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Combined Factor V and VIII Deficiency- A Rare
Case with Dental Management

Abstract

Familial multiple coagulation factor deficiency is a group of rare inherited bleeding
disorders characterized by a simultaneous decrease in the levels of two or more
coagulation factors. Among dual coagulation disorders CF5F8D is the most
common type. Combined factor V and factor VIII is a rare autosomal recessive
bleeding disorder characterized by concomitantly low levels of two coagulation
factors, more common among Jews and Iranians. This condition was first described
by QOeri et al. in 1954. The molecular mechanism of the association of the two
factor deficiencies was discovered by Nichols et al as a mutation of LMANI gene.
Approximately 70% of the patients have mutation in LMANI. It is rarely diagnosed
due to the mild bleeding manifestations. Due to the rarity of combined factor
deficiency, we present the case of a child with Familial multiple clotting factor
deficiency, type 1.
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Introduction

Most important hereditary bleeding disorder in terms of
prevalence and severity is von Willebrand’s disease, but
hemophilia A and B are the other common congenital coagulation
defects [1]. Familial multiple coagulation factor deficiency is
a group of rare autosomal recessive inherited disorders with
the deficiency of one or more coagulation factors. Usually, it is
misdiagnosed as hemophilia A or some other factor deficiency
[2]. As the bleeding tendencies are less and postoperative
complications are rare, it goes undiagnosed. It is usually seen
in consanguineous marriage. Dental considerations of these
patients are important for the management of such patients in
dental practice.

Case Report

A seven-year-old female child reported to the dental OPD with
the complaint of a decayed tooth in the lower left posterior
region of the jaw since six months. Initially, around the fourth
month, she had mild, sharp pain on food impaction and was
asymptomatic since two months.

Parents noticed large areas of bluish-red discoloration following
trauma, bleeding following exfoliation of deciduous teeth since
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childhood, and also occasional epitasis and hematoma formation
following intramuscular injections. No history of spontaneous
bleeding into joints, muscles, bleeding on brushing or hematuria.

The patient had a history of consanguineous marriage of parents.
Patient’s great grandmother, grant mother’s sister and her
granddaughter have a positive history of bleeding. Intraoral
examination revealed mixed dentition, root stumps of 75 (FDI
classification), deep dentinal caries on 74 (Figure 1).

Routine hemogram showed Hemoglobin 10.9 gm%, total count
and differential count were within the normal limits, bleeding
time >5 minutes, (normal:2-6 minutes), clotting time- 11minutes,
(normal:3-10 minutes), prothrombin time (PT) 22.4 seconds,
(normal:11.4 seconds), activated partial thromboplastin time
(aPTT) 57.9 seconds (control - 28.2 seconds), international
normalized ratio (INR) 2.

Physician consultation was advised. Patient was referred to a
hematologist and the following coagulation work up and Von
Willebrand’s factor assay was done that showed that vWF was
not deficient, and mixing study for factor assay was done. The
mixed factor assay suggested combined factor V & VIII deficiency
of 30% and 50% (Familial multiple clotting factor deficiency,
type 1). Patient was advised to go for extraction of the root
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Intraoral examination showing mixed dentition, root
\_ stumps of 75 and deep dentinal caries on 74.

Figure 1

J

stump. Preoperatively rinsing with cholrhexidine mouth wash
for 2 minutes before the administration of local infiltration
was advised, extraction was done as atraumatically as possible,
suturing of the socket was done with absorbable sutures. In our
case the hematologist or the physician did not advise for any oral
rinse like Amicar.

Minimal post extraction bleeding for one hour which subsided
with pressure and pack. Deep caries management was done in all
the carious teeth.

