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Hypocalcemia is a known risk following bariatric surgery and can contribute to the development of osteoporosis. Osteoporosis is
commonly treated with denosumab, though denosumab can exacerbate underlying abnormalities in calcium homeostasis. We
present the case of a 59-year-old female with severe hypocalcemia who had been treated with denosumab for osteoporosis three
months before and had Billroth II gastric bypass surgery 15 years before, for bariatric purposes. Intravenous calcium supple-
mentation was used to correct the initial electrolyte abnormality, and the patient was able to maintain appropriate calcium levels
on high doses of oral calcium before discharge. Denosumab-induced hypocalcemia has been previously reported in patients with
predisposing conditions including chronic kidney disease, primary sclerosing cholangitis, Crohn’s disease, and a history of sleeve
gastrectomy for marginal gastric ulcers. A few cases of hypocalcemia have been reported in patients with a history of bariatric
surgery secondary to vitamin D deficiency, but this report is unique in demonstrating denosumab-induced hypocalcemia after
bariatric surgery with normal vitamin D levels, suggesting a primary malabsorption of calcium. The risk of severe hypocalcemia
should be considered before initiating denosumab to treat osteoporosis in patients with a history of bariatric surgery. If
denosumab is initiated, serum calcium levels should be closely monitored, and patients should be educated about the importance

of adherence to calcium supplementation.

1. Introduction

With rising rates of obesity globally, bariatric surgery for
weight loss has become an increasingly safe and effective
option for managing excess weight and associated metabolic
and mechanical complications [1, 2]. While bariatric surgical
procedures continue to be modified to maximize weight loss
while minimizing morbidity and mortality, they are not
without risk [1]. Suboptimal preoperative nutrition, ana-
tomical changes, and postoperative dietary constraints can
lead to significant micronutrient and vitamin deficiencies
after bariatric surgery, including hypocalcemia [2].

The combination of these nutritional deficiencies with
mechanical and hormonal changes resulting from bariatric
surgery can also contribute to the development of osteoporosis
[3]. Antiresorptive therapies such as bisphosphonates and

denosumab are first-line treatments for osteoporosis, yet they
also pose a risk of hypocalcemia in predisposed patients,
ranging from minor and asymptomatic to life-threatening
conditions [4, 5]. Hypocalcemia is a known risk of both
bariatric surgical procedures and antiresorptive osteoporosis
therapies [2, 4, 6], but the hypocalcemia risk of these two
factors combined and the optimal treatment of those with
osteoporosis secondary to a history of bariatric surgery have
received little attention in the literature.

In this report, we present the case of a 59-year-old female
who developed severe hypocalcemia three months after
treatment with denosumab for osteoporosis and fifteen years
after Billroth II gastric bypass surgery. This case was pre-
pared in accordance with the CARE guidelines for case
reports (see Appendix 1 in Supplementary Materials for
CARE checklist).
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2. Case Presentation

A 59-year-old postmenopausal woman with a past medical
history of Billroth II gastric bypass surgery 15 years before
for bariatric purposes, Barrett esophagus, pericarditis sec-
ondary to suspected rheumatologic disease status treated
with a pericardial window 3 years before, rheumatoid ar-
thritis with negative rheumatoid factor, paroxysmal atrial
fibrillation, amiodarone-induced hypothyroidism, and os-
teoporosis treated with denosumab 3 months before was
referred to the emergency department by her endocrinol-
ogist after outpatient labs revealed profound hypocalcemia,
hypophosphatemia, and hypomagnesemia. The patient had
recently returned from vacation, where she experienced 2-3
episodes of diarrhea. She reported compliance to her
medications, which included 50,000 IU ergocalciferol daily
and 630 mg calcium citrate 2-3 times daily, apart from taking
a decreased dose of calcium for the last 4 days of her vacation
since she was running low on pills. She noted fatigue and
intermittent tingling in her hands, feet, and perioral region
for 2-3 days prior to admission. She denied weight loss, fever,
muscle cramping, seizures, loss of consciousness, or
lightheadedness.

On presentation, the patient was afebrile with a tem-
perature of 98.20F, blood pressure of 136/74 mmHg, heart
rate of 71 beats/min, and respiratory rate of 15 breaths/min.
Her oxygen saturation was 100% on room air. Physical
examination revealed a well-appearing woman with a body
mass index (BMI) of 30 kg/ m? in no acute distress. Neck was
supple with no thyromegaly. There were no abnormalities on
cardiac or pulmonary exam. Abdomen was soft, nontender,
and nondistended with normal bowel sounds. Patient had a
positive Chvostek’s sign. No muscle twitches or spasms were
appreciated. Strength, sensation, reflexes, and cranial nerves
were intact. The patient had no signs of confusion or
psychosis.

