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ABSTRACT

A 24-year-old healthy multigravid patient developed postpartum hemorrhage 3 days post normal delivery. She underwent curettage × 3
followed by laparotomy and hysterectomy. Postoperatively she developed a subrectus hematoma that required laparotomy and drainage.
Persistent bleeding per vaginum prompted a third laparotomy for internal iliac ligation, which could not be carried out due to massive
retroperitoneal hematoma. She received multiple transfusions of blood and blood products. Her APTT was prolonged but DIC screen was
negative. Prolonged APTT was not corrected by addition of normal plasma. This pointed to autoantibodies to factor VIII. She responded to
immunosuppression with prednisolone and cyclophosphamide.
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INTRODUCTION

Severe postpartum hemorrhage remains an important cause of
maternal mortality. Most often it is due to uterine atony however
other cause may exist. Acquired hemophilia is a rare disorder
and the hemorrhage resulting from such a condition is difficult
to treat. The diagnosis and treatment of this condition poses a
serious challenge to an obstetrician. We report a case of acquired
hemophilia managed successfully by us.

CASE REPORT

A 24-year-old para 3 was referred to us with postpartum
hemorrhage. She had previous two normal deliveries. She
apparently had an uncomplicated home delivery 18 days back.
Three days after delivery, patient had brisk postpartum
hemorrhage, for which she had undergone uterine curettage three
times, in a span of 10 days. On admission, she was pale but
stable hemodynamically, and had active bleeding vaginally.
Ultrasonography did not reveal any retained placental fragments.
In view of persistent bleeding, hysterectomy was performed.
Postoperatively patient developed large hematoma under the
dressing with continuous ooze from the incision site, which
persisted in spite of pressure dressing ultrasonography of the
abdomen confirmed the presence of hematoma under the rectus
sheath measuring 7 × 8 cm. Laparotomy and evacuation of the
clot was done and there was no other active source of internal
bleeding seen. Investigation revealed hemoglobin of 8 gm/dl,

white blood cell count and platelet count were normal.
Prothrombin time was 12 seconds (control 13s) and activated
partial thromboplastin time was 85 seconds (control 30s) with
international normalized ratio (INR) of 1.04. Fibrinogen was
within normal limit. No explanation for prolonged APTT was
sought at this time.

On third postoperative day, patient developed a further
episode of vaginal bleeding which was profuse with passage of
clots. She was losing around 800 ml of blood per day due to
persistent continuous bleeding and the desperate clinical
condition. Patient was taken for third hemostatic laparotomy
and internal iliac ligation, however on laparotomy there was
retroperitoneal hematoma and the whole anatomy was obscured.
Abdomen was closed without any intervention leaving an intra-
abdominal and intrafacial drain. Throughout admission she was
given fresh blood and frozen plasma, packed cells, and
tranaxemic acid. Conservative approach was continued. Though
patient was hemodynamically stable, she continued to bleed
actively per vaginum. An intensivist opinion was sought and a
presumptive diagnosis of DIC was made. Despite a
hysterectomy, subsequent two laparotomies, constant support
of fluids, blood and packed cells, the bleeding persisted. At
this point her APTT was still noted to be prolonged 98 seconds
(control 30s). This critical clinical features led us to do Medline
search result using MeSH words prolonged APTT and PPH.
Our search revealed acquired hemophilia as a rare cause of
PPH. Accordingly plasma correction test was done. It confirmed
persistent prolongation of APTT, which was not corrected with
addition of normal plasma. Fresh frozen plasma was sent to a
referral laboratory for Bethesda assay, which was 24 Bethesda
units. Test results of SLE, antinuclear antibody and
anticardiolipin IgG were negative.
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Patient was commenced on immunosupression therapy with
prednisolone 1mg/kg and cyclophosphamide 100 mg per day.
Throughout her hospital stay, she was transfused 29 units of
whole blood, 28 units of fresh frozen plasma and I unit of packed
cell. Over the next 2 days, the response was evident by
decreasing vaginal bleeding and normal APTT. She was
continued with high dose steroids until all bleeding ceased. Her
subsequent stay in the hospital was uneventful. Approximately
4 weeks later, her Bethesda assay was negative, and the dose of
immunosuppressant drugs was tapered gradually. Patient made
a good recovery.

DISCUSSION

Severe postpartum hemorrhage is one of the major cause of
maternal deaths worldwide,1 and an estimated 95% of these
deaths occur in sub-Saharan Africa and Asia.2 Postpartum
hemorrhage accounts to approximately 25 to 30% of maternal
deaths in India.3 Most often the cause is due to atonic uterus
and is managed by medical or surgical interventions.

