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Abstract

Hemobilia is a rare manifestation of hemophilia and
is usually iatrogenic following liver biopsy. There
are only few reports of spontaneous hemobilia in
hemophilia patients. Cholangiocarcinoma is a well-
established cause of hemobilia. We describe a case
of a 70-year-old male, with known haemophilia B and
a past history of papillotomy, who presented with
classical symptoms of hemobilia. The initial diagnostic
work-up failed to demonstrate a potential cause of
bleeding other than the coagulopathy. Three months
later, he was readmitted to our hospital with a second
episode of hemobilia. During the second work-up, a
cholangiocarcinoma was diagnosed both by imaging
studies and by a significant elevation of cancer
antigen 19-9. Although hemobilia could be attributed
to hemophilia, especially in a patient with previous
papillotomy, an underlying malignancy of the biliary
tree should be suspected.
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INTRODUCTION

The presence of blood into the biliary tree, as a result
of hemorrhage through the biliary tract, has first been
reported by Francis Glisson!"”. The term hemobilia,
however, which is used to describe this phenomenon,
was coined by Sandblom" . Hemobilia usually presents
with one or more constituents of the following triad
of symptoms and signs: upper quadrant pain, upper
gastrointestinal bleeding and jaundicem. Hemobilia can
occur due to trauma (both accidental and iatrogenic),
gallstone disease, acalculous cholecystitis, cholangitis,
ascariasis or hydatid, hepatic abscess, malignancies of
the liver and pancreas and biliary tract, polyarteritis
nodosa, vascular malformations of hepatic artery
aneurysm or coagulopathy”. As far as coagulopathies
are concerned, Bernard-Soulier syndromew, idiopathic
thrombocytopenic purpura’, treatment with
anticoagulants[(’] and hemophiliam‘ have been implicated
in the induction of hemobilia. To our knowledge,
seven cases of hemobilia in patients with hemophilia
have been described” "’ five of them following
liver biopsy” " and only two cases of spontaneous
hemobilia™", while several cases of malignancy-
associated hemobilia ' have been reported. A case,
however, which combines all the three conditions, has
never been published. We describe a case of hemobilia
as the initial manifestation of cholangiocarcinoma in a
patient with hemophilia B.

CASE REPORT

A 70-year-old male was admitted to our department
during his second episode of hematemesis, melena,
fever, and right upper quadrant pain. He was a known
hemophilia B patient with liver cirrhosis, who was
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Figure 1 Endoscopic
retrograde cholan-
giopancreatography
showing string-
like filling defects
(arrows) suggestive of
intraductal blood clots.

seropositive for hepatitis C virus and referred to our
department three months ago due to a similar episode.
He had a history of cholecystitis and underwent a
papillotomy for cholelithiasis and common bile duct
stones two years ago. The work-up performed during
his first admission revealed higher than normal serum
levels of cancer antigen (CA) 19-9 (112.5 U/mL),
along with ejection of a blood clot through
the sphincterotomized papilla of Vatezr-
hemobilia by side-viewing endoscopy and
the presence of string-like filling defects in
the biliary tree via endoscopic retrograde
cholangiopancreatography (ERCP, Figure 1).
Magnetic resonance angiography (MRA) showed
no evidence of hepatic artery pseudoaneurysm
or any other vascular malformation. No potential
cause for hemobilia other than the underlying
coagulopathy was identified since ultrasonography,
magnetic resonance imaging (MRI), magnetic
resonance cholangiopancreatography (MRCP) and
ERCP were not suggestive of another etiology.
The patient was treated at that time with factor IX
concentrate, fresh frozen plasma (FFP) and blood
transfusions until the prolonged activated partial
thromboplastin time (APTT) and the decreased
hematocrit reached their normal levels. Moreover,
cholestasis resulting from intrabiliary clots was
successfully managed by removing these clots with a
baloon catheter during ERCP, which led to lysis of
the remaining smaller clots and a significant decrease
in levels of bilirubin, gamma-glutamyltransferase
(gamma-GT), alanine aminotransferase (ALT),
and aspartate aminotransferase (AST). As soon as
the above-mentioned markers returned to normal
and the patient’s clinical condition improved, he
was discharged and remained free of any bleeding
or cholestasis-related manifestations for almost
3 mo. Then, he was hospitalized for a week at a
peripheral hospital with low-grade fever and right
upper quadrant pain. During hospitalization, he had
episodes of hematemesis and melena, but the site
of bleeding was not identified. The patient was then
referred to our hospital.

