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SUPPLEMENT

Bone Complications of Cystinosis
Craig B. Langman, MD

C

ystinosis is recognized as a systemic disease because of mutations in the gene encoding cystinosin, the lysosomal cystine
exporter.1 In the nephropathic form that affects infants and young children, the kidney Fanconi syndrome leads to metabolic acidosis, hypophosphatemia attributable to phosphaturia, and reduced synthesis of the active metabolite of vitamin
D, 1,25-dihydroxyvitamin D3, also known as calcitriol. These resultant biochemical abnormalities do not allow the adequate
mineralization of osteoid made by the osteoblast and result in a classic feature of nephropathic cystinosis, rickets.2 In addition,
it has been recognized recently that cystinosin is expressed by osteoblasts, and mutations in cystinosin may lead to a reduction
in the ability of osteoblast precursor cells to transform into mature osteoblasts capable of synthesizing osteoid, thus, leading to
defective mineralization.3
Contemporary treatment of patients with rickets in cystinosis includes provision of pharmacologic phosphate salts, correction of the metabolic acidosis with supplemental alkali, and generally, provision of calcitriol.4 Experimental evidence provides
rationale that cystine-depleting therapy with cysteamine bitartrate helps to restore osteoblast function toward normal as well.3
Thus, the contemporary infant with nephropathic cystinosis should have rickets treated and cured within a short time after
the diagnosis is made.
Some reports of copper deficiency have arisen in nephropathic cystinosis as a consequence of the kidney Fanconi syndrome
loss of urinary copper.5 Copper is an essential co-factor in collagen fibril arrangement and in osteoid mineralization. At present,
it remains unknown whether we should be supplementing copper to our patients with nephropathic cystinosis, but it is hoped
that emerging studies will help direct this soon.
As patients with cystinosis now routinely survive well into adulthood years, additional challenges to life-long bone health
have emerged and will be reviewed herein.

Defective Remodeling
We maintain bone health in both the pediatric and the adult years by remodeling existing bone.6 This process involves osteoclastic resorption over a short period of a few weeks, followed by a more prolonged osteoblastic mineralization of the resorbed
space. Given the defect that may exist in the osteoblast in cystinosis, one might posit that an excess of resorption would occur,
relative to bone formation. This is termed a low turnover bone state and is predictive of both diminished bone mass and the
presence of microfractures (inadequate remodeling repair).
Excess fractures have been seen in limited series of patients with nephropathic cystinosis, including both before and after a
kidney transplant.7-9 Bone mass has also not been reported in large series, but individual cases and limited reports have indicated lower bone mass than normal, although controls with children having chronic kidney disease (CKD) from other diseases
than cystinosis have not been included.

CKD-Mineral Bone Disorder
This term has been applied to the complex interactions between the biochemical abnormalities of CKD (including nephropathic
cystinosis), the bone defects of CKD apart from those laboratory abnormalities, and the unique vascular calcification that occurs
with progressive CKD, whether imaged in adults by spiral computed tomography studies, or in children and adolescents, evidenced by altered vessel measurements (carotid intimal-medial diameter, as one example).10 CKD-mineral bone disorder (MBD)
leads to excess bone fractures, various forms of heart disease, and excess mortality. Most of the data have been demonstrated
in adults with CKD, but recent studies have confirmed these hypotheses in children as well.11 To date, there is no specific study
of CKD-MBD in nephropathic cystinosis, but there is no reason to assume that
there would be less of the entity in it than in other children with CKD.
There are some theoretical issues in nephropathic cystinosis that might worsen
CKD-MBD compared with other children with CKD of differing etiology. For
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example, it is well understood that as kidney function declines, the phosphate-responsive hormone, fibroblast growth
factor-23 (FGF-23), rises in the blood. FGF-23 has been linked
independently with excess mortality, heart disease, and progression of CKD itself in adult studies.12 What might occur in
nephropathic cystinosis with long-term phosphate salt administration? The kidney Fanconi syndrome persists quite late
into the course of patients with CKD with nephropathic cystinosis, so cessation of phosphate salts leads to hypophosphatemia. Studies are needed about FGF-23 in cystinosis, especially
because we recognize that calcitriol administration is an additive factor to FGF-23 elevations in CKD.
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muscle tone is associated with lowered bone mass regionally
at the site of the disordered muscle activity and excess
fractures.18 As the natural history of nephropathic cystinosis
evolves with more patients surviving well into the adolescent
years and beyond with muscle dysfunctions, it is possible that
the underlying bone in the distal extremities may be challenged. Such changes in bone could result in deformities, fractures, and bone pain, but we have no specific understanding
of how to best treat the underlying bone yet. It is hoped that
new studies will be designed to use advanced imaging techniques that include high-resolution peripheral quantitative computed tomography to help understand the physiology of this
new disorder.

