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Background - ibility to a clinically signifi drug h it d i with abacavir use has a significant genetic component. We have shown that the presence of HLA-B*5701 strongly predicts abacavir h itivity (ABC HSR) i in ination with other allelic markers specific to the 57.1
ancestral haplotype (AH), and identified a potential susceptibility locus within a 300kb region between MEGT1 and C4A6 loci in the central MHC. Here we used fine recombinant  haplotype mapping to identity the susoeptlblllty loci. Methods - 248 bacavil d indivi were studied, representing full ascertainment
of abacavir use in the Western Australian HIV Cohort study. 18 cases of definite ABC HSR (7.3%) and230 tolerant controls were identified, utilising an updated clinical ification that included cor skin patch test. Patients were typed for gene!lc markers using standard molecular techniques. Intracellular CONTACT-Prof Simon Mallal, Executive Director
measurement of TNF  (three colour flow cytometry) and intracellular localisation of Hsp70 and HLA-B57 (confocal microscopy) were undertaken on abacavn exposed ex vivo polymorphic blood mononuclear cell (PBMC) cultures. Results - Recombinant mapping in patients with allelic markers of the 57.1 AH suggest a susceptibility Centre for Clinical Immunology & Biomedical Statistic:
locus within the Hsp70 gene cluster. HLA-B*5701 was present in 94.4% of hypersensitive cases and 1.7% of controls (OR 960, pc<0.00001). A ism of Hsp70-Hom (HspAlL, M493T) was found in combination with HLA-B*5701 in 94.4% of hypersensitive cases and 0.4% of controls (OR 3893, Level 2, N Block, Royal Perth Hospital
pc<0.00001). The Hsp70-Hom MA493T allele was present in 22% of controls (OR 60, pc<0.00001), suggesting that the combination of HLA-B*5701 and Hsp7D-Hom M493T conferred susceptibility. Individuals with ABC HSR exhibited a significantly higher proportion of monocytes expressing TNF in response to ex vivo abacavir Wellington Street, WA, 6000, AUSTRALIA
stimulation, which was abrogated, on depletion of CD8" T cells from whole blood. Increased intracellular expression of Hsp70 and HLA-B57 molecules in abacavir exposed ex vivo cultured PBMCs was observed in hypersensitive patients compared with controls. Hsp70 and HLA-B57 molecules co-localised within discrete vesicles. S.Mallal@murdoch.edu.au
Ph:(61) 8 9224 2899, Fax:(61) 8 9224 2920
Website-http://www.maths.murdoch.edu.au/ccibs/
Conclusions - These data indicate that the presence of HLA-B*5701 and Hsp70-Hom MA493T are predisposing factors in the development of ABC HSR, and implit them in the ion of a Class I-restricted ic immune response.
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