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Sunitinib-Associated Acute Pancreatitis: A Case Report
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Abstract

Sunitinib is a multikinase inhibitor used for the treatment of metastatic renal cell carcinoma. Acute pancreatitis as-
sociated with sunitinib is rare. Presently described is a case of a 79-year-old man with metastatic renal cell carcinoma
who developed acute pancreatitis following the initiation sunitinib treatment. The development of acute pancreatitis
secondary to sunitinib should be considered in patients presenting with abdominal pain after the administration of

sunitinib.
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enal cell carcinoma (RCC) is responsible for 80 to

85 percent of primary renal neoplasms. At diagno-
sis, approximately 25 percent of individuals have distant
metastases or advanced locoregional disease. Vascular
endothelial growth factor (VEGF) is the most important
growth factor that is involved in tumor angiogenesis, and
it plays a significant role in the growth and progression
of RCC." VEGF pathway inhibitors are important agents
in the treatment of advanced or metastatic RCC. They are
also preferred agents for treatment of patients who have
progressed after prior therapy. The small molecule tyro-
sine kinase inhibitors (TKI) including sunitinib, pazopanib,
sorafenib and axitinib block the intracellular domain of the
VEGF receptor (VEGFR).”

Sunitinib is an oral multikinase inhibitor, inhibits the VEG-
FR-1, VEGFR-2, the platelet-derived growth factor receptor
(PDGFR) and stem cell factor receptor (c-kit) oncogene.
Sunitinib demonstrated improvement in progression-free
survival (PFS) and overall-survival (OS) compared to pa-
tients treated with interferon (IFN)-a in the first line treat-
ment of patients with metastatic RCC.2“The most common

side effects associated with sunitinib include hypertension,
fatigue, nausea, diarrhea, skin discoloration, and myelo-
suppression.

Herein, we present a case of 79 year-old man with meta-
static renal cell carcinoma who developed acute pancreati-
tis following sunitinib initiation.

Case Report

A 79-year-old man was admitted with rectal bleeding in
November 2014. Colonoscopy revealed an ulcerous-veg-
etative mass located in distal rectum. The biopsy of rectal
mass revealed well- differentiated adenocarcinoma. F-flu-
orodeoxyglucose [(18) F-FDG)] positron emission tomog-
raphy/computed tomography (PET/CT) performed for
staging revealed right renal 5.9 centimeter hypermetabolic
mass (SUVmax: 5), thickening of the rectal wall and mul-
tiple hyper-metabolic metastatic nodules in both lung.
Biopsy of renal mass revealed clear cell subtype renal cell
carcinoma. Biopsy of lung nodules was consistent with me-
tastasis of renal cell carcinoma. In November 2014, both
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right radical nephrectomy and total mesorectal excision
for rectal cancer were performed in the same session be-
cause of synchronous tumors. Pathologic stage of rectal
cancer was stage 2B (T4aNOMO) according to the 7™ edi-
tion tumor-node-metastasis (TNM) staging system. Adju-
vant radiotherapy was no administered for rectal cancer
because renal cell carcinoma was metastatic. Patient was
started on adjuvant interferon (IFN)-alpha treatment (3 mil-
lion units (MIU)/m? subcutaneously, 3 days a week). He had
progression of the lung metastasis after three months of
IFN-alpha. For this reason, sunitinib 50 mg daily was initi-
ated on February 2015. His medical history revealed type
2 diabetes mellitus and hypertension. In addition to suni-
tinib, patient’s medications included metoprolol 50 mg dai-
ly, ramipril 2.5 mg daily, repaglinide 1 mg three times daily
and metformin 1000 mg twice daily. Approximately after 10
days of sunitinib initiation, he was admitted to hospital for
hypertensive episodes occurred at home. Blood pressure
was around 130/80 mm/Hg, he was hospitalized for fol-
low-up. After 2 days of hospitalization, patient developed
severe epigastric pain, nausea and vomiting. Physical ex-
amination revealed tenderness in epigastric region. Patient
had no previously history of pancreatitis, alcohol consump-
tion, and family history of pancreatitis. Laboratory studies
demonstrated elevated amylase (713 U/L; reference range,
28-100) and lipase (925U/L; reference range, 13-60). His
triglyceride (131 mg/dL; reference range, 50-200) and cor-
rected calcium (9 mg/dL; reference range, 8,8-10,2) levels
were within normal limits. Abdominal ultrasonography
revealed a diffusely enlarged pancreas compatible with
acute pancreatitis but there were neither gallstones nor
biliary duct dilatation. Sunitinib was stopped following the
diagnosis of acute pancreatitis. He was treated with con-
servative therapy including stopping oral intake, starting
intravenous hydration and analgesics. Over the next four
days, patient’s symptoms improved, and he was able to re-
sume oral intake. Serum amylase and lipase levels trended
down following conservative therapy (Fig. 1). Two weeks
later, he was discharged without complications. Sunitinib
was not started again.

Discussion

Sunitinib is widely used in the treatment of advanced renal
cell carcinoma in first line. Overall, sunitinib is well tolerat-
ed and toxicities are manageable. Most common sunitinib
related toxicities include cardiovascular effects (hyperten-
sion, thromboembolism, left ventricular dysfunction) and
non-cardiovascular effects (proteinuria, bleeding, delayed
wound healing, gastrointestinal perforation, fatigue, thy-
roid dysfunction, hand-foot skin reaction, and dysphonia).
11 Rarely, sunitinib has been associated with QTc prolonga-
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Figure 1. Patient’s amylase and lipase levels were significantly re-
duced after sunitinib cessation and conservative treatment for pan-
creatitis.

tion, reversible posterior leukoencephalopathy, and osteo-
necrosis of the jaw.-#

Asymptomatic transient elevations in serum amylase and
serum lipase have been reported in patients treated with
sunitinib, although overt pancreatitis appears to relative-
ly rare.! In the literature, several reports exist regarding
patients who developed acute pancreatitis while on TKI
such as sunitinib, sorafenib and axitinib.'>-'? Recently, a
meta-analysis demonstrated a significant increase in the
risk of all grades of pancreatitis with VEGFR-TKI compared
to controls. Additionally, study showed a trend for greater
the risk of severe pancreatitis (grade =3), but that was not
statistically significant.l'3!

Pathogenesis of TKI-induced acute pancreatitis is not well
documented but possible cause is considered as inhibition
of VEGF pathway. The inhibition of VEGF leads to pancreatic
acinar cell apoptosis and release of autodigestive enzymes.
04 Another possible cause is decrease in gastrointestinal
motility by TKI. Decreased gastrointestinal motility causes
reflux of duodenal contents into the pancreatic duct there-
by pancreatic enzymes are activated.''"

Acute pancreatitis is an inflammatory condition of the
pancreas, characterized clinically by abdominal pain and
elevated levels of lipase and amylase. The gallstones and
chronic alcohol consumption are responsible for 60 to 75
percent of cases of acute pancreatitis. Additionally, hy-
pertriglyceridemia, hypercalcemia, and infections are less
common causes of acute pancreatitis. Some medications
such as tetracyclines, sulfonamides, furosemide and cor-
ticosteroids are associated with pancreatitis. Initial man-
agement of a patient with acute pancreatitis consists of
supportive care with intravenous fluid resuscitation, pain
control, and nutritional support.''”

In summary, we report a patient with acute pancreatitis oc-
curring after 10 days sunitinib treatment. We think that the
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cause of pancreatitis was sunitinib because no evidence
was found supporting other causative factors for pancre-
atitis. Clinicians should be aware of this rare side effect,
sunitinib should be prompt discontinued and effective
conservative therapy should be started in these patients.
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