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This is a case report of a 37-year-old

woman, without personal history of note,

who two months prior to consultation,

started treatment

for a common cold

with Bisolvon

compositum (brom-

hexine hydrochlo-

ride 2.5 mg,

diphenhydramine

hydrochloride

7.5 mg, ephedrine

hydrochloride 7.5 mg and codeine

hydrochloride 10 mg) three times daily.

After 2 days she had pruritus of neck

and legs, and the following day she

awoke with oedematous eyelids and lips

and generalized, itchy cutaneous rash.

She discontinued treatment with

Bisolvon and after two days on oral

corticosteroids and antihistamines, the

condition resolved in 48–72 with mild

sloughing.

She believes she had previously taken

the same medicine and tolerated it well.

She did not report having taken the

aforementioned drugs since this episode.

Considering that the main component

in Bisolvon compositum in terms of its

pharmacological utility is codeine, it was

decided to commence the study with a

codeine challenge test. After signing an

informed consent, the patient was given

an oral dose of 15 mg of codeine phos-

phate, and 90 min later there was onset

of pruritus. Sixty minutes later, and

considering that the reaction was not

progressing, the patient was treated with

an oral antihistamine. The next day she

had a generalized rash that resolved in

about three days with antihistamines and

corticosteroids. Codeine-induced gener-

alized dermatitis was diagnosed, and

alternatives were looked for.

After carrying out a literature review

on this subject, similar cases were found

that had been studied with patch tests for

codeine, morphine, pentazocine and

tramadol (1, 2); codeine, morphine,

meperidine and naloxone (3); codeine,

morphine, dihydrocodeine, thebaine,

nalorphine, naloxone and hydromor-

phone (4) and codeine, morphine, pen-

tazocine, tramadol and buprenorphine

(5). Global results (six patients) showed

100% cross reactivity in the patch test

between codeine and morphine and 0%

with the other drugs tested. None of the

battery of tests included fentanyl or

derivatives and there were no reports of

challenge tests with possible alternatives.

de Groot and Conemans (4) confirmed

the diagnosis with a controlled codeine

challenge test, with positive results.

Considering these findings it was

decided to avoid a morphine challenge

test.

We believe that the main problem for

this patient related to which opioid could

be safely used in the event of future

surgery under general anaesthesia. Opi-

oids from the fentanyl group are cur-

rently used in this type of anaesthesia,

and so it was decided to perform a

subcutaneous challenge test with this

drug (1 ml in a solution of 0.1 mg/2 ml),

with pulse oximetry monitoring (because

of the possibility of respiratory depres-

sion). There was good tolerance, except

for a feeling of euphoria and well-being

that resolved spontaneously. Further-

more, an oral challenge test was

performed with tramadol 50 mg, which

was also tolerated.

The patient was permitted the use of

fentanyl and derivatives, as well as

tramadol, and it was recommended that

she should avoid all other opioids. Good

tolerance to fentanyl and tramadol was

demonstrated and confirmed by oral

challenge in a patient with codeine-

induced generalized dermatitis, con-

firmed on challenge.
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This case illustrates
a patient diagnosed
of codeine general-
ized dermatitis who
tolerates fentanyl
and tramadol.
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