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Allergie reactions are well known 1o occur defined as reactions beginning within 24 h of

during or after therapy with small- or broads the start of penicillin therapy. Skin cruptions o

spectran penicilling. Most ot this knowledge symptoms of Jate onset (Fable 1) were defined

Al tvpe) has concerned s reactions heginning after 24 b or sometimes

(onset and immunologi

(he veactions caused by henzvlpenicilling (4, 7). more than 2 weeks, after the start of penicillin
Only litde is known about the onset of hyper- therapy

sensitivity reactions due 1o semissynthetic, Phe type of immunological reactions wis
Droad-spectrum - penicilling. (aminopenicilling). determined i oo by pateh tests defaved tvpe)
In general, the humoral immune reactivity has and - inracutineous tests (immediate tpe)
been investigated, and the delaved-tvpe reac Patch ests were performed  according 1o

tions ignored. Foobtains greater insight into Bruynzeel & van Ketel (1) with benzvipenicillin
these immunological reactions we studied the (Gist-Brocades, The Netherlands), ampicillin

lationship hetween (Beecham, The Netherlands), and amoxillin
1) the onset of a clinical hypersensitivity reac- (Beeeham). The skin reactions were read afier
tion and the penicillin derivarive admine 48 b The reactions were graded according o
istered, Fregert (6). Tntracutancous wests with penicillov]
2) the onset of o clinical penieillin hypersens— polylysine (PPL-6, Sigma, Missiouri, USA)
sitivity veaction and the tvpe of immune and henzylpenicillin solution were done on
veactivity patients with negative patch tests. and were

performed according 1o De Haan ot al. (3)

The enzvme-linked  immunosorbent assay

MATERIAT, AND METIODS

CELISAY was performed as described by De Haan
Ninety patients with a history o skin veactions et al. (1) The conjugates. prepared (8) were
o penicillin were investigated by i oen and in Benzylpenicillovh, “Trans. (Ampicillovl),,-

vitto tests. Fanly onset reactions (Table 1) were Trans, (Amosicillov),Frans
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The

med aceonding 1o

passive hemaglutination (st was per

i )

nation between TgM-and 1gGowas made by

hiel et al Diserimi

preincubation with § mercaptoethanol (11)

Relation between reaction onset and wse of pemeilling

aly ouset reactions often occurred after injec:

yeactions were found in 64 of the 67 patients
who had been treated with aminopenicilling
(Vable 1)
Denzylpenicillin and aminopenicilling in velation

The difference between the nse of
to the onset of the hypersensitivity reacions is
statistically significant (2 < 0.005) (chissquare
test).

tons of benzylpenicillin (Table 1), Late onset
Relation between onset of the hypersensitivity
e 1 veacttons and mmune veactionty
Kb b el st sl e e VAGCRE Wi carly onset ol syptons (Cable 2)
N slevivatice shrinistessd Bl no delayed type immune reactivity o o,
S e whereas skin tests with PPLand/or henzyl
e penicillin were positive in 16 0f 23 patients. I
OB s A patients with e onser reactions, cellula
[ ten Pl and/or Tamoral immune reactivite was demon-
i srated i A4 of 67 patients, Cirealating anti
Ealy aicaria 5 1 hodies (Abs) were formnd in 28 of these 67
Ouimcke's cden i
waphiyli tic. veating N paticuts
Arthuslike 1eacion® 5
Lt oo gt s 1 s Relation betwween immune reactivaly
s \ and wse af penicillin
pruinis W N .
[ Positive intracutancous ests reactions were seen
st ke cnpions 6 in 15 of the 20 patients who had been treated
Dudlones erurions : with benzylpenicillin, However, some patienis
et i e v e e o v o had becn iven aaminopenicitling also show-
et e positive immediate type reactions (Vable )
Vable 2
Relation between omset of e clinical hypersensitivity reactiva and sesulis of e skin tesesad 1ests i o
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Twenty-nine of 30 patients with positive
patch tesis had been treated with aminopeni
cillin. These 29 paients showed positive pateh
fests o both aminapenicillins, and in - six of
(hem cross reactivity hetween aminopenicilling

and benzylpenicillin was found

DISC

SSTON

T the eventof hypersensitivity reactions during

penicillin administraton it is nec

sy o con
i that they are penicillin-evoked . Therefore

any reliable test or dingnosing penicillin allergy
i helpful. The resis used are veliable for the
confirmation of penicillin allevgy (1, 5. 4, 7)

Fate onset reactions, mostdy macular papular
cruptions. were seen afier the
penicilling (Table 1) Tn

use ol o

addition. we also

vecorded erythrodermia, erythema multiforme
exsudativinn and bullous cruptions. An unes
pected finding was that in-cight patients pru
vitns, mostly caused by the use ol amino
penicilling was the only sympton (Table 1)
Farly onset reactions were frequently seen afier
injection of benzylpenicillin

1 would thus appear thae aminopenicilling
canse Tate-onser reactions,

while  carly-onset

yeactions are mainly observed after injection of

benzylpenicillin.g As seen i Table 2. clinical

penicitlin hypersensitivity veactions are not nec

exsinily hound o one single type of immu
ction (2)
Gion in i patient with elinical penicillin hyper
sensitivity

nological re Fhis means that the reac-

must be confirmed by hoth in eico
and it ests based on humoral and eellulag
e reactiviey

Pateh tests with penicilling have heen shown
(10) o have good specificity, as pateh tests with
1 () Ampicilling the sterco isomer of D(-)
a-Ampicillin, are negative, D(-)-a-Ampicillin
s used clinieally, and we nsed this derivative in

the patch tests The parch testis therelore

valuable i piro st system for confirming

clinieal hypersensitivity reaction. Most positiv

patch tests were found after the use of amino-
penicilling (1

ble 3). There was a 100 90 corre

Lation between the use of aminopenicilling and
the positive pateh tests with these aminopenicil

lins. Positive intracutiancons tests with PP1,
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and/or benzylpenicillin were often found afier
the use of benzylpenicillin (Fable 3).

This humoral immune response is i agree
ment with the results of our investigation on the
inmune response afier reatment widh ben-
sylpenicillin (3). Anti-penicilloyl specific and

bodies were found ina few patients with a
positive intacutancous test with benzylpenicil
lin only. Thus, the intacutaneous test with
benzvipenicillin demonstrates not only major
determinants, but also minor determinants. In
summary, the vesults of this investigation show
that hoth celiular and humoral immune reac
tivity can be found in penicillin-allergic pa
tienes, Therefore, skin testing in patients with a
must he

done, not only intracutancously, but also epi

history ol penicillin: hypersensitiviey
catancously. Morcover, for the confirmation of
apenicillin hypersensitiviey veaction i viro tests

are supplementary o in v tests
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