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CASE REPORT

Spontaneous haematoma of the pharynx due to a rare drug interaction
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Abstract

Spontaneous haemorrhage is a well known complication of oral anticoagulation therapy. Various sites of bleeding
have been reported in the literature, most commonly being the gastrointestinal tract, genitourinary system and central
nervous system. Spontaneous haematoma is rarely reported to involve the upper aerodigestive tract, being potentially a
life threatening condition. We report a case of a 67 year-old female patient who developed spontaneous heamatoma of
the upper aerodigestive tract as a consequence of a rare interaction between acenocoumarol and clindamycin. Reversal of
anticoagulation, careful observation, and when necessary prompt intervention to secure the airway are the main aspects
of management. We highlight the need for a thorough evaluation of patients who develop new painful or other symptoms
while being on anticoagulation therapy. Clinicians should be highly alerted as these could potentially be manifestations
of haemorrhagic complications. Hippokratia 2009; 13 (3): 175-177
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The main risk of anticoagulation is haemorrhage,
which may be spontaneous or may be precipitated by
trauma. Over-anticoagulation enhances the risk of haem-
orrhage. Drug interactions are a major cause of over-an-
ticoagulation. Gastrointestinal tract, genitourinary tract
and central nervous system are the most common sites
of bleeding. The upper airway may also be affected, oc-
casionally with life threatening sequels'?. In these sub-
jects securing the airway should be the primary goal of
management.

Case report

A 67 year-old female patient was referred on Octo-
ber 2007 to the Otolaryngology Department of AHEPA
University Hospital from a District General Hospital with
the diagnosis of spontaneous haematoma of the pharynx
and aditus of the larynx. Her blood pressure was 130/70
mmHg and she was hemodynamically stable. The patient
had been receiving oral anticoagulants (acenocoumarol)
for atrial fibrillation. She had also been suffering from
hypothyroidism and diabetes mellitus, receiving appro-
priate per os treatment for these medical conditions.

The patient had been well in herself until a week be-
fore the admission, when she developed a sore throat.
She was diagnosed with lingual tonsillitis and was com-
menced on clindamycin, 600 mg three times daily, intra-
muscularly (i.m.). She reported that a few days later she
experienced globus sensation in her throat and mild sub-
jective feeling of dysphagia and dyspnoea. At that time a
progressive haematoma was noticed to have developed at
the site of i.m. injections in the buttocs. Twelve hours be-
fore her admission she also developed ecchymosis in her
neck. She presented to the Emergency Department of the

local District General Hospital where a thorough clinical
evaluation was performed. The examination revealed a
haematoma extending from the soft palate and nasophar-
ynx to the base of the tongue, valeculla, epiglottis, lateral
pharyngeal wall and aditus of the larynx (Figure 1, 2a
and 2b). There was no fever. Urea and electolytes were
normal except for slightly elevated blood glucose, 130
g/dl. A full blood count revealed anaemia (Hb: 9.4 g/dl)
and leukocytosis (WBC: 18,000 mm?). Coagulation tests
were grossly abnormal (PT: 117 sec, INR: 10.6, APTT:
115 sec). Vitamin K was administered intravenously (i.v.)

Figure 1: Pharyngeal and laryngeal haematoma on presen-
tation. a) nasopharynx, b, ¢, d) superior view of the larynx,
valeculla, base of tongue and pyriform sinus.
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Figure 2: Echymosis of the neck. a, b) on presentation, c,
d) fifth day of admission. Obvious progress to the most de-
pendent site.

with subsequent improvement of the coagulation profile
(PT: 23.1 sec, INR: 1.96, APTT: 35.5sec). The patient
was referred to the Otolaryngology Department of AHE-
PA University Hospital for further management. Despite
her subjective symptoms, the airway did not necessitate
any prompt intervention and she was admitted for obser-
vation and further management, should be required. On
the fifth day after her admission, the ecchymosis of the
neck showed further progress to the most dependent site,
whereas the endoscopic examination revealed substantial
improvement of the pharyngeal and laryngeal haemato-
ma (Figure 2c¢, 2d, 3). During her ten-day hospitalization
her coagulation profile returned to appropriate values for
her atrial fibrillation, and her haematoma gradually sub-
sided.

Discussion

Coumarin anticoagulants interfere with the post-
translational gamma-carboxylation of vitamin K-depen-
dent clotting factors II, VII, IX and X, by competitively

Figure 3: Fifth day of admission. Substantial improvement
of haematoma. a) soft palate, b) oropharynx, c) valeculla and
base of tongue, d) larynx.

inhibiting the effects of vitamin K. The main risk of oral
anticoagulants is haemorrhage. Minor gingival bleeding,
traumatic purpura, or trace haematuria may occur even
within the therapeutic range of International Normalized
Ratio (INR)*. Also, focal pathologic lesions, such as an
occult tumour may be unmasked by the therapy. Never-
theless patients being on standard doses of warfarin have
a frequency of 2 to 4% per year of clinically significant
haemorrhage i.e. requiring transfusion®. Elderly patients
or patients with history of stroke, gastrointestinal haem-
orrhage, first atrial fibrillation episode, concomitant use
of aspirin or other co-morbidity i.e. diabetes, anaemia,
uraemia or hepatic disease and with infrequent monitor-
ing of the INR, carry higher risk*.