Physical examination at admission revealed that
his temperature was 37.4°C, blood pressure was
160/70 mmHg and heart rate was 55 beats per minute.
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Figure 2 MRCP image
showing stricture (arrows)
of the proximal segment of
the common bile duct.

Right upper quadrant tenderness, jaundice and melena
were also present. Laboratory findings included
7.2 g/dL hemoglobin, 2.65 X 10°/pL erythrocytes,
227 x 10°/uL platelets, 6.1 X10°/pL leucocytes with
55.6% polymotphs, 6.9 mg/dL total serum bilirubin,
4.03 mg/dL direct bilirubin, 199 TU/L AST, 53 IU/L
ALT, 633 IU/L gamma-GT, 1466 IU/L alkaline
phosphatase (ALP), 36.2 s APTT. Morecover, the
determination of serum tumor markers revealed
significantly elevated levels of CA 19-9 (3456 U/mL).
Abdominal ultrasonography showed echogenic non-
shadowing debris in the common bile duct and dilation
of the intrahepatic bile ducts in the right liver lobe. Side-
viewing endoscopy revealed blood in the lumen of the
second part of the duodenum and a prominent blood
clot at the papilla of Vater. Finally, MRCP revealed
dilation of the intrahepatic bile ducts and identified the
cause of hemobilia: a cholangiocarcinoma involving
a 3 cm-long proximal segment of the common bile
duct (Figure 2). These findings were confirmed by
ERCP. The intrabiliary blood clots were removed using
a baloon catheter and a 10 cm-long (10 Fr) stent was
placed to stop the bleeding and decrease the level of
bilirubin, gamma-GT and ALP. Factor IX concentrates,
erythrocyte concentrates and FFP were also transfused
until APTT, hemoglobin and erythrocyte count levels
returned to normal. In addition, he was also treated with
antibiotics. The patient was doing well, no recurrence
of bleeding or cholangitis was recorded and he was
discharged. Two weeks later, almost 6 wk before a
scheduled stent was replaced, he presented with high-
grade fever, jaundice and upper quadrant pain. The
patient was septic at admittance. Despite full antibiotic
coverage, he died of septic shock soon.

piscussion

Hemophilia is a rare cause of non-iatrogenic hemobilia.
To our knowledge, only two cases of spontaneous
hemobilia in hemophiliacs have been described so far'™".
Malignancies, on the other hand, are a more common
cause of hemobilia, compared to hemophilia. Malignant
tumors, however, do not account for more than 10% of
total hemobilia incidents”. Hemophilia and malignancy,
two potential causes for hemobilia, were both present
in our patient. Hemorrhagic diathesis induced by
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hemophilia B, increased the susceptibility to bleeding
originating from a tumor-infiltrated ductal system.
What seems to be of some importance is the fact that
hemobilia was proved to be an early manifestation
of the underlying cholangiocarcinoma, and that
ultrasonography, ERCP and MR techniques (MRI,
MRCP, MRA) failed to identify it. A mild elevation
of CA 19-9 was also recorded during the patient’s
first admission. It was reported that use of this tumor
marker in the diagnosis of cholangiocarcinoma shows a
sensitivity of 53%, when a CA19-9 value > 100 U/mL
is used"”, and is considered to be misleading when such
patients have gallstone disease and/or cholangitis[lg]. In
out case, the elevation of CA19-9 was initially attributed
to chronic ascending cholangitis following papillotomy
which in turn could affect the arterial wall, thus leading
to the formation of hepatic artery pseudoaneurysm, a
known cause of hemobilia!”,

