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Abstract

Liver damage is further characterized into hepatocellular (predominantly initial Alanine transferase elevation) and
cholestatic (initial alkaline phosphatase rise) types. However they are not mutually exclusive and mixed type of injuries
are often encountered. Serious drug-induced hepatotoxicity is an infrequent but life-threatening complication often
identified through post marketing drug safety surveillance. The main toxicities of Tyrosine Kinase Inhibitors (TKI) therapy
are fatigue, rash, diarrhea, hypertension, stomatitis, hand-foot syndrome, hypothyroidism and cardiac toxicity. Whilst
most multitargeted TKI exhibit most of the side-effects noted above, each TKI has its particular profile. Sunitinib is
an oral multikinase inhibitor that blocks the activity of VEGFR-2 and PDGFR, as well as Src, Abl, insulin-like growth
factor receptor-1 and fibroblast growth factor receptor-1 tyrosine kinases, approved by the United States Food and
Drug Administration (FDA) in January 2006 for treatment of renal cell carcinoma and gastrointestinal stromal tumor
after disease progression or intolerance of Imatinib mesylate. In preapproval clinical trials, two patients reportedly
experienced hepatotoxicity during treatment with sunitinib. Although both patients had evidence of liver metastasis
before receiving sunitinib, the FDA deemed the suggestion of hepatotoxicity equivocal. We report the case of a patient
treated for metastatic renal carcinoma who presented a hepatic cytolysis after introduction the sunitinib: 50mg/day, this
is a second report case in the English literature in our knowledge.

Clinicians should be aware of this possible adverse effect of sunitinib, and continued pharmacovigilance is imperative
to accurately quantify the possible risk of sunitinib-related hepatotoxicity.
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Introduction

Drug-induced hepatotoxicity is an infrequent but life-threatening
complication [1]. Sunitinib is a multitargeted receptor tyrosine kinase
inhibitor approved for treatment of advanced renal cell carcinoma and
gastrointestinal stromal tumor [2]. The most Common treatment-
emergent adverse events in the same patients during sunitinib therapy
were hypertension (15-28%), fatigue (42-74%), headache (13-25%),
skin rash (14-38%), hyper pigmentation (30-33%), dry skin (17%),
hand-foot syndrome (12-14%), diarrhea (40-55%), nausea (31-54%),
mucositis/stomatitis (29-53%), dyspepsia (46%), anorexia 31-33%),
neutropenia (53%), thrombocytopenia (38%), bleeding (18-26%),
LVEF decreased (10%), hypothyroidism (4-7%) [3-5]. Rare but serious
adverse events were venous thromboembolism and reversible posterior
leukoencephalopathy syndrome [6]. Hepatotoxicity occurred in two
(< 1%) patients in clinical trials, both of whom had documented liver
metastasis [7]. To our knowledge, the first case was reported in the
English literature, it was a fulminant hepatic failure during sunitinib
therapy, which was reversible after treatment discontinuation [8], and
however, results from preapproval clinical trials suggest an equivocal
hepatic risk profile for sunitinib. We describe a 46 -year-old men with
renal Cell carcinoma who was presented a manageable and reversible
Liver function disturbances after the first course of suninib.

Case Report

A 49 -year-old men, chronic smoking at 35 packs per year,
occasional alcohol, was diagnosed with grade 3 renal cell carcinoma
of the left kidney, with metastatic disease in the liver, bone and lungs.
His medical history was significant for left nephrectomy for renal cell
carcinoma in 2002. 5 years later, the patient presented an intermittent
colic, swelling of the right hypochondrium with slimming unencrypted.
The exam found a patient with WHO 1, hepatomegaly with liver arrow
at 16 cm, consistency hard, painful, with bilateral lenticular inguinal

