatment
studies meeting these criteria were identified.
This guideline contains mostly level 2 recommendations.
These are formulated on the basis of the expert judgment
of the Work Group and the review of evidence that is either
of low quality or that does not examine patient-centered
end points. As detailed in Chapter 2, there are important
differences in the implications for level 1 and level 2
recommendations (Chapter 2).
The grading of recommendations adopted for the guideline is shown in Table 46 (also shown in Chapter 2).
It is important to reinforce that level 2 recommendations
are not meant to be used for quality performance measures
by dialysis providers or payers. Level 2 recommendations
should also not be considered mandatory for a specific
therapeutic approach. Instead, level 2 recommendations are
meant to guide clinicians in caring for patients, and
these recommendations must be validated by future
research. It is also important that the grade for the strength
of the recommendation and the quality of the evidence
corresponding to each statement (see Chapter 2) be included
whenever a recommendation is reproduced or communicated.

Table 44 | Summary of cumulative evidence matrix with patient-centered outcomes, other surrogate outcomes, and
biochemical outcomes
Methodological quality of outcome
A
Number of studies

B
Number of studies

C
Number of studies

Patient-centered outcomes
Mortality
Clinical CVD
Hospitalization
CKD clinical outcomes
QoL
Fractures
PTx

—
—
—
—
—
—
—

2
—
—
—
—
1
—

1
—
2
—
1
7
1

Other surrogate outcomes
BMD
Bone histomorphometry
Vascular/valvular calcification
GFR loss

1
2
—
—

6
5
5
—

7
6
3
12

Biochemical outcomes
Lab: Serum Ca, P
Lab: Serum ALP, b-ALP
Lab: PTH, Vit D, bicarb
Total

3
1
1
8

19
12
20
70

7
5
3
55

Outcome

Total

15

47

71

ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; Bicarb, bicarbonate; BMD, bone mineral density; Ca, calcium; CKD, chronic kidney disease; CVD,
cardiovascular disease; GFR, glomerular filtration rate; P, phosphorus; PTH, parathyroid hormone; PTx, parathyroidectomy; QoL, quality of life; Vit D, vitamin D.
Kidney International (2009) 76 (Suppl 113), S111–S114
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Table 45 | Cumulative evidence matrix for all treatment studies by outcome
Methodological quality of outcome
A

B

C

Outcome

Author

N (on agent) F/U

Author

N (on agent) F/U

Author

N (on agent) F/U

Mortality

—

—

—

Block (2007)265
St Peter (2008)267 a

127 (60)
2102 (1051)

44 months
28 months

Cunningham (2005)386

1184 (697)

6–12 months

Clinical CVD

—

—

—

—

—

—

—

—

—

1184 (697)
2103 (1053)

6–12 months
20 months

—

—

386

Hospitalization

—

—

—

—

—

—

Cunningham (2005)
Suki (2007)266 a

CKD clinical
outcomes

—

—

—

—

—

—

—

QoL

—

—

—

—

—

—

Cunningham (2005)386

22–25 months
6–12 months
60 months
36 months
12 months
12 months
21 months

—

—

—

Cunningham (2005)386

1184 (697)

6–12 months

Coco (2003)469
Jeffery (2003)471
Torres (2004)467
Wissing (2005)477
Hernandez (2003)444
Ishani (2008)441

50 (Xb)
117 (46)
90 (45)
90 (46)
50 (25)
4973 (3293)

12
12
12
12
—
36

Miller (2005)126
Jamal (2007)127
Raggi (2005)346
Asmus (2005)344
De Sevaux (2002)466
Josephson (2004)468
Miller (2007)476

4643 (2335)
581 (Xb)
111 (51)
114 (55)
113 (65)
64 (26)
731 (485)

22–25 months
36 months
12 months
21 months
6 months
12 months
21 months

63 (30)
24 (12)
29 (15)
211 (51)

12 months
12 months
8 months
24 months

Hamdy (1995)97
Nordal (1988)102
Baker (1986)101
Salusky (1998)18
Coco (2003)469
Cuento-Manzano (2000)470
Malluche (2008)389

134 (72)
30 (15)
76 (38)
46 (16)
72 (36)
30 (16)
48 (32)

24 months
8 months
60 months
12 months
12 months
12 months
24 months

Quinibi (2008)287
Chertow (2002)284/
Chertow (2003)357
Raggi (2004)345
Block (2005)285
Russo (2007)286

203 (103)
200 (99)

12 months
12 months

Baker (1986)101
Asmus (2005)344

76 (38)
114 (55)

60 months
21 months

132 (62)
148 (73)
90 (30)

12 months
18 months
24 months

Barreto (2008)288

101 (41)

12 months

—

—

—

—

Miller (2005)126
Coyne (2006)377
Hamdy (1995)97
Coburn (2004)376
Grotz (2001)165
Coco (2003)469
Jeffery (2003)471
De Sevaux (2002)466
Torres (2004)467
Miller (2007)476
Wissing (2005)477
Russo (2007)286

4643 (2335)
220 (107)
176 (89)
55 (27)
80 (40)
72 (36)
117 (46)
113 (65)
90 (45)
731 (485)
90 (46)
90 (30)

22–25 months
6 months
24 months
6 months
12 months
12 months
12 months
6 months
12 months
21 months
12 months
24 months

6 months
6 months
6 months

Block (2004)387
Lindberg (2005)388
Moe (2005)395
Baker (1986)101
Hamdy (1995)97
Sprague (2003)392
Freemont (2005)13
Chertow (2002)284
Block (2005)285
Grotz (2001)165
Coco (2003)469
De Sevaux (2002)466

741 (371)
395 (294)
0a
76 (38)
176 (89)
266 (133)
98 (49)
200 (99)
148 (73)
80 (40)
72 (36)
113 (65)

6 months
6 months
6 months
60 months
24 months
3–8 months
12 months
12 months
18 months
12 months
12 months
6 months

Miller (2005)126
Hayashi (2004)391
Finn (2006)349
Suki (2007)266
Asmus (2005)344
Barreto (2008)288

4643 (2335)
91 (47)
1359 (682)
2103 (1053)
114 (55)
101 (41)

22–25 months
12 months
24 months
20 months
24 months
12 months

Ishani (2008)

PTx

—

—

—

Bone density

Grotz (2001)165

80 (40)

12 months

GFR loss

—

Lab: Ca, P

Coyne (2006)377 220 (107)
Coburn (2004)376 55 (27)
Culleton (2007)314 52 (26)

S112

—

6–12 months

2658 (X )
1184 (697)
76 (38)
581 (Xb)
80 (40)
72 (36)
731 (485)

—

—

b

Miller (2005)
Cunningham (2005)386
Baker (1986)101
Jamal (2007)127
Grotz (2001)165
Coco (2003)469
Miller (2007)476

—

Vascular/Valvular —
Calcification

1184 (697)

36 months

—

Ferreira (2008)104 91 (44)
Barreto (2008)288 101 (41)

126

4973 (3293)

Fractures

Bone histology

441

13.5 months Freemont (2005)13
12 months Spasovski (2006)98
Salusky (2005)17
Malluche (2008)103

—

months
months
months
months
months
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Table 45 | Continued
Methodological quality of outcome
A
Outcome

Author

B

N (on agent) F/U

C

Author

N (on agent) F/U

Torres (2004)467
Wissing (2005)477
Russo (2007)286
Quinibi (2008)287
Ferreira (2008)104
Malluche (2008)103
Kooienga (2009)374

90 (45)
90 (46)
90 (30)
203 (103)
91 (44)
211 (51)
322 (214)

12 months
12 months
24 months
12 months
13.5 months
24 months
24 months

Author

N (on agent) F/U

Raggi (2005)346
Hayashi (2004)391
Finn (2006)349
Barreto (2008)288
Kooienga (2009)374

111 (51)
91 (47)
1359 (682)
101 (41)
322 (214)

12
12
24
12
24

1359 (682)
114 (55)
91 (47)

24 months
24 months
12 months

Lab: ALP, b-ALP Coyne (2006)377

220 (107)

6 months

Block (2004)387
Coburn (2004)376
Hamdy (1995)97
Baker (1986)101
Grotz (2001)165
Coco (2003)469
Russo (2007)286
De Sevaux (2002)466
Torres (2004)467
Quinibi (2008)287
Ferreira (2008)104
Malluche (2008)103

741 (371)
55 (27)
176 (89)
76 (38)
80 (40)
72 (36)
90 (30)
113 (65)
90 (45)
203 (103)
91 (44)
211 (51)

6 months
6 months
24 months
60 months
12 months
12 months
24 months
6 months
12 months
12 months
13.5 months
24 months

Coyne (2006)377

220 (107)

6 months

Block (2004)387
Lindberg (2005)388
Moe (2005)395
Baker (1986)101
Hamdy (1995)97
Sprague (2003)392
Freemont (2005)13
Chertow (2002)284
Block (2005)285
Grotz (2001)165
Coco (2003)469
De Sevaux (2002)466
Torres (2004)467
Wissing (2005)477
Culleton (2007)314
Russo (2007)286
Quinibi (2008)287
Ferreira (2008)104
Malluche (2008)103
Choncol (2009)379

741 (371)
395 (294)
0a
76 (38)
176 (89)
266 (133)
98 (49)
200 (99)
148 (73)
80 (40)
72 (36)
113 (65)
90 (45)
90 (46)
52 (26)
90 (30)
203 (103)
91 (44)
211 (51)
404 (302)

6 months
Finn (2006)349
6 months
Asmus (2005)344
6 months
Hayashi (2004)391
60 months
24 months
3–8 months
12 months
12 months
18 months
12 months
12 months
6 months
12 months
12 months
6 months
24 months
12 months
13.5 months
24 months
8 months

Lab: PTH,
Vit D, Bicarb

months
months
months
months
months

ALP, alkaline phosphatase; b-ALP, bone-specific alkaline phosphatase; Bicarb, bicarbonate; Ca, calcium; CKD, chronic kidney disease; CVD, cardiovascular disease; F/U, followup; GFR, glomerular filtration rate; N, number of subjects; P, phosphorus; PTH, parathyroid hormone; PTx, parathyroidectomy; QoL, quality of life; Vit D, vitamin D.
All single studies of a specific comparison are shown in gray.
a
N for Moe (2005)395 study is equal to the N from Lindberg (2005)388+Block (2004)387
b
Unclear reporting regarding the number of individuals who received the study drug.

Table 46 | Grading of recommendations
Grade for quality
of evidence

Grade for strength of
recommendationa

Strength

Wording

Level 1

Strong

‘We recommendyshould’

Level 2

Weak

‘We suggestymight’

A
B
C
D

Quality of evidence
High
Moderate
Low
Very low

a

In addition the Work Group could also make ungraded statements (See Chapter 2 section on ungraded statements).

Only then will the true state of the evidence be recognized
by all.
Given that the majority of the recommendations in this
document are level 2, it should be obvious that much
additional high-quality research is needed in the field of
CKD–MBD to resolve uncertainties and allow the formulaKidney International (2009) 76 (Suppl 113), S111–S114

tion of more level 1 recommendations in the future. In
each of the individual chapters, there are several research
recommendations. The Work Group also felt that it was
important to prioritize research, and determined that future
studies such as those below are of critical importance to
advance the field and improve patient care.
S113
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K

K

K

K

K

K

Develop a risk-stratification tool based on CKD–MBD
components and evaluate its predictive accuracy for clinical
outcomes in patients with CKD stages 3–5, 5D, and 3–5T.
Determine whether, in patients with CKD–MBD, a single
measurement of bone mineral density (measured by dual
energy X-ray absorptiometry or quantitative computed
tomography) and serial changes in bone mineral density
can predict fractures.
Determine whether the presence or absence of vascular/
valvular calcification in patients with CKD–MBD is an
appropriate stratification and selection tool to identify
individuals who may benefit from specific interventions.
Determine whether the effect of an intensive CKD–MBD
treatment approach (for example, protocol-driven combination therapy to achieve specific serum phosphorus
and parathyroid hormone targets) vs a less intensive
treatment approach (for example, protocol-driven
combination therapy allowing higher serum phosphorus
and parathyroid hormone targets) vs standard care improves
clinical outcomes in patients with CKD stages 3–5D.
Determine whether treating down to normal serum
phosphorus levels (as compared with phosphorus levels
of 5.5–6.5 mg/dl; 1.78–2.10 mmol/l) with the use of
combinations of different phosphate binders and other
approaches improves clinical outcomes in patients with
CKD stages 4–5D and 4–5T.
Determine whether treatment to a lower vs higher serum
parathyroid hormone target improves or worsens clinical

S114

K

K

K

K

outcomes in patients with CKD stages 3–5, CKD stage
5D, and CKD stages 3–5T.
Determine whether treatment with vitamin D (ergocalciferol or cholecalciferol) or calcidiol [25(OH)D], compared with calcitriol or vitamin D analogs, improves
clinical outcomes in patients with CKD stages 3–5, CKD
stage 5D, and CKD stages 1–5T.
Determine which phosphate binders and other serum
phosphorus-lowering treatments are able to improve
survival in patients with CKD stages 3–5D and CKD
stages 3–5T.
Determine whether treatment with bisphosphonates,
teriparatide, or raloxifene reduces fractures or vascular
calcification in patients with CKD stages 3–5D and CKD
stages 1–5T.
Determine whether strategies to reverse adynamic
bone disease by measures such as endogenous stimulation of parathyroid hormone secretion (for example,
using low-calcium dialysate) or exogenous teriparatide
administration, affect clinical outcomes in patients with
CKD stages 4–5D or CKD stages 1–5T, compared with
placebo.

