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Background: FactorV deficiency is a rare bleeding disorder that can be either congenital or acquired. FactorV
deficiency mostly present with mucosal bleeding. Coagulation factor V does not increase considerably during normal
gestation. Since pregnancy can be threatened by blood clotting disorders, abnormal changes in coagulation factors

Case presentation: \We report a 40-year-old pregnant woman with prolonged gingival bleeding and epistaxis at

28 weeks of pregnancy. Her past medical history included two unexplained abortions. Physical examination was
unremarkable, but the blood test showed elevated PT and PTT with a considerable decrease in factor V activity, while
other factors were within normal range. Subsequently, the patient was diagnosed with congenital factor V deficiency.
After treatment with fresh frozen plasma, she underwent vaginal delivery and a baby with factor V deficiency was

Conclusions: This is the second report of recurrent miscarriage in congenital factor V deficiency patients. Clini-
cians should consider the possibility of factor V deficiency in women with a history of idiopathic miscarriage even in
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Background

Factor V deficiency (FVD) is a rare blood coagulation
disorder that can be classified into inherited or acquired
[1]. The congenital form, with the inheritance pattern of
autosomal recessive, affects around 1 per million popu-
lation and is more prevalent in Muslim countries due to
consanguineous marriages [2]. Its common clinical mani-
festations are mucocutaneous bleeding such as epistaxis,
menorrhagia, and oral bleeding [3, 4]. According to
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factor V (FV) activity, this disease is divided into three
types: mild (FV level >10%), moderate (FV level <10%),
and severe (FV level is undetectable) [1, 2].

As bleeding disorders can represent challenges to preg-
nancy and labor in women, certain abnormalities of coag-
ulation cascade, e.g. deficiency of coagulation factors,
should be considered in pregnant women [5-7]. Factors
VII, VIIL, X, XII, von Willebrand, and fibrinogen increase
significantly during normal pregnancy. Factors II, V, and
IX increase slightly or remain without changes but factor
X1 decreases [8, 9]. These changes lead to hypercoagula-
bility and some imbalances in hemostasis of coagulation
factors such as combined factor V + VIII deficiency may
increase the risk of abortion [9, 10]. Due to the rarity
of FVD, our literature review showed only one report
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of 6 cases with FVD and a single or recurrent miscar-
riage![11]. Here, we describe a case of recurrent miscar-
riage in a patient with congenital factor V deficiency.

Case presentation

A 40-year-old pregnant woman at 28th week of preg-
nancy was admitted to an obstetric emergency depart-
ment in Isfahan, Iran, with chief complaints of epistaxis
and gingival bleeding that were manifested about a week
before admission.

She had no previous family history of bleeding disor-
ders. But in her past medical history, it is highly notable
that she had several hours of bleeding after eyebrow tat-
tooing about 5 years before admission and two episodes
of abortion in the first pregnancy trimester, 4 and 2 years
before the current pregnancy. Moreover, her first preg-
nancy was successful. There were no abnormal data per-
taining to her first labor.

Her medications were aspirin due to previous preg-
nancy losses, daily perinatal multivitamins, and iron
supplements. She did not smoke or drink alcohol. Con-
sidering the patient’s condition, aspirin administration
was discontinued and her symptoms reduced in intensity.

On admission, her vital signs were blood pressure
120/70, pulse 82, temperature 37 degrees C, respiratory
rate 17. A detailed physical examination was performed
but all findings were normal and no evidence of bleeding
was found.

In her laboratory data, platelet count was in the normal
range but prothrombin time (PT) and partial thrombo-
plastin time (PTT) were both significantly elevated, so
a mixing test was done. In the mixing test, both PT and
PTT corrected instantly and after two hours of incuba-
tion at room temperature. Based on these results, the
patient was suspected of having a deficiency of one or
more coagulation factors. Thus, the activity level of coag-
ulation factors were tested (Table 1). Laboratory results
showed that the activity level of factor V was decreased
significantly and the patient was diagnosed with factor V
deficiency. In accordance with the mixing test result, the
congenital form of FVD was approved.

The patient had a history of two unsuccessful pregnan-
cies and some complications were possible due to signifi-
cantly elevated PT and PTT. Thus, the patient was started
on fresh frozen plasma (FFP) every three days -two units
each time (15-20 ml/kg bodyweight)- from week 30 of
pregnancy until the parturition and she responded well
with increase in FV activity to the normal range. At

! Recurrent miscarriage is defined as having two or more miscarriages by
ACOG (as considered in this report), while RCOG defines it as the loss of
three or more consecutive pregnancies.
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Table 1 Patient’s laboratory values of coagulation factors

Coagulation factor Lab value (%) Normal range

Factor Il 106 70-120
FactorV 4 70-120
Factor VII 129 40-145
Factor VIII 110 50-150
Factor IX 141 60-150
Factor X 87 45-155

4042 weeks gestation, the vaginal delivery was done
successfully and the baby was born with 3820 gr weight
and Apgar score of 9 and 10 in 1% and 5™ minute respec-
tively. The newborn was tested for bleeding disorders and
diagnosed with congenital FVD. As the patient and her
husband were cousins, the infant was a case of congenital
FVD with parental consanguinity.

