Klinik ve Deneysel Arastirmalar Dergisi /
Journal of Clinical and Experimental Investigations

LETTER TO EDITOR / EDITORE MEKTUP

2011; 2 (4): 460-462
doi: 10.5799/ahinjs.01.2011.04.0097

Acquired Factor VIl deficiency associated with pneumonia

Pnémoni ile birlikte kazanilmis Faktor VI eksikligi
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Dear Editor,

Factor VII (FVII) deficiency is a rare autosomal re-
cessive congenital coagulopathy associated with
clinical bleeding and isolated prolongation of the
prothrombin time (PT). Factor VII deficiency may
present with hemorrhages of central nervous (CNS)
and gastrointestinal (GIS) systems during infantile
period or may be asymptomatic until adulthood.’
However, acquired factor VII deficiency is extremely
rare.2345 Although there are numerous reports re-
garding the use of rFVlla concentrate in patients
with hemorrhage owing to congenital FVII deficien-
cy, little is known about secondary FVII deficiency
and its management. Here, we present the first
report of an acquired FVII deficiency developed in
an elderly woman during the course of community-
acquired pneumonia and discuss management ap-
proaches for this very rare entity.

An 83-year-old woman presented to our he-
matology clinic with three-day history of multiple
ecchymoses of the left upper extremity and one
week history of fever, productive cough and fatigue.
She had no evidence of bleeding diathesis in the
past and gave a negative family history of bleed-
ing. Physical examination showed a mild coopera-
tion and orientation defect. She had a temperature
of 38.50C and a blood pressure of 140/90 mm/Hg.
She had widespread ecchymoses of the skin and
multiple subcutaneous hematomas of bilateral up-
per extremities, which was more prominent at the
left upper extremity (Picture 1). Examination of the
lungs showed inspiratory crackles at the middle part
and the base of the right lung. Laboratory findings
were as follows; white blood cell count: 11x109/,
hemoglobin 10 g/dl, Platelets 296x109/I, Prothrom-
bin time 23 sec., INR: 1.93, activated partial throm-

boplastin time (aPTT) 32 sec., fibrinogen: 821 mg/
dL, erythrocyte sedimentation rate: 51 mm/hr, Lactic
dehydrogenase 323 U/L (140 - 280). Renal and liver
function tests were within the normal ranges. Tumor
markers and anti-cardiolipin antibodies were also
normal. Factor VII plasma level measured was 3.4%
(normal range, 50-150%). Levels of the factors 11, V,
VIII, IX, X and von-Willebrand factor were within the
normal ranges. Normal plasma pooled with equal
amount of patient’s plasma was mixed and PT and
aPTT tests were repeated. It was seen with mixture
test that PT and aPTT levels returned to normal at 0
hour and at the end of 2™ hour still remained within
normal limits and the presence of an inhibitor which
may have developed against coagulation factors
was ruled out. All factor levels were measured be-
fore the transfusion of fresh frozen plasma (FFP). A
chest x-ray revealed consolidative infiltrations of the
middle and the lower lobes of the right lung consis-
tent with pneumonia. The patient was immediately
started on levofloksasin 500mg/day after the diag-
nosis of community-acquired pneumonia was made.
She was concomitantly given FFP at the dose of 15
ml/kg g6h and vitamin K. A control FVII plasma level
sent out to a reference laboratory before the trans-
fusion of FFP was reported to be 2%. Therefore,
a diagnosis of acquired FVII deficiency was made.
Weakening of pulsation in the left upper extremity
was obtained during the follow up of the patient. The
patient was monitored for progression to compart-
ment syndrome secondary to the hematoma.

There was no resolution of her clinical and lab-
oratory findings with FFP transfusions and vitamin
K administrations, a decision was made to treat the
patient with rFVlla concentrate. On the third day of
her hospitalization, she was given Eptagog alfaO
(rFVlla concentrate) 30mcg/kg tid for three days.
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There was a prompt response to the treatment with
gradual resolution of the widespread hematomas
(Picture 2). Her pneumonia responded well to the
antibiotic treatment. Her clinical findings completely
improved within a week and she was discharged
from the hospital. Two weeks after her discharge,
haemostatic parameters were completely normal
including complete blood count, PT, aPTT with a
plasma FVII level of 59.1%.

Picture 1. Subcutaneous hematomas of the left upper ex-
tremity at presentation

Picture 2. Complete resolution of the subcutaneous he-
matomas of the left upper extremity one week after the
treatment

Congenital factor VII deficiency is a rare he-
reditary coagulopathy with a prevalence of 1 in
500.000 populations. It usually causes a bleeding
tendency from mucosal membranes.! Although, it is
a congenital disease, the age of the patients at the
clinical onset may differ depending on the severity
of the deficiency. Central nervous system and gas-
trointestinal hemorrhages may be seen as early as
infantile period.® In our case, an elderly patient was

hospitalized with community acquired pneumonia
and widespread ecchymoses and multiple subcuta-
neous hematomas of the bilateral upper extremities;
haemostatic work up showed prolonged PT, and
FVIl was measured at a very low level of 2%. Given
her negative personal and family history of bleeding
in the past and the clinical picture of pneumonia, the
diagnosis of an acquired FVII deficiency associated
with community-acquired pneumonia was made. To
our knowledge, this is the first report of an acquired
FVII deficiency during the course of community-
acquired pneumonia. This is in accordance with a
few reports indicating that sepsis and leukemia may
trigger secondary FVII deficiency and that appropri-
ate treatment of the underlying disease may correct
the abnormally elevated haemostatic parameters.”?
Although, isolated FVII consumption or proteolytic
degradation by leukocyte proteases have been
suggested as the possible causes of acquired FVII
deficiency, definitive cause is unknown.”® FFP was
administered to our patient as the initial treatment,
however it did not improve PT levels and the level of
FVII did not increase. This was due to isolated FVII
consumption or insufficient activation of FVII coagu-
lation in FFP owing to the proteolytic degradation.

Concentrates of rFVlla have been success-
fully used for the management of bleeding owing to
FVII deficiency.”% It has also been suggested that
maintaining plasma FVII level at 5-10% might con-
trol spontaneous or post-traumatic clinical bleeding
and that FFP might be used for this purpose. Simi-
larly, in our case, the patient was initially treated with
vitamin K and transfusions of FFP q6h for 3 days
with no clinical and laboratory response. Therefore,
rFVlla concentrate was administered at the dose of
30mcg/kg tid for three days with complete improve-
ment of the clinical and laboratory findings within
a week. Moreover, it is likely that the treatment of
the pneumonia might have a considerable impact
on the reversal of the hemostatic defect.

In conclusion, acquired factor VIl deficiency
may be seen during the course of community-ac-
quired pneumonia and should also be considered
within differential diagnosis of the hemostatic de-
fects in elderly patients with infection and no history
of bleeding in the past. Treatment includes replace-
ment therapy as well as the treatment of underlying
infection.
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