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ABSTRACT

We herein report a case of gastrointestinal bleeding induced by angiodysplasia of the cecum
in a case of Bernard-Soulier syndrome with recurrent breast cancer. In spite of endoscopic
hemostatic therapy and interventional embolization, she had repeated massive bleeding from
the cecal lesion. In addition, she had chronic hepatitis C and progressive liver tumors metasta-
sized from breast cancer, and she finally died of hepatic failure. There are four case reports in
the literature describing Bernard-Soulier syndrome with gastrointestinal bleeding angiodyspla-
sia. The reported cases benefited from hormonal, endoscopical hemostasis and surgical therapy.
In our case, because of her terminal metastatic breast cancer, only conservative treatments
were administered after the third bleed. Both the endoscopic hemostatic method and interven-
tional embolization showed only a temporary effect. Surgical treatment should be considered if
the general condition can tolerate a surgical procedure. '
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Bernard-Soulier syndrome (BSS) is an autoso-
mal recessive bleeding disorder characterized by
giant platelets, thrombocytopenia, and prolonged
bleeding, and is a very rare disorder found in less
than 1 in a million people3®. We present a case of
BSS with recurrent breast cancer showing gas-
trointestinal (GI) bleeding induced by angiodys-
plasia of the cecum. There are four case reports in
the literature describing BSS complicated by GI
angiodysplasia and no reports describing BSS
complicated by a malignant disease.

CASE REPORT

A 48-year-old Japanese women who had been
diagnosed with BSS (Table 1) and chronic hepati-
tis C in our hospital 6 years earlier and had
undergone a modified radical mastectomy with
stage IIB breast cancer (UICC-TNM)!® 2 years
earlier, was diagnosed with metastatic disease in
the liver, lung and bone. In spite of several admin-

istrations of chemotherapy and endocrine therapy,
her disease gradually worsened. She was admitted
to Shimura Hospital complaining of severe mele-
na, general fatigue and showed bone marrow sup-
pression as an adverse effect of an anticancer
agent. A transfusion of red blood cells was per-
formed for severe anemia. To locate the bleeding
point, colonoscopic examination was performed
and revealed a single bleeding spot in the cecum.
The bleeding was stopped temporarily by endo-
scopic hemostatic therapy with local injection of a
polidocanol and spray with thrombin, but melena
recurred the next day. She was transported to
Hiroshima University Hospital for further evalua-
tion. As she refused a colonoscopic hemostatic pro-
cedure because of abdominal pain during the
previous colonoscopy due to the adhesion of peri-
toneal dissemination or peritoneal endometriosis,
interventional radiology was selected. Selective
mesenteric angiography was performed and a site
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Table 1. Laboratory data on diagnosing with Bernard-Soulier syndrome

WBC (/mm?) 7400
RBC (x104mm?) 454
Hgb (g/dD) 11.1
Ht (%) 34
Plt (x103/u1) 60
Prothrombin time (sec) 11.2s
Partial thromboplastin time (sec) 27.4s
Fibrinogen (mg/dl) 271
Fibrin degradation product (zg/ml) 1.68
Antithrombin III (%) 133

Bleeding time (min) 20<
(thinplate method)
Platelet morphology giant*
vWF activity normal
GP ITb/IIIa +
GP Ibo —#
Platelet aggregation
Ristocetin negative*
Epinefulin positive*
Collagen positive#

vWF': von Willebrand factor, GP: glycoprotein
#: These findings are typical in Bernard-Soulier Syndrome.

Fig. 1. A selective angiography of the ileocecal artery
revealed extravasation in the cecum, which was diag-
nosed as angiodysplasia.

of cecal bleeding was observed (Fig. 1). Embo-
lization was performed and was successful in con-
trolling the bleeding immediately. Although no
melena occurred for three weeks, the liver metas-
tases progressed and developed in to hepatic fail-
ure. Three weeks after embolization, she had
recurrent melena. As her disease state developed
in to hepatic failure with hepatic encephalopathy
from severe liver metastasis, her family asked for
palliative therapy. It was decided that there were
no indications for the endoscopic hemostatic
method, interventional procedure or surgical
treatment. She died 4 weeks after embolization,
and the family refused an autopsy.

