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Case Report

Self medicated Combiflam induced acute dermatological drug reaction
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ABSTRACT

A 30 year old female took a single tablet of Combiflam (ibuprofen
400mg + paracetamol 325mg) for backache following which she noticed
maculopapular rashes with generalized facial and lip swelling with
generalized itching. Subsequently patient was treated with antihistaminic
and steroids and she responded well. The causality assessment according
to Naranjo casualty assessment scale come under “Probable” category of
adverse drug reaction. According to World Health Organization-Uppsala
Monitoring Centre causality assessment scale it falls under
“Probable/Likely” category. According to Hartweig and Siegel severity
assessment scale it was level 3 and moderate adverse drug reaction. This
is a rare adverse effect of combiflam with the incidence less than 0.1%.
The awareness of the health care personnel to this widely used drug on its
rare adverse effect is necessary.
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INTRODUCTION

The prevalence of hypersensitivity to Nonsteroidal anti-
inflammatory drugs (NSAIDs) has been estimated to be 0.5
to 1.9% of the general population, whereas NSAIDs are
responsible for 21 to 25% of all adverse reactions to
drugs.! Combiflam is a combination of ibuprofen 400mg
plus paracetamol 325mg and widely used analgesics,
antipyretics and anti-inflammatory drug. Although both
drugs are readily available as over the counter (OTC)
medications, they are also available on prescription.
Although NSAIDs such as ibuprofen and paracetamol are
generally well tolerated, infrequent but potential adverse
effects include upper gastrointestinal mucosal damage,
dyspepsia, nausea, vomiting, gastrointestinal bleeding,
hypersensitivity and rarely renal failure and heart failure.?

Combiflam is a NSAID, in pharmacologic studies;
combiflam has shown anti-inflammatory, analgesic, and
antipyretic activity. As with other NSAIDs, its mode of
action is inhibition of enzyme cyclooxygenase, involved in
its anti-inflammatory activity, as well as contributes to its
efficacy in relieving pain related to inflammation,
especially rheumatic disorders.
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The most common adverse effects of this drug are gastritis,
peptic ulceration, and depression of renal function, all of
which result primarily from prostaglandin inhibition.’

Dermatologic disorder is an important but rare adverse
effect of NSAID. Mahboob and Haroon, 1998 reported a
retrospective study on the fix drug eruption cases and
revealed that ibuprofen is a drug which can present this
adverse effect. Indeed, a wide spectrum of dermatologic
disorder among ibuprofen users has been reported.*®

Here, we are reporting a case of maculopapular
dermatological eruption, generalized facial and lip swelling
and itching all over the body especially extremities
following self medicated single fixed dose of “combiflam”.

CASE REPORT

A 30 year old female had backache with headache for 5-6
hours for which she took a single tablet of Combiflam
(ibuprofen 400mg + paracetamol 325mg with expiry date
of 2015)" at night around 11PM following which she
noticed maculopapular rashes with generalized facial and
lip swelling in early morning at around 3AM (Figure 1).
At around 6AM she also experienced generalized itching
on both her forearms which gradually spread all over the
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limbs, trunk, abdomen sparing palms and soles. No
histories of other concomitant drugs usage were reported.
There is no significant allergy from any food or with any
cosmetic products. On general examination, patient vitals
were stable with blood pressure 120/80 mm of mercury
and pulse rate 90/min, regular. On local dermatological
examination, a maculopapular rash on forehead, dorsum of
hand, extensor surface of forearms, front and back of trunk
and abdomen, whole of lower limbs excluding palms and
soles was noticed. For this acute drug reaction
management, she rushed to the casualty department of a
local hospital where she was treated with injection
dexamethasone (4 mg) and injection pheniramine (22.5mg)
intravenously and intramuscularly respectively and sign
and symptoms subsided within a span of next 24 hours.

Figure 1: Maculopapular rashes with generalized facial
and lip swelling.

DISCUSSION

The dermatological reaction of combiflam as pruritus is
described in less than 1 % of the patients. However, the
skin eruption as Urticaria, erythema is more infrequent
(less than 0.1).% In very serious case, the Steven Johnson
syndrome and can be detected.’

The causality assessment according to Naranjo causality
assessment scale is 8 which put it under “Probable”
category of adverse drug reaction.” According to World
Health Organization-Uppsala Monitoring Centre causality
assessment scale it falls under “Probable/Likely” category
of adverse drug reaction.”” According to Hartweig and
Siegel severity assessment scale it was level 3 and
moderate adverse drug reaction.” Written informed

consent to report the above mentioned case report was
obtained from the patient.

A single tablet of Combiflam is a fixed dose combination
containing ibuprofen in a dose of 400mg and paracetamol
in a dose of 325mg. It is an extensively used as OTC
analgesic and anti- inflammatory drug. There are case
reports showing that both ibuprofen and paracetamol can
cause skin rashes as adverse drug reaction.”? But this is a
rare event with either of the drug with incidence less than
0.1% for ibuprofen and incidence for paracetamol is not
known.*

However, we did not perform any skin test or specific
immunological test (IgE etc) and the main differential
diagnosis is the herpes oralis, which presented as the lip
lesion and usually accompanied with the erythema
multiforme skin lesion. But in this case the lip lesion is not
painful and can be used as a clue for exclusion of the
herpes oralis.

CONCLUSION

We are reporting a probable rare case of combiflam related
acute dermatological drug reaction. As Combiflam is a
widely used as OTC analgesic and anti-inflammatory for
various indications the health care personnel must be aware
of this rare adverse drug reaction to this drug and keep it in
mind when he/she encounters one.
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