Growth Hormone Resistance and Bone
CKD itself is a state of growth hormone resistance on the skeleton, including the absence of normal bone growth and bone
remodeling.13 Studies of the effect of recombinant human
growth hormone in nephropathic cystinosis have demonstrated normal responses with regard to growth, but no studies
have carefully examined changes on bone density or fracture
incidence.14 More recently, reports of frank growth hormone
deficiency has been documented in some patients with
nephropathic cystinosis.15

Challenges in Adolescence to Bone Health
Several hormonal disturbances in the adolescent patient with
nephropathic cystinosis may occur that could compromise
optimal bone health. The adolescent growth spurt is dependent, in part, on gonadal steroids, estrogen and testosterone,
in female and male patients, respectively.16 Although CKD itself
may alter ovarian secretion of estrogen, there appears no additional disturbance in female patients with nephropathic cystinosis itself. The same cannot be said for male patients with
cystinosis, as up to 70% of all male patients may be
hypogonadal, with reduced testosterone secretion, and diminished effects on increasing bone density at the time of the adolescent growth spurt.4 At present, there are no large series of
male patients with cystinosis treated with testosterone and subsequent effects on bone.
Less than optimal treatment for nephropathic cystinosis may
produce a state of frank hypothyroidism. Adequacy of thyroid
hormone is an essential co-factor for optimal bone health
overall.17 Again, we are without sufficient data to fully understand this process in patients with nephropathic cystinosis.
Recent series of patients with cystinosis, however, suggests that
the true prevalence of hypothyroidism is decreasing, and it is
hoped, therefore, this component of bone health challenge will
be eliminated.4

Changes in Neuromuscular Function
There is a tight integration between bone and overlying muscle
to achieve normal bone health in all individuals. Diminished

Challenges to Bone Health after Kidney
Transplantation
Medications used to assure optimal outcomes after kidney
transplantation, as well as pre-existing CKD-MBD from before
transplantation, contribute to challenge optimal bone health.19-21
Corticosteroids are well known to be associated with excess bone
fractures and osteoporosis in children and adults. Potent
calcineurin-inhibition may add to that fracture potential as well.
Few contemporary series of patients with nephropathic cystinosis exist to clarify the pathways to meet this challenge to
optimal bone health, but it does appear in general that limitation of corticosteroid exposure is important.

Bone Marrow Transplant and Bone Health
As innovative therapies to the treatment of patients with
nephropathic cystinosis in the near future may include bone
marrow or stem cell transplantation, it should be recognized
that for other diseases, such procedures have substantial bone
morbidity associated with it.22 Such factors that impair bone
health include the use of medications (corticosteroids,
calcineurin inhibition) and perhaps preconditioning with radiotherapy, which itself may be toxic to bone.
Alternatively, stem cell and marrow transplantation may
provide normal precursors for bone cell development and,
thereby, overcome the mutations in cystinosis inherent in the
osteoblast of affected patients. The balance between these beneficial and potentially harmful effects should be studied carefully in the future.

Toxicity from Cystine-Depleting Agents
The use of cysteamine bitartrate in doses higher than currently recommended has led to a specific vascular defect, linked
pathophysiologically to altered collagen cross-linking.23 Whether
this same defect in collagen cross-linking occurs in bone as well
remains uncertain but should be borne in mind if such extreme
dosing is contemplated.
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Bone Toxicity Related to Proton-Pump
Inhibition
Epidemiologic studies in adults have linked the chronic use
of proton-pump inhibitors to excess bone fractures.24 It is
unknown if this pertains to the pediatric or adolescent patient
in general, and no studies have evaluated such therapies in any
population with nephropathic cystinosis. As a general rule, it
seems prudent that such medications should be limited to as
short a time as possible for therapeutic benefit and avoidance of potential bone toxicity.

Summary and Recommendations
Bone is one of the systemic organs affected by nephropathic
cystinosis, both as part of the effects of the cystinosin mutation, as well as from some of the therapies used in different
parts of the disease through the life cycle. Consideration must
be given to optimize bone health throughout the lifespan of
patients with nephropathic cystinosis to improve their quality
of life. ■

Author Disclosures
The author has received honoraria in the past for lectures he
created from Raptor Pharmaceuticals, Inc, which is now
Horizon Pharmaceuticals Inc. No monies were given for the
creation of this article.
Reprint requests: Craig B. Langman, MD, Kidney Diseases, Feinberg School
of Medicine, The Ann and Robert H Lurie Children’s Hospital of Chicago,
Northwestern University, 225 E Chicago Ave, Chicago, IL 60611. E-mail:
c-langman@northwestern.edu

References
1. Online Mendelian Inheritance of Man (OMIM) 219800; 219900.
2. Elmonem MA, Veys KR, Soliman NA, van Dyck M, van den Heuvel LP,
Levtchenko E. Cystinosis: a review. Orphanet J Rare Dis 2016;11:
47.
3. Conforti A, Taranta A, Biagini S, Starc N, Pitisci A, Bellomo F, et al. Cysteamine treatment restores the in vitro ability to differentiate along the
osteoblastic lineage of mesenchymal stromal cells isolated from bone
marrow of a cystinotic patient. J Transl Med 2015;13:143.
4. Emma F, Nesterova G, Langman C, Labbé A, Cherqui S, Goodyer P, et al.
Nephropathic cystinosis: an international consensus document. Nephrol
Dial Transplant 2014;29(Suppl 4):iv87-94.
5. Besouw MT, Schneider J, Janssen MC, Greco M, Emma F, Cornelissen
EA, et al. Copper deficiency in patients with cystinosis with cysteamine
toxicity. J Pediatr 2013;163:754-60.

