Letters to the editor

CROSS-REACTIVITY OF
CEPHALOSPORINS WITH
PENICILLIN

To the Editor:
| recently received the Practice Param-
eters for Allergy Diagnostic Testing
developed by the Joint Task Force on
Practice Parametetd.wish to call at-
tention to one of the statements regard-
ing penicillin and cephalosporin cross-
reactivities that | believe is erroneous.
On Page 550 in the last paragraph, this
statement is made as follows:
“Cross-reactions to Cephalosporin
family of drugs occur in 6% to 15% of
patients who have both positive histo-
ries and positive skin tests to Penicil-
lin.”
It has been my understanding from the
literature that 6% to 15% with positive
histories for penicillin reactions dem-
onstrate clinically significant cross-
reaction with cephalosporins. If the pa-
tient, however, also has a positive skin
test to penicillin, the cross-reactivity
can be as high as 50%. It is my under-
standing that the apparent low cost re-
activity of cephalosporin to penicillin
among patients with only positive his-
tories for penicillin reaction is due to
the fact that many penicillin-allergic
patients do lose their allergic sensitiv-
ity over time and thus could even re-
ceive penicillin without adverse reac-
tions.

It appears that this statement in the
Practice Parameters is misleading.

MicHAEL M. MILLER, MD
Knoxville, TN
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Response:

As illustrated by Dr. Michael M Mill-
er's letter, the issue of cross-reactivity
between penicillin and cephalosporins
often evokes brisk debate. First, the
estimated 6% to 15% prevalence of
cross-reactivity in the “Practice Param-

eters for Allergy Diagnostic Tests”
may, in fact, have been overly gener-

a higher risk of a cephalosporin reac-
tion than a positive history alone. Un-

ous as a consensus statement. In the fortunately, however, a positive skin

early 70s, in vitro investigations sug-
gested that there might be extensive
cross-reactivity between penicillin and
cephalosporins in penicillin skin test-
positive patientd.Since that time, clin-
ical experience has indicated that this
original estimate of clinical cross-reac-
tivity might have been overestimated
because skin testing had been per-
formed chiefly with the penicillin ma-
jor determinant:® The true incidence
of cross-reactivity between penicillin
and cephalosporin antibiotics is still
not available because the minor deter-
minants of cephalosporins have not yet
been characterized and therefore no re-
liable skin testing method exists for
comparable assessment of minor deter-
minant reactions to both penicillin and
cephalosporing.Several groups of in-
vestigators have shown that the vast
majority of patients with positive skin
test reactivity to penicillin may tolerate
cephalosporin clinically without reac-
tions?3 Further, because many patients
have multiple antibiotic drug hyper-
sensitivities, one would expect a reac-
tion rate of 3% to 7% to cephalospo-
rins in patients with penicillin
allergies, even if no cross-reactivity
could be demonstratédFinally, con-
siderable heterogeneity of cross-reac-
tivity may exist even among different
cephalosporin derivatives, as detected
by RAST binding and inhibition exper-
iments. Thus, allergenicity to second
and third generation cephalosporins
appears to be directed more toward
side chain determinants rather than to
the beta lactam ring structures.
Having duly noted these facts, how
does one evaluate this situation in an
individual patient? Although the
chance of developing anaphylaxis after
administration of a first generation
cephalosporin in a patient with a pos-
itive skin test to the minor determinant
of penicillin is relatively small, it is not
negligible. Further, it should be em-
phasized that the positive penicillin
skin test itself may place the patient at

test to the native cephalosporin drug
does not correlate with positive skin
tests to either major or minor penicillin
determinants. The risk/benefit decision
about whether to use penicillin in a
penicillin history, skin test-positive pa-
tient must be undertaken on a case-by-
case basis and proper prophylactic
measures for treatment of anaphylaxis
should be in place.

| LeoNARD BERNSTEIN, MD

Clinical Professor of Medicine and
Environmental Health Sciences

Co-Director of the Allergy Research
Laboratory

University of Cincinnati Medical
Center

Cincinnati, OH
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ROLE OF THEOPHYLLINE IN
ASTHMA