SUPPLEMENTARY MATERIAL

Supplementary Table 54. Summary of cumulative evidence matrix of
adverse events.
Supplementary Table 55. Adverse event reporting.
Supplementary material is linked to the online version of the paper at
http://www.nature.com/ki
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Metabolismo Óseo y Mineral, Hospital Universitario Central
de Asturias, Universidad de Oviedo, Spain. In addition, he
holds an appointment with the Bone and Mineral Metabolism
Service at Institute Reina Sofia of Investigation in Oviedo,
Spain. Dr Cannata-Andı́a is Immediate Past President of the
ERA-EDTA and an author of over 70 journal articles.
Advisor/Consultant: Amgen; Shire
Speaker: Abbott; Genzyme; Shire
Grant/Research Support: Abbott; Amgen
Grahame J Elder, MB, BS, PhD, FRACP, is a renal physician
whose principal interest is metabolic bone disease associated
with CKD and following kidney and kidney pancreas
transplantation. He works in the Department of Renal
Medicine at Westmead Hospital and the Bone and Calcium
Clinic at St Vincent’s Hospital, Sydney. He was appointed to
the Bone and Mineral Program at the Garvan Institute for
Medical Research, where he completed his PhD studies on
S115

biographic and disclosure information

the molecular genetics and physiology of osteoporosis. He
has been involved in writing evidence-based guidelines (the
Caring for Australasians with Renal Impairment guidelines)
and Cochrane reviews in the area of bone and mineral
metabolism. He has served on the education committee of
Kidney Health Australia, is the director of clinical renal
research at Westmead Hospital, and is also a subject editor of
the journal Nephrology.
Advisor/Consultant: Abbott; Amgen; Genzyme; Shire/Orphan Australia
Speaker: Abbott; Amgen
Grant/Research Support: Roche
Masafumi Fukagawa, MD, PhD, FASN, is currently
Associate Professor and Director of the Division of
Nephrology and the Kidney Center at Kobe University
School of Medicine (Japan). Dr Fukagawa received his MD in
1983 from the University of Tokyo School of Medicine.
Following clinical training in internal medicine and then in
nephrology at the University Hospital and affiliated hospitals,
he was a research fellow (cell biology, pediatric nephrology,
and cardiology) at Vanderbilt University School of Medicine,
TN (USA) until 1995. In 2000, Dr Fukagawa was appointed
as Director of Nephrology in Kobe. Dr Fukagawa’s major
research interest is mineral metabolism. He chaired a
committee for Japanese clinical guidelines for CKD-MBD.
He is currently International Editor of the Clinical Journal of
the American Society of Nephrology, and also serves as an
editorial board member and reviewer for international
journals.
Advisor/Consultant: Abbott Japan; Bayer Japan; Kyowa
Hakko Kirin Co. Ltd; Novartis Pharma Co. Ltd
Speaker: Bayer Japan; Chugai Pharmaceutical Co. Ltd;
Kyowa Hakko Kirin Co. Ltd
Grant/Research Support: Chugai Pharmaceutical Co. Ltd;
Kyowa Hakko Kirin Co. Ltd
Vanda Jorgetti, MD, PhD, is currently Attending Physician
of the Nephrology Department of the University of São Paulo
Hospital das Clı́nicas and is responsible for the Renal
Osteodystrophy Laboratory at the University of São Paulo,
Brazil. She completed fellowships in Internal Medicine and
Nephrology in São Paulo and in Renal Osteodystrophy at
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José R Weisinger, MD, FACP, is Professor of Medicine and
Director of the Clinical Research Center, Division of
Nephrology, Hospital Universitario de Caracas, Universidad
Central de Venezuela. He is Past-President of the Venezuela
Society of Nephrology, Latin American Society of Nephrology, and former Head, Division of Nephrology, Hospital
Universitario de Caracas. Dr Weisinger is currently on the
editorial board for the Clinical Journal of the American Society
of Nephrology; Current Opinion in Nephrology and Hypertension; Nefrologı́a Latinoamericana; Nephrology, Dialysis and
Transplantation; and The Open Urology and Nephrology
Journal. He is a recipient of numerous awards including the
Sandoz Prize of Medicine, ‘Luis Razetti’ Prize of Medicine,
Francisco de Venanzi Prize for Research in Medicine, Victor
Raul Miatello Award, Distinguished Career in Nephrology by
the Latin-American Society of Nephrology and Hypertension,
and Distinguished Career in Nephrology by the Venezuela
Society of Nephrology. Dr Weisinger’s research interests include
post-transplant bone disease, postmenopausal uremic bone
disease, and kidney stones and bone disease. Dr Weisinger has
recently joined Baptist Health South Florida (South Miami and
Doctors Hospital) in Miami, Florida, USA.
Advisor/Consultant: Fresenius Medical Care; Genzyme;
Novartis; Roche
Speaker: Fresenius Medical Care; Genzyme; Novartis; Roche
David C Wheeler, MD, FRCP, currently holds an academic
position (Reader in Nephrology) at the University College
London Medical School, a role that combines clinical
practice, research, and teaching. He qualified from Birmingham University in 1980 and trained in nephrology in the
United Kingdom. In 1992, he was awarded a Medical
Research Council Training Fellowship and spent 2 years in
Boston, MA, where he focused on exploring the mechanisms
of progression of kidney disease. On his return, he worked for
6 years as Consultant Nephrologist at the University Hospital
in Birmingham before taking up his current position in 2000.
Dr Wheeler is a member of the Executive Committee of
KDIGO and has served on the advisory board of the US
S118

Kidney Disease Outcomes Quality Initiative. He is deputy
editor of Nephrology, Dialysis Transplantation, UK national
co-coordinator for the Study of Heart and Renal Protection, a
member of the Steering Committee of the EValuation Of
Cinacalcet therapy to Lower CardioVascular Events
(EVOLVE) study and past Chairman of the UK Renal
Association Clinical Practice Guidelines Committee.
Advisor/Consultant: Abbott; Amgen; Genzyme, Vifor
Speaker: Abbott; Amgen, Fresenius; Genzyme; Shire
Grant/Research Support: Amgen; Genzyme
KDIGO CO-CHAIRS

Kai-Uwe Eckardt, MD, is Professor of Medicine and Chief of
Nephrology and Hypertension at the University of Erlangen–Nuremberg, Germany. He received his MD from the
Westfälische Wilhelms-Universität Münster, Germany. In
1993, following postgraduate training in internal medicine,
pathology, and physiology, he was appointed Assistant
Professor of Physiology at the University of Regensburg,
Germany. Subsequently, he continued his training in internal
medicine and nephrology at the Charité, Humboldt University
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José Vinhas, Lezaic Visnja, Rowan Walker, Gail Wick, Andrzej
Wiecek, Jerry Yee, Camille Yuscak, Carmine Zoccali.
Participation in the review does not necessarily constitute
an endorsement of the content of this report by the abovementioned individuals, or by the organization or institution
that they represent.

Kidney International (2009) 76 (Suppl 113), S120

http://www.kidney-international.org

references

& 2009 KDIGO

References
Kidney International (2009) 76 (Suppl 113), S121–S130; doi:10.1038/ki.2009.197

1. Eknoyan G, Lameire N, Barsoum R et al. The burden of kidney disease:
improving global outcomes. Kidney Int 2004; 66: 1310–1314.
2. Moe S, Drueke T, Cunningham J et al. Definition, evaluation, and classification of renal osteodystrophy: a position statement from Kidney Disease:
Improving Global Outcomes (KDIGO). Kidney Int 2006; 69: 1945–1953.
3. Bucher HC, Guyatt GH, Cook DJ et al. Users’ guides to the medical
literature: XIX. Applying clinical trial results. A. How to use an article
measuring the effect of an intervention on surrogate end points. EvidenceBased Medicine Working Group. JAMA 1999; 282: 771–778.
4. Counsell C. Formulating questions and locating primary studies for
inclusion in systematic reviews. Ann Intern Med 1997; 127: 380–387.
5. National Kidney Foundation. K/DOQI clinical practice guidelines for bone
metabolism and disease in chronic kidney disease. Am J Kidney Dis 2003;
42: S1–201.
6. National Kidney Foundation. K/DOQI clinical practice guidelines for bone
metabolism and disease in children with chronic kidney disease. Am J
Kidney Dis 2005; 46: S1–121.
7. Palmer SC, Strippoli GF, McGregor DO. Interventions for preventing bone
disease in kidney transplant recipients: a systematic review of randomized
controlled trials. Am J Kidney Dis 2005; 45: 638–649.
8. Palmer SC, McGregor DO, Macaskill P et al. Meta-analysis: vitamin D
compounds in chronic kidney disease. Ann Intern Med 2007; 147: 840–853.
9. Mitterbauer C, Schwarz C, Haas M et al. Effects of bisphosphonates on
bone loss in the first year after renal transplantation–a meta-analysis of
randomized controlled trials. Nephrol Dial Transplant 2006; 21: 2275–2281.
10. Strippoli GF, Palmer S, Tong A et al. Meta-analysis of biochemical and
patient-level effects of calcimimetic therapy. Am J Kidney Dis 2006; 47:
715–726.
11. Burke SK, Dillon MA, Hemken DE et al. Meta-analysis of the effect of
sevelamer on phosphorus, calcium, PTH, and serum lipids in dialysis
patients. Adv Ren Replace Ther 2003; 10: 133–145.
12. D’Haese PC, Spasovski GB, Sikole A et al. A multicenter study on the effects
of lanthanum carbonate (Fosrenol) and calcium carbonate on renal bone
disease in dialysis patients. Kidney Int 2003; 63(Suppl 85): S73–78.
13. Freemont AJ, Hoyland JA, Denton J. The effects of lanthanum carbonate
and calcium carbonate on bone abnormalities in patients with end-stage
renal disease. Clin Nephrol 2005; 64: 428–437.
14. Atkins D, Best D, Briss PA et al. Grading quality of evidence and strength of
recommendations. BMJ 2004; 328: 1490.
15. Sterrett JR, Strom J, Stummvoll HK et al. Cinacalcet HCI (Sensipar/
Mimpara) is an effective chronic therapy for hemodialysis patients with
secondary hyperparathyroidism. Clin Nephrol 2007; 68: 10–17.
16. Fujii N, Hamano T, Mikami S et al. Risedronate, an effective treatment for
glucocorticoid-induced bone loss in CKD patients with or without
concomitant active vitamin D (PRIUS-CKD). Nephrol Dial Transplant
2007; 22: 1601–1607.
17. Salusky IB, Goodman WG, Sahney S et al. Sevelamer controls parathyroid
hormone-induced bone disease as efficiently as calcium carbonate without
increasing serum calcium levels during therapy with active vitamin D
sterols. J Am Soc Nephrol 2005; 16: 2501–2508.
18. Salusky IB, Kuizon BD, Belin TR et al. Intermittent calcitriol therapy in
secondary hyperparathyroidism: a comparison between oral and intraperitoneal administration. Kidney Int 1998; 54: 907–914.
19. Vimalachandra D, Hodson EM, Willis NS et al. Growth hormone for
children with chronic kidney disease. Cochrane Database Syst Rev 2006; 3:
CD003264.
20. Parfitt AM. Renal bone disease: a new conceptual framework for the
interpretation of bone histomorphometry. Curr Opin Nephrol Hypertens
2003; 12: 387–403.
21. Freemont T, Malluche HH. Utilization of bone histomorphometry in renal
osteodystrophy: demonstration of a new approach using data from a
prospective study of lanthanum carbonate. Clin Nephrol 2005; 63: 138–145.
22. Uhlig K, Macleod A, Craig J et al. Grading evidence and recommendations
for clinical practice guidelines in nephrology. A position statement from
Kidney Disease: Improving Global Outcomes (KDIGO). Kidney Int 2006;
70: 2058–2065.
Kidney International (2009) 76 (Suppl 113), S121–S130