Blood tests from the emergency department revealed a
calcium of 5.8 mg/dL, phosphorus of <1 mg/dL, and mag-
nesium of 1.7 mg/dL. Albumin was 3.8 g/dL, so the corrected
calcium was 6.0mg/dL. Ionized calcium was 0.8 mg/dL.
Parathyroid hormone was 136 ng/L. 25-Hydroxy vitamin D
was normal at 46 ng/mL, and 1-25-hydroxy vitamin D was
normal at 30 pg/mL. Urinalysis was within normal limits,
and urine calcium was <2 mg/dL. Creatinine was 0.61 mg/
dL, and blood urea nitrogen was 11 mg/dL. TSH was normal
at 0.78U/mL. An electrocardiogram performed in the
emergency department showed normal sinus rhythm with a
corrected QT interval of 493 ms.

In the emergency department, the patient was given 2 g
of IV magnesium sulfate, 30 mmol of IV sodium phosphate,
and 1g of IV calcium gluconate. During her 4-day hospital
stay, the patient continued to receive IV calcium, as well as
oral calcitriol, phosphate, and magnesium. When she was
able to consistently maintain serum calcium of at least
8.0mg/dL on oral calcium citrate supplementation, she was
discharged with a calcium level of 8.0 mg/dL, magnesium of
1.9 mg/dL, and phosphorus of 2.3 mg/dL. She was instructed
to take calcium citrate of 1260 mg 4 times daily, calcitriol of
0.25 mcg 2 times daily, phosphorus of 250 mg 3 times daily,
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and magnesium oxide of 400 mg 2 times daily and to be
followed up closely with her endocrinologist. Since dis-
charge, the patient has been able to maintain adequate
calcium levels on a low dose of calcium supplementation,
and she is interested in considering further doses of
denosumab.

3. Discussion

The risk of hypocalcemia following denosumab use for
osteoporosis has been demonstrated in multiple case reports
and case series for patients with chronic kidney disease
[7-10] and in individual case reports for patients with
primary sclerosing cholangitis [11], Crohn’s disease
[8, 12, 13], and a history of sleeve gastrectomy for marginal
gastric ulcers [12]. A few cases of hypocalcemia with
denosumab have been reported in patients with a history of
bariatric surgery, but each of these was likely secondary to
vitamin D deficiency [14, 15]. In our case, normal active and
storage forms of vitamin D, low phosphate, and normal
kidney function tests suggested that the hypocalcemia was
not due to renal failure or vitamin D deficiency. With these
etiologies excluded, the most likely cause of hypocalcemia
was primary calcium malabsorption from the bariatric
Billroth II procedure 15 years before, exacerbated by
denosumab use 3 months before and insufficient calcium
supplementation during the week prior to admission.

Billroth II gastrectomy is a form of gastric bypass surgery
often used for refractory peptic ulcer disease and gastric
adenocarcinoma, but it can also be used for weight loss since
it reduces the volume of the stomach, causing early satiety
[16]. Due to a combination of anatomical changes, post-
operative dietary changes, and suboptimal preoperative
nutrition, many patients develop micronutrient deficiencies
after bariatric surgery [2], and Billroth II procedure has been
shown to cause calcium and vitamin D absorption distur-
bances [17]. Because of the risk of hypocalcemia following
bariatric surgery, calcium supplementation and vitamin D
supplementation are recommended to prevent postoperative
hypocalcemia [14].

Even with adequate supplementation, the malabsorption
resulting from bariatric surgery, combined with mechanical
and hormonal factors related to weight loss, predisposes
patients to osteoporosis after bariatric surgery [3]. Deno-
sumab, a common first-line treatment for osteoporosis, is a
monoclonal antibody approved for prevention of skeletal-
related events in postmenopausal women at risk for oste-
oporosis (as Prolia®) and is given as a subcutaneous in-
jection every six months [4, 18]. Denosumab functions by
inhibiting osteoclast-mediated bone resorption by binding
to the receptor activator of nuclear factor kappa B ligand
(RANKL), thus preventing RANKL from binding to its
receptor. As a result, less skeletal calcium is released into the
circulation [19]. Denosumab is known to exacerbate existing
hypocalcemia, so correction of preexisting hypocalcemia is
suggested prior to administration. Additionally, monitoring
of calcium, phosphorus, and magnesium is recommended,
and supplementation with at least 1000 mg daily of calcium



Case Reports in Endocrinology

and 400IU of vitamin D is recommended, particularly
during the first 14 days after administration [20].

