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CLINICAL OBSERVATIONS

Long-term control of hypercalcaemia in an infant with
Williams-Beuren syndrome after a single infusion of biphosphonate
(Pamidronate)
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Aim: To report the efficacy of Pamidronate to treat hypercalcaemia in a patient with Williams-
Beuren syndrome (WBSResults:We report a 14-mo-old male infant presenting hypercalcaemia,
elfin face and other dysmorphological features of WBS, confirmed by the FISH fluorescent test.
Due to the marked symptomatic hypercalcaemia, 13.0 mg/dl intravenous Pamidronate was admini-
stered in a single dose of 1 mg/kg. Two days later, serum calcium diminished to normal levels,
and remained within normal range during 12 mo follow-up.

Conclusion:Pamidronate appears to be effective in paediatric patients with WBS and hypercal-
caemia.
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Williams-Beuren syndrome (WBS) is an autosomdeeding difficulties and neurological maturative delay
dominant disorder characterized by peculiar facbecame evident.
congenital cardiovascular anomalies, mental retardationProgression of symptoms finally prompted consulta-
and growth deficiency (1). The incidence varieBon and admission to hospital, where physical exam-
between 1/20000 to 1/50000 newborns (2). Fifteen tnation revealed a malnourished infant with a weight of
40% of patients with WBS also present hypercalcaem@20 g and a height of 72cm (both below the 3rd
and hypercalciuria, which becomes evident during theercentile), and showing typical “elfin” facies. Cardio-
first year of life (1). Due to hypercalcaemia, patientsascular examination (including echocardiogram) was
may suffer feeding problems, irritability and lethargynormal. Laboratory studies disclosed marked hyper-
(3). A variety of vitamin D abnormalities has beercalcaemia (3.25 mmol/l (NV: 2.23-2.63)) and high
reported in the pathogenesis of the calcium disordealcium/creatinine ratio (0.81 (N\k0.26)), low PTH
(4-9). However, findings are not consistent (10), argkrum levels €10 pg/ml (NV: 20-100)), but normal
there is no definitive therapy for hypercalcaemia iserum phosphate (1.29 mmol/l (NV: 1.29-2.00)), alka-
WBS. We report the successful treatment of markdohe phosphatase (290 1U/ml (NV«380)), 250HD
hypercalcaemia in a child with WBS, by administratiorf50 nmol/l (NV: 37.5-125.0)) and 1-25 (O0)
of a single intravenous infusion of Pamidronate. (48 pmol/l (NV: 34-91)). Routine laboratory examina-

tion was normal.

WBS was diagnosed and later confirmed by the FISH

fluorescent test. Due to the marked symptomatic hyper-
Case report calcaemia, intravenous Pamidronate was administered
A 14-mo-old male infant was admitted to the Universityn a dose of 1 mg/kg diluted in 250 cc of isotonic saline,
Hospital in August 2001 due to severe malnutritiorgver a 4-h period.
dehydration and maturative delay. He was a full-term Two days later, serum calcium had diminished to
newborn (birthweight 3070g) after an uneventfuhormal levels—2.4 mmol/l—and rapid improvement
pregnancy and delivery. He was breastfed during theas observed (he recovered his appetite, and he seemed
first 2 mo, followed by administration of evaporatedto be in a better mood and presented interest in his
milk formula containing 500 mg of calcium and 40 IUenvironment). The infusion of Pamidronate was well
of vitamin D2/liter. At 6 mo of age, failure to thrive, tolerated, and no side effects were observed. A diet
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Table 1.Biochemical parameters pre- and post-infusion. abnormal increase in 250HD serum levels in response
to pharmacological doses of oral vitamin D. Garabedian
et al. (8) observed elevated levels of serum 1,25 (DH)
in four children with WBS—two of whom were

La P AP  PTH
(mmol/l)  (mmol/ll) (U/l) (pg/ml)  Cau/Cru

Prel—(infusionf 3.25 1.29 290<10 0.81  hypercalcaemic. Chesney (3) studied nine children with
1 wk post-infusion 2.20 0.87 268 45 0.03 i i
5 WK postinfusion 2.45 171 503 30 095 WBS, concluding that no consistent pattern of abnormal

Normal values  2.23-2.63 1.29-208380 20-100 <0.26 Vitamin D, 250HD or 1,25 (ORD could be observed.

A deficit in calcitonin secretion postulated in one
«Ca: serum calcium;P: serum phosphate; AP: alkaline phosphatasstudy (11) was not confirmed by other authors (10, 12).
PTH: parathormone; Cau/Cru: urinary calcium/creatinine ratio. Other suggested mechanisms include increased vitamin

A (3) or PTHrp serum levels leading to increased bone

resorption rate (13).

34- e We believe that increased bone resorption may play a
= n role in hypercalcaemia associated with WBS as shown
g sz in the aforementioned case.
£ 1 Future studies should explore this possibility. We
g 39 recommend that biphosphonates should be considered
3 28_’ in children with hypercalcaemia associated with WBS.
3 o » ./.\
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