23. Guyatt GH, Oxman AD, Kunz R et al. Going from evidence to
recommendations. BMJ 2008; 336: 1049–1051.
24. Guyatt GH, Oxman AD, Kunz R et al. What is ‘quality of evidence’ and why
is it important to clinicians? BMJ 2008; 336: 995–998.
25. AGREE Collaboration. Development and validation of an international
appraisal instrument for assessing the quality of clinical practice guidelines:
the AGREE project. Qual Saf Health Care 2003; 12: 18–23.
26. Shiffman RN, Shekelle P, Overhage JM et al. Standardized reporting of
clinical practice guidelines: a proposal from the Conference on Guideline
Standardization. Ann Intern Med 2003; 139: 493–498.
27. Atkins D, Briss PA, Eccles M et al. Systems for grading the quality of
evidence and the strength of recommendations II: pilot study of a new
system. BMC Health Serv Res 2005; 5: 25.
28. Levin A, Bakris GL, Molitch M et al. Prevalence of abnormal serum vitamin
D, PTH, calcium, and phosphorus in patients with chronic kidney disease:
results of the study to evaluate early kidney disease. Kidney Int 2007; 71:
31–38.
29. Vassalotti JA, Uribarri J, Chen SC et al. Trends in mineral metabolism:
Kidney Early Evaluation Program (KEEP) and the National Health and
Nutrition Examination Survey (NHANES) 1999–2004. Am J Kidney Dis
2008; 51: S56–68.
30. Melamed ML, Eustace JA, Plantinga LC et al. Third-generation parathyroid
hormone assays and all-cause mortality in incident dialysis patients: the
CHOICE study. Nephrol Dial Transplant 2008; 23: 1650–1658.
31. Regidor DL, Kovesdy CP, Mehrotra R et al. Serum alkaline phosphatase
predicts mortality among maintenance hemodialysis patients. J Am Soc
Nephrol 2008; 19: 2193–2203.
32. Blayney MJ, Pisoni RL, Bragg-Gresham JL et al. High alkaline phosphatase
levels in hemodialysis patients are associated with higher risk of
hospitalization and death. Kidney Int 2008; 74: 655–63.
33. Tentori F, Blayney MJ, Albert JM et al. Mortality risk for dialysis patients
with different levels of serum calcium, phosphorus, and PTH: the Dialysis
Outcomes and Practice Patterns Study (DOPPS). Am J Kidney Dis 2008; 52:
519–530.
34. Norman ME, Mazur AT, Borden St et al. Early diagnosis of juvenile renal
osteodystrophy. J Pediatr 1980; 97: 226–232.
35. Chinali M, de Simone G, Matteucci MC et al. Reduced systolic myocardial
function in children with chronic renal insufficiency. J Am Soc Nephrol
2007; 18: 593–598.
36. Hollis BW. Circulating 25-hydroxyvitamin D levels indicative of vitamin D
sufficiency: implications for establishing a new effective dietary intake
recommendation for vitamin D. J Nutr 2005; 135: 317–322.
37. Hollis BW. Assessment of vitamin D status and definition of a normal
circulating range of 25-hydroxyvitamin D. Curr Opin Endocrinol Diabetes
Obes 2008; 15: 489–494.
38. Heaney RP. Optimal vitamin D status. J Bone Miner Res 2009; 24: 755.
39. Steingrimsdottir L, Gunnarsson O, Indridason OS et al. Relationship
between serum parathyroid hormone levels, vitamin D sufficiency, and
calcium intake. JAMA 2005; 294: 2336–2341.
40. Adami S, Viapiana O, Gatti D et al. Relationship between serum parathyroid hormone, vitamin D sufficiency, age, and calcium intake. Bone
2008; 42: 267–270.
41. Holick MF. Vitamin D for health and in chronic kidney disease. Semin Dial
2005; 18: 266–275.
42. Hollis BW, Wagner CL. Normal serum vitamin D levels. N Engl J Med 2005;
352: 515–516.
43. Giovannucci E. Vitamin D status and cancer incidence and mortality.
Adv Exp Med Biol 2008; 624: 31–42.
44. Simon JA. Review: vitamin D supplementation decreases all-cause
mortality in adults and older people. Evid Based Med 2008; 13: 47.
45. Wolf M, Shah A, Gutierrez O et al. Vitamin D levels and early
mortality among incident hemodialysis patients. Kidney Int 2007; 72:
1004–1013.
46. Lappe JM, Travers-Gustafson D, Davies KM et al. Vitamin D and calcium
supplementation reduces cancer risk: results of a randomized trial. Am J
Clin Nutr 2007; 85: 1586–1591.

S121

references

47. Gonzalez EA, Sachdeva A, Oliver DA et al. Vitamin D insufficiency and
deficiency in chronic kidney disease. A single center observational study.
Am J Nephrol 2004; 24: 503–510.
48. LaClair RE, Hellman RN, Karp SL et al. Prevalence of calcidiol deficiency in
CKD: a cross-sectional study across latitudes in the United States. Am J
Kidney Dis 2005; 45: 1026–1033.
49. Gutierrez OM, Isakova T, Andress DL et al. Prevalence and severity of
disordered mineral metabolism in Blacks with chronic kidney disease.
Kidney Int 2008; 73: 956–962.
50. Ketteler M, Brandenburg V, Jahnen-Dechent W et al. Do not be misguided
by guidelines: the calcium x phosphate product can be a Trojan horse.
Nephrol Dial Transplant 2005; 20: 673–677.
51. O’Neill WC. The fallacy of the calcium-phosphorus product. Kidney Int
2007; 72: 792–796.
52. Parfitt AM. Bone and plasma calcium homeostasis. Bone 1987; 8(Suppl 1): S1–8.
53. Gauci C, Moranne O, Fouqueray B et al. Pitfalls of measuring total blood
calcium in patients with CKD. J Am Soc Nephrol 2008; 19: 1592–1598.
54. Labriola L, Wallemacq P, Gulbis B et al. The impact of the assay for
measuring albumin on corrected (‘adjusted’) calcium concentrations.
Nephrol Dial Transplant 2009; 24: 1834–1838.
55. Portale AA, Halloran BP, Morris Jr RC. Dietary intake of phosphorus
modulates the circadian rhythm in serum concentration of phosphorus.
Implications for the renal production of 1,25-dihydroxyvitamin D. J Clin
Invest 1987; 80: 1147–1154.
56. de Boer IH, Rue TC, Kestenbaum B. Serum phosphorus concentrations in
the Third National Health and Nutrition Examination Survey (NHANES
III). Am J Kidney Dis 2009; 53: 399–407.
57. Worcester EM, Gillen DL, Evan AP et al. Evidence that postprandial
reduction of renal calcium reabsorption mediates hypercalciuria of patients
with calcium nephrolithiasis. Am J Physiol 2007; 292: F66–75.
58. Trivedi H, Moore H, Atalla J. Lack of significant circadian and postprandial variation in phosphate levels in subjects receiving chronic
hemodialysis therapy. J Nephrol 2005; 18: 417–422.
59. Ben-Dov IZ, Galitzer H, Lavi-Moshayoff V et al. The parathyroid is a target
organ for FGF23 in rats. J Clin Invest 2007; 117: 4003–4008.
60. Schmitt CP, Huber D, Mehls O et al. Altered instantaneous and calciummodulated oscillatory PTH secretion patterns in patients with secondary
hyperparathyroidism. J Am Soc Nephrol 1998; 9: 1832–1844.
61. Endres DB, Villanueva R, Sharp Jr CF et al. Measurement of parathyroid
hormone. Endocrinol metab clin North Am 1989; 18: 611–629.
62. Gao P, D’Amour P. Evolution of the parathyroid hormone (PTH) assay–
importance of circulating PTH immunoheterogeneity and of its regulation.
Clin lab 2005; 51: 21–29.
63. Slatopolsky E, Finch J, Clay P et al. A novel mechanism for skeletal
resistance in uremia. Kidney Int 2000; 58: 753–761.
64. Malluche HH, Mawad H, Trueba D et al. Parathyroid hormone assays–
evolution and revolutions in the care of dialysis patients. Clin Nephrol 2003;
59: 313–318.
65. Huan J, Olgaard K, Nielsen LB et al. Parathyroid hormone 7-84 induces
hypocalcemia and inhibits the parathyroid hormone 1-84 secretory
response to hypocalcemia in rats with intact parathyroid glands. J Am Soc
Nephrol 2006; 17: 1923–1930.
66. Souberbielle JC, Friedlander G, Cormier C. Practical considerations in PTH
testing. Clin Chim Acta 2006; 366: 81–89.
67. Coen G, Bonucci E, Ballanti P et al. PTH 1-84 and PTH ‘7-84’ in the noninvasive diagnosis of renal bone disease. Am J Kidney Dis 2002; 40: 348–354.
68. Reichel H, Esser A, Roth H-J et al. Influence of PTH assay methodology on
differential diagnosis of renal bone disease. Nephrol Dial Transplant 2003;
18: 759–768.
69. Monier-Faugere MC, Geng Z, Mawad H et al. Improved assessment of bone
turnover by the PTH-(1-84)/large C-PTH fragments ratio in ESRD
patients. Kidney Int 2001; 60: 1460–1468.
70. Moe SM, Sprague SM. Chapter 52: Mineral bone disorders in chronic
kidney disease. In: Brenner and Rector’s The Kidney, 8th edn. WB Saunders
Company: Philadelphia, PA, 2007, pp 1784–1807.
71. Holmes DT, Levin A, Forer B et al. Preanalytical influences on DPC
IMMULITE 2000 intact PTH assays of plasma and serum from dialysis
patients. Clin Chem 2005; 51: 915–917.
72. Joly D, Drueke TB, Alberti C et al. Variation in serum and plasma PTH
levels in second-generation assays in hemodialysis patients: a cross-sectional
study. Am J Kidney Dis 2008; 51: 987–995.
73. Hollis BW, Napoli JL. Improved radioimmunoassay for vitamin D and its
use in assessing vitamin D status. Clin Chem 1985; 31: 1815–1819.
74. Ersfeld DL, Rao DS, Body JJ et al. Analytical and clinical validation of the 25
OH vitamin D assay for the LIAISON automated analyzer. Clin Biochem
2004; 37: 867–874.