Discussion and conclusions
Congenital FVD is a rare bleeding disorder (RBD) that
may cause pregnancy complications. In our review of
the literature, we found only a report of one or more
miscarriages in FVD patients [11]. Our patient and
those reported by Naderi et al. are different in some
features. Contrary to our patient, prior cases had a his-
tory of parental consanguinity. In the other study, 3 of
6 patients had at least one successful delivery without
medical intervention identical to the present case. In
their patients, clinical features were epistaxis, gingival
bleeding, menorrhagia, and deep soft tissue hematoma,
but our patient only presented with epistaxis and gingi-
val bleeding. In both cases, patients developed moder-
ate FVD (based on FV activity). Notably, in two previous
abortions of our patient, no symptom that may attribute
to FVD was found which made it challenging to diagnose.
It is debatable how some FVD patients have the history
of recurrent miscarriage and also at least one successful
pregnancy as seen in both reports. One possible hypoth-
esis is the variable presentations of factor V deficiency
(in low or undetectable FV levels); for example, many
patients with severe FVD may bleed less than expected
[12]. The mechanism of this finding has not been eluci-
dated yet, but residual platelet factor V is suggested [13].
Some other disorders can also lead to bleeding during
pregnancy including disseminated intravascular coagula-
tion (DIC), thrombocytopenia, factor V leiden and liver
abnormalities [14—17]. In order to check the existence
of these diseases, D-dimer, fibrin degradation product
(FDP), platelet count, aspartate aminotransferase (AST),
and alanine aminotransferase (ALT) level were checked
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Table 2 Patient’s laboratory data of coagulation, hematologic,
metabolic and immunologic factors

Lab data Lab value Normal range
Platelets 157 145-450 x 10%/jL
Factor V Leiden (APC-R) >300 > 120 Seconds
D-dimer 170 0-200 pg/L
AST 18 0-311U/L

ALT 13 0-311U/L
Alkaline Phosphatase 169 64-306 1U/L
FDP <5 0-5 pg/ml
ANA 032 <1.0%

Anti Cardiolipin IgG 53 <12 GPL/ml
Anti Cardiolipin IgM 34 <12 MPL/ml
Anti Phospholipid IgG 2 <12U/ml

Anti Phospholipid IgM 1.8 <12 U/ml
Lupus Anticoagulant (DRVVT ratio) 09 <12

Abbreviations: AST Aspartate Aminotransferase, ALT Alanine Aminotransferase,
FDP Fibrin Degradation Products, ANA Anti Nuclear Antibody, DRVVT Dilute
Russell Viper Venom Time

and they were within normal lab range (Table 2). Finally,
test results confirmed congenital FVD in the patient.

There are studies supporting the idea of an association
between coagulation disorders and pregnancy loss [18—
20]. Diagnosis of FVD and history of two miscarriages
in our patient indicate that recurrent miscarriage may
correlate with FVD. However, it was essential to investi-
gate other possible causes of recurrent miscarriage in the
patient. Several risk factors can contribute to recurrent
miscarriage, including chromosomal and gene disorders,
anatomical factors, endocrine abnormalities, immuno-
logical disorders, infectious diseases, etc. [20]. As a result
of tests, infections, thyroid problems, diabetes, lupus,
and antiphospholipid syndrome were all excluded in the
patient (Table 2). Moreover, fetal aneuploidy is the most
common cause of first trimester miscarriage [20]. Thus,
cytogenetic testing of products of conception was per-
formed in both previous pregnancy losses and revealed
no findings suggesting aneuploidy or other chromosomal
abnormalities. Therefore, our hypothesis about the rel-
evance between congenital FVD and recurrent miscar-
riage was strengthened.

Moreover, choosing treatment strategy in pregnant
women with FVD is important. To prevent bleeding
complications, FFP, solvent-detergent FFP (SD-FFP),
platelet transfusion, and recombinant factor VIla should
be considered as available choices [21, 22]. Some studies
indicate that FFP administration before and during preg-
nancy is beneficial to reduce the risk of miscarriage [23,
24]. However, there are a few reports on patients who
underwent caesarean delivery and successfully managed
by platelet transfusion [25, 26].
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In conclusion, this report and the previous one sug-
gest that FVD can be a possible cause of recurrent mis-
carriage. Consequently, in patients that common causes
of abortions are ruled out by assessment, obstetricians
should regard FVD as a suspected diagnosis, even if
it is asymptomatic. Early diagnosis is very important
since some prescribed drugs for decreasing the risk
of miscarriage (e.g. aspirin and heparin) may interfere
with blood clotting action and worsen the underlying
condition [27].
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