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Introduction: The major complication of oral anticoagulant
therapy is bleeding. Acitrom (acenocoumarol), an oral anti-
coagulant is similar to warfarin but with longer half-life and
lesser interactions. Management of warfarin-induced major
bleeding in patients with mechanical heart valves is challeng-
ing.

Case report: We describe a case of thigh hematoma in a pa-
tient with chronic rheumatic heart disease in atrial fibrillation
who had mitral valve replacement. Patient was on oral an-
ticoagulant since 18yrs and underwent coronary angiogram
2 months back. Diagnosed as acitrom induced coagulopathy
and was confirmed by computed tomography and prothrom-
bin time.

ABSTRACT

Conclusion: Mechanical heart valve patients who are receiv-
ing stable dose of oral anticoagulants, should be monitored
at regular intervals of 4 weeks and also should not neglect
any non healing injuries. The major complication of oral
anticoagulant therapy is bleeding. Management of warfarin-
induced major bleeding in patients with mechanical heart
valves is challenging. Proper education and early recognition
of symptoms will prevent major complications. To the best of
our knowledge, this is the first reported case of intramuscular
hematoma of medial compartment of thigh due to acitrom fol-
lowing coronary angiogram through femoral approach.
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INTRODUCTION

A large number of 4-hydroxycoumarins, with aromatic substi-
tutent at the 30 position, possess anticoagulant properties and
collectively called coumarinic oral-anticoagulants (COAs).
The commercially available coumarins include warfarin, ac-
itrom, acenocoumarol and phenprocoumon. In India, acitrom
is the popular drug of choice for oral anticoagulant therapy
with many indications .In the western world, warfarin is given
as oral anticoagulant. Both acitrom and warfarin belong to
the same class of acenocoumarol drugs and exist in R- and
S- enantiomeric forms.! To achieve and maintain an optimal
warfarin dose, the prothrombin time and the international
normalized ratio (INR) are monitored and doses are adjusted
accordingly. An INR of less than 2 is associated with an in-
creased risk of thromboembolism and an INR of 4 or more
is associated with an increased risk of bleeding.? Warfarin
therapy develop major bleeding complications due to a nar-
row therapeutic index, an unpredictable biological response
(including genetic polymorphisms in warfarin metabolism)
and multiple interactions with concomitant drugs, food and
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other patient-related factors .For patients who are receiving a
stable dose of oral anticoagulants, monitoring at an interval no
longer than 4 weeks is suggested.’

CASE REPORT

A 65year old female patient came to emergency department
with complaints of swelling of right lower limb since 5days
associated with severe pain and inability to move since 3days.
She had spotting through vagina since 3days.She underwent
mitral valve replacement 18 years back for chronic rheumat-
ic heart disease and was on Acitrom (acenocoumarol) Smg
.2months back she underwent angiogram through right femo-
ral approach for coronary artery disease. Since then she was
on Acitrom (acenocoumarol) 2.5mg as she had mild bleeding
after angiogram.

On examination, the patient was conscious, coherent with
pale mucous membranes. Blood pressure was 130/80 mmHg,
heart rate was 100 beats per min which was irregularly irreg-
ular. On inspection, swelling of right lower limb with signs
of inflammation was seen. A large ecchymosis was seen on
antero-medial side of right thigh [Figure 1] with intact pe-
ripheral pulses. Cardiac auscultation revealed irregular heart
rate and rhythm and a late systolic murmur heard all over the
precordial area. Abdominal examination was unremarkable.
Neurological examination revealed right crural monoparesis
with power of grade 1/5, symmetric reflexes and normal plan-
tar response in both legs.