S122

75. Saenger AK, Laha TJ, Bremner DE et al. Quantification of serum 25hydroxyvitamin D(2) and D(3) using HPLC-tandem mass spectrometry
and examination of reference intervals for diagnosis of vitamin D
deficiency. Am J Clin Pathol 2006; 125: 914–920.
76. Tsugawa N, Suhara Y, Kamao M et al. Determination of 25-hydroxyvitamin
D in human plasma using high-performance liquid chromatography–
tandem mass spectrometry. Anal Chem 2005; 77: 3001–3007.
77. Hollis BW. Editorial: The determination of circulating 25-hydroxyvitamin
D: no easy task. J Clin Endocrinol Metab 2004; 89: 3149–3151.
78. Holick MF, Biancuzzo RM, Chen TC et al. Vitamin D2 is as effective as
vitamin D3 in maintaining circulating concentrations of 25-hydroxyvitamin D. J Clin Endocrinol Metab 2008; 93: 677–681.
79. Binkley N, Krueger D, Gemar D et al. Correlation among 25-hydroxyvitamin D assays. J Clin Endocrinol Metab 2008; 93: 1804–1808.
80. Dusso AS, Brown AJ, Slatopolsky E. Vitamin D. Am J Physiol 2005; 289:
F8–28.
81. Pendras JP, Erickson RV. Hemodialysis: a successful therapy for chronic
uremia. Ann Intern Med 1966; 64: 293–311.
82. Alem AM, Sherrard DJ, Gillen DL et al. Increased risk of hip fracture among
patients with end-stage renal disease. Kidney Int 2000; 58: 396–399.
83. Crans GG, Genant HK, Krege JH. Prognostic utility of a semiquantitative
spinal deformity index. Bone 2005; 37: 175–179.
84. Klotzbuecher CM, Ross PD, Landsman PB et al. Patients with prior
fractures have an increased risk of future fractures: a summary
of the literature and statistical synthesis. J Bone Miner Res 2000; 15:
721–739.
85. Lindsay R, Silverman SL, Cooper C et al. Risk of new vertebral fracture in
the year following a fracture. JAMA 2001; 285: 320–323.
86. Black DM, Thompson DE. The effect of alendronate therapy on
osteoporotic fracture in the vertebral fracture arm of the Fracture
Intervention Trial. Int J Clin Pract 1999; 101(Suppl): 46–50.
87. Kanis JA, Borgstrom F, De Laet C et al. Assessment of fracture risk.
Osteoporos Int 2005; 16: 581–589.
88. Nevitt MC, Ettinger B, Black DM et al. The association of radiographically
detected vertebral fractures with back pain and function: a prospective
study. Ann Intern Med 1998; 128: 793–800.
89. Danese MD, Kim J, Doan QV et al. PTH and the risks for hip, vertebral, and
pelvic fractures among patients on dialysis. Am J Kidney Dis 2006; 47:
149–156.
90. Coco M, Rush H. Increased incidence of hip fractures in dialysis patients
with low serum parathyroid hormone. Am J Kidney Dis 2000; 36:
1115–1121.
91. Mittalhenkle A, Gillen DL, Stehman-Breen CO. Increased risk of mortality
associated with hip fracture in the dialysis population. Am J Kidney Dis
2004; 44: 672–679.
92. Kaneko TM, Foley RN, Gilbertson DT et al. Clinical epidemiology of longbone fractures in patients receiving hemodialysis. Clin Orthop Relat Res
2007; 457: 188–193.
93. Lindergard B Johnell O, Nilsson BE. Studies of bone morphology, bone
densitometry, and laboratory data in patients on maintenance hemodialysis
treatment. Nephron 1985; 39: 122–129.
94. Andrade MC, Carvalhaes JT, Carvalho AB et al. Bone mineral density and
bone histomorphometry in children on long-term dialysis. Pediatr Nephrol
2007; 22: 1767–1772.
95. Ziolkowska H, Paniczyk-Tomaszewska M, Debinski A et al. Bone biopsy
results and serum bone turnover parameters in uremic children. Acta
Paediatr 2000; 89: 666–671.
96. Yalcinkaya F, Ince E, Tumer N et al. Spectrum of renal osteodystrophy in
children on continuous ambulatory peritoneal dialysis. Pediatr Int 2000; 42:
53–57.
97. Hamdy NA, Kanis JA, Beneton MN et al. Effect of alfacalcidol on natural
course of renal bone disease in mild to moderate renal failure. BMJ 1995;
310: 358–363.
98. Spasovski GB, Sikole A, Gelev S et al. Evolution of bone and plasma
concentration of lanthanum in dialysis patients before, during 1 year of
treatment with lanthanum carbonate and after 2 years of follow-up. Nephrol
Dial Transplant 2006; 21: 2217–2224.
99. Joffe P, Heaf JG, Hyldstrup L. Osteocalcin: a non-invasive index of
metabolic bone disease in patients treated by CAPD. Kidney Int 1994; 46:
838–846.
100. Sanchez C, Lopez-Barea F, Sanchez-Cabezudo J et al. Low vs standard
calcium dialysate in peritoneal dialysis: differences in treatment, biochemistry and bone histomorphometry. A randomized multicentre study.
Nephrol Dial Transplant 2004; 19: 1587–1593.
101. Baker LR, Muir JW, Sharman VL et al. Controlled trial of calcitriol in
hemodialysis patients. Clin Nephrol 1986; 26: 185–191.

Kidney International (2009) 76 (Suppl 113), S121–S130

references

102. Nordal KP, Dahl E. Low dose calcitriol versus placebo in patients with
predialysis chronic renal failure. J Clin Endocrinol Metab 1988; 67: 929–936.
103. Malluche HH, Siami GA, Swanepoel C et al. Improvements in renal
osteodystrophy in patients treated with lanthanum carbonate for two years.
Clin Nephrol 2008; 70: 284–295.
104. Ferreira A, Frazao JM, Monier-Faugere MC et al. Effects of sevelamer
hydrochloride and calcium carbonate on renal osteodystrophy in
hemodialysis patients. J Am Soc Nephrol 2008; 19: 405–412.
105. Hernandez D, Concepcion MT, Lorenzo V et al. Adynamic bone disease with
negative aluminium staining in predialysis patients: prevalence and evolution
after maintenance dialysis. Nephrol Dial Transplant 1994; 9: 517–523.
106. Shin SK, Kim DH, Kim HS et al. Renal osteodystrophy in pre-dialysis
patients: ethnic difference? Perit Dial Int 1999; 19(Suppl 2): S402–407.
107. Spasovski GB, Bervoets AR, Behets GJ et al. Spectrum of renal bone disease
in end-stage renal failure patients not yet on dialysis. Nephrol Dial Transplant
2003; 18: 1159–1166.
108. Coen G, Ballanti P, Bonucci E et al. Renal osteodystrophy in predialysis and
hemodialysis patients: comparison of histologic patterns and diagnostic
predictivity of intact PTH. Nephron 2002; 91: 103–111.
109. Changsirikulchai S, Domrongkitchaiporn S, Sirikulchayanonta V et al. Renal
osteodystrophy in Ramathibodi Hospital: histomorphometry and clinical
correlation. J Med Assoc Thai 2000; 83: 1223–1232.
110. Coen G, Ballanti P, Fischer MS et al. Serum leptin in dialysis renal
osteodystrophy. Am J Kidney Dis 2003; 42: 1036–1042.
111. Coen G, Ballanti P, Balducci A et al. Serum osteoprotegerin and renal
osteodystrophy. Nephrol Dial Transplant 2002; 17: 233–238.
112. Coen G, Mazzaferro S, Ballanti P et al. Renal bone disease in 76 patients with
varying degrees of predialysis chronic renal failure: a cross-sectional study.
Nephrol Dial Transplant 1996; 11: 813–819.
113. Piraino B, Chen T, Cooperstein L et al. Fractures and vertebral bone mineral
density in patients with renal osteodystrophy. Clin Nephrol 1988; 30: 57–62.
114. Araujo SM, Ambrosoni P, Lobao RR et al. The renal osteodystrophy pattern
in Brazil and Uruguay: an overview. Kidney Int 2003; 63(Suppl 85): S54–56.
115. Gerakis A, Hadjidakis D, Kokkinakis E et al. Correlation of bone mineral
density with the histological findings of renal osteodystrophy in patients on
hemodialysis. J Nephrol 2000; 13: 437–443.
116. London GM, Marty C, Marchais SJ et al. Arterial calcifications and bone
histomorphometry in end-stage renal disease. J Am Soc Nephrol 2004; 15:
1943–1951.
117. London GM, Marchais SJ, Guerin AP et al. Association of bone activity,
calcium load, aortic stiffness, and calcifications in ESRD. J Am Soc Nephrol
2008; 19: 1827–1835.
118. Barreto DV, Barreto FC, Carvalho AB et al. Coronary calcification in
hemodialysis patients: the contribution of traditional and uremia-related
risk factors. Kidney Int 2005; 67: 1576–1582.
119. Barreto DV, Barreto Fde C, Carvalho AB et al. Association of changes in
bone remodeling and coronary calcification in hemodialysis patients: a
prospective study. Am J Kidney Dis 2008; 52: 1139–1150.
120. Jamal SA, Hayden JA, Beyene J. Low bone mineral density and fractures in
long-term hemodialysis patients: a meta-analysis. Am J Kidney Dis 2007; 49:
674–681.
121. Nottestad SY, Baumel JJ, Kimmel DB et al. The proportion of trabecular
bone in human vertebrae. J Bone Miner Res 1987; 2: 221–229.
122. Klawansky S, Komaroff E, Cavanaugh Jr PF et al. Relationship between age,
renal function and bone mineral density in the US population. Osteoporos
Int 2003; 14: 570–576.
123. Zhang QL, Rothenbacher D. Prevalence of chronic kidney disease in
population-based studies: systematic review. BMC Public Health 2008; 8: 117.
124. Jassal SK, von Muhlen D, Barrett-Connor E. Measures of renal function,
BMD, bone loss, and osteoporotic fracture in older adults: the Rancho
Bernardo study. J Bone Miner Res 2007; 22: 203–210.
125. Neer RM, Arnaud CD, Zanchetta JR et al. Effect of parathyroid hormone
(1-34) on fractures and bone mineral density in postmenopausal women
with osteoporosis. N Engl J Med 2001; 344: 1434–1441.
126. Miller PD, Roux C, Boonen S et al. Safety and efficacy of risedronate in
patients with age-related reduced renal function as estimated by the
Cockcroft and Gault method: a pooled analysis of nine clinical trials. J Bone
Miner Res 2005; 20: 2105–2115.
127. Jamal SA, Bauer DC, Ensrud KE et al. Alendronate treatment in women
with normal to severely impaired renal function: an analysis of the Fracture
Intervention Trial. J Bone Miner Res 2007; 22: 503–508.
128. Cohn SH, Cinque TJ, Dombrowski CS et al. Determination of body
composition by neutron activation analysis in patient with renal failure.
J Lab Clin Med 1972; 79: 978–994.
129. Griffiths HJ, Zimmerman RE, Bailey G et al. The use of photon absorptiometry in the diagnosis of renal osteodystrophy. Radiology 1973; 109: 277–281.

