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< ABSTRACT ’ Combined deficiency of factor V (FV) and factor VIII (FVIII) (FSE8D, or FV+EVIII) is a autosomal recessive bleeding

disorder which is caused by mutations in genes encoding two components of the endoplasmic reticulum (ER)-Golgi
intermediate compartment (ERGIC-53), that is, lectin mannose binding protein (LMAN1) and multiple coagulation factor deficiency 2
(MCFD2), involved in the FV and FVIII intracellular transport rather than by DNA defects in the genes that encode the corresponding coagulation
factors. FSF8D is estimated to be extremely rare (1:1,000,000) in the general population, but an increased frequency is observed in regions where
consanguineous marriages are practiced. FSF8D is characterized by concomitantly low levels (usually between 5% and 20%) of both FV and
FVIII and is associated with a mild to moderate bleeding tendency(1). We described a case of 8 months old male child who presented with
prolonged bleeding with minor trauma, and echymotic patches. On evaluation there is increased clotting time, PT, APTT, INR with normal
platelet counts and LFTs and decreased levels of both factor V and VIIIL. Child was given factor VIII concentrate and FFP which normalizes

coagulation profile and symptomatic improvement.

(KEYWORDS ¢ Factor V deficiency, Factor VIII deficiency, bleeding time, PT, APTT, INR, ER)-Golgi intermediate compartment
(ERGIC-53).

Introduction

In 1954, Oeri et al. first described combined factor V and factor VIII
deficiency, which is a rae autosomal recessive disorder. History of
consanguinity present. It is likely to be due to a single gene defect (
located on long arm of chromosome 18), leading to deficiency of a
transport protein, rather than due to coinheritance of separate defects
of factor V and factor VIII genes.

Affected individuals have reduced plasma levels of both factor V and
factor VIII'.

Shetty et al. from India reported nine patients from five unrelated
families of combined factor V and factor VIII deficiency, youngest
being an 8 year old girl’.

Clinical features are mild bleeding symptoms, such as easy bruising
and epistaxis. The most common manifestations observed were
prolonged bleeding from cuts, easy bruisability, bleeding gums and
post dental extraction bleeding. Following a dental extraction or
surgery, bleeding is a common phenomena. In affected women
menorrhagia and post partum hemorrhage is seen.

Casereport

8 months old male child presented with echymotic patches over chest.
Past history was significant with prolonged bleeding from minor
trauma and hematomas at the injection site. But there was no h/o
hemarthroses. On evaluation PT was 60.1 seconds with INR 4.6 and
APTT was 180.1 seconds. Platelet counts and functional assay of
platelets were within normal limit. Coagulation factor assays and von
willebrand panel were obtained which showed factor V activity was
13 % and factor VIII activity was L5 % in the setting of normal VWF
panel, a diagnosis of combined factor V and factor VIII deficiency
was made. Liver function tests were normal. Molecular testing could
not be done in present case. And pedigree analysis- baby was first order
born to second degree consanguinous parents. Baby was managed with
factor VIII concentrate and FFP transfusions. And baby's clinical and
coagulation profile was subsequently improved. And baby was
discharged with proper parental counseling regarding the disease.

Investigations

Hb 10 gm%
Platelet count 280000
Platelet functional analysis Normal
PT 60.1
INR 4.6
APTT 180.1
Factor VIII levels <5%
Factor IX levels 40%
Factor V functional assay <3%

Discussion

F5F8D represents approximately 3% of all rare congenital bleeding
disorders, with a prevalence of 1:1,000,000 in unselected populations.’
Approximately 60-80% of F5F8D patients present with prolonged
bleeding following injury or surgery. Gingival bleeding occurs in more
than 50% of patients. Hemarthroses, typical of hemophilia A and B,
occur in less than a third of patients. The majority of patients are of
Middle Eastern or Indian descent. The inheritance pattern is autosomal
recessive. Two distinct mutations have been discovered: defects in the
Lectin Mannose Binding Protein 1 (LMANT1), first identified in 1998;
and defects in the Multiple Coagulation Factor Deficiency gene 2
(MCFD2), first identified in 2003.” The protein products of these genes
are involved in trafficking of factors V and VIII from the endoplasmic
reticulum to the Golgi apparatus. MCFD2 and LMANI normally
occur in 1:1 stoichiometry and allow for the folding and transport of
both coagulation factors. In the absence of one of these proteins,
neither factor can be transported outside the cell and thus are not
available to participate in hemostasis.

In the above reported case male baby born to a consanguinous
marriage presented with echymotic patches and prolonged bleeding
from minor injuries with significant past history of similar complaints,
we evaluated for clotting factor deficiencies. On evaluation PT, APTT
both were prolonged which implies there was both intrinsic and
extrinsic coagulation pathway defects. Coagulation profile analysis
showed < 3% of factor V and < 5 % of factor VIII levels which was
showing combined factor V and factor VIII deficiency. As a result, in
the cases with a suspect of hereditary bleeding disorder who show
simultaneous prolongation of PT and aPTT possibility of combined
FV and FVIII deficiency should be considered. The cases with factor
levels below 5% should be monitored closely, like the patients with
severe hemophilia.
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