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Background: Recombinant activated factor VI is used for the treatment in patients with inherited or acquired
hemophilia with inhibitors and congenital factor VII deficiencies.

Objective: Using recombinant activated factor VII in primary postpartum hemorrhage.

Material and Method: Two cases of women who had postpartum hemorrhage and were treated with recombi-
nant activated factor VII after all conventional treatment failed.

Results: The intractable hemorrhage stopped after treatment with recombinant activated factor VII
Conclusion: The present report showed that massive postpartum hemorrhage that failed to all procedures was
controlled successfully by recombinant activated factor VII
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Recombinant activated factor VII (rFVlla,
Novo Seven , Novo Nordisk A/S, Denmark) is currently
used for the treatment in patients with inherited or
acquired hemophilia with inhibitors and in patients
with congenital factor V11 deficiencies or Glanzmann’s
thrombasthenia with anti-Gpllib/llla antibodies®),
chronic liver disease®?”. Emerging clinical evidence
suggests that there may be a wider role for rFVIla in
the treatment of hemorrhage associated with trauma-
tic injury®®and severe bleeding associated with criti-
cal surgery even in Obstetrics and Gynecologic prac-
tice(0-14),

Uterine atony is the most common cause of
primary postpartum hemorrhage and is the leading
cause of pregnancy-related death after childbirth.
Simple uterine massage as well as using uterotonics
are commonly practiced to control the bleeding, in-
cluding various surgical solutions are sought to stop
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the bleeding. Frequently, after all surgical procedures
are applied to control the bleeding, they fail to stop the
bleeding and result in fatality of the nearly mother.
Herein, the authors report two cases of mas-
sive postpartum bleeding that failed all procedures to
control the bleeding. Then rFVI1la was finally used with
dramatic results. The bleeding stopped. Both cases
were saved and could be discharged from the hospital.

Case Report

Case I: A 44 year old Thai woman of G,P,
with gestational age of 26 weeks was referred to
Ramathibodi Hospital due to uncontrolled bleeding
after exploratory laparotomy. She was diagnosed with
abdominal pregnancy with multiple anomalies of the
fetus. The preghancy was terminated at the previous
hospital with exploratory laparotomy and fetus re-
moved. The placental site was at the right lateral
abdominal wall. After removal of the fetus, there was
continued bleeding in the abdomen that resulted in
massive blood loss and uncontrolled bleeding due to
partial separated placenta. Four units of packed red
blood cells, four units of whole blood, and five units of
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fresh frozen plasma were given, and pelvic packing
with abdominal closure was done. Then she was
referred to Ramathibodi Hospital. She was found to
be anemic with distended abdomen and blood oozing
from incision site. The laboratory results were as fol-
lows (normal range): hemoglobin 5.6 g/dl (11.6-16.5),
hematocrit 17% (34-47), plaletet count 91x102 cells/mm?
(150-400 x 10%), partial thromboplastin time 53.2 seconds
(22-31), prothrombin time 25 seconds (10-13), thrombin
time 8.8 seconds (7.5-10.5), international normalized
ratio 2.07. Blood transfusion with packed red blood
cells, fresh frozen plasma, platelet concentration, and
cryoprecipitate was given. Emergency re-explored
laparotomy was done. Despite persisting profuse
bleeding, the authors could not identify the bleeding
points. Cardiac arrest was imminent. Blood oozing
continued from the raw surface. In an attempt to stop
the bleeding, recombinant factor VVlla in a dose of 100
ug/kg was administered as a bolus. Within 15 minutes,
blood oozing ceased and placenta removed, major
bleeding points were ligated. Repeated coagulation
tests were normal at the end of the operation. Total
blood loss from the two operations was 4,000 and 13,000
cc., respectively. Total blood transfusion with 42 units
of packed red blood cells, 36 units of fresh frozen
plasma, 20 units of platelet concentration, and 30 units
of cryoprecipitate were given. She recovered with no
other adverse events and no further blood product
support was required. She was discharged from the
hospital 10 days later.

