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Severe adverse reactions
during specific subcutaneous

immunotherapy

ADVERSE reactions during specific subcutaneous
immunotherapy (IT) seem in theory to be a
more and more frequent inconvenience. According
to a study carried out in France in 1980 by Vervloet
et al. (1), 0.2% of pollen allergenic extract injections
provoked organ reactions. In 1988, Vervloet et al.
(2) reported a notably higher frequency, i.e., 1.8%
of pollen extract injections and 2.5% of mite extract
injections. In a retrospective study of the period
1968-92, Andri & Betteli (3) reported organ reac-
tions in 0.063% of patients, taking into considera-
tion a total of 278000 injections. According to
Vervloet et al.’s study in 1980 (1), anaphylactic
shock occurred as a result of pollen allergenic
extract subcutaneous injections in 0.024% of cases,
whereas in 1988 (2) he reported its occurrence in
0.04% of subjects after pollen and mite allergenic
extract injections. In a retrospective study carried
out in the USA between 1945 and 1985, Lockey
et al. (4) noted 24 cases of fatal shock during IT,
while Reid et al. (5), in a recent study, also carried
out in the USA between 1985 and 1989, reported
17 cases of fatal shock. In the UK, a similar study
(6) revealed 26 cases followed by fatal shock in the
period 1957-86.

The authors intend to demonstrate, on the basis
of their experience, the low incidence of organ or
systemic reactions if IT is carried out by qualified
staff and in suitably equipped premises. Between
1984 and 1993, in the Department of Diagnosis
and Treatment of Allergic Diseases of Messina
University, about 3000 patients were treated with
IT, reaching a total of 150000 subcutaneous injec-
tions. Apart from the most common local reactions
(erythema and edema) exclusively at the injection
site, the authors noted only 16 cases (0.01%) of
organ reactions (two cases of glottis angioedema
and 14 cases of bronchoconstriction), which
regressed after pharmacologic treatment and did
not reappear during successive injections. The aller-
gens which caused the reactions were mite allergenic
extracts (Dermatophagoides — pteronyssinus and
D. farinae) in 11 cases and Parietaria pollen aller-
genic extract in five cases. Anaphylactic shock
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occurred in only one case (0.0006%), that of a
14-year-old boy with a maintenance dose of mite
IT, who therefore needed immediate treatment
with the drugs usually used in an allergologic
emergency. No cases
of fatal anaphylaxis
were reported.

In conclusion, the
authors affirm that
specific IT remains
essential in the treat-
ment of respiratory
allergies and does not
present any great risk
to patients as long as it is carefully monitored and
carried out by specialized staff.

Hyposensitization is
essential for allergy but
must be handled with

care.
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Allergic contact dermatitis
from estradiol in a transdermal

therapeutic system

ESTRADERM® TTS (transdermal therapeutic
system) (Ciba-Geigy, SA, Barcelona, Spain) is
a thin adhesive patch, consisting of a drug reservoir
containing estradiol as an ethanolic gel with hydro-
xypropyl cellulose acetate, a rate-controlling micro-
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porous membrane, and an adhesive layer. The most
common adverse reaction to transdermal estradiol
consists of erythema and irritation at the application
sites (1, 2). Allergic contact dermatitis from estra-
diol has rarely been described (3).

B A 36-year-old woman with a history of oophoro-
hysterectomy had been using Estraderm® TTS 50,
one patch twice weekly, at varying sites on the
buttocks. After 4 months, she began to develop
itchy, discoid patches of papules and vesicles at the
site of application of the Estraderm patches. For
that reason, therapy was discontinued.

B A 49-year-old, postmenopausal woman began
using Estraderm TTS 50. Within 7 months, she
began to experience erythematous and itching
lesions at each application site, leading to discontin-
uation of the treatment.

Patch tests were carried out in both patients with
Estraderm TTS 50 and with a placebo patch
(Estraderm TTS 50

At without  estrogen)
Estradiol in “hormone  supplied by Ciba-
atch the Mool Geigy, SA, Barcelona,
P EIRTY g Spain. Additional
cause allergy. patch  tests  with

RSN Oestraclin® gel (estra-
' diol) and its ex-
Cipients, carbopol, triethanolamine, and ethanol
(provided by Seid SA, Barcelona, Spain), were
performed.

Only Estraderm TTS 50 (Fig. 1) and Oestraclin
revealed a positive reaction, with papules, erythema,
and vesicles at 48 and 96 h. Patch test results with
Placebo and excipients were negative. The results
of the patch tests are shown in Table 1.

Closed patch tests with the European standard
series were negative.

Fj[ GURE I Eczematous reaction on buttocks after applica-
tion of patch test.

Table 1. Patch test results (readings at day 3)

Patch test Patient 1 Patient 2
Estraderm TTS 50 o ++
Placebo patch - -
QOestraclin gel + 4+ A e

Carbopol 1% pet - -
Triethanolamine 2% pet - =
Ethanol as is - -

+ + +: erythema, papules, vesicles; + +: erythema, papules; pet: petroleum.

B Transdermal therapeutic systems (TTS) represent
an important advance in the evolution of hormonal
replacement therapy. However, local irritant skin
reactions may occur with these systems (1, 2).
Components of the Estraderm TTS including
hydroxypropyl cellulose (4), ethanol (5) in the
reservoir, and the adhesive (6) have been implicated
as causes of allergic contact dermatitis. Estradiol
has rarely been reported to be a potential allergen
of delayed contact sensitivity (3). Autoimmune
estrogen dermatitis has been described in patients
with skin problems before each menstrual period
(7). To our knowledge, cross-reactivity with other
estrogens has not been reported.

In our cases, patch test results suggest that skin
reactions were probably due to estradiol as a cause
of allergic contact dermatitis.
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