lymphadenopathy. Abdominal ultrasound + Doppler showed a large
hepatic vascular injury, complement by angio-scanner has objectified
the presence of secondary localizations liver, lung and right kidney.
A liver biopsy (PBF) was objectived the liver metastasis of renal cell
carcinoma. Staging: Thoraco-abdominal-pelvic and cerebral CT scan
had objectified the presence of 5 in pleural parenchymal nodules of 2
upper and lower lobes for secondary lesions, large liver lesions: VIII,
VII, VI, V and heterogeneous and hypo dense: 7 cm for the more
voluminous (Figurel), 2 secondary tissue lesions of the right kidney,
3 and 1.5 cm and secondary vertebral locations: the thoracic, lumbar
and sacral confirmed by bone scintigraphy. The laboratory monitoring
and a cardio-vascular assessment were normal. Sunitinib therapy was
begun in doses of 50 mg/day orally; each 6-week cycle consisted of
4 weeks of sunitinib followed by 2 weeks without sunitinib. Physical
examination and laboratory monitoring were performed throughout
the treatment course. Four weeks after , biochemistry exam revealed
liver cytolysis grade 3 of common toxicity criteria (version 3.0) [23]
aspartate aminotransferase (AST) = 13.5 X ULN, (normal range 3-35
U/L), alanine aminotransferase (ALT) = 19.5 X ULN (3-40 U/L),
total bilirubin = 0.4mg/dl (0.2-1.2 mg/dl), alkaline phosphatase = 50
U/L (20-125 U/L) , The patient’s viral serology results were negative
for hepatitis A antibody, hepatitis B surface antigen, hepatitis B core
antibody, and hepatitis C antibody. After stopping treatment for 4

*Corresponding author: Fatima zahra el m’rabet, Department of medical oncology,
University Hospital Hassan Il Fez Morocco, E-mail: fazoumed@hotmail.com

Received November 03, 2010; Accepted December 09, 2010; Published
December 15, 2010

Citation: EI Mesbahi O, El M'rabet FZ (2011) Reversible Hepatic Cytolysis
Secondary to Sunitinib in Metastatic Renal Carcinoma. J Cancer Sci Ther 3: 047-
049. doi:10.4172/1948-5956.1000056

Copyright: © 2011 El Mesbahi O, et al. This is an open-access article distributed
under the terms of the Creative Commons Attribution License, which permits
unrestricted use, distribution, and reproduction in any medium, provided the
original author and source are credited.

J Cancer Sci Ther
ISSN:1948-5956 JCST, an open access journal

Volume 3(2): 047-049 (2011) - 047



Citation: El Mesbahi O, El M’rabet FZ (2011) Reversible Hepatic Cytolysis Secondary to Sunitinib in Metastatic Renal Carcinoma. J Cancer Sci Ther

3: 047-049. doi:10.4172/1948-5956.1000056

weeks with regular monitoring, the patient’s liver chemistries had
returned to normal (Figure 2). The decision was of a dose reduction of
sunitinib of 12, 5 mg: 37.5 mg / day for 4 weeks after the second course.
After the reintroduction of sunitinib in the lower dose of 37.5 mg / day
for 18 months of treatment, Adverse events and findings included the
following, according to Common Terminology Criteria for Adverse
Events (version 3.0): grade 1 fatigue, arthralgia, and dry mouth during
all treatment cycles; grade 3 hand-foot syndrome during cycle 2 and
3, and grade 3 neutropenia during cycle 2, diarrhea and abdominal
pain at the end of the forth cycle, the evolution was marked by a good
clinical improvement and radiological improvement (Figure 1) and no
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Figure 1: Evolution of the liver lesion after reduce dose of sunitinib.
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Figure 2: Evolution of the liver lesion after reduce dose of sunitinib.

deleterious side effects had been observed. The patient is currently at
the 10 Th of sunitinib treatment in partial remission.

Discussion

The treatment of metastatic renal cell carcinoma (mRCC) has
recently evolved from being predominantly cytokine based to being
grounded in the use of targeted agents [9]. Sunitinib, an oral multikinase
inhibitor, has emerged as a front-line standard of care in Mrcc [10].
This drug is notable for its superior ORR (31%) compared with the
other agents [11]. However, sunitinib has a distinct profile of side-
effects, predominantly leukopaenia, thrombocytopaenia, stomatitis
and transient skin discoloration, with skin rash and diarrhoea being
less frequent, hypertension, hypothyroidism [3-5]. Cardiac toxicity had
also been reported with sunitinib [4]. Hepatotoxicity occurred in two
(< 1%) patients in clinical trials. Although both of whom had evidence
of liver metastasis before receiving sunitinib [7]. This regoind our case
report who presented a liver metastasis before treatment.