Our patient experienced profound hypocalcemia 15
years after bariatric surgery and 3 months after denosumab
administration. Prior to this episode, the patient was on a
longstanding dose of 50,000 IU ergocalciferol daily, as well as
630 mg calcium citrate 2-3 times daily, which is well within
the recommendations of the Prolia® insert [20]. She was
closely monitored by her rheumatologist and endocrinol-
ogist during the interval immediately after denosumab
administration, and she never experienced profound hy-
pocalcemia during this time. Considering our patient had
two separate indications for calcium and vitamin D sup-
plementation, perhaps she needed higher doses of oral
supplements, or she was particularly susceptible to a few
days of a decreased calcium dose while on vacation.

One previous study sought to identify risks for deno-
sumab-induced hypocalcemia and found no significant as-
sociations between clinical parameters and development of
hypocalcemia [5]. Notably, however, previous gastrointes-
tinal surgeries were not included among the clinical pa-
rameters they assessed. The study concluded that high
baseline bone turnover, as evidenced by increased serum
bone turnover markers, was associated with denosumab-
induced hypocalcemia [5]. Given that our patient likely had
a decreased ability to absorb calcium via the gastrointestinal
tract, it seems reasonable to hypothesize that she had high
baseline bone turnover.

Strengths of this case include the fact that the patient was
a reliable historian with a well-documented surgical and
medical history within the electronic medical record. Ad-
ditionally, her established outpatient endocrinologist fol-
lowed her in the hospital, allowing for continuity of care and
effective outpatient follow-up. A weakness of the case is that
there is no way to parse out the relative contribution to
hypocalcemia of each potential factor—denosumab use,
chronic absorption issues from prior bariatric surgery, and
missed calcium supplementation and diarrhea in the days
leading up to admission. Additionally, given the timing of
the patient’s bariatric surgery relative to the current episode,
we do not have access to the degree of her weight loss after
the surgery; however, based on the history from the patient
and a current BMI of 30, we do not suspect that mal-
absorptive issues were a result of an overly aggressive
bariatric surgery. Further research is needed to determine
the risk of denosumab-induced hypocalcemia for various
bariatric surgical techniques, as well as to determine a safe
and cost-effective way to select patients for extended calcium
monitoring after denosumab administration.

This case demonstrates that the risk of profound hy-
pocalcemia should be weighed when considering initiation
of denosumab in a patient with a history of bariatric surgery.
While bariatric surgery has been shown to decrease bone
mineral density, a 2012 study in the British Medical Journal
showed that bariatric surgery does not have a significant
effect on fracture risk, at least over the short term [21]. So,
perhaps, treatment of osteoporosis secondary to bariatric
surgery can be less aggressive than treatment of primary
osteoporosis. For those patients with a bariatric surgery

history who are started on denosumab for osteoporosis,
monitoring of calcium, phosphorus, and magnesium should
be extended beyond the 14-day interval recommended in the
Prolia® insert, and higher doses of calcium, phosphorus,
magnesium, and vitamin D should be considered than those
recommended for general denosumab use. Finally, patients
should be educated about the importance of long-term
adherence to supplementation, as well as what symptoms
should prompt them to visit the emergency department.

Data Availability

No data were used to support this study.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

Acknowledgments

This work was supported in part by Thomas Jefferson
University and Philadelphia University Open Access Fund.

Supplementary Materials
Appendix 1: CARE checklist. (Supplementary Materials)

References

[1] H.-U. Spiegel and S. Skawran, “From longitudinal gastric
resection to sleeve gastrectomy-revival of a previously
established surgical procedure,” Journal of Gastrointestinal
Surgery, vol. 15, no. 1, pp. 219-228, 2011.

[2] M. Shah, A. Sharma, R. A. Wermers, K. A. Kennel,
T. A. Kellogg, and M. S. Mundi, “Hypocalcemia after bariatric
surgery: prevalence and associated risk factors,” Obesity
Surgery, vol. 27, no. 11, pp. 2905-2911, 2017.

[3] A. Jammah, “Endocrine and metabolic complications after
bariatric surgery,” Saudi Journal of Gastroenterology, vol. 21,
no. 5, pp. 269-277, 2015.

[4] K.N.Tu,J. D. Lie, C. K. V. Wan et al., “Osteoporosis: a review
of treatment options,” A Peer-Reviewed Journal for Formulary
Management, vol. 43, no. 2, pp. 92-104, 2018.

