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SYSTEMIC TREATMENT OF HEPATOCELLULAR CARCINOMA IN A PATIENT WITH
HEMOPHILIA A —A CASE REPORT

SISTEMSKA TERAPIJA HEPATOCELULARNOG KARCINOMA KOD PACIJENTA SA
HEMOFILIJOM A — PRIKAZ SLUCAJA
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Summary

Introduction. Hepatocellular carcinoma is a serious problem
for patients with hemophilia. Hepatitis C virus infection is the
most common comorbidity in adult patients with inherited bleed-
ing disorders, including hemophilia. Case Report. Thisisacase
report of a 65-year-old male patient with hemophilia A and he-
patocellular carcinoma. Sorafenib treatment was initiated at a
dose of 400 mg/day, after a 50% dose reduction. In order to
prevent bleeding episodes, prophylactic doses of replacement
plasma-derived factor VIII concentrate (40 U/kg of body weight
three times a week) were introduced. Our patient received a
total of ten cycles of sorafenib therapy, in good general condition,
without bleeding episodes. Conclusion. Differential chemo-
therapy is not contraindicated in patients with inherited bleeding
disorders, provided that adequate hemostasisis achieved. In such
cases, a multidisciplinary approach is necessary for the manage-
ment of hemophilia during systemic cancer treatment.
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I ntroduction

Hepatocellular carcinoma (HCC) is the fifth most
common cancer in men, the ninth in women, and the
second most common cause of cancer-related death
worldwide [1]. Up to 80% of HCC cases are associ-
ated with two viruses alone i.e., hepatitis C virus
(HCV) and hepatitis B virus (HBV). Hepatitis C virus
infection is the most common comorbidity in adult
patients with inherited bleeding disorders, including
hemophilia [2, 3]. According to Darby et al., in pa-
tients with hemophilia, the mortality is 16.7 times
higher than in the general population for liver disease,
and 5.6 times higher for liver cancer [4]. Therefore,
HCC is a critical problem for hemaophiliapatients. The
treatment of HCC depends on the stage of the disease.
It includes surgical tumor resection, liver transplanta-
tion, chemoembolization, as well as systemic admin-

Sazetak

Uvod. Hepatocelularni karcinom predstavlja ozbiljan problem za
pacijente sa hemofilijom. Infekcija virusom hepatitisa C je naj-
¢es¢i komorbiditet kod odraslih pacijenata sa naslednim
poremecajima krvarenja, ukljucujuci hemofiliju. Prikaz sluc¢aja.
Predstavi¢emo slucaj iz nase ustanove, 65-godi$njeg pacijenta
koji boluje od hemofilije A i hepatocelularnog karcinoma. Lece-
nje sorafenibom je zapoceto smanjenjem doze za 50% od 400
mg/dan. Da bi se sprecile epizode krvarenja, uklju¢ene su profi-
lakticke doze supstitucione terapije koncentratom faktora VIII
iz plazme (40 U/kg telesne tezine tri puta nedeljno). Nas pacijent
je primio ukupno deset ciklusa sorafeniba, u dobrom opstem
stanju, bez epizoda krvarenja. Zaklju¢ak. Diferentna onkoloska
terapija moze da se sprovodi kod pacijenata sa nasledim poreme-
¢ajima krvarenja, pod uslovom adekvatne korekcije hemostaze.
U ovakvim slu¢ajevima neophodan je multidisciplinarni pristup
za leCenje hemofilije tokom sistemskog leCenja karcinoma.
Kljuéne reé¢i: hemofilija A; hepatocelularni karcinom; soraf-
enib; antineoplasti¢ni lekovi; faktor koagulacije VIII; krvar-
enje; hemostaza; dijagnoza; ishod le¢enja; nuspojave i nezeljene
reakcije izazvane lekovima

istration of sorafenib, a multikinase inhibitor. In the
available literature, there are few reports on patients
with hemophiliaand HCC treated with sorafenib. We
present a case from our clinical practice.