Although the exact pathophysiologies of many of these target
side effects are currently undetermined, underlying risk factors may
predispose some patients to certain side effects [12-13]. Each tyrosine
kinase inhibitor has its particular profile. For example, stomatitis
and fatigue tend to be more marked with sunitinib. Rash tends to
be more marked with sorafenib [14]. Liver function disturbances
tend to be more marked with pazopanib and Imatinib [15]. Imatinib
mesylate was the first FDA-approved (May 2001) tyrosine kinase
inhibitor [16]. This agent is the tyrosine kinase inhibitor with the most
information regarding hepatotoxicity [17]. Although different from
sunitinib, preclinical studies demonstrated severe Imatinib induced
hepatotoxicity in dogs after 2 weeks of therapy. The frequency of
imatinib-related hepatotoxicity during clinical trials was 3-6% owing to
recommendations for baseline and monthly liver function monitoring.
Since FDA approval of the agent, nine additional case reports of
imatinib-induced hepatotoxicity have been published [15-18]. In
these reports, hepatotoxicity occurred with 2-18 months of exposure,
but most often with 2-5 months. In seven patients [15-20], evidence
of hepatotoxicity subsided 5-24 weeks after cessation of imatinib. One
patient treated for gastrointestinal stromal tumor underwent imatinib
rechallenge after resolution of hepatotoxicity; the patient immediately
exhibited relapse of hepatotoxicity. Imatinib therapy was changed to
sunitinib, with no evidence of recurrence after 6 months [15], two
patients died, one after undergoing orthotopic liver transplantation
[21]. In the English literature , the first case report of sunitinib
hepatotoxicity was A 75-year-old woman who had renal cell carcinoma
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with pulmonary metastasis and was admitted to the medical intensive
care unit with fulminant hepatic failure 4 days after a fifth cycle of
sunitinib therapy [8]. The patient had no risk factors for alcohol-related
liver disease and did not report consumption of dietary products or
herbal remedies associated with hepatotoxicity. The patients hepatic
and renal chemistries had been within normal limits throughout four
previous cycles of sunitinib therapy spanning 9 months. After the
fifth cycle, she complained of a 3-day history of severe diarrhea and
dehydration, Her abnormal laboratory test results included the Liver
function disturbances. The patient’s viral serology results were negative
for hepatitis A antibody, hepatitis B surface antigen, hepatitis B core
antibody, and hepatitis C antibody. Sunitinib therapy was stopped.
After complete hemodynamic stabilization, the patient was discharged
home. Laboratory tests performed at 1 and 6 months after discharge
indicated that the patient’s liver chemistries had returned to normal.

Our patient’s 49 years old is the second case reported in the English
literature in our knowledge that as risk factors for hepatic cytolysis,
the history of alcoholism and presence of liver metastases before
sunitinib. Contrary to what has been presented in the literature, the
patient presented at the first course of sunitinib at a dose of 50 mg/
day an asymptomatic hepatic cytolysis grade 3 of common toxicity
criteria (version 3.0) [23]. After stopping treatment for 4 weeks with
regular monitoring, the patient’s liver chemistries had returned to
normal. The decision was to decrease the dose at: 37.5 mg/day, any
clinical or biochemistry deterioration was noticed. However, in the
first case reported, the decision was the cessation of therapy along with
supportive care, as evidenced by complete laboratory and symptom
resolution 6 months after the patient’s hospital discharge.

In current practice, sunitinib therapy is interrupted when patients
exhibit hepatotoxicity of grade 3 or 4. When abnormalities return to
grade 1 or less, sunitinib can be reintroduced at a reduced dose.

The mechanism of sunitinib-related hepatotoxicity is unclear from
the two cases reported in clinical trials [7]. One patient died of hepatic
failure 11 days after sunitinib was begun; the other died 2 days after a
second cycle of therapy was completed. Both patients had normal liver
chemistries at baseline and during treatment. Because no histology
findings were available, liver failure causality could not be determined.
Given the lack of formal recommendations for hepatic monitoring
during sunitinib therapy [22] and pharmacokinetic similarities
with imatinib, baseline and monthly monitoring is a reasonable
recommendation.

Conclusion

Although the targeted agents used in the treatment of RCC are
reasonably well tolerated, their toxicity on a long term basis is unknown.
As with all drugs, especially novel chemotherapeutic agents, increased
reporting of adverse events in relevant cases is needed to accurately
quantify the possible risk of sunitinib-related hepatotoxicity as well
as other, yet unknown, toxicities. Clinicians should be aware of this
possible adverse effect of sunitinib, and continued pharmacovigilance
is imperative to accurately quantify the possible risk of sunitinib-related
hepatotoxicity.
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