Acquired hemophilia is a rare disorder reported to occur in
0.2 to 1 per million population per year.4,5 It occurs as a result
of the spontaneous development of auto antibodies against factor
VIII.6 These patients can present with severe life threatening
bleeding episodes. It is associated with autoimmune disorders
(systemic lupus erythematosus, rheumatoid arthritis, asthma),
neoplastic disorders, drug hypersensitivity, and pregnancy,
however 50% of cases are idiopathic.6-8 Pregnancy or
postpartum states are described as the associated factor in 79 to
11%6 of patients. It is most commonly seen 1 to 4 months after
delivery, although cases appearing after 1 year have been
described.10

Patients with this disorder often present with dramatic
hemorrhage into soft tissues and muscles, hematuria,
hematemesis or prolonged postpartum or postoperative
bleeding.11 Retroperitoneal bleeding can present particular
diagnostic difficulties and is frequently fatal.5,12 Bleeding from
any site may be prolonged and difficult to control. Death
directly or indirectly attributable to acquired hemophilia has
been reported in 10 to 22% of affected patients.5,9 The pattern
of bleeding is different to that observed in congenital
hemophilia, in particular spontaneous hemarthrosis is
infrequent.

The potency of these inhibitor in pregnancy is rather low in
majority of cases with median titer of about 20 Bethesda
unit.13,14 Pregnancy associated acquired hemophilia is
characterized in majority of the cases by a spontaneous
disappearance of the inhibitor after a mean period of
30 months.10,15 Mortality rates also tends to be lower in this
subset of patients ranging between 0 and 6%.13,14

As bleeding associated with factor VIII, inhibitor can be
life threatening and responds poorly to traditional treatment
of postpartum hemorrhage, and it is very important to diagnose
this condition. The diagnosis of acquired hemophilia in a

general hospital poses serious challenge to the managing
obstetrician for several reasons. The condition may be
undiagnosed or diagnosed late because of the rarity of this
disorder, the non- availability specialty service of hematologist
and diagnosis requires specific laboratory analysis for both
factor VIII and inhibitor levels which needs sending the sample
to a referral laboratory, which may take several hours to
achieve and may not be easily available. In the absence of
any history of bleeding tendency or conditions associated with
coagulations disorder, and it is not usual to screen for
coagulopathy in pregnancy.

However, there are certain significant clues for diagnosis,
which include prolonged and unexplained postpartum bleeding
in a woman with no history of bleeding disorder. Suspicious
abnormal bleeding tendency should be investigated urgently
with a clotting screen. The prolongation of activated partial
thromboplastin time with normal prothrombin time is the
hallmark of laboratory diagnosis. The bleeding time and
platelet functions are normal. An increased APTT that cannot
be corrected by the addition of normal plasma indicates a
clotting inhibitor, and it needs to be further investigated by
hematogist.16 Normal results in a clotting screen rule out this
abnormality.

Management of acquired hemophilia is difficult, expensive,
and normally carried out in specialist center. There are two
strategies for the treatment of these patients; the treatment of
active bleeding and immunosuppression to eliminate inhibitors.
Options for the treatment of bleeding episodes are human or
porcine factor VIII concentrate, activated prothrombin complex
concentrates, and recombinant human activated factor VII.17

Immunosuppressive drugs that are used to eradicate the
antibodies are prednisolone, cyclophospamide, azathioprine and
cyclosporin. Treatment with intravenous immunoglobulins has
been successful, and the anti-CD20 antibody Rituximab has
also been found effective.18,19

An important clinical issue regarding pregnancy related
inhibitors is its possible recurrence in the subsequent
pregnancies, which makes counseling of women with this profile
essential. In this regard, results are conflicting and although
most series have found that inhibitors tend to not to recur in
patients who attain a complete remission 10,20

This case illustrates the importance of noting and acting
upon abnormalities of baseline blood tests. The APTT was
abnormal early in her admission but the importance of the
abnormal ratio was not appreciated until the Medline search,
which revealed the possibility of this rare disorder.

In conclusion, acquired hemophilia can manifest as severe
postpartum hemorrhage. An isolated elevated APTT with
normal prothrombin time in an other wise asymtomatic patient
should not be ignored, requires investigation and immediate
refferal, however these options are not widely available in all
hospitals and the financial constraint may prevent optimal
management in these patients.
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Pregnancy at Risk
A Practical Approach to High Risk Pregnancy
and Delivery

This is a textbook for clinicians practicing obstetrics and
postgraduate students. It comprehensively covers the “at risk”
situations in each trimester and its evidence-based management.
It has over 100 chapters contributed by over 150 authors, each
an expert in their field. Also it comprehensively covers medical
disorders and obstetric complications in pregnancy, infections
during pregnancy, and effects of drugs and toxins in pregnancy.
It deals with labor and delivery in pregnancy at risk as well as
invasive procedures during pregnancy, like fetal reduction,
chorionic villus sampling, amniocentesis as well as ablation of
placental vessels in twin to twin transfusion.

It has chapters on medical therapy to the fetus and
intrauterine fetal surgery for diaphragmatic hernia, posterior
urethral valves and placement of shunts for hydrocephalus as
well as hydrothorax. It has chapters on gestational trophoblastic
disease and laparoscopy in pregnancy.

It is a comprehensive textbook of obstetrics that will be
an asset to the library and a good reference book for the
practicing clinicians. The first edition of the book was
published in 1993 and it has seen regular updates since then.
It is hardbound with color illustrations and is also priced
economically.
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