Kidney International (2009) 76 (Suppl 113), S121–S130

130. Cohn SH, Ellis KJ, Caselnova RC et al. Correlation of radial bone mineral
content with total body calcium in chronic renal failure. J Lab Clin Med 1975;
86: 910–919.
131. Parfitt AM, Oliver I, Walczak N et al. The effect of chronic renal failure and
maintenance hemodialysis on bone mineral content of the radius. AJR Am J
Roentgenol 1976; 126: 1292–1293.
132. Rickers H, Nielsen AH, Smith Pederson R et al. Bone mineral loss during
maintenance hemodialysis. Acta Med Scand 1978; 204: 263–267.
133. Aird EGA, Peerides AM. Photon absorptiometry in hemodialysis and
transplant patients in Newcastle upon Tyne, England. In: Mazess RB (ed)
Proceedings of the Fourth International Conference on Bone Measurement,
Ontario, Canada, 1978. Published by US Department of Health and Human
Services, Bethesda, MD, NIH Publication No. 80-1938, 1980, pp 217–230.
134. Bailey RR, Stokes A, Mazess R. Bone mineral content of patients on
hemodialysis and following renal transplantation. In: Mazess RB (ed)
Proceedings of the Fourth International Conference on Bone Measurement,
Ontario, Canada, 1978. Published by US Department of Health and Human
Services, Bethesda, MD, NIH Publication No. 80-1938, 1980, pp 211–216.
135. Heaf JG, Nielsen LP, Mogensen NB. Use of bone mineral content
determination in the evaluation of osteodystrophy among hemodialysis
patients. Nephron 1983; 35: 103–107.
136. Rickers H, Christensen M, Rodbro P. Bone mineral content in patients on
prolonged maintenance hemodialysis: a three year follow-up study. Clin
Nephrol 1983; 20: 302–307.
137. Eastell R, Kennedy NSJ, Smith MA et al. Changes in total body calcium after
renal transplantation: effect of low-dose steroid regime. Nephron 1985; 40:
139–142.
138. Lindergard B, Johnell O, Nilsson BE et al. Studies of bone morphology, bone
densitometry, and laboratory data in patients on maintenance hemodialysis
treatment. Nephron 1985; 39: 122–129.
139. Marumo F, Sakurai K, Sato N et al. Deranged mineral content in the bone of
patients with chronic renal failure, estimated by computed tomography. Int J
Artif Organs 1985; 8: 95–100.
140. Schuster VL, Chesnut CH, Baylink DJ et al. Calcium balance in uremia:
longitudinal study of long-term survivors. Nephron 1985; 41: 132–140.
141. Eeckhout E, Verbeelen D, Sennesael J et al. Monitoring of bone mineral
content in patients on regular hemodialysis. Nephron 1989; 52: 158–161.
142. Julian BA, Laskow DA, Dubovsky J et al. Rapid loss of vertebral mineral
density after renal transplantation. N Engl J Med 1991; 325: 544–550.
143. Asaka M, LIida H, Entani C et al. Total and regional bone mineral density by
dual photon absorptiometry in patients on maintenance hemodialysis. Clin
Nephrol 1992; 38: 149–153.
144. Chan TM, Pun KK, Cheng IK. Total and regional bone densities in dialysis
patients. Nephrol Dial Transplant 1992; 7: 835–839.
145. Gabay C, Ruedin P, Slosman D et al. Bone mineral density in patients with
end-stage renal failure. Am J Nephrol 1993; 13: 115–123.
146. Hutchison AJ, Whitehouse RW, Boulton HF et al. Correlation of bone
histology with parathyroid hormone, vitamin D3, and radiology in end-stage
renal disease. Kidney Int 1993; 44: 1071–1077.
147. Kaye M, Rosenthall L, Hill RO et al. Long-term outcome following total
parathyroidectomy in patients with end-stage renal disease. Clin Nephrol
1993; 39: 192–197.
148. Moe SM, Yu BO, Sprague SM. Maintenance of bone mass in patients
receiving dialytic therapy. Am J Kidney Dis 1993; 22: 300–307.
149. Lechleitner P, Krimbacker E, Genser N et al. Bone mineral densitometry in
dialyzed patients: quantitative computed tomography versus dual photon
absorptiometry. Bone 1994; 15: 387–391.
150. Ruedin P, Rizzoli R, Slosman D et al. Effects of oral calcitriol on bone mineral
density in patients with end-stage renal failure. Kidney Int 1994; 45: 245–252.
151. Mottet JJ, Horber FF, Casez JP et al. Evidence for preservation of cortical
bone mineral density in patients on continuous ambulatory peritoneal
dialysis. J Bone Miner Res 1996; 11: 96–104.
152. Stein MS, Packham DK, Ebeling PR et al. Prevalence and risk factors for
osteopenia in dialysis patients. Am J Kidney Dis 1996; 28: 515–522.
153. Yamaguchi T, Kanno E, Tsubota J et al. Retrospective study on the usefulness
of radius and lumbar bone density in the separation of hemodialysis patients
with fractures from those without fractures. Bone 1996; 19: 549–555.
154. Spindler A, Paz S, Berman A et al. Muscular strength and bone mineral
density in haemodialysis patients. Nephrol Dial Transplant 1997; 12: 128–132.
155. Lippuner K, Casez JP, Horber FF et al. Effects of deflazacort versus
prednisone on bone mass, body composition, and lipid profile: a
randomized, double blind study in kidney transplant patients. J Clin
Endocrinol Metab 1998; 83: 3795–3802.
156. Russo CR, Taccetti G, Caneva P et al. Volumetric bone density and geometry
assessed by peripheral quantitative computed tomography in uremic patients
on maintenance hemodialysis. Osteoporos Int 1998; 8: 443–448.

S123

references

157. Atsumi K, Kushida K, Yamazaki K et al. Risk factors for vertebral fractures
in renal osteodystrophy. Am J Kidney Dis 1999; 33: 287–293.
158. Stehman-Breen CO, Sherrard D, Walker A et al. Racial differences in bone
mineral density and bone loss among end-stage renal disease patients. Am J
Kidney Dis 1999; 33: 941–946.
159. Taal MW, Masud T, Green D et al. Risk factors for reduced bone density in
haemodialysis patients. Nephrol Dial Transplant 1999; 14: 1922–1928.
160. Arici M, Erturk H, Altun B et al. Bone mineral density in haemodialysis
patients: a comparative study of dual-energy X-ray absorptiometry and
quantitative ultrasound. Nephrol Dial Transplant 2000; 15: 1847–1851.
161. Fan SL, Almond MK, Ball E et al. Pamidronate therapy as prevention of
bone loss following renal transplantation. Kidney Int 2000; 57: 684–690.
162. Kokado Y, Takahara S, Ichimaru N et al. Factors influencing vertebral
bone density after renal transplantation. Transpl Int 2000; 13(Suppl 1):
S431–435.
163. Barnas U, Schmidt A, Seidl G et al. A comparison of quantitative computed
tomography and dual X-ray absorptiometry for evaluation of bone mineral
density in patients on chronic hemodialysis. Am J Kidney Dis 2001; 37:
1247–1252.
164. Baszko-Blaszyk D, Grzegorzewska AE, Horst-Sikorska W et al. Bone mass in
chronic renal insufficiency patients treated with continuous ambulatory
peritoneal dialysis. Adv Perit Dial 2001; 17: 109–113.
165. Grotz W, Nagel C, Poeschel D et al. Effect of ibandronate on bone loss and
renal function after kidney transplantation. J Am Soc Nephrol 2001; 12:
1530–1537.
166. Casez JP, Lippuner K, Horber FF et al. Changes in bone mineral density
over 18 months following kidney transplantation: the respective roles of
prednisone and parathyroid hormone. Nephrol Dial Transplant 2002; 17:
1318–1326.
167. Haas M, Leko-Mohr Z, Roschger P et al. Osteoprotegerin and parathyroid
hormone as markers of high-turnover osteodystrophy and decreased bone
mineralization in hemodialysis patients. Am J Kidney Dis 2002; 39: 580–586.
168. Hampson G, Vaja S, Evans C et al. Comparison of the humoral markers of
bone turnover and bone mineral density in patients on haemodialysis and
continuous ambulatory peritoneal dialysis. Nephron 2002; 91: 94–102.
169. Kaji H, Suzuki M, Yano S et al. Risk factors for hip fracture in hemodialysis
patients. Am J Nephrol 2002; 22: 325–331.
170. Pecovnik Balon B, Hojs R, Zavratnik A et al. Bone mineral density in
patients beginning hemodialysis treatment. Am J Nephrol 2002; 22: 14–17.
171. Ghazali A, Grados F, Oprisiu R et al. Bone mineral density directly
correlates with elevated serum leptin in haemodialysis patients. Nephrol
Dial Transplant 2003; 18: 1882–1890.
172. Kato A, Odamaki M, Yamamoto T et al. Influence of body composition on
5 year mortality in patients on regular haemodialysis. Nephrol Dial
Transplant 2003; 18: 333–340.
173. Mikuls TR, Julian BA, Bartolucci A et al. Bone mineral density changes
within six months of renal transplantation. Transplantation 2003; 75: 49–54.
174. Nakashima A, Yorioka N, Tanji C et al. Bone mineral density may be related
to atherosclerosis in hemodialysis patients. Osteoporos Int 2003; 14:
369–373.
175. Urena P, Bernard-Poenaru O, Ostertag A et al. Bone mineral density,
biochemical markers and skeletal fractures in haemodialysis patients.
Nephrol Dial Transplant 2003; 18: 2325–2331.
176. Zayour D, Daouk M, Medawar W et al. Predictors of bone mineral density
in patients on hemodialysis. Transplant Proc 2004; 36: 1297–1301.
177. Crisafulli A, Romeo A, Floccari F et al. Osteoprotegerin and bone mineral
density in hemodiafiltration patients. Ren Fail 2005; 27: 531–539.
178. Maeno Y, Inaba M, Okuno S et al. Serum concentrations of cross-linked Ntelopeptides of type I collagen: new marker for bone resorption in
hemodialysis patients. Clin Chem 2005; 51: 2312–2317.
179. Wetmore JB, Benet LZ, Kleinstuck D et al. Effects of short-term alendronate
on bone mineral density in haemodialysis patients. Nephrology (Carlton)
2005; 10: 393–399.
180. Elder GJ, Mackun K. 25-Hydroxyvitamin D deficiency and diabetes predict
reduced BMD in patients with chronic kidney disease. J Bone Miner Res
2006; 21: 1778–1784.
181. Ersoy FF, Passadakis SP, Tam P et al. Bone mineral density and its
correlation with clinical and laboratory factors in chronic peritoneal dialysis
patients. J Bone Miner Metab 2006; 24: 79–86.
182. Nakashima A, Yorioka N, Doi S et al. Osteoprotegerin and bone mineral
density in hemodialysis patients. Osteoporos Int 2006; 17: 841–846.
183. Kanis JA, Gluer CC. An update on the diagnosis and assessment of
osteoporosis with densitometry. Committee of Scientific Advisors, International Osteoporosis Foundation. Osteoporos Int 2000; 11: 192–202.
184. Johnell O, Kanis JA, Oden A et al. Predictive value of BMD for hip and
other fractures. J Bone Miner Res 2005; 20: 1185–1194.

S124

185. Kanis JA, Johnell O, Oden A et al. FRAX and the assessment of fracture probability in men and women from the UK. Osteoporos Int 2008; 19: 385–397.
186. Kanis JA, Oden A, Johnell O et al. The use of clinical risk factors enhances
the performance of BMD in the prediction of hip and osteoporotic
fractures in men and women. Osteoporos Int 2007; 18: 1033–1046.
187. Clark EM, Ness AR, Bishop NJ et al. Association between bone mass and
fractures in children: a prospective cohort study. J Bone Miner Res 2006; 21:
1489–1495.
188. Jamal SA, Chase C, Goh YI et al. Bone density and heel ultrasound testing
do not identify patients with dialysis-dependent renal failure who have had
fractures. Am J Kidney Dis 2002; 39: 843–849.
189. Negri AL, Barone R, Quiroga MA et al. Bone mineral density: serum
markers of bone turnover and their relationships in peritoneal dialysis. Perit
Dial Int 2004; 24: 163–168.
190. Fontaine MA, Albert A, Dubois B et al. Fracture and bone mineral density
in hemodialysis patients. Clin Nephrol 2000; 54: 218–226.
191. Inaba M, Okuno S, Kumeda Y et al. Increased incidence of vertebral fracture
in older female hemodialyzed patients with type 2 diabetes mellitus. Calcif
Tissue Int 2005; 76: 256–260.
192. Jamal SA, Gilbert J, Gordon C et al. Cortical pQCT measures are associated
with fractures in dialysis patients. J Bone Miner Res 2006; 21: 543–548.
193. Dukas L, Schacht E, Stahelin HB. In elderly men and women treated for
osteoporosis a low creatinine clearance of o65 ml/min is a risk factor for
falls and fractures. Osteoporos Int 2005; 16: 1683–1690.
194. Li M, Tomlinson G, Naglie G et al. Geriatric comorbidities, such as falls,
confer an independent mortality risk to elderly dialysis patients. Nephrol
Dial Transplant 2008; 23: 1396–1400.
195. Cook WL, Tomlinson G, Donaldson M et al. Falls and fall-related injuries in
older dialysis patients. Clin J Am Soc Nephrol 2006; 1: 1197–1204.
196. Desmet C, Beguin C, Swine C et al. Falls in hemodialysis patients:
prospective study of incidence, risk factors, and complications. Am J Kidney
Dis 2005; 45: 148–153.
197. Torres A, Lorenzo V, Gonzalez-Posada JM. Comparison of histomorphometry and computerized tomography of the spine in quantitating
trabecular bone in renal osteodystrophy. Nephron 1986; 44: 282–287.
198. Van Eps CL, Jeffries JK, Anderson JA et al. Mineral metabolism, bone
histomorphometry and vascular calcification in alternate night nocturnal
haemodialysis. Nephrology (Carlton) 2007; 12: 224–233.
199. DeVita MV, Rasenas LL, Bansal M et al. Assessment of renal osteodystrophy
in hemodialysis patients. Medicine (Baltimore) 1992; 71: 284–290.
200. Schober HC, Han ZH, Foldes AJ et al. Mineralized bone loss at different
sites in dialysis patients: implications for prevention. J Am Soc Nephrol
1998; 9: 1225–1233.
201. Boling E, Primavera C, Friedman G et al. Non-invasive measurements of
bone mass in adult renal osteodystrophy. Bone 1993; 14: 409–413.
202. Fletcher S, Jones RG, Rayner HC et al. Assessment of renal osteodystrophy
in dialysis patients: use of bone alkaline phosphatase, bone mineral density
and parathyroid ultrasound in comparison with bone histology. Nephron
1997; 75: 412–419.
203. Taal MW, Roe S, Masud T et al. Total hip bone mass predicts survival in
chronic hemodialysis patients. Kidney Int 2003; 63: 1116–1120.
204. Stehman-Breen C, Anderson G, Gibson D et al. Pharmacokinetics of oral
micronized beta-estradiol in postmenopausal women receiving maintenance hemodialysis. Kidney Int 2003; 64: 290–294.
205. Block GA, Klassen PS, Lazarus JM et al. Mineral metabolism, mortality, and
morbidity in maintenance hemodialysis. J Am Soc Nephrol 2004; 15:
2208–2218.
206. Jadoul M, Albert JM, Akiba T et al. Incidence and risk factors for hip or
other bone fractures among hemodialysis patients in the Dialysis Outcomes
and Practice Patterns Study. Kidney Int 2006; 70: 1358–1366.
207. Mitterbauer C, Kramar R, Oberbauer R. Age and sex are sufficient for
predicting fractures occurring within 1 year of hemodialysis treatment.
Bone 2007; 40: 516–521.
208. Ersoy FF. Osteoporosis in the elderly with chronic kidney disease. Int Urol
Nephrol 2007; 39: 321–331.
209. Rudser KD, de Boer IH, Dooley A et al. Fracture risk after parathyroidectomy among chronic hemodialysis patients. J Am Soc Nephrol 2007;
18: 2401–2407.
210. de Vernejoul MC, Kuntz D, Miravet L et al. Bone histomorphometric
reproducibility in normal patients. Calcif Tissue Int 1981; 33: 369–374.
211. Andress DL, Endres DB, Maloney NA et al. Comparison of parathyroid
hormone assays with bone histomorphometry in renal osteodystrophy.
J Clin Endocrinol Metab 1986; 63: 1163–1169.
212. Andress DL, Norris KC, Coburn JW et al. Intravenous calcitriol in the
treatment of refractory osteitis fibrosa of chronic renal failure. N Engl J Med
1989; 321: 274–279.

