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. Recently we reported the isolation of human cytomegalovirus (HCMV) resistant to
ganciclovir from several patients with AIDS (NEJM, 320: 289-293. 1989). Others have
also rep d gancicl i of HCMYV isolates from AIDS patients receivin;
extended ganciclovir thera%y (29th ICAAC, Abst # 61, 1989). More 90% of AID:!
patients are infected with HCMV. It is now estimated that 15% of AIDS patients with
CMV retinitis who p ive ganciclovir therapy will deveiop ganciclovir-
resistant virus. We show here that in vitro resistance to garciclovir of the post-
isolates can be attributed to the inability of cells infected with these isolates to
phosphorylate ganciclovir. We have also expanded susceptibility profiles of ganciclovir-
resistant chmcal'ly derived HCMV strains to established antivirals and to several candidate
antivirals: acy ) 8 lovir, fosca idarabine, HPMPC, FIAU, and DHPC, The
susceptibility patterns of these ganciclovir-resistant isolates correlate with predicted
mechanisms of action of these candid. iviral d

4

73

Pathogenicity for Man of Human Rhinovirus Type 2 Mutants Resistant to or
Dependent on Chalcone Ro 09-0410.
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T MRC Common Cold Unit, Harvard Hospital, Coombe Road, Salisbury, Wilts. SP2
8 BW, U.K. 2 Department of Microbiology, Faculty of Medicine, Kuwait
University, P.O. Box 24923, Safat 13110, Kuwait.

Mutants of human rhinovirus type 2 (HRV-2), resistant to and dependent
on the antirhinoviral compound, chalcone Ro 09-0410, have been selected in
cell culture under clean laboratory conditions. A total of 42 volunteers
were challenged with either the drug resistant mutant [SR2-410(r)]} (15 vol-
unteers), drug dependent mutant [SR2-410 (d)] (15 volunteers) or a wild-type
HRV-2 which had a similar passage level in vitro as the mutants but without
the drug (12 volunteers), Thirty-three percent, 67% and 82% of volunteers
challenged with the wild-type HRV-2 developed cold symptoms, shed virus and
showed serological evidence of infectiom, respectively. In contrast only
13%, 27% and 23% of volunteers challenged with the drug resistant mutant
developed colds, shed virus or showed serological evidence of infection,
respectively. None of the volunteers challenged with the drug dependent
mutant became infected or had symptoms of colds. These results demonstrate
that a drug resistant rhinovirus was capable of infecting man and producing
disease though its infectivity was reduceu when compared with the wild-type.
In contrast a drug dependent mutant had lost its ability to infect man.