Case I1: A 36-year old Thai woman of G,P,
with gestational age of 38 weeks. She came in the
hospital due to labor pain. She developed eclampsiain
the second stage of labor and the fetus was in distress.
After the patient’s resuscitation, all her laboratory re-
sults (including platelet count, coagulogram, and liver
function test) were normal. An emergency caesarean
section was done. In the operating room, the female
newborn was saved with a body weight of 3,650 g.
After the operation, she was observed in the intensive
care unit and developed hemorrhagic shock due to
uterine atony with blood loss of 2,500 ml. Intravenous
Sulprostone (Nalador®) 500 ug and five tablets (1000
ug) of Misoprostol (Cytotec®) per rectum were given,
as well as resuscitation with blood component. The
laboratory results were as follows (normal range):
hemoglobin 6.06 g/dl (11.6-16.5), hematocrit 17.4% (34-
47), platelet count 17.7 x 10° cells/mm? (150-400 x 10%)
partial thromboplastin time > 200 seconds (22-31),
prothrombin time 62.6 seconds (10-13), thrombin time
41.9 (7.5-10.5), international normalized ratio 5.05.
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Bleeding was still profuse, emergency re-explore lapa-
rotomy revealed a large atonic uterus. Despite bimanual
compression, intravenous oxytocin infusion as well as
500 ug Sulprostone (Nalador®) was injected into the
myometrium, the uterus remained atonic with profuse
vaginal bleeding. Packed red blood cells, platelet con-
centration, fresh frozen plasma, and cryoprecipitate
were infused continuously. During the operation, the
patient went into cardiac arrest. Resuscitation was suc-
cessful. Subtotal hysterectomy was done. After the
hysterectomy, blood oozing continued from all stumps
and raw surface despite pressured packing. Later, she
developed pulmonary edema and renal insufficiency,
no urine output even after intravenous injection of
120 mg of furosemide. In total, the patient received 22
units of packed red blood cells, 15 units of fresh frozen
plasma, 40 units of cryoprecipitate, 12 units of platelet
concentrated. The laboratory results showed partial
thromboplastin time 126 seconds (24-32), prothrombin
time 23.1 seconds (12-14.5), thrombin time 22.8 seconds
(5-10), international normalized ratio 1.92. Because all
attempts to control the life threatening bleeding had
failed, an intravenous bolus injection of 100 ug/kg.
rFVIlawas given as a last attempt to control the bleed-
ing. Bleeding ceased within 15 minutes. Estimated blood
loss was 8,000 ml. There was no further hemorrhagic
episode, and no further blood transfusion was required.
Her clinical condition improved uneventfully and she
was discharged in good clinical condition 9 days after
delivery. No adverse effects from rFV11a were noted.

Discussion

Experience of using recombinant activated
factor V11 for controlling life-threatening bleeding in
Thailand were reported in patients with acute bleeding
in hemophiliacs, Glanzmann’s thrombasthenia, liver
failure, cardiac surgery, neurosurgery, and in Dengue
hemorrhagic fever®47152 Most of these cases were
successfully treated with rFVI1la. Herein, the authors
reported two cases that are the first report of using
rFV1la for controlling massive postpartum hemorrhage
in Thailand.

Massive obstetric bleeding may lead to the
fatal outcome in about 10% of cases. The World Health
Organization estimated 585,000 maternal deaths yearly
worldwide, of which 25% were due to severe bleed-
ing®. The bleeding is treated according to the under-
lying cause, concomitant with rapid transfusion of
blood, and coagulation factors. The bleeding is usually
controlled by surgical means as uterine arteries liga-
tion, ovarian arteries ligation, internal iliac arteries liga-
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tion, B-lynch suture, hysterectomy, or intra-arterial
embolization. However, there were still some cases who
fail all these attempts and results in sudden fatality of
the new mothers.

Recently there were more reports of using
rFVIla in obstetric hemorrhage®®®, Most cases used
rFVIla after all procedures failed to control bleeding.
Thus, rFVIla may be an adjunctive therapy for control
massive hemorrhage. Circulating FVIla is active after it
bounds to tissue factor, which is exposed at sites of
vessel injury. This complex initiates coagulation on
activated platelets surfaces adhering to the site of in-
jury and resulting in the formation of localizing fibrin
clot. With a tight fibrin structure, it makes it resistant
to premature lysis@29,

After more than one year of follow-up, the
presented two cases showed no thromboembolic com-
plication and are still in good condition. The authors
recommend that administration of rFVIla be indicated
only after all routine procedures in controlling massive
hemorrhage failed. It results in quick arrest of bleeding
and may be life saving. However, due to high cost, it
should be really the last attempt after all conventional
procedures have been applied.

The authors’ experience confirmed the pre-
vious report of using rFVIla in severe and uncontrolled
obstetric bleeding, rFV1la should be a drug of choice in
this condition.
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