Case Report

A 65-year-old male patient with hemophilia A
was admitted to the Regional Center for tooth ex-
traction. As part of the preoperative preparation,
impairment of the liver function was observed. Ad-
ditional serological tests were performed and HCV
was diagnosed. After assessment by an infectolo-
gist, a regular follow up was indicated. Further-
more, abdominal computed tomography was per-
formed (Figure 1) and tumor lesionsin the segment
(S)5 and S6 of the liver, ranging in size from 60
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Abbreviations

HCC — hepatocellular carcinoma
HCV  —hepatitis C virus

S — segment

MRI — magnetic resonance imaging

Figure 1. Abdominal MRI at the time of HCC diagnosis
(August 2019)

Slika 1. Magnetna rezonancija abdomena u momentu
postavljanja dijagnoze (avgust 2019.)

tol50 mm, were found. Tumor marker alpha-feto-
protein (AFP) was elevated (over 100 ng/ml).
Esophagogastroduodenoscopy and total colonos-
copy were performed and showed no pathological
findings. Abdominal magnetic resonance imaging
(MRI) was performed and expansive liver lesion was
found in S8 (131 x 145 x 137 mm in size), with typi-
cal HCC characteristics. Also, there was a suspicious
involvement of the peritoneum, infiltration of the
diaphragm, compression and probably infiltration of
the main liver vessels. Retroperitoneal lymphadeno-
megaly and signs of portal hypertenson were also
reported. The functional liver status, according to
Child-Pugh score (class A) was 5. According to the
Barcelona Clinic Liver Cancer Criteria, the patient
was stage C. The case was presented to a multidisci-
plinary team of our institute, where it was decided to
continue the treatment with tyrosine kinase inhibitor
- sorafenib. Sorafenib treatment was initiated at a
dose of 400 mg/day, after a 50% dose reduction. In
order to prevent bleeding episodes, prophylactic
doses of replacement plasma-derived factor VIII con-
centrate (40 U/kg of body weight three times a week)
were introduced, according to guidelines for manag-
ing hemophilia patients that were previously estab-
lished [5]. Our patient received ten cycles of sorafenib
therapy and hewasin agood general condition, with-
out bleeding episodes. After every two cycles a com-
plete restaging was performed (Figure 2) and MRI
of the abdomen showed a stable disease. The func-
tional liver status, according to the Child-Pugh score,
was 5. After a total of ten cycles, radiological and
clinical progression of the disease was noted.
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Figure?2. Abdominal MRI after sixth cycles of sorafenib
therapy (June 2020)

Slika 2. Magnetna rezonancija abdomena nakon Sest
ciklsa sorafeniba (jun 2020.)

Discussion

Sorafenib isamultikinase inhibitor which blocks
the growth of tumor cells by inhibition of several
pathways which interfere with angiogenesis. It has
been shown to antagonize the angiogenic effect of
vascular endothelial growth factor (VEGF) and
platelet derived growth factor (PDGF) on their re-
ceptors VEGFR2 and PDGFR, respectively. Anti-
angiogenic drugs show a great spectrum of both
thrombotic and hemorrhagic complications. The
most common adverse reactions are diarrhea, fa-
tigue, alopecia, infection, hand-foot skin reaction,
and rash. Among the most important serious ad-
verse reactions is hemorrhage with an incidence of
2 — 3% in treated patients, ranging from frequent
and mild to rare severe hemorrhages [6, 7]. To our
knowledge, only one case report discussed the use
of sorafenib in the treatment of HCC in patients
with hemophilia[8]. In that case report the patient
received only two cycles of sorafenib.

Our experience suggests that hemostasis correc-
tion is critical in patients receiving sorafenib, to pre-
vent bleeding complications associated with the use
of this drug. Prophylactic treatment with factor VIII
concentrates is associated with a better long-term
outcome when compared to on-demand treatment.

Conclusion

Differential chemotherapy is not contraindicated
in patients with inherited bleeding disorders, pro-
vided that adequate hemostasisis achieved. In such
cases, a multidisciplinary approach is necessary for
the management of hemophilia during systemic
cancer treatment.
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