Kidney International (2009) 76 (Suppl 113), S121–S130

references

213. Quarles LD, Lobaugh B, Murphy G. Intact parathyroid hormone overestimates the presence and severity of parathyroid-mediated osseous
abnormalities in uremia. J Clin Endocrinol Metab 1992; 75: 145–150.
214. Sherrard DJ, Hercz G, Pei Y et al. The spectrum of bone disease in end-stage
renal failure–an evolving disorder. Kidney Int 1993; 43: 436–442.
215. Torres A, Lorenzo V, Hernandez D et al. Bone disease in predialysis,
hemodialysis, and CAPD patients: evidence of a better bone response to
PTH. Kidney Int 1995; 47: 1434–1442.
216. Wang M, Hercz G, Sherrard DJ et al. Relationship between intact 1-84
parathyroid hormone and bone histomorphometric parameters in
dialysis patients without aluminum toxicity. Am J Kidney Dis 1995; 26:
836–844.
217. Mazzaferro S, Pasquali M, Ballanti P et al. Diagnostic value of serum
peptides of collagen synthesis and degradation in dialysis renal osteodystrophy. Nephrol Dial Transplant 1995; 10: 52–58.
218. Gerakis A, Hutchison AJ, Apostolou T et al. Biochemical markers for noninvasive diagnosis of hyperparathyroid bone disease and adynamic bone in
patients on haemodialysis. Nephrol Dial Transplant 1996; 11: 2430–2438.
219. Urena P, Hruby M, Ferreira A et al. Plasma total versus bone alkaline
phosphatase as markers of bone turnover in hemodialysis patients. J Am Soc
Nephrol 1996; 7: 506–512.
220. Coen G, Ballanti P, Bonucci E et al. Bone markers in the diagnosis of low
turnover osteodystrophy in haemodialysis patients. Nephrol Dial Transplant
1998; 13: 2294–2302.
221. Carmen Sanchez M, Auxiliadora Bajo M, Selgas R et al. Parathormone
secretion in peritoneal dialysis patients with adynamic bone disease. Am J
Kidney Dis 2000; 36: 953–961.
222. Bervoets AR, Spasovski GB, Behets GJ et al. Useful biochemical markers for
diagnosing renal osteodystrophy in predialysis end-stage renal failure
patients. Am J Kidney Dis 2003; 41: 997–1007.
223. Gal-Moscovici A, Popovtzer MM. New worldwide trends in presentation of
renal osteodystrophy and its relationship to parathyroid hormone levels.
Clin Nephrol 2005; 63: 284–289.
224. Coen G, Ballanti P, Balducci A et al. Renal osteodystrophy: alpha-Heremans
Schmid glycoprotein/fetuin-A, matrix GLA protein serum levels, and bone
histomorphometry. Am J Kidney Dis 2006; 48: 106–113.
225. McCarthy JT, Klee GG, Kao PC et al. Serum bioactive parathyroid hormone
in hemodialysis patients. J Clin Endocrinol Metab 1989; 68: 340–345.
226. Qi Q, Monier-Faugere MC, Geng Z et al. Predictive value of serum
parathyroid hormone levels for bone turnover in patients on chronic
maintenance dialysis. Am J Kidney Dis 1995; 26: 622–631.
227. Couttenye MM, D’Haese PC, Van Hoof VO et al. Low serum levels of
alkaline phosphatase of bone origin: a good marker of adynamic bone
disease in haemodialysis patients. Nephrol Dial Transplant 1996; 11:
1065–1072.
228. Lehmann G, Ott U, Kaemmerer D et al. Bone histomorphometry and
biochemical markers of bone turnover in patients with chronic kidney
disease stages 3–5. Clin Nephrol 2008; 70: 296–305.
229. Barreto FC, Barreto DV, Moyses RM et al. K/DOQI-recommended intact
PTH levels do not prevent low-turnover bone disease in hemodialysis
patients. Kidney Int 2008; 73: 771–777.
230. Hutchison AJ, Whitehouse RW, Boulton HF et al. Correlation of bone
histology with parathyroid hormone, vitamin D3, and radiology in endstage renal disease. Kidney Int 1993; 44: 1071–1077.
231. Barreto FC, Barreto DV, Moyses RM et al. Osteoporosis in hemodialysis
patients revisited by bone histomorphometry: a new insight into an old
problem. Kidney Int 2006; 69: 1852–1857.
232. Jehle PM, Ostertag A, Schulten K et al. Insulin-like growth factor system
components in hyperparathyroidism and renal osteodystrophy. Kidney Int
2000; 57: 423–436.
233. Rix M, Andreassen H, Eskildsen P et al. Bone mineral density and
biochemical markers of bone turnover in patients with predialysis chronic
renal failure. Kidney Int 1999; 56: 1084–1093.
234. Tsuchida T, Ishimura E, Miki T et al. The clinical significance of serum
osteocalcin and N-terminal propeptide of type I collagen in predialysis
patients with chronic renal failure. Osteoporos Int 2005; 16: 172–179.
235. Obatake N, Ishimura E, Tsuchida T et al. Annual change in bone mineral
density in predialysis patients with chronic renal failure: significance of a
decrease in serum 1,25-dihydroxy-vitamin D. J Bone Miner Metab 2007; 25:
74–79.
236. Ueda M, Inaba M, Okuno S et al. Clinical usefulness of the serum Nterminal propeptide of type I collagen as a marker of bone formation in
hemodialysis patients. Am J Kidney Dis 2002; 40: 802–809.
237. Wittersheim E, Mesquita M, Demulder A et al. OPG, RANK-L, bone
metabolism, and BMD in patients on peritoneal dialysis and hemodialysis.
Clin Biochem 2006; 39: 617–622.

Kidney International (2009) 76 (Suppl 113), S121–S130

238. Sit D, Kadiroglu AK, Kayabasi H et al. Relationship between bone mineral
density and biochemical markers of bone turnover in hemodialysis patients.
Adv Ther 2007; 24: 987–995.
239. Doumouchtsis KK, Kostakis AI, Doumouchtsis SK et al. Associations
between osteoprotegerin and femoral neck BMD in hemodialysis patients.
J Bone Miner Metab 2008; 26: 66–72.
240. Urena P, De Vernejoul MC. Circulating biochemical markers of bone
remodeling in uremic patients. Kidney Int 1999; 55: 2141–2156.
241. Ivaska KK, Gerdhem P, Akesson K et al. Effect of fracture on bone turnover
markers: a longitudinal study comparing marker levels before and after
injury in 113 elderly women. J Bone Miner Res 2007; 22: 1155–1164.
242. Rogers A, Eastell R. Circulating osteoprotegerin and receptor activator for
nuclear factor kappaB ligand: clinical utility in metabolic bone disease
assessment. J Clin Endocrinol Metab 2005; 90: 6323–6331.
243. Gutierrez OM, Mannstadt M, Isakova T et al. Fibroblast growth factor 23
and mortality among patients undergoing hemodialysis. N Engl J Med 2008;
359: 584–592.
244. Garnero P, Sornay-Rendu E, Claustrat B et al. Biochemical markers of bone
turnover, endogenous hormones and the risk of fractures in postmenopausal women: the OFELY study. J Bone Miner Res 2000; 15: 1526–1536.
245. Johnell O, Oden A, De Laet C et al. Biochemical indices of bone turnover
and the assessment of fracture probability. Osteoporos Int 2002; 13: 523–526.
246. Gerdhem P, Ivaska KK, Alatalo SL et al. Biochemical markers of bone
metabolism and prediction of fracture in elderly women. J Bone Miner Res
2004; 19: 386–393.
247. Bauer DC, Black DM, Garnero P et al. Change in bone turnover and hip,
non-spine, and vertebral fracture in alendronate-treated women: the
fracture intervention trial. J Bone Miner Res 2004; 19: 1250–1258.
248. Bauer DC, Garnero P, Hochberg MC et al. Pretreatment levels of bone
turnover and the antifracture efficacy of alendronate: the fracture
intervention trial. J Bone Miner Res 2006; 21: 292–299.
249. Sarkar S, Reginster JY, Crans GG et al. Relationship between changes in
biochemical markers of bone turnover and BMD to predict vertebral
fracture risk. J Bone Miner Res 2004; 19: 394–401.
250. Fahrleitner-Pammer A, Herberth J, Browning SR et al. Bone markers
predict cardiovascular events in chronic kidney disease. J Bone Miner Res
2008; 23: 1850–1858.
251. Looker AC, Bauer DC, Chesnut III CH et al. Clinical use of biochemical
markers of bone remodeling: current status and future directions.
Osteoporos Int 2000; 11: 467–480.
252. Talley L, Stablein DM. North American Pediatric Renal Trials and
Collaborative Studies: NAPRTCS 2006 Annual Report. NAPRTCS: Boston,
MA, 2006, pp 1–270.
253. Vliegenthart R, Hollander M, Breteler MM et al. Stroke is associated with
coronary calcification as detected by electron-beam CT: the Rotterdam
Coronary Calcification Study. Stroke 2002; 33: 462–465.
254. Vliegenthart R, Oudkerk M, Song B et al. Coronary calcification detected by
electron-beam computed tomography and myocardial infarction. The
Rotterdam Coronary Calcification Study. Eur Heart J 2002; 23: 1596–1603.
255. Oei HH, Vliegenthart R, Deckers JW et al. The association of Rose
questionnaire angina pectoris and coronary calcification in a general
population: the Rotterdam Coronary Calcification Study. Ann Epidemiol
2004; 14: 431–436.
256. McCullough PA, Agrawal V, Danielewicz E et al. Accelerated atherosclerotic
calcification and Monckeberg’s sclerosis: a continuum of advanced vascular
pathology in chronic kidney disease. Clin J Am Soc Nephrol 2008; 3:
1585–1598.
257. Amann K. Media calcification and intima calcification are distinct entities
in chronic kidney disease. Clin J Am Soc Nephrol 2008; 3: 1599–1605.
258. Schwarz U, Buzello M, Ritz E et al. Morphology of coronary atherosclerotic
lesions in patients with end-stage renal failure. Nephrol Dial Transplant
2000; 15: 218–223.
259. Gross ML, Meyer HP, Ziebart H et al. Calcification of coronary intima
and media: immunohistochemistry, backscatter imaging, and x-ray
analysis in renal and nonrenal patients. Clin J Am Soc Nephrol 2007; 2:
121–134.
260. Moe SM, Duan D, Doehle BP et al. Uremia induces the osteoblast
differentiation factor Cbfa1 in human blood vessels. Kidney Int 2003; 63:
1003–1011.
261. Ibels LS, Alfrey AC, Huffer WE et al. Arterial calcification and pathology in
uremic patients undergoing dialysis. Am J Med 1979; 66: 790–796.
262. Giachelli CM. Vascular calcification mechanisms. J Am Soc Nephrol 2004;
15: 2959–2964.
263. Cozzolino M, Dusso AS, Liapis H et al. The effects of sevelamer
hydrochloride and calcium carbonate on kidney calcification in uremic
rats. J Am Soc Nephrol 2002; 13: 2299–2308.