[5] K. Ishikawa, T. Nagai, K. Sakamoto et al., “High bone
turnover elevates the risk of denosumab-induced hypocal-
cemia in women with postmenopausal osteoporosis,” Ther-
apeutics and Clinical Risk Management, vol. 12, pp. 1831-1840,
2016.

[6] W.-X. Qi, F. Lin, A.-N. He, L.-N. Tang, Z. Shen, and Y. Yao,
“Incidence and risk of denosumab-related hypocalcemia in
cancer patients: a systematic review and pooled analysis of
randomized controlled studies,” Current Medical Research
and Opinion, vol. 29, no. 9, pp. 1067-1073, 2013.

[7] R. Cernes, Z. Barnea, A. Biro, G. Zandman-Goddard, and
Z. Katzir, “Severe hypocalcemia following a single denosumab
injection,” Israel Medical Association Journal, vol. 19, no. 11,
pp. 719-721, 2017.

[8] J. Strickling and M. J. Wilkowski, “Severe, symptomatic hy-
pocalcemia due to denosumab administration: treatment and
clinical course,” Case Reports in Nephrology and Dialysis,
vol. 9, no. 1, pp. 33-41, 2019.

[9] R. D. Bhanot, J. Kaur, and Z. Bhat, “Severe hypocalcemia and
dramatic increase in parathyroid hormone after denosumab


http://downloads.hindawi.com/journals/crie/2020/8833723.f1.pdf

[10

[11

[12

[13

[14

(15]

[16

(17]

(18]

(19]

(20]

(21]

in a dialysis patient: a case report and review of the literature,”
Case Reports in Nephrology, vol. 2019, pp. 1-4, 2019.

R. Jalleh, G. Basu, R. Le Leu, and S. Jesudason, “Denosumab-
induced severe hypocalcaemia in chronic kidney disease,”
Case Reports in Nephrology, vol. 2018, pp. 1-7, 2018.

Y. Yasuda, S. Iwama, and H. Arima, “Severe hypocalcemia
following denosumab treatment in a patient with secondary
osteoporosis associated with primary sclerosing cholangitis,”
Endocrine Journal, vol. 66, no. 3, pp. 271-275, 2019.

R. Kalayanamitra, I. Yaghnam, R. Patel, A. Groff, and R. Jain,
“The calcium culprit: a case of denosumab-induced hypo-
calcemia,” Cureus, vol. 11, 2019.

V. Chandurkar and E. B. Marliss, “Multiple factors in re-
current symptomatic hypocalcemia following denosumab in a
patient receiving home parenteral nutrition,” Journal of
Parenteral and Enteral Nutrition, vol. 40, no. 5, pp. 734-738,
2016.

I. Minambres, A. Chico, and A. Pérez, “Severe hypocalcemia
due to vitamin D deficiency after extended roux-en-Y gastric
bypass,” Journal of Obesity, vol. 2011, pp. 1-3, 2011.

V. Baptista Lopes, D. Robbrecht, S. van Thiel, and
C. van Guldener, “[Symptomatic hypocalcaemia on deno-
sumab use],” Ned Tijdschr Geneeskd, vol. 157, no. 29, p. A6159,
2013.

E. P. Weledji, “Overview of gastric bypass surgery,” Inter-
national Journal of Surgery Open, vol. 5, pp. 11-19, 2016.
M. Fukuda, H. Shibata, K. Hatakeyama et al., “Difference in
calcium metabolism following billroth-I and billroth-II
procedures for gastric and duodenal ulcers,” The Japanese
Journal of Surgery, vol. 9, no. 4, pp. 295-303, 1979.

M. Mugeet Adnan, J. Morton, S. Hashmi, S. Abdul Mujeeb,
W. Kern, and B. J. Cowley, “Anti-GBM of pregnancy: acute
renal failure resolved after spontaneous abortion, plasma
exchange, hemodialysis, and steroids,” Case Reports in Ne-
phrology, vol. 2014, pp. 1-4, 2014.

L. K. Laskowski, D. S. Goldfarb, M. A. Howland, K. Kavcsak,
D. M. Lugassy, and S. W. Smith, “A RANKL wrinkle:
denosumab-induced hypocalcemia,” Journal of Medical
Toxicology, vol. 12, no. 3, pp. 305-308, 2016.

Amgen, Prolia Highlights of Prescribing Information, Amgen,
Thousand Oaks, CA, USA, 2010.

L. Angrisani, A. Santonicola, P. Iovino, G. Formisano,
H. Buchwald, and N. Scopinaro, “Bariatric surgery worldwide
2013,” Obesity Surgery, vol. 25, no. 10, pp. 1822-1832, 2015.

Case Reports in Endocrinology



