
Introduction

Intracranial hemorrhage (ICH) is a rare but a
mortal complication of hemophilia.1 ICH can lead
to loss of functions or it can leave different seque-
laes.1,2 Bleeding into joints is the most frequent com-
plication of hemophilia disease. Although the
bleeding into joints is a more common complication
than ICH, mortality rate of ICH is measured be-
tween 21-29%.1,2 ICH occurs 20 or 50 times more
frequently in hemophilia patients compared with
normal population.3 In this paper, an adult patient
who has been previously undiagnosed hemophilia A
presented with ICH and is described with the light
of current literature.

Consent

Written informed consent was obtained from the
patient’s parents for publication of this case report. A

copy of the written consent is available for review by
the Editor-in-Chief of this journal.

Case Report

A 43-year old male patient referred to the emer-
gency service with sudden onset of headache and loss
of strength. The patient did not have any known dis-
ease. Patient has a family history of death of two
brothers (4 and 7 years old) with unstoppable nose
bleeding. Physical examination showed bilateral
swelling at both knee but left knee swelling is more
prominent than right knee (Figure 1). Neurological ex-
amination showed paresthesia at right upper extremity
and 3/5 level strength loss at right upper and lower ex-
tremities, other neurologic examination findings were
normal. Brain computed tomography (CT) scan find-
ings were 29x27 mm diameter intraparanchimal hem-
orrhage at left lateral ventricle and its perimeter
(Figure 2) Laboratory findings of coagulation tests
were partial thromboplastin time (PTT): 77 s (normal
24-37 s), prothrombin time 14 s (normal 10-15 s). Pa-
tient has been consulted by Neurology Department.
Blood samples for coagulation factor tests for the di-
agnosis of hemophilia including factor 8 and factor 9
have been taken and sent to another hospital for meas-
urement. Patient has been administered with a total
dose of 14 units of fresh frozen plasma until the results
of hemophilia diagnosis tests completed. During the
treatment process patient’s paresthesia symptoms and
strength loss recovered. Patient’s brain CT findings
after the treatment showed resorption of hemorrhage
compared to the CT findings before the treatment
(Figure 3). Magnetic resonance imaging scan has been
administered to show patient’s left knee arthropathy
(Figure 4). Patient’s factor 8 levels were below 2%.
To increase factor 8 levels the patient has been admin-
istered factor 8 therapy. The patient was discharged
with secondary prophylaxis. 
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Discussion

Hemophilia A develops because of defective or
dysfunctional coagulation factor 8 in the bloodstream.
Hemophilia A disease is seen at one of each 5000-
1000 newborns. Hemophilia A consists of 80% of the
hemophilia cases. Hemophilia A constitutes 3%-5%
of all hereditary diseases. Hemophilia A is a X-linked
recessive disease. Hemophilia A has three forms; light,
medium and heavy. The disease severity is determined
with blood concentrations of factor 8 and factor 9.
Heavy form of disease has less than 1% factor con-
centration. Medium form has 1%-4% and light form
has 5%-25% factor concentrations respectively.1-4 The

most severe cases of hemophilia A has characteristic
symptoms such as joint bleeding which shows itself
when child first starts walking. Usually hemarthrosis
and bleeding to other sites occurs in childhood and
newborns. Spontaneous bleeding can occur at medium
and heavy forms of hemophilia. ICH is still a major
cause of mortality and morbidity in hemophilia pa-
tients.1-5 ICH prevalence among the hemophilia pa-
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Figure 2. Computed tomographic image of the patient’s
submission.

Figure 1. Patient’s left knee arthropathy.

Figure 3. Magnetic resonance image of the patient’s knee
arthropathy.

Figure 4. Computed tomographic image of the patient’s
discharge.
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tients changes between 2.2% and 8.7%.1,3,4,6-8 Pinto et
al. showed that incidence of ICH in the patients over
the age of 20 is 28%.1 Another study found that in all
patients that suffered from ICH, 50% of them were
over the age of 15.2 In this case study our patient is 43
years old. Pinto et al. reported that spontaneous ICH
occurs 85.2% in severe form of hemophilia. In another
study ICH reviewers found that in 2/3 of the severe
hemophilia patients ICH occurs.2 We have identified
our patient with moderate hemophilia. ICH occurrence
rate with trauma in patients with hemophilia varies in
studies. In some studies 27%, 39.7%, 53% have been
found respectively.1,3,4 Our patient had no history of
trauma. ICH may cause neurological deficits. İn some
series, rates of neurologic deficits are 24%, 50% and
60%, respectively.1-3 In our patient neurological deficit
has not been established. ICH related to hemophilia
has still high mortality rates even today. In some stud-
ies mortality rates have been observed from 21% to
29%1,2 Stieltjes et al. reported that high mortality rates
can be explained with delayed diagnosis or delayed
treatment. In 43% of the cases there was a delay in di-
agnosis. 37% of the patients received delayed replace-
ment therapy.2