Although cholangiocarcinoma was not detected
during the initial work-up, hemobilia was successfully
recorded during both work-ups. The combination of
upper quadrant pain, upper gastrointestinal bleeding
(hematemesis, melena) and jaundice as well as the
evidence provided by the abdominal ultrasonography
were all indicative of hemobilia. It was not, howevet,
until side-viewing endoscopy and ERCP were
performed, hemobilia was diagnosed.

In view of the classical triad of hemobilia, all the
three constituents are present in up to 22% of patients®,
Side-viewing endoscopy performed independently
or as a part of ERCP can reveal active bleeding'®*”
ot blood clots at the papilla of Vater (as in this case).
Moreover, cholangiography may show string-like, as
reported here, or spherical filling defects”. Angiography
also plays a significant role in the confirmation and
management of hemobilia and in the identification
of vascular malformations as a potential cause of
bleeding. Ultrasonography, on the other hand, offers
circumstantial evidence of bile duct dilation along with
the presence of echogenic, non-shadowing, non-mobile
formations of blood clots that evolve less reflective
masses”. Computed tomography”! and radioisotope
studies” can also be used.

As far as the management of hemobilia is concerned,
different approaches have been applied, depending on
the etiology and the underlying diseases. It was reported
that decompression of the biliary tree encourages
resolution of jaundice and contributes to the arrest
of hemobilia®™”. As shown in a study performed by
Sandblom, bile enzymes can perform lysis of fibrin,
but a free flow of bile is needed so that this lytic
activity can occur®. Embolization techniques, such
as transarterial embolization™ or even surgery”, have
also been applied in the management of hemobilia. In
our case, decompression of the biliary tree (by means
of a balloon catheter and stenting during ERCP) along
with correction of the patient’s bleeding diathesis was
adequate for both resolution of jaundice and control of
bleeding;

In summary, underlying malignancy should be

suspected in cases of non-traumatic, non-iatrogenic
hemobilia irrespective of any coincident coagulopathies,
such as hemophilia. Hemobilia should not be easily
attributed to hemophilia, even when the first work-
up fails to identify a potential cause other than
coagulopathy. ERCP may serve as a diagnostic tool
for both hemobilia and underlying malignancy as well
as a therapeutic technique for the management of
obstructive jaundice and, in part, of bleeding. The
correction of bleeding diathesis by treatment with factor
IX, FFP and erythrocyte concentrates is mandatory for
the arrest of hemobilia.

REFERENCES

1 Merrell SW, Schneider PD. Hemobilia--evolution of current
diagnosis and treatment. West | Med 1991; 155: 621-625

2 Ryan MF, Murphy JP, Benjaminov O. Hemobilia due to
idiopathic hepatic artery aneurysm: case report. Can Assoc
Radiol | 2002; 53: 149-152

3 Green MH, Duell RM, Johnson CD, Jamieson NV.
Haemobilia. Br | Surg 2001; 88: 773-786

4 Koyama T, Fujimoto K, Okamoto K, Iwakiri R, Inoue E,
Shimamoto Y. Hemobilia and Bernard-Soulier syndrome.
Am | Gastroenterol 1996; 91: 619-620

5 Daidoh H, Matsui K, Kamura M, Morita H, Takeda
N, Inouye H, Ishizuka T, Yasuda K. Asymptomatic
hemobilia with idiopathic thrombocytopenic purpura.
Hepatogastroenterology 1996; 43: 1470-1471

