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Combined factor V and VIII deficiency
in a young woman with abundant
bleeding after tooth extraction
TO THE EDITOR: Combined factor V and VIII deficiency,
a rare autosomal recessive coagulopathy, was first defined
by Oeri et al. in 1954 [1]. Although it is seen worldwide,
Mediterranean countries have higher prevalence rates [2].
The presentation varies from mild to serious bleeding symptoms such as easy bruising, menorrhagia, epistaxis, gingival
bleeding, intramuscular bleeding, and post-operation or
tooth extraction bleeding. Plasma levels of the two factors
vary between 5% and 30% [3]. Bleeding episodes are treated
with factor V replacement by using fresh frozen plasma,
desmopressin, and factor VIII replacement with special factor VIII concentrates [4].
A 20-year-old woman consulted our outpatient clinic with
a complaint of continuous bleeding after tooth extraction.
The patient’s history revealed that she had been having
long-lasting bleeding episodes after a minor trauma, easy
bruising, and menorrhagia after menstruation. She did not
have other signs of bleeding such as melena, hematochezia,
hemoptysis, hemarthrosis, petechiae, and ecchymosis.
Her parents were not related, and her physical examination results and vital signs were normal. The total blood
count was normal. Prothrombin time (PT) and activated
partial prothrombin time (aPTT) were measured twice (18–
20 sec and 65–68 sec, respectively; Table 1; normal reference
range for PT, 10.4–13.4 sec; aPTT, 20–34 sec). Bleeding
time was normal. aPTT and PT values were also normal
after mixing the patient’s plasma with a healthy plasma
in a 1:1 ratio. Fibrinogen, factor VII, factor IX, factor X,
and factor XI and von Willebrand factor levels were all
normal. Factor V and VIII levels were measured twice,
and both measured levels were low (11.7–10.2% and 28–
25%, respectively; Table 1). According to these findings,
the patient was diagnosed as having a combined factor V
and VIII deficiency.
Combined factor V and VIII deficiency is known to be
rare in the general population (1:1,000,000). However, it
is seen more often in areas where consanguineous marriages
are common [4]. The incidence of the disease was estimated
to be 1 case per 100,000 individuals in the Middle Eastern
Jewish and non-Jewish Iranian populations [5]. It is an autosomal recessively inherited disease and characterized by
low levels of both factors V and VIII (generally between
5% and 20%) [6]. It is primarily caused by defects of the
factor V and VIII coagulation secretion pathways, including
lectin mannose-binding protein type 1 (LMAN1), which
was previously called ERGIC-53, and multiple coagulation
factor deficiency 2 (MCFD2) [7]. In these patients, the severity of hemorrhagic symptoms was found to be similar
to that in patients with isolated factor V deficiency. There-
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Table 1. Hemostatic parameters.
Results
Variables
aPTT (sec)
aPTT (mixed) (sec)
PT (sec)
PT (mixed) (sec)
INR
INR (mixed)
Factor V (%)
Factor VIII (%)
Factor X (%)
vWF (%)

First
measurement

Second
measurement

68.7
34
20.3
13
1.54
1.11
11.7
28.0
86
110

69
31
22.1
11.8
1.57
1.10
10.2
25.1
-

Reference
range
20–34
20–34
10.4–13.4
10.4–13.4
0.9–1.14
70–140
70–150
60–150
50–150

Abbreviations: aPTT, activated partial prothrombin time; PT, prothrombin time; INR, international normalized ratio; vWF, von
Willebrand factor.

