640 Correspondence

tive” placebo challenge results. I ask the authors, “How
many subjects had taken astemizole during the 12 weeks
before their challenges?” (Also, what justifies the au-
thors’ apparent assumption that “a positive histamine
skin test” will guarantee a positive challenge?)

Although five subjects in the “population identified as
alleged responders” by Geha et al. had food-induced
hives and seven subjects had allergic respiratory prob-
lems, apparently no effort was made to limit the subjects’
diets or to exclude other recognized causes of chronic
urticaria.’

Because of these deficiencies in study design, I am
concerned that the NutraSweet Company-sponsored study
by Geha et al. does not accurately reflect the incidence of
aspartame-induced hives. I hope that, from among the
dozens of allergists who have cases of aspartame-induced
hives, additional studies will be forthcoming.
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The contribution of the side chain of
penicillins in the induction of allergic
reactions

To the Editor:

I thank Dr. Blanca for his interest in our article “The
frequency of skin test reactions to side chain penicillin
determinants” (J ALLERGY CLIN IMMUNOL 1993;91:694-
701). As the title indicates, we have shown that side-
chain-specific immediate skin test reactions to semisyn-
thetic penicillins can be demonstrated in patients in
whom a presumed allergic reaction to a semisynthetic
penicillin has clinically developed. Unfortunately, we
have not yet shown that patients who have immediate
skin test reactivity only to side-chain determinants (1)
react clinically when challenged with that penicillin and
(2) tolerate penicillins lacking that side-chain determi-
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nant. Nevertheless, it would appear that the side-chain
specificity demonstrated in our study does have some
clinical significance, because aithough side-chain-spe-
cific skin test reactions occurred in 12.8% of 78 patients
who clinically reacted to a semisynthetic penicillin, no
side-chain-specific skin test reactions occurred in 34
patients whose clinical allergy was to penicillin itself.
This difference was significant (p < 0.0005). So the
previous occurrence of a semisynthetic penicillin-in-
duced reaction was associated with the skin test reactiv-
ity to side-chain determinants, but such reactivity did not
occur when penicillin itself was the precipitant of a
clinical reaction.

It is important to point out that there was an increased
proportion of exanthemata not usually associated with
IgE-mediated reactivity in the patient group with side-
chain-specific reactions, which raises a question as to
whether the skin test reactivity has clinical significance in
all the individuals tested.

Regarding the discrimination between ampicillin and
amoxicillin in IgE-mediated allergic reactions, this ques-
tion is still unanswered. Our investigations of T-cell-
mediated reactivity in patients with ampicillin-induced
rash indicate that their T cells cannot distinguish be-
tween the two determinants, in support of Dr. Blanca’s
findings.! But B cells may be capable of making this
distinction.

There are two important questions that remain to be
answered. First, are we missing patients with clinically
significant immediate hypersensitivity to semisynthetic
penicillins if we skin test only with benzylpenicillin
derivatives, and therefore should semisynthetic penicil-
lins be added to the battery of skin test reagents that we
use? Second, can we conclude from the presence of
side-chain-specific skin test reactivity that we can safely
administer a B-lactam lacking that side-chain determi-
nant to a patient requiring antibiotic therapy? Dr.
Blanca’s findings suggest that the answers to these
questions may be sometimes in the affirmative, but more
study is needed before definitive conclusions can be
reached.
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