6 Vano D, Garcia-Cano J, Gomez-Ruiz J, Arranz G.
Hemobilia. Rev Esp Enferm Dig 2006; 98: 216-217

7 Garrigues V, del Val A, Ponce ], Berenguer ]. Hemobilia
and hemophilia. Ann Intern Med 1988; 109: 345

8 Sreenivas DV, Bharavi C, Anjum F, Kumar YR N, Kumar A.
Spontaneous hemobilia in a hemophiliac treated by factor
VIII replacement and nasobiliary drainage. Dig Dis Sci 1998;
43: 2606-2609

9  Sawatzki M, Heim M. [Delayed upper abdominal pain and
tarry stool after transjugular liver biopsy. A 24-old man
with hemophilia] Praxis (Bern 1994) 2007; 96: 509-511

10 Kruse-Jarres R, Leissinger CA. Haemobilia after
transjugular liver biopsy in a patient with severe
haemophilia. Haemophilia 2005; 11: 642-643

11 Del Val A, Garrigues V, Ponce ], Pertejo V. [Hemobilia
in patient with hemophilia] Rev Esp Enferm Dig 1990; 77:
149-150

12 McGrath KM, Lilleyman JS, Triger DR, Underwood JC.
Liver disease complicating severe haemophilia in childhood.
Arch Dis Child 1980; 55: 537-540

13 Elte PM, van Aken WG, Agenant DM, Tijtgat GN.
Hemobilia after liver biopsy. Early detection in a patient
with mild hemophilia A. Arch Intern Med 1980; 140: 839-840

14 Kim RY, Weintraub JL, Susman J, Haskal Z]. Radiofre-
quency ablation for hemobilia secondary to hepatocellular
carcinoma. | Vasc Interv Radiol 2002; 13: 317-320

15 Cvetkovski B, Kurtz RC. Hemobilia in advanced pancreatic
cancer with portal vein obstruction and a metal endobiliary
stent: a case report. Gastrointest Endosc 1999; 50: 420-422

16 Davies W, Chow M, Nagorney D. Extrahepatic biliary
cystadenomas and cystadenocarcinoma. Report of seven
cases and review of the literature. Ann Surg 1995; 222: 619-625

17 Patel AH, Harnois DM, Klee GG, LaRusso NF,
Gores GJ. The utility of CA 19-9 in the diagnoses of
cholangiocarcinoma in patients without primary sclerosing
cholangitis. Am | Gastroenterol 2000; 95: 204-207

18 Katsanos KH, Kitsanou M, Christodoulou DK, Tsianos EV.
High CA 19-9 levels in benign biliary tract diseases. Report
of four cases and review of the literature. Eur | Intern Med

www.wjgnet.com



4244 ISSN 1007-9327  CN 14-1219/R

World J Gastroenterol

July 14, 2008 Volume 14  Number 26

19

20

2002; 13: 132-135

Liu TT, Hou MC, Lin HC, Chang FY, Lee SD. Life-
threatening hemobilia caused by hepatic artery
pseudoaneurysm: a rare complication of chronic cholangitis.
World ] Gastroenterol 2003; 9: 2883-2884

Dutta U, Rana SS, Lal A, Sinha SK, Khandelwal N, Singh
K. Hemobilia as presenting manifestation of polyarteritis
nodosa. Indian | Gastroenterol 2004; 23: 71-72

www.wjgnet.com

21

22

23

Yoon W, Jeong YY, Kim JK, Seo JJ, Lim HS, Shin SS, Kim
JC, Jeong SW, Park JG, Kang HK. CT in blunt liver trauma.
Radiographics 2005; 25: 87-104

Sandblom P, Mirkovitch V, Saegesser F. Formation and fate
of fibrin clots in the biliary tract: a clinical and experimental
study. Ann Surg 1977; 185: 356-366

Xu ZB, Zhou XY, Peng ZY, Xu SL, Ruan LX. Evaluation of
selective hepatic angiography and embolization in patients
with massive hemobilia. Hepatobiliary Pancreat Dis Int 2005;
4: 254-258

S- Editor Zhong XY L- Editor Wang XL E- Editor Zhang WB