Conclusion and Discussion

Combined deficiency of factor V (F5) & factor VIII (F8) was first
described in a pair of Swiss siblings in 1954 [2,3]. High incidence
has been reported in consanguineous marriages. Inheritance
of F5F8D is autosomal recessive. It is caused by a gene defect
on chromosome 18. First gene for F5F8D reported in 1998 is
LMANZ1. Till 2006, around 138 patients in 81 families have been
diagnosed with F5F8D, in which more than half of families were
from, Israel, Iran, and Italy [4]. Families have also been reported
from Thailand, India, Japan, North America, non-Ashkenazi Jews
and Europe [5]. Most of the cases were not diagnosed properly
due to mild bleeding manifestations and were misdiagnosed as
having mild hemophilia A or parahemophilia (Factor V deficiency)
[6,7]. It is more prevalent among Middle-Eastern Jews and non-
Jewish Iranians, approximately 1:100000 [7].

Combined factor V and VIl deficiency affects both males and
females equally. The chances of inheriting factor V and factor
VIl deficiency are 1 in 10,00,000 and 1 in 10,000 respectively.
Therefore, the chances of inheriting both defective genes are 1
in 10 billion.

Clinical Manifestation

Bleeding symptoms appear to be comparable with single factor
deficiency of F5 or F8. Spontaneous bleeding is uncommon;
tendencies for easy bruising, epistaxis and menorrhagia have also
been reported. Hemarthroses, gastrointestinal bleed, hematuria,
and intracranial bleed are rare. Excessive bleeding is common
during or after trauma, like tooth extraction, surgery or labor.
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The levels of F5 & F8 correlate with bleeding severity.

Life threatening bleeding is rare. Fresh frozen plasma is effective
in life threatening hemorrhage. Factor VIl concentrate,
Desmopressin (trade name DDAVP) also raises the factor VIl.
DDAVP is used in mild to moderate bleeding; it can be used in
combination with plasma infusion.

Considerations for Dental Treatment

Periodontal treatment

In severe periodontal disease, supra gingival scaling is advised.
Subgingival scaling can be done when the inflammation decreases.
Periodontal problems can be controlled by mouthwashes [8-
10]. Blood loss can be controlled locally with direct pressure
or periodontal dressings with or without topical antifibrinolytic
agents. Periodontal surgery is a high-risk procedure and has to be
clearly explained and factor replacement is indicated.

Prosthodontics

Dentures can be given if the patient is comfortable with it. If
removable partial denture is provided, the health of

the remaining teeth has to be assessed.

Orthodontic treatment

Fixed and removable orthodontic appliances may be used with
preventive measures.

Restorative procedures

Restorative treatment can be done providing care to protect
the mucosa. Bleeding caused by the usage of matrix band
and wooden wedges can be controlled by local measures like
application of topical agents. If pulpectomy is indicated, do not
perforate the apex [8-10].

Surgery

Simple extraction must be planned to minimize the risk of
bleeding, excessive bruising or hematoma formation. If multiple
extractions are required, only one or two teeth should be
extracted in the first appointment to ensure that hemostasis can
be achieved.

Perioperative period

Rinse with chlorhexidine mouth wash for two minutes before
the administration of local anesthetic. Extraction should be done
as atraumatically as possible. Suture the socket with absorbable
sutures. Use local hemostatic measures and soft vacuum formed
splint to protect the socket. Risk in airway obstruction due to
inferior alveolar nerve block can be reduced by the use of the
Gow-Gates technique. Local infiltration and periodontal ligament
injection can be considered [11,12].

Postoperative period

No rinsing of mouth, or smoking, soft diet and no strenuous
activities for 24 hours. Salt water gargling can be done, the day
following extraction for 7 days.
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Managing post-operative bleeding

Any bleeding point should be treated using local measures.
Instruct the patient to sit up and bite on a 10% solution of
Tranexamic acid damp gauze swab for at least 10 minutes. If
patient has pain analgesic should be given.
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The dental surgeon must enhance awareness among patients to

improve the oral hygiene. Dentist must be prepared to deal with
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complications in a calm and efficient manner [10-12].
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