DISCUSSION

Bernard-Soulier syndrome is an autosomal
recessive bleeding disorder characterized by giant
platelets, thrombocytopenia, and prolonged bleed-
ing, and is a very rare disorder found in less than
1 in a million people®®. The bleeding tendency
associated with BSS is usually evident from early
childhood, but more severe bleeding episodes are

associated with surgical procedures, dental extrac-
tions, menses or accidents®®. It is known that the
platelet membrane glycoprotein (GP) Ib/IX/V com-
plexes, the platelet receptor for von Willebrand
factor (vWf), are defective in this syndrome®.
Absent GP Ib/IX/V complexes on the platelet mem-
brane prevent platelets from sticking to the
injured vessel walls, and consequently patients
have bleeding problems. The vWf adheres to the
subendothelial matrix in injured vessels, then
leads to the adhesion of platelets via the binding
to GP Ib/IX/V complex and /or GP IIb/IIIa complex
existing on the surface membrane5?. Therefore,
vWI£, GP Ib/IX/V complex and GP IIb/IIla complex
are important for maintaining the vascular forma-
tion or hemostasis of injured vessels”. In contrast,
abnormalities of vWf, GP Ib/IX/V complex and GP
IIb/IIIa complex in von Willebrand disease, BSS
and thrombasthenia, respectively, result in not
only a bleeding problem but also the development
of angiodysplasia in the digestive organs. In our
case, she had had a bleeding problem from child-
hood and first received a blood transfusion as an
elementary school student. There are only four
case reports in the literature describing BSS with
GI angiodysplasia and some treatment options for
GI angiodysplasia with BSS are reported712
(Table 2). Although estrogen-progesterone therapy
has been attempted in GI angiodysplasia or
angioectasia®!V, its effectiveness is not clear.
Endoscopy is often performed for diagnosis and
further = manipulation for  gastrointestinal
angiodysplasia with bleeding and may decrease
re-bleeding?. In addition, angiographic emboliza-
tion is preferred in severely ill patients who are
not good candidates for surgery because of the
high rate of complications®. Okamura et al report-
ed successful endoscopic treatment in one case
with a solitary lesion by clipping and another with
asynchronous multiple lesions by clipping and
cauterization without re-bleeding”. On the other
hand, in this case, she had re-bleeding the day
after endoscopic therapy and three weeks after
angiographic embolization. The pancytopenia by
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Table 2. Reported cases of gastrointestinal angiodysplasia with Bernard-Soulier syndrome
Therapy Defect
Reference Year Age Gender Location  Number endo-  embo- Other disease Outcome  Note
e surgery hormonal of GP
scopic  lization
Belluei S2 1995 50 M Swodemm e - - - b DealSB o o alive
colon hepatitis C
stomach consan-
Okamura” 1996 45 M jejunum  multiple  + () - +(=) - GPIbor 45M/alive .
colon guineous
1996 54 M stomach  solitary +(~) - - - GPIX unknown
stomach -
Yuksel 0.2 2004 39 F jgunum  multiple +(&)  +(+) +(=) +(+) kn 81M/alive
0WD
colon
hepatitis C
ourcase 2004 48 F cecum solitary ~ +(+) +(+) - - metastatic  GPIbor 1M/dead

breast cancer

GP: glycoprotein, Hormonal: oesteroprogestative therapy
(+): with rebleeding, (-): without rebleeding

chemotherapy and hepatic failure may have been
related to re-bleeding. But these hemostatic thera-
pies, which need secondary thrombogenesis, in
themselves may not show a persistent hemostasis
effect in BSS. Therefore, surgical treatment was
considered in our case. However, she and her fam-
ily did not expect to have a palliative operation
because of her poor prognosis from recurrent
breast cancer and hepatic failure.

In conclusion, GI angiodysplasia with BSS may
be problematic due to re-bleeding, as shown in this
case. Endoscopy and angiographic embolization
are useful for hemostasis, but re-bleeding may
occur. Surgical treatment should be considered if
the bleeding point is localized and the general con-
dition can tolerate a surgical procedure.
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