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To the Editor,

Factor VII (FVII) is a vitamin K-dependent
glycoprotein, that is produced in the liver and
it participates in the extrinsic pathway of blood
coagulation. Upon vascular injury, factor
VII interacts with factor III which leads to the
cleavage to its active form: this is the first step of the
blood coagulation process. The complex formed by
factor I1I and activated factor VII activates factors IX,
X, and autocatalytically factor VII (1). Alexander
et al. in 1951 (2) described for the first time the
congenital deficit of factor VIL. It is also known as
serum prothrombin conversion accelerator (SPCA)
deficiency, hypoproconvertinaemia, stable factor or
proconvertin deficiency and Alexander’s disease. It
is a rare autosomal recessive bleeding disorder and
its pathogenesis is due to mutations in the gene F7
(13g34), which produces a severe deficiency in the
homozygote and moderate deficiency, sometimes
even without manifestations, in the
heterozygote. This bleeding disorder has a prevalence
rate of approximately 1/500,000 in the general
population (3). Factor VII deficiency refers to both

clinical

men and women in the 1:1 ratio. It is more readily
recognizable in women because of the characteristic
prodromal symptoms of prolonged menstruations
(4). The clinical situation may be very severe, with
bleeding to the gastrointestinal tract and central
nervous system or early recurrent hemarthrosis,
or moderate, with bleeding from the oral cavity,
epistaxis, menorrhagia. Prophylaxis withrecombinant
activated factor VII (rFVIla) [coagulation factor
Vlla (recombinant); NovoSeven RT; Novo Nordisk,
Bagsvaerd, Denmark] is indicated for the treatment
of spontaneous and surgical bleeding in congenital
FVII deficiency and also in patients with acquired
haemophilia, Glanzmann’s thrombasthenia, and
congenital haemophilia A and B with inhibitors to
factors VIII (FVIII) and IX (FIX) > 5 Bethesda units
(BU) (5). The dose is generally in the range of 15-30
pg/kg for any injection for factor VII deficit (3).

Case report

This report describes the case of a 26-year-
old woman diagnosed with factor VII deficiency
who attended the Oral Surgery Unit, Policlinico
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Universitario Agostino Gemelli, Rome, in April
2018 for surgical extraction of the lower left third
molar. The patient was sent from the Department of
Medical Sciences, Haematology Unit of Policlinico
Universitario Agostino Gemelli, where she was in
care. She was in good general health and reported
occasional epistaxis and heavy menstruation, but no
spontaneous oral mucosa bleeding. The results of
coagulation studies are shown in Table 1.

The prothrombin time (PT) and the International
Normalized Ratio (INR) were prolonged, while the
activated partial thromboplastin time (APTT) was
normal. Factor VII showed a deficit of 33%, compared
with the normal range of 70-140%. Factors 11, V and
X levels were within the range. A digital panoramic
radiograph was carried out (Fig. 1), which showed
a greater diagnostic precision (6). The mandibular
left third molar showed radiographic evidence of
a deep carious lesion. After informing the patient,
we agreed on the extraction of the tooth. Systemic
disease that can cause dental abnormalities (7) were
evaluated in order to achieve a better management of
the relative contraindications to the extractions and
also to avoid absolute contraindications. The study
was conducted in accordance with the requirements
of the Helsinki Declaration of 1975 and the patient
provided the written informed consent.

Recombinant activated factor VII (rFVIla)
(NovoSeven) was transfused intravenously in
a single dose of 25ug/kg body weight 30 min
before surgical extraction. After oral rinsing with
chlorhexidine 0.2% for 1 min, local anesthesia was

Table 1. Results of coagulations studies.

