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LETTER

Bortezomib-Induced Acute Pancr eatitis

Bouraoui Elouni!, Chaker Ben Salem? Michelle Zamy?,
Jaballah Sakhri®, Kamel Bouraoui® Miche Biour®

'Pharmacovigilance Regional Center, Saint Antoinsgital. Paris, France.
“Department of Clinical Pharmacology, Faculty of Né@tke of Sousse’Department of Surgery,
Farhat Hached University Hospital. Sousse, Tunisia

Dear Sir:

Bortezomib is the first proteasome inhibitor apmdv

by the Food and Drug Administration (FDA) and
indicated for patients with multiple myeloma retay

to at least one prior therapy [1].

The most common adverse effects of bortezomib
include hematological toxicities (especially tramsi
thrombocytopenia),  gastrointestinal  disturbances,
peripheral neuropathy, fatigue, fever, dyspneah,ras
and myalgia [2]. We herein present the first cabe o
acute pancreatitis induced by bortezomib.

A 58-year-old female was treated with vincristine,
doxorubicin, and dexamethasone for a myeloma. She
had no history of dyslipidemia or alcohol abuse. In
relation to the relapse of the myeloma, two doses o
bortezomib (1.3 mg/A were administered
intravenously at a 4-day time interval. Concomitant
medications in our patient included dexamethasone,
levothyroxine for hypothyroidism, and paracetamol.
Two days later, she presented because of abdominal
pain of medium intensity localized in the epigastri

for which she was hospitalized. On admission, the
patient had normal vital signs without fever.
Abdominal examination revealed only mild epigastric
tenderness. There was no rigidity or guarding. &her
were no palpable abdominal masses. The remainder of
the examination was normal. A laboratory work-up
showed a normal blood cell count and did not
demonstrate hypertriglyceridemia, hypercholesten@e

or hypercalcemia. A liver test, renal function, wsar
electrolytes and blood sugars were all normal. The
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determination of pancreatic enzymes revealed that
serum lipase was high at 493 IU/L (reference rafge:
200 IU/L) but serum amylase was normal at 67 IU/L
(reference range: 0-110 IU/L). Serology of infeaso
agents (hepatitis A, B, C, varicella zoster virus,
cytomegalovirus Epstein-Barr virus, human immuno-
deficiency virus, echovirus and Coxsackie viruses)
were negative. On such basis, pancreatitis was
suspected. Abdominal ultrasonography revealed a
morphologically normal pancreas; there were neither
peripancreatic fluid collections and nor biliary
dilatation. Abdominal computed tomography (CT) did
not show cystic or tumor lesions. An MRI-
cholangiopancreatography examination revealed no
hepatobiliary abnormalities including stones, and
confirmed the abdominal ultrasonography and CT
findings. Her lipase level four days after the last
bortezomib administration had dropped slightly i®4
IU/L, and it was close to the normal level (256 L)/
after another four days. At this time, the patieetame
asymptomatic. All the biologic values were withhret
normal range. Concomitant medications including
dexamethasone and levothyroxin had not been stopped
Ten days after the last administration, the patient
received bortezomib again. A few hours later, she
developed abdominal pain with hyperlipasemia at 477
IU/L. The bortezomib was stopped immediately with
the diagnosis of acute pancreatitis. The patient
improved quickly after bortezomib withdrawal and
serum lipase levels decreased to normal (145 Isift)
days after the last administration. According te th
Naranjo probability scale, bortezomib-induced acute
pancreatitis was probable [3].

Although many drugs have been suspected of causing
pancreatitis, they are a relatively rare cause \aith
estimated incidence of only 0.1-2% [4]. The
pathogenesis of drug-induced pancreatitis is nedrgl
but it may be caused by an allergic response oa by
direct toxic effect [5]. In our case, the diagnogias
based on the exclusion of potential medical causes,
such as pancreatic malformation, diabetes,
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dyslipidemia, alcoholism, infectious agents, the

resolution of clinical and biological signs whereth

bortezomib was withdrawn and evidence of a positive

rechallenge. Recently, the beneficial effects of _ _ '

bortezomib in acute experimental pancreatitis have L= Richardson PG, Barlogie B, Berenson J, Singhaa§amnath S,

b ted. These effects of the drug seem to be Irwin D, et al. A phase 2 study of bortezomib itapsed refractory
een reported. g myeloma. N Engl J Med 2003; 384:2609-17. [PMID 16%35]
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