To the Editor:

| read with interest the study as de-
signed by Edwards et &al.Multiple
international consensus panels have
recommended the use of anti-inflam-
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matory therapy early in the manage-
ment of asthma and have recom-
mended thatB8, agonists be used as
rescue therapy only and as infrequently
as possiblé? The benefit of this study
in reducing the mean number ¢,
agonist puffs from 9.81 at baseline to
6.78 after 4 weeks of treatment (al-
though an improvement over placebo)
demonstrates continued poorly con-
trolled asthma. Entry criteria into this
study required continued need for at
least eight puffs of “rescueB, agonist
inhaler despite concurrent use of anti-
inflammatory agents. (These agents
were used in only 44% of study pa-
tients). Instructions throughout the
study were to take at least four puffs of
B, agonist daily. The use @, agonists
is usually felt to be a measure of
asthma control but the design of this
study partially negates this measure.
Given the continued concerns about
asthma morbidity and mortality and
the virtually uniform international rec-
ommendations that anti-inflammatory
therapy be used as the cornerstone of
asthma management in the 1990s,
studies designed such as this, contrib-
ute no new knowledge to contempo-
rary asthma management. Conceiv-
ably, a comparative study between
patients taking inhaled corticosteroids
versus sustained released theophylline
might be perceived as a comparative
study between two different types of
anti-inflammatory agents. The current
study does not add any information
about anti-inflammatory action of
theophylline and certainly didn'’t result
in adequate control of asthma at the
end of the study. Theophylline can
contribute to improved asthma control
in asthmatic patients even when high
doses of inhaled corticosteroids are
used concurrently Although | believe
theophylline continues to have an im-
portant therapeutic role in asthma, this
study does little to define further the
current role of theophylline in the man-
agement of mild-to-moderate asthma.

R N RwvinegToN, MD, FRCP(C)
Chief, Division of Respirology
Ottawa Civic Hospital
Ottawa, Ontario, Canada
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Response:

The comments of Dr. Rivington re-
garding the statistically significant de-
crease in short-acting, agonist use in
patients treated with theophylline in
our placebo-controlled, multicenter,
randomized, single-blind study illus-
trate several important points. This
study was designed to evaluate clearly
defined endpoints, primarily the use of
inhaled short actingB, agonists in
theophylline-treated patients in a real
world setting. Although it was not de-
signed for evaluation of anti-inflam-
matory activity, recent evidence indi-
cates that theophylliie@ and other
investigational selective phosphodies-
terase inhibitors may have anti-inflam-
matory propertie$,perhaps in part by
molecular mechanisms involving ad-
hesion molecules.

Given the documented concern over
tolerancé, overuse, and compliant®
with inhalational asthma therapies, the
clinical implications and advantages of
oral nonsteroidal therapy are substan-
tial. Although 44% of the patients in
this parallel design study were under
treatment with inhalational corticoste-
roids, there was no difference in the
extent of the reduction of8, agonist
usage between steroid-treated and un-
treated groups. Further, there were no
major safety issues in the study utiliz-
ing standard doses of theophylline con-
sistent with the product label.

Therefore, Dr. Rivington’s thought-
ful analysis of this study with clearly
defined endpoints (excluding inflam-

mation) must be considered in light of
both the past, present and future. We
stand by our reminder that theophyl-
line is a well established treatment op-
tion for asthma. In selected patients,
the early use of theophylline therapy
will reduce the need for rescys ago-
nists and maintain acceptable control
of asthma. A longer term study of
theophylline therapy might show im-
provement in asthma control and indi-
ces of inflammation such as bronchial
hyperreactivity as assessed by inhala-
tional challenge. A successful partner-
ship between patients and physicians
in realizing cost containment through
the use of lower doses of complimen-
tary therapeutic options that promote
safety and efficacy is the key to this
actively evolving focus of disease
management.

THomas B Epbwarps, MD
Albany, New York
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