Investigations revealed hemoglobin of 5.8gm/dl, platelet
count was 1.5lakh/cumm, wbc count-8,600, prothrombin time
was raised and INR was 10.4. Patient was advised to stop
acitrom and a high dose of vitamin K (10mg) was given. 3
units of FFP (Fresh Frozen Plasma), 1 unit packed cells were
transfused. Her ECG revealed atrial fibrillation with fixed
ventricular rate. Doppler of right lower limb suggested hema-
toma in antero-medial side of thigh in intramuscular plane of
4cms*3cms size. Computed Tomography (CT) of right thigh
showed bulky muscles with patchy increase in density of 70
Hounsfield units (H.U) suggestive of hematoma in the medial
compartment of thigh with size 3.7cms*3.1cms[Figure 2&3].
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Figure-1: A large ecchymosis was seen on antero-medial side of
right thigh
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Figure-2: CT scan
hematoma

of right thigh showing bulky muscles with

Figure-3: Hematoma in the medial compartment of thigh

2D Echo revealed atrial fibrillation with normal functioning
prosthesis without any vegetations. Patient was started on
antibiotics, anti-inflammatory drugs. Second dose of Vitamin
K was given after 12hrs following which patient improved
symptomatically. Repeat PT, INR was sent everyday. On 2™
day INR was 3.5. Swelling started decreasing in size and with-
in a week her weakness was also improved to grade 4/5. Ac-
itrom (acenocoumarol)lmg started after INR came down to
2. Patient is under regular follow-up. She had no further epi-
sodes of bleeding and her INR was maintained between 2-2.5.

DISCUSSION

Bleeding and hemorrhage account for 10% adverse effects of
anticoagulation treatment and are potential and severe compli-
cations.* The International Society on Thrombosis and Hemo-
stasis in 2005, defined major bleeding in non-surgical patients
as: (1) fatal bleeding; and/or (2) symptomatic bleeding in a
critical area or organ, such as intracranial, intraspinal, intraoc-
ular, retroperitoneal, intra-articular or pericardial, or intra-
muscular (iliopsoas) with compartment syndrome; and/or (3)
bleeding causing a fall in hemoglobin level of 2 gm% or more,
or leading to transfusion of two or more units of whole blood
or red cells.>Ansell et al., 2001 have grouped hemorrhages
into major and minor. Major risk of hemorrhages during oral
anticoagulation treatment as reported to be around 1-7.4% in
cohort studies (Wiedermann and Stockner, 2008).

The severity of the bleed is often also dependent on the lo-
cation of the bleed. The common sites of major bleeding re-
lated to warfarin are the gastrointestinal tract (40%-60%) and
urinary tract (15%) followed by ICH/subdural hematoma and
retroperitoneal bleed/abdominal compartment syndrome. The
mortality due to major bleeding is 9.5%.°

Bleeding is treated differently according to the severity of the
bleed. The treatment of bleeding is also determined by the
International Normalised Ratio (INR) of the patient. There
are mainly three ways of treating a bleed: 1. Discontinue the
use of the vitamin K antagonist 2. Administer oral or intrave-
nous vitamin K 3. Substitute clotting factors, which include
fresh frozen plasma (FFP), prothrombin complex concentrates
(PCC) or recombinant activated factor VII (rFVlla).”

In patients with mechanical heart valves and major bleeding,
ACC/AHA guidelines should be followed by using FFP and
vitamin K intravenous injection.® Both PCC and recombinant
FVIla potentially produce thrombotic complications which
may restrict their use in mechanical heart valves as there is a
chance of valve thrombosis which can be fatal. In view of this,
our patient was treated with fresh frozen plasma and high dose
of Vitamin K though she had major bleeding which could be
fatal. Though the patient was on therapeutic dose of antico-
agulation, she developed hemorrhage. This may be due to non
healing of intervention site of angiogram and it gave a way to
form hematoma when there is no other evidence of any inter-
nal or external hemorrhage.

CONCLUSION

Acenocoumarol/Nicoumalone (Acitrom) Acitrom an oral
anti-coagulant is similar to warfarin but with longer half-life
and lesser interactions. It is available as 1, 2 and 4 mg tablets.
There are as many as 40 adverse effects of warfarin among
which bleeding is commonest and most dreadful if not treated
promptly. To the best of our knowledge, this is the first report-
ed case of intramuscular hematoma of medial compartment of
thigh due to acitrom following coronary angiogram through
femoral approach. Excessive bleeding, or hemorrhage, can oc-
cur from any area of the body, and patients on warfarin should
report any falls or accidents, as well as signs or symptoms of
bleeding or unusual bruising.’
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