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HIV-infected patients frequently have hypersensitivity
reactions (HS) to drugs, sometimes dramatically hamper| Abbreviations used - ,
ing managemeritReverse transcriptase inhibitors (RTIs) | HS: Hypersensitivity reactions
are critical drugs in combination therapy for these RTI: Reverse transcriptase inhibitor
patients, and nevirapine (Viramune) was the first nonnu-
cleoside RTI introduced for clinical udévore than one
third of the patients exposed to nevirapine have HS reacstrict surveillance. Patients 1 and 3 both had a mild, transient rash
tions that may lead to drug discontinuatfoHowever, with pruritus on the same day (late evening) that disappeared com-
tolerance induction has not yet been reported. Wepletely with one 180-mg tablet of fexofenadine. After a follow-up
describe 3 cases of cutaneous HS reactions induced |Period of 4 months, patients 1 and 2 are still taking nevirapine with-

nevirapine, with 2 successful tolerance inductions out any adverse reaction. Patient 2 had a generalized maculopapu-
’ ' lar eruption with fever after ingesting the fifth dose. Prednisolone

and fexofenadine were prescribed and the graded challenge was
REPORT OF CASES restarted the following day with 1Q@ of nevirapine. We could not

Patient h itivit i d ski increase the dose to more than 10 mg because of subsequent cuta-
auent hypersensitivity reactions and skin neous reactions that resisted both prednisolone and antihistamine

testing treatment; graded challenge was stopped the fourth day.

Three HIV-infected patients (2 women of 30 and 35 years anc
one 44 year-old man) were treated with nevirapine 200 to 400 mfCOMMENTS
daily. They were also treated for more than 6 months with othel
antiretroviral agents and were not taking any other drugs, includingc  More drugs are available to treat HIV disease and it is
sulfonamides (Table I). The patients had no personal history oy recognized that these drugs are best used in combi-
atopic diseases and no history of HS reactions to any drug. Four i, ~+ions of at least 3 antiretroviral agents. Nevirapine has
30 days after starting nevirapine, a generalized cutaneous macl, yitterent mechanism of action from that of nucleoside

lopapular eruption or urticaria, together with high fever or conjunc- | d t inhibitors: it h id d ti
tivitis and myalgia, developed. Nevirapine was withdrawn and anti-ana 0gs and protease Innibitors: It has a widespread Uus-

histamines were started, which led to the disappearance of the cutSue penetr_atlon '”C|Ud'”9 the central nervous S_VSte_m'
neous reaction within 4 days. Patient 2 also took 40 mg of predAlSO, there is no cross-resistance and no over!applng side
nisolone for 3 days. No test challenge was attempted. Skin teseffects. Thus nevirapine has become a crucial drug for
results (with one 200 mg tablet of nevirapine crushed and resusHIV treatment. The most common adverse reactions
pended in 1 mL of normal saline solution) were negative. after nevirapine treatment include cutaneous reactions
Tolerance induction procedure and to a lesser extent elevated liver enzyme concentra-
P tions2 Patients are at greatest risk for a rash during the
Tolerance induction was started 1 to 2 months after nevirapingjrst 30 days of nevirapine exposure. Although the major-
was stopped_. Tvyelve doses were prepared from a crushed 200-nity of rashes are mild to moderate, 6% are severe enough
tablet of nevirapine (2.5, 10, .25’ 100, 250, and m@@nd 25,5, that the patients discontinue the drug permanently. Toxic
10, 25, 50, and 100 mg) and given orally at half-hour intervals unde:” . .
epidermal necrolysis and Stevens-Johnson syndrome
also occurred rarefand a warning from the Food and
Drug Administration is enclosed in the approved product
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TABLE I. Patient characteristics

Hypersensitivity reaction

CD4+ Viral load Time
Patients Sex Age (y) CDC stage Treatment count* (copies/mL) delay (d) Symptoms
1 Female 30 B2 NVERyo AZT 500 3TCsqg 200 2400 10 MPE, F
2 Female 35 Al NVEByo AZT g0 ddG o5 626 Undetectable 4 ur, M, F
3 Male 44 A2 NVRgo ddlzgq 3TCygo 487 2500 30 MPE, C

Superscript numbers indicate daily doseBC, Centers for Disease Control and PreventlP, nevirapine AZT, zidovudine;3TC,lamivudine;MPE, macu-
lopapular eruptionf, high fever;ddC, zalcitabine;Ur, urticaria;M, myalgia;ddl, didanosineC, conjunctivitis.
*Per cubic millimeter at time of tolerance induction.

stopped and tolerance induction planed 1 to a few monthoral suspension form of nevirapine is now available,

later. Because glucocorticoids also induce CYP3#ey which will allow easier protocols.

may have induced the metabolism of nevirapine in

patient 2, leading to enhanced production of nevirapine-

reactive metabolites and to recurrent eruptions and fail- _ o A

ure of tolerance induction. Whether the different clinical 1 CTA Cooper DA, Penny R. Allergic manifestations of human immun-
K £ tient 2 (urticaria) as opposed to a his odeficiency virus infection. J Clin Immunol 1991;11:52-64.

presentation of pa Icana), pp ! 2. Harris M, Montaner JSG. Nevirapine. HIV AIDS Curr Trends 1997;3:6-

tory of maculopapular eruption in the other 2 patients s,

might have influenced the outcome of the tolerance 3. Warren KJ, Boxwell DE, Kim NY, Drolet BA. Nevirapine-associated

induction is also unknown. Stevens Johnson syndrome. Lancet 1998;351:567.
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Thus_tolerance induction to nevwaplne (?an help some fication of a novel dexamethasone responsive enhancer in the human
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erate and carry on nevirapine treatment. Moreover, ar.
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