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Spontaneous Antibodies against Factor VIII and Factor IX:
A Case Report
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Abstract: The common cause of isolated prolongation of aPTT is hemophilia or congenital deficiency of intrinsic
factors especially factor VIII or IX activities which is recessive X-linked disorder. Therefore most cases of
hemophilia are always men. If prolonged aPTT is found in women, spontaneous antibodies against any intrinsic
clotting factor should be firstly considered as in our case. She is a 62-year old Thai woman who spontaneously
develops large hematoma at left arm and right groin with low graded fever within one day. She has never had
any episode of any excessive bleeding or family background. Coagulogram shows isolated prolonged aPTT that
cannot be corrected in the mixed plasma. The activities of factor VIII and factor X are markedly decreased.
Therefore, the spontaneous or auto-antibodies directed against factor VIII and factor IX are diagnosed and they
are treated with intravenous dexamethasone, fresh frozen plasma, factor VIII concentrate, packed red blood
cells, danazol, azathioprine and antibiotics. She does not respond well, while the present hematomas gradually
progress, a new hematoma appears at the right armpit. The aPTT cannot be normalized and she expires on the
seventh day of admission. Besides various immunosuppressant as mentioned, the severe bleeding symptom
in cases with factor VIII and IX auto-antibodies should have been additionally treated with the recombinant
activated factor VII if it is available.
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Introduction

The antibody against any specific coagulation
factor has two forms, autoantibody (or spontaneous
antibody) and alloantibody (or induced antibody).
The autoantibody against any coagulation factor will
develop in the patients who previously have normal
coagulation factor level whereas the alloantibody
develops in the patients who congenitally lack of
coagulation factor and repeatedly receive such factor
for treating the bleeding symptoms. The victims of
the coagulation factor antibodies may have bleeding
symptoms mainly at the skin like ecchymosis
or subcutaneous hematoma or mucosa such as
hematuria”' rather than hemarthrosis, the typical bleeding
manifestation of the patients with congenital lack of
coagulation factor VIII or IX (hemophilia A or B).
The most common autoantibody against the clotting

factor and results in a bleeding diathesis is the antibody

against factor VIII, a condition also called acquired
hemophilia A®.

Some patients with autoantibody may have some
underlying diseases particularly autoimmune hepatitis,
SLE® and SLE with antiphospholipid antibodies™.
The appropriate treatments for bleeding symptoms
in these patients are mainly corticosteroid and other
immuno-supppressantsm.

The autoantibody against factor VIII has rarely
been reported in Thailand®” while the antibodies
against double coagulation factors are rarer. Herein
we report one woman who simultaneously develops
autoantibodies against factor VIII and factor IX without

any underlying disease.

Case Report
A 62-year old Thai woman was referred to our

hospital because she spontaneously developed large
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hematomas at right arm and left groin for one day.
Before this episode, she had never had any serious
bleeding while she had the menstruation or delivery
or tooth extraction and no family member affected
by bleeding diathesis.

The physical examination revealed slim
old lady, pallor without jaundice, large hematomas
occupying the whole inner half of the right arm, and at
left groin, 12-cm in diameter, no hepatosplenomegaly
/ lymphadeno-pathy / liver stigmata.

Blood tests: Het 17.8%, WBC 6,220/mm’, N
88%, L 7%, platelet 293,000/mm’, total lymphocyte
435.4/mm3.

Coagulogram: bleeding time 1.5 min, PT 11.6
sec (11.0-14.5), INR 1.09,aPTT 100.5 sec (27.4-35.4),
TT 11.8 sec, factor VIII activity 1.0% (normal
50-150), factor IX activity 7.4% (normal 50-150),
vWF 192.0% activity (normal 50-150), vWF (collagen
binding) 164.0% activity, vWF (ristocetin’s factor)
145.0% activity

Mixing plasma 1:1, PT 11.6, aPTT before
incubation 83.0 sec, aPTT after incubation 88.7 sec

Other tests: BUN 19.1 mg%, uric acid
6.7 mg%, creatinine 0.9 mg%, normal liver function
test, normal AFP, CEA, CA-125, CA19-9, and d-dimer,
no HBsAg, no anti-HCV, negative direct and indirect
Coombs’ tests

The chest film and the ultrasonography of the
upper abdomen showed unremarkable study.

She was diagnosed as bleeding diathesis due
to the acquired antibodies against factor VIII and
factor IX. And she was treated with intravenous
dexamethasone 40 mg/day, fresh frozen plasma,
factor VIII concentrate, packed red blood cells, danazol,

azathioprine and antibiotics. She did not respond to

treatment, the hematomas slowly progressed and a
new hematoma developed at the right axilla, 10 cm
in diameter. Every day the prolonged aPTT could not
be corrected, she expired at the end of the week of

admission before the plasma exchange was initiated.

Discussion

Our patient is diagnosed as bleeding diathesis
due to the acquired antibodies against factor VIII and
factor IX based on the combination of the markedly
reduced factor VIII and factor IX activities, an isolated
prolongation of the aPTT, and the persistence of the
prolonged aPTT after the plasma patient is mixed
with the equal volume of normal plasma®.

In review of 140 cases of severe or moderate
hemophilia A and B, the subcutaneous bleeding
constitutes 41% of cases while the bleeding in joint
and muscle are less common'”. Our case spontaneously
develops two large hematomas at the right arm and the
left groin therefore the hematoma cannot be used to
distinguish the congenital from acquired hemopbhilia.

Our patient is a female, has never has the
previous excess bleeding and no other family
member has bleeding tendency, and these suggest she
has acquired bleeding tendency. However, only 59 in
140 cases of congenital hemophilia have the family
background®”. And because hemophilia A and B are
sex-linked recessive so their victims are always males
whereas the females mainly act as the carriers. When
a female has bleeding diathesis with prolonged aPTT,
the acquired diseases should be considered prior the
congenital diseases.

QOur case has been treated with I'V dexamethasone
and later oral prednisolone, the best choice for

spontaneous autoantibody"”. If the patient is not
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responsive to these agents within 6 weeks, second-line
therapy with rituximab, ciclosporin A, or other
multiple-modality regimens may be considered"'".
But our patient does not respond to the first line therapy
and expires while the aPTT cannot be corrected.
Lymphopenia (1,500/mm”) is not uncommon in
many autoimmune diseases such as SLE, rheumatoid
arthritis, insulin-dependent diabetes mellitus, etc'?.
Although the total lymphocyte is very low in our
patient (435.4/mm’), and the spontaneous antibodies
against factor VIII and IX are presumably autoimmune

disease but the relationship between two abnormalities

has not been mentioned.

Conclusion

A 62-year old Thai woman develops large
hematomas at right arm and left groin. Coagulogram
shows isolated prolongation of aPTT that cannot be
corrected with mixing test. Activities of factor VIII and
IX are markedly decreased. Therefore, autoantibodies
against factor VIII and IX are diagnosed and she is
treated with steroid and other immunosuppressant. She

does not respond to therapy and expires within a week.
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