S4

Volume 183S
6. Siddiqui JA, Partridge NC. Physiological bone remodeling: systemic regulation and growth factor involvement. Physiology (Bethesda) 2016;31:23345.
7. Sirrs S, Munk P, Mallinson PI, Ouellette H, Horvath G, Cooper S, et al.
Cystinosis with sclerotic bone lesions. JIMD Rep 2014;13:27-31.
8. Klusmann M, Van’t Hoff W, Monsell F, Offiah AC. Progressive destructive bone changes in patients with cystinosis. Skeletal Radiol
2013;doi:10.1007/s00256-013-1735-z.
9. Zimakas PJ, Sharma AK, Rodd CJ. Osteopenia and fractures in cystinotic
children post renal transplantation. Pediatr Nephrol 2003;18:38490.
10. Bacchetta J, Harambat J, Cochat P, Salusky IB, Wesseling-Perry K. The
consequences of chronic kidney disease on bone metabolism and growth
in children. Nephrol Dial Transplant 2012;27:3063-71.
11. Swolin-Eide D, Hansson S, Magnusson P. Skeletal effects and growth in
children with chronic kidney disease: a 5-year prospective study. J Bone
Miner Metab 2013;31:322-8.
12. Isakova T, Ix JH, Sprague SM, Raphael KL, Fried L, Gassman JJ, et al. Rationale and approaches to phosphate and fibroblast growth factor 23 reduction in CKD. J Am Soc Nephrol 2015;26:2328-39.
13. Ingulli EG, Mak RH. Growth in children with chronic kidney disease: role
of nutrition, growth hormone, dialysis, and steroids. Curr Opin Pediatr
2014;26:187-92.
14. Wühl E, Haffner D, Offner G, Broyer M, Van’t Hoff W, Mehls O, et al.
Long-term treatment with growth hormone in short children with
nephropathic cystinosis. J Pediatr 2001;138:880-7.
15. Besouw MT, Van Dyck M, Francois I, Van Hoyweghen E, Levtchenko EN.
Detailed studies of growth hormone secretion in cystinosis patients. Pediatr
Nephrol 2012;27:2123-7.
16. Cole TJ, Ahmed ML, Preece MA, Hindmarsh P, Dunger DB. The relationship between Insulin-like Growth Factor 1, sex steroids and timing
of the pubertal growth spurt. Clin Endocrinol (Oxf) 2015;82:862-9.
17. Wirth CD, Blum MR, da Costa BR, Baumgartner C, Collet TH, Medici
M, et al. Subclinical thyroid dysfunction and the risk for fractures:
a systematic review and meta-analysis. Ann Intern Med 2014;161:18999.
18. Mäkitie O. Causes, mechanisms and management of paediatric osteoporosis. Nat Rev Rheumatol 2013;9:465-75.
19. Nel JD, Epstein S. Metabolic bone disease in the post-transplant population: preventative and therapeutic measures. Med Clin North Am
2016;100:569-86.
20. Holmberg C, Jalanko H. Long-term effects of paediatric kidney transplantation. Nat Rev Nephrol 2016;12:301-11.
21. Sgambat K, Moudgil A. Optimization of bone health in children before
and after renal transplantation: current perspectives and future directions. Front Pediatr 2014;2:13.
22. Mostoufi-Moab S, Magland J, Isaacoff EJ, Sun W, Rajapakse CS, Zemel
B, et al. Adverse fat depots and marrow adiposity are associated with skeletal deficits and insulin resistance in long-term survivors of pediatric hematopoietic stem cell transplantation. J Bone Miner Res 2015;30:165766.
23. Langman CB, Barshop BA, Deschenes G, Emma F, Goodyer P, Lipkin G,
et al. Controversies and research agenda in nephropathic cystinosis: conclusions from a “Kidney Disease: Improving Global Outcomes” (KDIGO)
Controversies Conference. Kidney Int 2016;89:1192-203.
24. Freedberg DE, Haynes K, Denburg MR, Zemel BS, Leonard MB, Abrams
JA, et al. Use of proton pump inhibitors is associated with fractures in
young adults: a population-based study. Osteoporos Int 2015;26:25017.

Langman

