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Delayed hypersensitivity to
penicillin

ADVERSE reactions to penicillin and its deriva-
tives are well known. They affect 0.7-10% of

the patients who take these antibiotics. The delayed-
type reaction includes allergic contact dermatitis
(ACD). This tnechanism has also been invoked in
maculopapulous exanthema, erythetna multifortne-
like rash, toxic epidermal necrolysis, pruritus sine
materiae, and sotne erythrodermas (1).

Delayed hypersensitivity is often studied by patch
test and/or challenge tests. However, imtnediate
hypersensitivity used to be studied by prick tests or
intradermal tests.

There are isolated references to patients with drug
reactions to P-lactams who present prick or
intradertnal reactions with delayed onset (2-6).

We report the new case of a patient whose
hypersensitivity to P-lactatns was shown by prick
and intradermal tests with delayed onset.

• In October 1993, a 49-year-old housewife with
___^^_^__^^____^^_ personal and familial
^ antecedents of atopy
SPT reactions to ^.^^^ ^^ o^, hospital.
[i-lactams delayed more Twenty-five years

, , before, before treat-
than 24 h are rare but j^g^^ ^ j ^ ^ atiti-
clinically relevant. biotics, a nurse had

performed an intra-
dermal test with

penicillin on her. She then developed an eryth-
etnatous nodule which persisted for a motith with-
out leaving a residual lesion.

Nevertheless, she had taken difTerent betalactams
at least three times. In the last 8 years, she had had
three episodes of getieralized, erythetnatous, and
edetnatous cutaneous lesions coinciding with the
adtninistration of, respectively, ampicillin, cefalo-
titie, and kefloriditie.

• Prick tests and intradertnal tests were perfonned
with penicilloyl polylysine (PPL), minor determin-
ant mixture (MDM), benzylpenicillin, ampicillin,
and atnoxicillin. The reading at 15-20 min was
negative; 24 h later, some erythetnatous and wartn
nodules of firtn consisteticy and vesiculous surface
appeared in the area of the intradermal tests with
MDM, benzylpenicillin, ampicillin, and atnoxicillin.
In the zone of the prick tests with benzylpetiicillin,
atnoxicillin, and ampicillin, papuloerythetnatous
lesions with smooth surface appeared at 36 h. The
lesions persisted for 3 weeks in the case of the
intradermal tests and 6-7 days in the case of
prick tests.

We have excluded sensitization to gentamicin,
tetracycline, tritnetroprim, and sulfamethoxazole by
skin test or by sitnple-blind oral or parenteral
challenge.

Epicutaneous tests were done with the GEIDC
standard battery, the textile battery, and penicillin G
(10000 and 50 000 Ul/g). They were read at 48 and
96 h, according to the recotnmendation of the
International Contact Dermatitis Research Group.
They were positive only to petiicillin G (48 h: + -h;
96 h: + +).

The cutaneous biopsy frotn the patch test showed
an epidennis with acanthosis, papillotnatosis, spon-
giosis, and suprapapillary exocytosis. On the dertnis,
there was focal edema along with superficial peri-
vascular tnix infiltrate composed of eosinophils,
lytiiphocytes, and neutrophils.

The intradetmal test biopsy displayed an epi-
dertnis with focal spongiosis and minimal acantho-
sis. The bulk of the lesion consisted of dermal
edema with massive infiltration of eosinophils, both
interstitial and angiocentric. Moreover, tnultiple
dermal "flatne figures" cotnposed of extruded
eosinophilie granules aggregated on collagen
fibers were found. These characteristic fiatne figures
were partially surrounded by a palisade of histio-
cytes and a few tnultinucleated giant cells.

• Adverse reactions to p-lactatns which are associ-
ated with itnmediate hypersensitivity are the tnost
nutnerous. The delayed hypersensitivity reactions
due to these drugs have been invoked in sotne cases
of tnaculopapulous exanthetnas, itchiness without
cutaneous lesions, local reactions of prolonged
nodular type (2-6), toxic epidertnal necrolysis, and
all ACD.
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In these cases, the reaction can be detnonstrated
through epicutaneous tests. However, there are isol-
ated cases in which the exanthetna has been associ-
ated with delayed positivity in prick and/or
intradermal tests (2-6) (Table 1).

However, this is not frequent. In the allergy
department of our hospital, we have done prick
and intradermal tests with (3-lactatns in 1150
patients in 1992 and 1993, and none of them showed
delayed positivity.

The biopsies of these types of reactions generally
show an inflatntnatory infiltrate which affects all
the dertnis with perivascular disposition. The infil-
trate is described as cotnpounded of tnono-
nuclear cells and sometitnes neutrophils. We have
not found any report which refers to the high
presence of eosinophils or flame figures. These
images have been described in petnphigoid, severe
prurigo, eczema, dermatitis herpetifortnis, dertnato-
phyte infections, arthropod bites, and idiopathic
Wells' syndrotne.
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Anaphylaxis induced by
streptomycin in cell media

IN THE PAST, streptomycin caused many adverse
reactions, but this is now uncotnmon because the

use of this antibiotic has declined drastically.
Adverse reactions to streptotnycin are tnainly

toxic (ototoxic, nephrotoxic, hepatotoxic, and
neurotoxic), although it also induces pseudoallergic
reactions due to nonspecific tnast-cell degranulation
and true allergic reactions as in contact dertnatitis
or anaphylaxis.

We report the cases of two wotnen diagnosed as
having malignant melanoma who developed ana-
phylactic teactions after the administration of the