fore, it can be suggested that combined factor V and VIII
deficiency does not worsen bleeding severity [5]. Mild symptoms such as easy bruising, epistaxis, and gingival bleeding
are frequently observed in these patients. Moreover, bleeding after tooth extraction, surgery, trauma, and menorrhagia
and postpartum hemorrhage in females are not rare [5, 8].
Gastrointestinal and central nervous system hemorrhages
were reported in a few cases [2, 8]. In our case, the patient
was admitted with continuous bleeding after tooth extraction,
and she had easy bruising, long-lasting bleeding after a minor
trauma, and excessive bleeding during menstruation.
Factor V and VIII deficiency is characterized by normal
platelet count and bleeding time but with prolonged PT
and aPTT [9]. Similarly, the total blood count of our patient
was normal, double measurements revealed prolonged PT
and aPTT (18–20 sec and 65–68 sec, respectively), and bleeding time was normal. In combined factor V and VIII deficiency, regular prophylaxis is not required during bleeding
episodes, and the patient is generally treated only when
required. However, in case of recurrent hematoma and hemarthrosis, prophylaxis should be preferred [10]. The treatment of the bleeding is replacement of factor V and VIII.
While factor V replacement therapy is administered by
using fresh frozen plasma, factor VIII replacement therapy
is administered by using special factor VIII concentrates
(either plasma-originated or recombinant factor VIII products). Desmopressin can be administered in case of mild
bleeding [4]. In our case, the patient was given fresh frozen
plasma, and her bleeding stopped.
Ihsan Ates1, Mustafa Kaplan1, Gul Tokgoz2,
Funda Ceran2, Simten Akalın2, Gulsum Ozet2
1

Internal Medicine Department, 2Hematology Department,
Ankara Numune Training and Research Hospital, Ankara, Turkey

Blood Res 2016;51:58-68.

68

Letters to the Editor

Correspondence to: Ihsan Ates

Department of Internal Medicine, Ankara Numune Training
and Research Hospital, 06100, Sıhhiye, Ankara, Turkey
E-mail: dr.ihsanates@hotmail.com

4.
5.

Received on Feb. 15, 2015; Revised on May 11, 2015; Accepted on Jun. 9, 2015

http://dx.doi.org/10.5045/br.2016.51.1.67

AuthorsÊ Disclosures of Potential Conflicts of Interest
No potential conflicts of interest relevant to this article
were reported.

6.

7.

REFERENCES
1. Oeri J, Matter M, Isenschmid H, Hauser F, Koller F. Congenital
factor V deficiency (parahemophilia) with true hemophilia in
two brothers. Bibl Paediatr 1954;58:575-88.
2. Mansouritorgabeh H, Rezaieyazdi Z, Pourfathollah AA, Rezai J,
Esamaili H. Haemorrhagic symptoms in patients with combined
factors V and VIII deficiency in north-eastern Iran. Haemophilia
2004;10:271-5.
3. Sirachainan N, Zhang B, Chuansumrit A, Pipe S, Sasanakul W,
Ginsburg D. Combined factor V and factor VIII deficiency in a

Blood Res 2016;51:58-68.

8.

9.
10.

Thai patient: a case report of genotype and phenotype characteristics. Haemophilia 2005;11:280-4.
Spreafico M, Peyvandi F. Combined factor V and factor VIII
deficiency. Semin Thromb Hemost 2009;35:390-9.
Seligsohn U, Zivelin A, Zwang E. Combined factor V and factor
VIII deficiency among non-Ashkenazi Jews. N Engl J Med
1982;307:1191-5.
Giddings JC, Seligsohn U, Bloom AL. Immunological studies in
combined factor V and factor VIII deficiency. Br J Haematol
1977;37:257-64.
Nichols WC, Seligsohn U, Zivelin A, et al. Mutations in the
ER-Golgi intermediate compartment protein ERGIC-53 cause
combined deficiency of coagulation factors V and VIII. Cell
1998;93:61-70.
Peyvandi F, Tuddenham EG, Akhtari AM, Lak M, Mannucci PM.
Bleeding symptoms in 27 Iranian patients with the combined deficiency of factor V and factor VIII. Br J Haematol 1998;100:773-6.
Mannucci PM, Duga S, Peyvandi F. Recessively inherited coagulation disorders. Blood 2004;104:1243-52.
Spreafico M, Peyvandi F. Combined FV and FVIII deficiency.
Haemophilia 2008;14:1201-8.

bloodresearch.or.kr