The risk of major bleeding is enhanced with over-an-
ticoagulation. Various factors may alter the effect of cou-
marin anticoagulants, such as changes in diet, changes
in the intake of drugs, hepatic failure and thyrotoxicosis.
Over-anticoagulation due to drug interaction is a common
cause of spontaneous haemorrhage. Gasse et al reported
a 3 to 4.5 fold increase in the risk of serious bleeding in
patients being on long term warfarin treatment with the
concomitant use of potentially interacting drugs’. Drugs
which influence the response to oral anticoagulants are
listed in Table 1°.

Table 1: Drug interactions of oral anticoagulants.

Enhanced anticoagulation | Depressed anticoagulation
Allopurinol Barbiturates
Steroids Cholestyramine
Chloramphenicol Dichloralphenazone
Clofibrate Diuretics
Cotrimoxazole Oestrogens
Dextrothyroxine Glutethimide
Disulfiram Griseofulvin
Mefenamic acid Heptabarbitone
Neomycin Phenytoin
Nortriptyline Rifampicin
Oxyfenbutazone

Phenylbutazone

Phenyramidol

Kinidin

Salycilic acid

Sulfaphenazole

Sulfisoxazole

Sulfinpyrazine

Interaction between clindamycin and coumarin anti-
coagulants has been reported in the literature only on few
occasions. In 2001, Aldous and Olson described a case of
a 47 year-old female patient on warfarin with an INR of
13, after having received clindamycin for 7 days follow-
ing dental clearance, prior to which a preoperative pro-
phylactic i.v. dose had been administered’. In 2005, John-
son et al, in a retrospective review of paediatric cardiol-
ogy patients receiving chronic warfarin therapy, among
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others reported the admission of a 4 year-old child with
an INR of 8.5 after having been on oral clindamycin for
6 days®. Decreased gut floral synthesis and decreased ab-
sorption of vitamin K have been suggested as the possible
mechanisms of this interaction’. A single dose of clinda-
mycin as administered for endocarditis prophylaxis, does
not seem to influence the effect of warfarin.

Spontaneous haemorrhage may occur in numerous
sites in the body, more commonly in the gastrointestinal
tract, genitourinary tract, central nervous system, nose,
retroperitoneum, subcutaneous tissues and wounds.
Involvement of the upper aerodigestive tract causing
obstruction is a rather rare but potentially life threaten-
ing complication'®. Most reported cases of spontaneous
haemorrhage obstructing the upper airway are related to
retropharyngeal and laryngeal haematoma'®. Sublingual
haematoma may cause significant difficulties in securing
the airway. Haemorrhage into the sublingual and sub-
maxillary space may compromise the airway by elevating
the tongue and floor of the mouth, producing a “pseu-
do-Ludwig’s phenomenon”'!. Sore throat is a common
early symptom which should alert the highly suspicious
clinician. Depending on the site and the significance of
haemorrhage other symptoms may be hoarseness, cough,
breathing difficulties, globus sensation, ‘hot potato’ voice
and haemoptysis. In general, any painful or other new
symptom in patients receiving anticoagulants should be
clinically checked as it could be an early manifestation of
haemorrhage®. Initially conservative management is sug-
gested and, in most cases, close observation, monitoring,
and reversal of anticoagulation result in successful out-
come. In more severe cases emergency intervention may
be required in order to secure the airway. Surgical drain-
age of the haematoma is generally not recommended.

Our patient developed spontaneous haematoma sec-
ondary to a rather rare interaction between acenocou-
marol and clindamycin. Her minor subjective symptoms
allowed for conservative management, in particular
close observation and reversal of anticoagulation with
the i.v. administration of vitamin K. A question could
be raised as to whether her initial complaint of sore
throat was due to the subsequent diagnosis of lingual
tonsillitis or an early manifestation of spontaneous hae-
matoma. However this does not seem to be the case as
there were no other factors present to account for the

enhanced effect of acenocoumarol prior to the intake
of clindamycin. Furthermore, the initial diagnosis was
made by a specialist, following thorough examination
of the patient.

Conclusion

Spontaneous haematoma of the upper airway in pa-
tients receiving anticoagulants is a rather rare but po-
tentially life threatening complication. Close observa-
tion, monitoring, reversal of anticoagulation and when
necessary emergency intervention to secure the airway
is the appropriate management. Interactions between an-
ticoagulants and other drugs should always be taken into
account when prescribing new medicines in order to pre-
vent bleeding complications.
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