
Ilesensitization and test-dosing far the
drug-allergic patient

Desensitization has been descdbed as
"neutralization of the antibody by
small but increasing doses of a drug"l
as would apply to IgE-nrediated h-vpet-
sensitivity where imrediate cutaneous
reactivity would disappar as the &ug
is administtred. A broader definition
for desensitization is "a procedure in
which an allergic individual is exposd
to increasing doses of allergen in hopes
of inhibiting their allergic reactions."2
During desensiúzation, nrost experi-
ence has been r+'irh beta lacram antibi-
otics where the patient is known to
have IgE anúbodiès to major or minor
determinants of penicillin, and these
antibodies becore bound to rhe drug
and neutralized. Alternatively, mast
cells may be activatd, but fhe nreffiod
of arlministration {very low initial dose
with successive increments) avoids
clinical responsiveness. For example,
dwing a desensitization prmedure in a
penicitlin-allergic patrerfi, inrnrediate
cutaneous reactivity to the penicilloate
derivative of carbenicillin went from
4* ro negative rqpidly.3 The patienr
had receiv-ed 51.2 mg of carbenicillin
which was the llth dose administered
ettery 15 núnutes with a cumslative
dose of 1ù2 mg- The only clinical man*
ifbstation was generahzed flushing
which lasted 2 hours. The patient was
*kin-tested again and was negative.
Cmbenicillin was restarted and then
successfully administered at 30 g daily
rvithout evidence of drug hypersensi-
tivity.3 Sinrilarly, a penicitlin-allergic
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child with cystic fibrosis who had im-
mediafe cutaneous reactiviry to the ma-
jrx and minar pnicillin determinants
and ticarcillin itself experienced peri-
orbital angioederaa and ocular and
pharyngeat pruritus during an at-
tenrpted cautious infusion of ticarcillin
when the l:10 dilution was reached.a
Onal penicillin was administaed un-
eventfrrlly, and inrmedi*te cutaneous re-
activity bcane absent accompanied by
successfirl adnrinisrarion of ticarcillin.a

Desensitization also can refer to En-
responsiveiless to a dnrg when there
has been a clearcut allergic reaction
previously but where IgE antibodies
are not involved. Same exarnples in-
clude aspirin and nonsteroidal antiin-
flammatory drugs,s'6 allopurinol,t.s ard
sulfonami4*r.e-le Desensiúzation is
not without risk and could result in a
farality. Some dangers could be enrer-
gence of Stevens Johnson Syndrome,
exfoliative dermaútis, prcfound neutrcr-
peni4 stafils asthmaticus. or anaphylac-
tic shock2s In *re lanrr case, a stepwise
challenge with -sulfarne-
thoxazole {TMF-SMZ} resulted in blood
pressure of 70/50" tarhycxdiu and pru-
rinrs requiring intravenous fluids and
four injmtions of epinepfirine.20 Desen-
sitization should be prfarnred after ie is
established *rat t}e drug is essential
{wirhout zuitable altematives), the pa-
tient or authorized Frson can approtre
*re risks of the procedure, plans fur im-
mediate treairnent of adverse reactions
are in place, and an appropriate lcratian
is available. tror physicians who me in-

with drug rllsrgy troting or
unconfortable rvith the rlsks, retbrral
should be made. Frotsrls for frug al-
Isgy testing have been publishedró as
has a practice pammetsr for drug hyper-
sensitiviry-2I

The typical rash that a patient with
HIV develops after administration of
TMP-SMZ is morbilliforrq pruritic
and begins I to 12 days into therapy.
Someúrnes, a rnild rash clears without
stopping the TMP-SMZ. Adnlinisrra-
tion of prednisone at relatively low
dases such as 20 to 30 rng daily can
help overcome or avoid a generalized
nrorhilliform but non-blistering rash.
Fever or bullae should be warning
signs for a more sevtre problem such
as Stevens Jcrhnson Syndronre. Tfte lat-
ter can be defined as erythema multi-
forrne that becomes bullous accompa-
nied by involvement of fwo areas of
mucous nrembranes or skin and liver
involvement with elevared tenpera*
rure.zr Renal irnpairnrent should not be
overlooked. Whatever the mechanism
is for the heightened sensitiviry to sul-
lbnamides,l7 an unresoh'ed issue is why
patients with HIV react to structurally
dissimilar drugs such as sulfonamidenn
dapsone, pentamidine, penicillins, and
antituberculous rnedications.B'H

In last nronth's issue {Septernher}
Yoshizawa et aPs describe results with
a 5 day test-dosing protocol for pa-
tients rvith HIV infection wha hard ex-
perienced "rash," "'rash artd fever," or
"rash and leukopenia." An in ytiÍro as-
say to detect serum IgE antibodies tit
sulfamethoxazole-guinea pig albumin
,ffas established but all 1? sera wer€
negative. The positive control s*rum in
that assay curiously was from a patient
rvho had developed toxic epidennal
necrolysis. Fourteen af 1? paticnls
were desensitized successfully using
tht: S-day protncol. Twa patients then
develeryed cutaneous eruptions which
necessitated repeated desensitizatipn,
The patieirts in this ssries had CH4
cernnts af <?ffi|5il- which has been
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associated with app*rent reifuced like-
tihood of cutanecus reactions to TMP-
S*fZ.?s Fhysicians a*empting desensiti-
zatron with TMP-SMZ in the US can
utilize the Siatric suspension for oral
testing. It contains 40 mg ThlP and 200
mg Slrffi Fr 5 mL. The eqnivalent start-
ing ftise to Yoshizarve et a[ rvould be
ù.O5 mL.

The AIDS epidemic and its associ-
ated high incidence of drug allergy
have resulted in various desensitization
or test-dosing Frofocols for various an-
eimicrobial agents, Some conffaindica-
tions include previous Stevens Johnson
S1'ndrorne, exfoliative deraratitis. bks-
tering eruptiorx and drug-induced hep-
atitis, $or,ne AIIIS patients with such
adverse drug reactions listed still may
require desensitizatian or test-dosing
as the previous reaction occurred when
the patienÍ ryas receiving mulriple
nredications and it is not definite rvhich
drug might have been etiotrogic. Cau-
tion is adr,ised witfi apprapriate docu-
mentation in the medical record.
Should a desensinzaaan protoc*l re-
sult in the emergence of Ste 'ens John-
son Syndrome, the protocol must be
stopped, and systemic corticasteroids
shauld be administered.r?
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