Test Value Normal
range

Prothorombin time (PT) 15.3s 9.5-12.5s

International Normalized Ratio | 1.9 0.80-1.20

(INR)

Activated partial 40.2s 20.0-39.0 s

thomboplastin time (APTT)

Coagulation Factors

Factor Il 105.2% | 70-140%

Factor V 137.4% | 70-140%

Factor VII 33.0% | 70-140%

Factor X 97.5% | 70-140%

Table I1. Post-operative information

Day Bleeding Pain Swelling
1 Very mild No pain No

2 No No pain Mild

3 No No pain Mild

4 No No pain No

5 No No pain No

6 No No pain No

7 No No pain No

administered in a standard block and infiltrative
manner using 2 cartridges (3.6 mL) of 2% carbocaine
with 1:100,000 epinephrine. A triangular flap was
made and, after a mild osteotomy, the mandibular
third molar was extracted with lever and clamp,
without complication or damage of gingival soft
tissue, and the alveolar socket was cleaned with
a bone curette and physiological saline. Primary
closure was obtained using a 3-0 silk suture. The
patient had no drug allergies; betamethasone (4 mg
intramuscularly) and analgesic (Ketorolac 20mg/
ml; 15 drops sublingual) were administered after
the extraction. Ice packs were applied locally for the
first day, and antibiotic therapy with Amoxicillin +
Clavulanic Acid 1g BID for five days was started the
day before surgery.

Oral hygiene instructions were given to the
patient to enhance the healing process during the
following 6 months and to obtain better results in
terms of osseous defect filling and to re-establish the
supracrestal tissue attachment (8).

No intensive intraoperative bleeding or
hemorrhagic complications and no postoperative
bleeding were observed (Figs. 2 and 3), and the
patient was discharged. All the postoperative clinical
outcomes, such as pain, swelling, and bleeding were
recorded (9). The patient was asked to annotate
from the day of surgery for one week if she had had
bleeding, swelling or pain (Table II). For bleeding
and swelling, we gave four options: very mild, mild,
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Fig. 1. Panoramic radiograph of the mandibular left third
molar shows evidence of a deep carious lesions.

Fig. 2. Intraoperative photo shows a good hemostasis.

Fig. 3. Postoperative photo shows no postoperative
bleeding and the good health of the site

moderate and severe. The pain was registered with
VAS scale. She reported very mild bleeding only
on the day of surgery, a mild swelling during the
second and the third days and no pain in the days
after wisdom tooth extraction. She did not take
analgesics and antihemorrhagic during the week.
The extraction site showed excellent healing at the
time of suture removal, 7 days after the surgery. No
thromboembolic complications following this single
administration of rFVIla were observed.

DISCUSSION

Management of patients with factor VII deficiency
requiring tooth extraction involves close cooperation
between the oral surgeon and the hematologist (10). The
hematologist characterizes the patient’s bleeding risk
and determines an appropriate prophylactic regimen
to prevent excessive local bleeding during and after
oral interventions. Incorrect treatment of patients with
factor VII deficiency who must undergo surgery may
result in uncontrolled intraoperative and postoperative
bleeding and hemorrhagic complications (11).

It is very important to consider the risk
of bleeding and serious infections associated
with invasive oral cavity procedures, and some
protocols underline the importance of evaluating
hematologic indices (12). In the present study, the
laboratory tests included Prothrombin Time (PT),
International Normalized Ratio (INR) and the
Partial Thromboplastin Time (aPTT).

Recombinant factor VIla can be used successfully
to prevent copious bleeding in a patient with factor
VII deficiency requiring oral surgery (11). The dose
and administration frequency should be adjusted to
the patient’s need and the assessment of each patient
before surgery should include such factors as: the
risk of hemorrhage, hemorrhagic complications and
infections, duration of surgery, scope and range/
extent of surgery, level of inherited FVII deficiency,
as well as preoperative clinical symptoms related to
FVII deficiency. Percentage of FVII plasma levels is
used to estimate the risk of bleeding and hemorrhagic
complications in surgical patients: very high risk for
FVII plasma levels below 1%; high risk for FVII
plasma levels 1-10%, medium risk for 10-25% and
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low risk for >25% (3).

In the present case, a single intravenous dose of
25png/kg body weight 30 minutes before surgical
extraction was administered to the patient which
prevented excessive intraoperative and postoperative
bleeding, reassuring the patient who had given great
concern due to her recent diagnosis of deficit of FVIL.
She had no need of analgesics or antihemorrhagics in
the postoperative period, and reported only very mild
bleeding on the day of surgery, and a light swelling
on the second and third days.

In conclusion, surgical extractions appear to
be safe procedures in patients with factor VII
deficiency when appropriate prophylaxis with
rFVIla, prescribed by the hematologist, is used
and an appropriate protocol for surgical extraction
is followed, minimizing postoperative bleeding,
swelling and pain.
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