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An 11-year-old boy with mild hemophilia A was admitted to our hospital because of focal
convulsions. Magnetic resonance imaging showed an old occipital infarct. Protein C, S,
antithrombin III, anticardiolipin antibodies and fibrinogen were normal. Heterozygosity
for factor V Leiden mutation was detected. We suggest that factor V Leiden mutation
should be studied in hemophiliacs with thrombosis.Am. J. Hematol. 56:189–190, 1997.
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INTRODUCTION

Arterial or venous thrombotic complications in pa-
tients with hemophilia A are quite uncommon. In the
reported few cases with thrombosis and hemophilia A,
thrombosis was attributed to cryoprecipitate or a less
pure factor VIII concentrate, which was used as replace-
ment [1–3]. On the other hand, factor V (FV) Leiden
mutation was shown to be a risk factor for thrombosis,
which has been demonstrated in 50% of patients with
thrombophilia and has a prevalence of 7.1% in the gen-
eral population in our country [4,5]. Activated protein C
(APC) resistance is a recently described inherited patho-
genetic risk factor of venous thrombosis. In the majority
of cases, APC resistance is caused by a single point mu-
tation in the FV gene [6]. Here were present an 11-year-
old boy with hemophilia A, who developed cerebral in-
farct associated with FV Leiden mutation.

CASE REPORT

This boy was originally diagnosed with hemophilia A
in our hospital at age 2 years. He was an isolated case of
his family. The parents were unconsanguinous; one pa-
ternal uncle suffered from Behc¸et’s disease and throm-
bophlebitis, and the mother’s aunt and grandmother and
the father’s mother had had heart attacks. His prothrom-
bin time was 13 sec, activated partial thromboplastin
time 127 sec, bleeding time 7 min, factor VIII level 8%,
and von Willebrand factor 78%.

Until 11 years of age, the patient was admitted four
times because of posttraumatic intramuscular bleeding in

the left gastrocnemius muscle and nasal bleeding. He was
treated with fresh frozen plasma. When he was 11 years
old, he was admitted with fluttering of the right eyelids
and twitching of the right perioral muscles with head
dropping to the right and falling down. Fluttering of the
eyelids lasting 10–15 sec and at intervals of 2–3 months
was present 2 years prior to the latest event. He received
his last plasma at age 7. His physical examination was
unremarkable and did not show any lateralising signs.
Blood sugar, electrolytes, calcium, cardiac examination,
and echocardiography were normal. An electroancepha-
lography recording revealed active paroxysmal activity
originating from the left posterior region. Magnetic reso-
nance imaging showed an old left occipital infarct (Fig.
1a,b). Protein C, 5 antithrombin III, anticardiolipin anti-
bodies, and fibrinogen were normal. Heterozygosity for
FV Leiden mutation was detected by amplification of the
FV gene by polymerase chain reaction and digestion of
the fragment with Mn1 I as previously described [6].

DISCUSSION

Thrombotic complications in patients with hemophilia
A are quite uncommon. Although there are cases with
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arterial and venous occlusions, they are few [1–3]. On the
other hand, the presence and role of FV Leiden mutation,
which essentially is the most common cause of heredi-
tary thrombophilia, have recently been of interest in he-
mophiliacs. Arruda et al. [7] detected that 3 out of 90
hemophilia A patients in their cohort were heterozygote
for FV Leiden mutation. All of them had severe hemo-
philia A and did not display any symptoms of thrombo-
philia. As far as we know our case is the first symptom-
atic case of FV Leiden mutation and hemophilia A. It is
also the first case of ‘‘mild’’ hemophilia A with FV
Leiden mutation.

Our patient whose cerebral infarct was probably due to
factor V mutation, is interesting for several reasons. All
cases in the literature were receiving cryoprecipitate or a
less pure preparation of factor VIII concentrate when the
occlusions took place [1–3]. However, our patient had
not had any factor concentrate or cryoprecipitate when
thrombosis took place. Indeed, he received his last
plasma at 7 years, i.e., 2 years before the onset of flut-
tering of the eyelids. The thrombosis in these patients
was attributed to cryoprecipitate or a less pure solution
for factor VIII. However, as mutation of FV Leiden was
not studied, the role of these solutions in the etiology is
debatable. None of the patients in the literature displayed
any symptoms of thrombophilia [7]. However, our pa-
tient was symptomatic.

The number of admissions of our patient with bleeding
were few. It can not be predicted precisely whether factor
V Leiden contributed to the symptoms in a positive way
because he already had mild hemophilia. Arruda et al. [7]

detected no alleviatory effect of FV Leiden mutation on
bleeding tendency of their patients, all of whom had se-
vere hemophilia A.

We suggest that FV Leiden mutation should be studied
in patients with hemophilia A who developed thrombosis
after receiving F VIII concentrates or cryoprecipitates or
with a family history of thrombosis.
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Fig. 1. Magnetic resonance imaging of the patient. T1-weighted image (a) shows secondary focal dilatation in the left
lateral ventricule and focal cortical and subcortical matter loss in the left posterior occipital area, pointing to an old infarct.
The lesion is hyperintense in the T2-weighted image (b).
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