S125

references

264. Mathew S, Lund RJ, Strebeck F et al. Reversal of the adynamic bone
disorder and decreased vascular calcification in chronic kidney disease by
sevelamer carbonate therapy. J Am Soc Nephrol 2007; 18: 122–130.
265. Block GA, Raggi P, Bellasi A et al. Mortality effect of coronary calcification
and phosphate binder choice in incident hemodialysis patients. Kidney Int
2007; 71: 438–441.
266. Suki WN, Zabaneh R, Cangiano JL et al. Effects of sevelamer and calciumbased phosphate binders on mortality in hemodialysis patients. Kidney Int
2007; 72: 1130–1137.
267. St Peter WL, Liu J, Weinhandl E et al. A comparison of sevelamer and
calcium-based phosphate binders on mortality, hospitalization, and
morbidity in hemodialysis: a secondary analysis of the Dialysis Clinical
Outcomes Revisited (DCOR) randomized trial using claims data. Am J
Kidney Dis 2008; 51: 445–454.
268. Tatler GL, Baillod RA, Varghese Z et al. Evolution of bone disease over 10
years in 135 patients with terminal renal failure. BMJ 1973; 4: 315–319.
269. Ibels LS, Stewart JH, Mahony JF et al. Deaths from occlusive arterial disease
in renal allograft recipients. BMJ 1974; 3: 552–554.
270. Ketteler M, Schlieper G, Floege J. Calcification and cardiovascular health:
new insights into an old phenomenon. Hypertension 2006; 47: 1027–1034.
271. Murshed M, Harmey D, Millan JL et al. Unique coexpression in osteoblasts
of broadly expressed genes accounts for the spatial restriction of ECM
mineralization to bone. Genes Dev 2005; 19: 1093–1104.
272. Bellasi A, Ferramosca E, Muntner P et al. Correlation of simple imaging
tests and coronary artery calcium measured by computed tomography in
hemodialysis patients. Kidney Int 2006; 70: 1623–1628.
273. Haydar AA, Covic A, Colhoun H et al. Coronary artery calcification and
aortic pulse wave velocity in chronic kidney disease patients. Kidney Int
2004; 65: 1790–1794.
274. Nitta K, Akiba T, Suzuki K et al. Assessment of coronary artery calcification
in hemodialysis patients using multi-detector spiral CT scan. Hypertens Res
2004; 27: 527–533.
275. Sigrist M, Bungay P, Taal MW et al. Vascular calcification and
cardiovascular function in chronic kidney disease. Nephrol Dial Transplant
2006; 21: 707–714.
276. Stompor T, Rajzer M, Pasowicz M et al. Coronary artery calcification,
common carotid artery intima-media thickness and aortic pulse wave
velocity in patients on peritoneal dialysis. Int J Artif Organs 2006; 29:
736–744.
277. Raggi P, Bellasi A, Ferramosca E et al. Association of pulse wave velocity
with vascular and valvular calcification in hemodialysis patients. Kidney Int
2007; 71: 802–807.
278. Shroff RC, Donald AE, Hiorns MP et al. Mineral metabolism and vascular
damage in children on dialysis. J Am Soc Nephrol 2007; 18: 2996–3003.
279. Goodman WG, Goldin J, Kuizon BD et al. Coronary-artery calcification in
young adults with end-stage renal disease who are undergoing dialysis.
N Engl J Med 2000; 342: 1478–1483.
280. Oh KW, Nam CM, Jee SH et al. Coronary artery calcification and dietary
cholesterol intake in Korean men. Acta Cardiol 2002; 57: 5–11.
281. Ix JH, Shlipak MG, Katz R et al. Kidney function and aortic valve and
mitral annular calcification in the Multi-Ethnic Study of Atherosclerosis
(MESA). Am J Kidney Dis 2007; 50: 412–420.
282. Wang AY, Wang M, Woo J et al. Cardiac valve calcification as an important
predictor for all-cause mortality and cardiovascular mortality in long-term
peritoneal dialysis patients: a prospective study. J Am Soc Nephrol 2003; 14:
159–168.
283. Panuccio V, Tripepi R, Tripepi G et al. Heart valve calcifications, survival,
and cardiovascular risk in hemodialysis patients. Am J Kidney Dis 2004; 43:
479–484.
284. Chertow GM, Burke SK, Raggi P. Sevelamer attenuates the progression of
coronary and aortic calcification in hemodialysis patients. Kidney Int 2002;
62: 245–252.
285. Block GA, Spiegel DM, Ehrlich J et al. Effects of sevelamer and calcium on
coronary artery calcification in patients new to hemodialysis. Kidney Int
2005; 68: 1815–1824.
286. Russo D, Miranda I, Ruocco C et al. The progression of coronary artery
calcification in predialysis patients on calcium carbonate or sevelamer.
Kidney Int 2007; 72: 1255–1261.
287. Qunibi W, Moustafa M, Muenz LR et al. A 1-year randomized trial of
calcium acetate versus sevelamer on progression of coronary artery
calcification in hemodialysis patients with comparable lipid control: the
Calcium Acetate Renagel Evaluation-2 (CARE-2) study. Am J Kidney Dis
2008; 51: 952–965.
288. Barreto DV, Barreto Fde C, de Carvalho AB et al. Phosphate binder impact
on bone remodeling and coronary calcification–results from the BRiC
study. Nephron Clin Pract 2008; 110: c273–283.

S126

289. Floege J. Calcium-containing phosphate binders in dialysis patients with
cardiovascular calcifications: should we CARE-2 avoid them? Nephrol Dial
Transplant 2008; 23: 3050–3052.
290. Russo D, Corrao S, Miranda I et al. Progression of coronary artery
calcification in predialysis patients. Am J Nephrol 2007; 27: 152–158.
291. Suwelack B, Gerhardt U, Witta J et al. Effect of parathyroid hormone levels
on carotid intima-media thickness after renal transplantation. Am
J Hypertens 2001; 14: 1012–1018.
292. Shroff RC, McNair R, Figg N et al. Dialysis accelerates medial vascular
calcification in part by triggering smooth muscle cell apoptosis. Circulation
2008; 118: 1748–1757.
293. London GM, Guerin AP, Verbeke FH et al. Mineral metabolism and arterial
functions in end-stage renal disease: potential role of 25-hydroxyvitamin D
deficiency. J Am Soc Nephrol 2007; 18: 613–620.
294. Matias PJ, Ferreira C, Jorge C et al. 25-Hydroxyvitamin D3, arterial
calcifications and cardiovascular risk markers in haemodialysis patients.
Nephrol Dial Transplant 2009; 24: 611–618
295. Lopez I, Aguilera-Tejero E, Mendoza FJ et al. Calcimimetic R-568 decreases
extraosseous calcifications in uremic rats treated with calcitriol. J Am Soc
Nephrol 2006; 17: 795–804.
296. Koleganova N, Piecha G, Ritz E et al. A calcimimetic (R-568), but not
calcitriol, prevents vascular remodeling in uremia. Kidney Int 2009; 75:
60–71.
297. Ivanovski O, Nikolov IG, Joki N et al. The calcimimetic R-568 retards
uremia-enhanced vascular calcification and atherosclerosis in apolipoprotein E deficient (apoE(/)) mice. Atherosclerosis 2009; 205: 55–62.
298. Haffner D, Hocher B, Muller D et al. Systemic cardiovascular disease in
uremic rats induced by 1,25(OH)2D3. J Hypertens 2005; 23: 1067–1075.
299. Mizobuchi M, Finch JL, Martin DR et al. Differential effects of vitamin D
receptor activators on vascular calcification in uremic rats. Kidney Int 2007;
72: 709–715.
300. Lopez I, Mendoza FJ, Aguilera-Tejero E et al. The effect of calcitriol,
paricalcitol, and a calcimimetic on extraosseous calcifications in uremic
rats. Kidney Int 2008; 73: 300–307.
301. Greenland P, Bonow RO, Brundage BH et al. ACCF/AHA 2007 clinical
expert consensus document on coronary artery calcium scoring by
computed tomography in global cardiovascular risk assessment and in
evaluation of patients with chest pain: a report of the American College of
Cardiology Foundation Clinical Expert Consensus Task Force (ACCF/AHA
Writing Committee to Update the 2000 Expert Consensus Document on
Electron Beam Computed Tomography). Circulation 2007; 115: 402–426.
302. Baigent C, Landray MJ, Wheeler DC. Misleading associations between
cholesterol and vascular outcomes in dialysis patients: the need for
randomized trials. Semin Dial 2007; 20: 498–503.
303. Nissen SE, Tuzcu EM, Schoenhagen P et al. Effect of intensive compared
with moderate lipid-lowering therapy on progression of coronary
atherosclerosis: a randomized controlled trial. JAMA 2004; 291: 1071–1080.
304. Sever PS, Dahlof B, Poulter NR et al. Prevention of coronary and stroke
events with atorvastatin in hypertensive patients who have average or
lower-than-average cholesterol concentrations, in the Anglo-Scandinavian
Cardiac Outcomes Trial–Lipid Lowering Arm (ASCOT-LLA): a multicentre
randomised controlled trial. Lancet 2003; 361: 1149–1158.
305. LaRosa JC, Grundy SM, Waters DD et al. Intensive lipid lowering with
atorvastatin in patients with stable coronary disease. N Engl J Med 2005;
352: 1425–1435.
306. Raggi P, Davidson M, Callister TQ et al. Aggressive versus moderate lipidlowering therapy in hypercholesterolemic postmenopausal women: Beyond
Endorsed Lipid Lowering with EBT Scanning (BELLES). Circulation 2005;
112: 563–571.
307. Schmermund A, Achenbach S, Budde T et al. Effect of intensive versus
standard lipid-lowering treatment with atorvastatin on the progression of
calcified coronary atherosclerosis over 12 months: a multicenter, randomized, double-blind trial. Circulation 2006; 113: 427–437.
308. Baigent C, Landry M. Study of Heart and Renal Protection (SHARP).
Kidney Int 2003; 63(Suppl 84): S207–210.
309. Fellström BC, Jardine AG, Schmieder RE et al. Rosuvastatin and
cardiovascular events in patients undergoing hemodialysis. N Engl J Med
2009; 360: 1395–1407.
310. Kestenbaum B. Phosphate metabolism in the setting of chronic kidney
disease: significance and recommendations for treatment. Semin Dial 2007;
20: 286–294.
311. Takeda E, Yamamoto H, Nishida Y et al. Phosphate restriction in diet
therapy. Contrib Nephrol 2007; 155: 113–124.
312. Sprague SM. A comparative review of the efficacy and safety of established
phosphate binders: calcium, sevelamer, and lanthanum carbonate. Curr
Med Res Opin 2007; 23: 3167–3175.