In hemophilic arthropathy, blood seeps into the joint
space recurrently. This extravasation is followed by in-
flammation in synovia, destruction of cartilage tissue
and bone, demonstrating the clinical picture of arthropa-
thy. The most common bleeding zones of hemophilia
are knee, elbow and ankle joints. However, every joint
can be the target. Joint pain, swelling, erythema, tem-
perature increase and motion limitation are the symp-
toms of joint bleeding. However, the pain and limitation
of movement are the most important findings for joint
bleeding. Bleeding into joint cavity leads to synovial
membrane inflammation (synovitis). Recurrent bleed-
ing leads to the development of chronic synovitis and
thickening of synovial membrane. With the help of pro-
teolytic enzymes in the blood, joint cartilage degener-
ates and finally all these factors cause narrowing at joint
space. If the bleeding repeats more than three times in
six months, synovitis occurs faster and chronic hemo-
philic arthropathy develops. Chronic hemophilic
arthropathy is the most common chronic complication
of hemophilia. Diagnosis in childhood is usually
reached with hemarthrosis in patient. In a study 45% of
the patients in the age of 1 or younger have developed
joint hemorrhage. In 90% of the patients aged 25 or
younger a severe bleeding to major joint happens.9-14 In
our patient, recurrent bleeding into the knee joint caused
secondary arthropathy. In patients with hereditary factor
deficiency fresh frozen plasma (10-15 mL/kg) may be
administered until hemophilia A or B diagnosis is
reached. Once the diagnosis has become certain recom-
binant or high purity plasma derived factor concentrates
should be used.15 In our patient, until the diagnosis of

hemophilia reported we used 15 mL/kg dose of fresh
frozen plasma infusion. Once the levels of factor 8 were
reported, factor 8 treatment was administered to the pa-
tient. Plasma factor replacement with the aim of reach-
ing 100% levels of plasma factors should be performed
when there is a suspicious intracranial bleeding. Treat-
ment should continue for two to six weeks after the in-
tracranial hemorrhage diagnosis becomes certain. In the
meantime, the appropriate factor for the treatment of
bleeding with surgical intervention for drainage of
bleeding may also be required.16

Conclusions

Hemophilia is usually diagnosed in childhood age.
But adult patients presenting with coagulation disor-
ders and prolonged PTT should be evaluated elabo-
rately and their family histories should be questioned
carefully. Early diagnosis and treatment of hemophilia
patients is lifesaving.

References
1. De Tezanos Pinto M, Fernandez J, Perez Bianco PR. Up-

date of 156 episodes of central nervous system bleeding
in haemophiliacs. Hemostasis 1992;22:259-67. 

2. Stieltjes N, Calvez T, Demiguel V. Intracranial hemor-
rhages in French haemophilia patients (1991-2001) clin-
ical presentation, management and prognosis factors for
death. Haemophilia 2005;11:452-8. 

3. Chorba TL, Holman RC, Strive TW. Changes in
longevity and causes of death among persons with
haemophilia. Am J Hematol 1994;45:112-21.

4. Klinge J, Auberger K, Auerswald G. Prevalence and out-
come of intracranial hemorrhage in haemophiliacs a sur-
vey of the paediatric group of the German society of
thrombosis and hemostasis. Eur J Pediatrics 1999;158:
162-5.

5. Antunes SV, Vicari P, Cavalheiro S, Bordin JO. Intracra-
nial hemorrhage among a population of haemophilic pa-
tients in Brazil. Haemophilia 2003;9:573-7.

6. Nuss R, Soucie JM, Evatt B. Changes in the occurrence
of and risk factors for haemophilia associated intracra-
nial hemorrhage. Am J Haematol 2001;6:37-42.

7. Kulkarni R, Lusher JM. Intracranial and extracranial
hemorrhages in newborns with haemophilia: a review of
the literature. J Pediatr Haematol Oncol 1999;21:289-95.

8. Kulkarni R, Lusher JM, Henry RC. Current practices re-
garding newborn intracranial haemorrhage and obstet-
rical care and mode of delivery of pregnant haemophilia
carriers: a survey of obstetricians, neonatologists and
haematologists in the United States, on behalf of the na-
tional hemophilia foundation’s medical and scientific
advisory council. Haemophilia 1999;5:410-5.

9. Roy S, Ghadially FN. Pathology of experimental
haemarthrosis. Ann Rheum Dis 1966;25:402-15. 

10. Wen FQ, Jabbar AA, Chen YX. C-myc proto-oncogene
expression in haemophilic synovitis: in vitro studies of
the effects of iron and ceramide. Blood 2002;100:912-6.

[page 292]                                                 [Italian Journal of Medicine 2015; 9:526]

Case report

Non
-co

mmerc
ial

 us
e o

nly



11. Valentino LA, Hakobyan N, Kazarian T. Experimental
haemophilic synovitis: rationale and development of a
murine model of human factor VIII deficiency.
Haemophilia 2004;10:280-7.

12. Hakobyan N, Kazarian T, Valentiono LA. Synovitis in
a murine model of human factor VIII deficiency.
Haemophilia 2005;11:227-32.

13. Hakobyan N, Kazarian T, Jabbar AA. Pathobiology of

haemophilic synovitis: over-expression of mdm2 onco-
gene. Blood 2004;104:2060-4. 

14. Roosendaal G, Lafeber P. Pathogenesis of haemophilic
arthropathy. Haemophilia 2006;12:117-21.

15. Robert L, Baehner MD, Herbert S. Haemophilia in the
first year of life. N Engl J Med 1966;275:524-8.

16. Kulkarini R, Lusher F. Perinatal managenement of new-
borns with haemophilia. Br J Haematol 2001;112:264-74.

[page 293]                                                 [Italian Journal of Medicine 2015; 9:526] [page 293]

Undiagnosed hemophilia associated with intracerebral hemorrhage

Non
-co

mmerc
ial

 us
e o

nly




