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IN VITRO EVALUATION OF GENETIC PREDISPOSITI?N TO 
TOXIC EPIDERMAL NECROLYSIS Rcrre 
Iran_aaude Lkpumlent of Dermatology, 
Universitt Paris XII. Cr6teil. France. 

The pathogenesis of hypersensitivity reactions has been hypothesized to be 
dependent on genetic predisposidon involving cell defense mechanism. The aim Of 
the present study was to identify genetic detoxication defects involved in severe 
cutaneous drug reactions. Lymphocytes of 26 patients (including 17 with Lye11 or 
Stevens-Johnson syndromes) were tested for their susceptibility to reactive 
metabolites generated from drugs by a microsanal oxidation system.The culprit 
drugs were sulfonamides or anticonvulsants (respectively 13 and 13 patients). 
Toxicity of culprit drug reactive metabolites (CDRMs) toward patients lymphocytes 
(9.5% f 2.2%) was higher than toward controls (3.5% f 2.2 56) (p<O.O5). First 
relatives of 4 patients with Lyell (3 to sulfonamides, 1 to phenobarbital) were also 
tested. In each family a relative was more susceptible to CDRMs than conaols. In 
order to precise the detoxication defect involved in sulfonamide and anticonvtdsivant 
reactions, we challenged lymphocytes from 11 patients (7 with hypcnensi$vity to 
sulfonamide+ and 4 to anricoonvulsants) to menadione. fp?naldehyde. and mcblnt’w 
propene oxtde (TCPO). Menadione induces toxtctty by oxipn species. 
Formaldehyde is detoxified by aldehydc deshydmgenase. oxidaw and rcductase. 
TCPO is a potent inhibitor of epoxide hydmlase. After a 2 h incubation with one of 
these three chemicals, no difference of toxicity was found between patients and 
conuols lymphocytes. In conclusion severe cutaneous reactions. especially Lyell or 
Stevens-Johnson syndrorra to sulfonamides and anticonvulsants may be linked to a 
constitutional and inherited highly spaifc defect in the detoxication of CDRh5.s. Our 
results show that this genetic defect does not involve epoxide hydrolase, oxigen free 
radicals and / OT aldehyde detoxication pathways. 
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THE EFFECT OF TERBINAFIN IN SOME EXTENSIVE DERMATOMYCOSES. 
A.L.Masbkllleyson, M.A.Gomberg, Department of Dermatology, 

Semasbko MOSCOW Medical School, Moscow, Russia 
Dermatomycoses (onichomycoses, Tinea pedis, corporis, 

cruris) are among the most common Infections in humans. 
We have studied the effect of terbinafin (Lamisil) in 
patients with some extensive dermatomycosea including 
those with acquired immunodeficiency. Trichophyton rubrum 
was found to be the main ethilogic agent isolated from 
the lesions of our patients. Terblnafin was administered 
orally in a dose of 250 mg (1 tablet) daily. Bacteriosco- 
py and bacceriologxc tests were screened every 2-4 weeks. 
Patients with Tinea corporis, pedis and cruris were bac- 
teriologlcally cured in 2 weeks of the therapy; the 
average txmes of bacteriologic cure in anlchomycoses of 
the finger and toe nails were 4 and 8 weeks, respectively, 
including patients with unmunodeficiency. The rate of 
growth of healthy nails was markedly increased if terbi- 
nafin was combined with pentoxifylline (Trental) - the 
drug enhancing microcirculation. Terbinafin 1s highly 
effective in dermatomycoses even in immunodeficiency. 