Kidney International (2009) 76 (Suppl 113), S121–S130

references

313. Ayus JC, Achinger SG, Mizani MR et al. Phosphorus balance and mineral
metabolism with 3 h daily hemodialysis. Kidney Int 2007; 71: 336–342.
314. Culleton BF, Walsh M, Klarenbach SW et al. Effect of frequent nocturnal
hemodialysis vs conventional hemodialysis on left ventricular mass and
quality of life: a randomized controlled trial. JAMA 2007; 298: 1291–1299.
315. Ganesh SK, Stack AG, Levin NW et al. Association of elevated serum PO(4),
Ca x PO(4) product, and parathyroid hormone with cardiac mortality risk
in chronic hemodialysis patients. J Am Soc Nephrol 2001; 12: 2131–2138.
316. Kestenbaum B, Sampson JN, Rudser KD et al. Serum phosphate levels and
mortality risk among people with chronic kidney disease. J Am Soc Nephrol
2005; 16: 520–528.
317. Block GA, Hulbert-Shearon TE, Levin NW et al. Association of serum
phosphorus and calcium x phosphate product with mortality risk in
chronic hemodialysis patients: a national study. Am J Kidney Dis 1998; 31:
607–617.
318. Rodriguez-Benot A, Martin-Malo A, Alvarez-Lara MA et al. Mild
hyperphosphatemia and mortality in hemodialysis patients. Am J Kidney
Dis 2005; 46: 68–77.
319. Naveh-Many T, Rahamimov R, Livni N et al. Parathyroid cell proliferation
in normal and chronic renal failure rats. The effects of calcium, phosphate,
and vitamin D. J Clin Invest 1995; 96: 1786–1793.
320. Almaden Y, Canalejo A, Hernandez A et al. Direct effect of phosphorus on
PTH secretion from whole rat parathyroid glands in vitro. J Bone Miner Res
1996; 11: 970–976.
321. Slatopolsky E, Rutherford WE, Martin K et al. The role of phosphate and
other factors on the pathogenesis of renal osteodystrophy. Adv Exp Med Biol
1977; 81: 467–475.
322. Gal-Moscovici A, Sprague SM. Role of vitamin D deficiency in chronic
kidney disease. J Bone Miner Res 2007; 22 (Suppl 2): V91–94.
323. Giachelli CM. Vascular calcification: in vitro evidence for the role of
inorganic phosphate. J Am Soc Nephrol 2003; 14: S300–304.
324. Dhingra R, Sullivan LM, Fox CS et al. Relations of serum phosphorus and
calcium levels to the incidence of cardiovascular disease in the community.
Arch Intern Med 2007; 167: 879–885.
325. Tonelli M, Sacks F, Pfeffer M et al. Relation between serum phosphate level
and cardiovascular event rate in people with coronary disease. Circulation
2005; 112: 2627–2633.
326. Menon V, Greene T, Pereira AA et al. Relationship of phosphorus and
calcium-phosphorus product with mortality in CKD. Am J Kidney Dis 2005;
46: 455–463.
327. Noordzij M, Korevaar JC, Boeschoten EW et al. The Kidney Disease
Outcomes Quality Initiative (K/DOQI) Guideline for Bone Metabolism and
Disease in CKD: association with mortality in dialysis patients. Am J Kidney
Dis 2005; 46: 925–932.
328. Kalantar-Zadeh K, Kuwae N, Regidor DL et al. Survival predictability of
time-varying indicators of bone disease in maintenance hemodialysis
patients. Kidney Int 2006; 70: 771–780.
329. Young EW, Albert JM, Satayathum S et al. Predictors and consequences of
altered mineral metabolism: the Dialysis Outcomes and Practice Patterns
Study. Kidney Int 2005; 67: 1179–1187.
330. Kimata N, Albert JM, Akiba T et al. Association of mineral metabolism
factors with all-cause and cardiovascular mortality in hemodialysis patients:
the Japan dialysis outcomes and practice patterns study. Hemodial Int 2007;
11: 340–348.
331. Estepa JC, Aguilera-Tejero E, Lopez I et al. Effect of phosphate on
parathyroid hormone secretion in vivo. J Bone Miner Res 1999; 14:
1848–1854.
332. Roussanne MC, Lieberherr M, Souberbielle JC et al. Human parathyroid
cell proliferation in response to calcium, NPS R-467, calcitriol and
phosphate. Eur J Clin Invest 2001; 31: 610–616.
333. Jono S, McKee MD, Murry CE et al. Phosphate regulation of vascular
smooth muscle cell calcification. Circ Res 2000; 87: E10–17.
334. Toussaint N, Cooney P, Kerr PG. Review of dialysate calcium concentration
in hemodialysis. Hemodial Int 2006; 10: 326–337.
335. McIntyre CW. Calcium balance during hemodialysis. Semin Dial 2008; 21:
38–42.
336. Hou SH, Zhao J, Ellman CF et al. Calcium and phosphorus fluxes during hemodialysis with low calcium dialysate. Am J Kidney Dis 1991; 18: 217–224.
337. Argiles A, Kerr PG, Canaud B et al. Calcium kinetics and the long-term
effects of lowering dialysate calcium concentration. Kidney Int 1993; 43:
630–640.
338. Sigrist M, McIntyre CW. Calcium exposure and removal in chronic
hemodialysis patients. J Ren Nutr 2006; 16: 41–46.
339. Maynard JC, Cruz C, Kleerekoper M et al. Blood pressure response to
changes in serum ionized calcium during hemodialysis. Ann Intern Med
1986; 104: 358–361.

Kidney International (2009) 76 (Suppl 113), S121–S130

340. van der Sande FM, Cheriex EC, van Kuijk WH et al. Effect of dialysate
calcium concentrations on intradialytic blood pressure course in cardiaccompromised patients. Am J Kidney Dis 1998; 32: 125–131.
341. Jeffery EH, Abreo K, Burgess E et al. Systemic aluminum toxicity: effects on
bone, hematopoietic tissue, and kidney. J Toxicol Environ Health 1996; 48:
649–665.
342. King SW, Savory J, Wills MR. Aluminum toxicity in relation to kidney
disorders. Ann Clin Lab Sci 1981; 11: 337–342.
343. Braun J, Asmus HG, Holzer H et al. Long-term comparison of a calciumfree phosphate binder and calcium carbonate–phosphorus metabolism and
cardiovascular calcification. Clin Nephrol 2004; 62: 104–115.
344. Asmus HG, Braun J, Krause R et al. Two year comparison of sevelamer and
calcium carbonate effects on cardiovascular calcification and bone density.
Nephrol Dial Transplant 2005; 20: 1653–1661.
345. Raggi P, Bommer J, Chertow GM. Valvular calcification in hemodialysis
patients randomized to calcium-based phosphorus binders or sevelamer.
J Heart Valve Dis 2004; 13: 134–141.
346. Raggi P, James G, Burke SK et al. Decrease in thoracic vertebral bone
attenuation with calcium-based phosphate binders in hemodialysis. J Bone
Miner Res 2005; 20: 764–772.
347. Kurz P, Monier-Faugere MC, Bognar B et al. Evidence for abnormal calcium
homeostasis in patients with adynamic bone disease. Kidney Int 1994; 46:
855–861.
348. Hutchison AJ, Maes B, Vanwalleghem J et al. Efficacy, tolerability, and safety
of lanthanum carbonate in hyperphosphatemia: a 6-month, randomized,
comparative trial versus calcium carbonate. Nephron Clin Pract 2005; 100:
c8–19.
349. Finn WF. Lanthanum carbonate versus standard therapy for the treatment
of hyperphosphatemia: safety and efficacy in chronic maintenance
hemodialysis patients. Clin Nephrol 2006; 65: 191–202.
350. Drueke TB. Intestinal absorption of aluminium in renal failure. Nephrol
Dial Transplant 2002; 17 (Suppl 2): 13–16.
351. Zeller K, Whittaker E, Sullivan L et al. Effect of restricting dietary protein
on the progression of renal failure in patients with insulin-dependent
diabetes mellitus. N Engl J Med 1991; 324: 78–84.
352. Lafage MH, Combe C, Fournier A et al. Ketodiet, physiological calcium
intake and native vitamin D improve renal osteodystrophy. Kidney Int 1992;
42: 1217–1225.
353. Lafage-Proust MH, Combe C, Barthe N et al. Bone mass and dynamic
parathyroid function according to bone histology in nondialyzed uremic
patients after long-term protein and phosphorus restriction. J Clin
Endocrinol Metab 1999; 84: 512–519.
354. Pieper AK, Haffner D, Hoppe B et al. A randomized crossover trial
comparing sevelamer with calcium acetate in children with CKD. Am
J Kidney Dis 2006; 47: 625–635.
355. Tonelli M, Wiebe N, Culleton B et al. Systematic review of the clinical
efficacy and safety of sevelamer in dialysis patients. Nephrol Dial Transplant
2007; 22: 2856–2866.
356. Altmann P, Barnett ME, Finn WF. Cognitive function in stage 5 chronic
kidney disease patients on hemodialysis: no adverse effects of lanthanum
carbonate compared with standard phosphate-binder therapy. Kidney Int
2007; 71: 252–259.
357. Chertow GM, Raggi P, McCarthy JT et al. The effects of sevelamer and
calcium acetate on proxies of atherosclerotic and arteriosclerotic vascular
disease in hemodialysis patients. Am J Nephrol 2003; 23: 307–314.
358. Brown AJ, Finch J, Grieff M et al. The mechanism for the disparate actions
of calcitriol and 22-oxacalcitriol in the intestine. Endocrinology 1993; 133:
1158–1164.
359. Slatopolsky E, Cozzolino M, Finch JL. Differential effects of 19-nor-1,25(OH)(2)D(2) and 1alpha-hydroxyvitamin D(2) on calcium and phosphorus in normal and uremic rats. Kidney Int 2002; 62: 1277–1284.
360. Nakane M, Fey TA, Dixon DB et al. Differential effects of Vitamin D
analogs on bone formation and resorption. J Steroid Biochem Mol Biol 2006;
98: 72–77.
361. Cardus A, Panizo S, Parisi E et al. Differential effects of vitamin D analogs
on vascular calcification. J Bone Miner Res 2007; 22: 860–866.
362. Fryer RM, Rakestraw PA, Nakane M et al. Differential inhibition of renin
mRNA expression by paricalcitol and calcitriol in C57/BL6 mice. Nephron
2007; 106: 76–81.
363. Segersten U, Holm PK, Bjorklund P et al. 25-Hydroxyvitamin D3
1alpha-hydroxylase expression in breast cancer and use of non-1alphahydroxylated vitamin D analogue. Breast Cancer Res 2005; 7:
R980–R986.
364. van Driel M, Koedam M, Buurman CJ et al. Evidence for auto/paracrine
actions of vitamin D in bone: 1alpha-hydroxylase expression and activity in
human bone cells. FASEB J 2006; 20: 2417–2419.

S127

references

365. Somjen D, Weisman Y, Kohen F et al. 25-hydroxyvitamin D3-1alphahydroxylase is expressed in human vascular smooth muscle cells
and is upregulated by parathyroid hormone and estrogenic compounds.
Circulation 2005; 111: 1666–1671.
366. Segersten U, Correa P, Hewison M et al. 25-hydroxyvitamin D(3)-1alphahydroxylase expression in normal and pathological parathyroid glands.
J Clin Endocrinol Metab 2002; 87: 2967–2972.
367. Brown EM. Four-parameter model of the sigmoidal relationship between
parathyroid hormone release and extracellular calcium concentration in
normal and abnormal parathyroid tissue. J Clin Endocrinol Metab 1983; 56:
572–581.
368. Brown EM, Gamba G, Riccardi D et al. Cloning and characterization of an
extracellular Ca(2 þ )-sensing receptor from bovine parathyroid. Nature
1993; 366: 575–580.
369. Brown EM. Clinical lessons from the calcium-sensing receptor. Nat Clin
Pract Endocrinol Metab 2007; 3: 122–133.
370. Dusso AS, Arcidiacono MV, Sato T et al. Molecular basis of parathyroid
hyperplasia. J Ren Nutr 2007; 17: 45–47.
371. Bolland MJ, Barber PA, Doughty RN et al. Vascular events in healthy older
women receiving calcium supplementation: randomised controlled trial.
BMJ 2008; 336: 262–266.
372. Hsia J, Heiss G, Ren H et al. Calcium/vitamin D supplementation and
cardiovascular events. Circulation 2007; 115: 846–854.
373. Sprague SM, Abboud H, Qiu P et al. Lanthanum carbonate reduces
phosphorus burden in patients with CKD stages 3 and 4: a randomized
trial. Clin J Am Soc Nephrol 2009; 4: 178–185.
374. Kooienga L, Fried L, Scragg R et al. The effect of combined calcium and
vitamin D(3) supplementation on serum intact parathyroid hormone in
moderate CKD. Am J Kidney Dis 2009; 53: 408–416.
375. Zisman AL, Hristova M, Ho LT et al. Impact of ergocalciferol treatment of
vitamin D deficiency on serum parathyroid hormone concentrations in
chronic kidney disease. Am J Nephrol 2007; 27: 36–43.
376. Coburn JW, Maung HM, Elangovan L et al. Doxercalciferol safely
suppresses PTH levels in patients with secondary hyperparathyroidism
associated with chronic kidney disease stages 3 and 4. Am J Kidney Dis 2004;
43: 877–890.
377. Coyne D, Acharya M, Qiu P et al. Paricalcitol capsule for the treatment of
secondary hyperparathyroidism in stages 3 and 4 CKD. Am J Kidney Dis
2006; 47: 263–276.
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