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18 ]ong-term HfV-antigenemic men without symptoms (CI)C group If) or with P(;I. only 
(CDC group Ill) were treated for 16-24 weeks with different dosage schedules of zidovudi- 
ne, ± acyclovir. Zidovudine dosages used were: 250 mg 6-hourly, 500 mg 6-hourly, and 500 
mg 12-hourly. A decline Jn serum HTV-Ag levels was seen in 17 men; in 13 the decline was 
statistically significant in a monotone trend analysis, and in 9 HIV-Ag levels declined 
below cut-off values. Acyclovir treatment alone or in addition did not appear to influen- 
ce HIV-Ag levels. In 7 untreated men [IIV-Ag levels rose or remained stable during follow- 
up. In 10/18 zidovudine-treated subjects the CD4+ cell count at the end of the study pe- 
riod was at least 0.2 x 109/I above the initial value (statistically significant in2men), 
and ~n 2 it had declined. In none of the 7 untreated men was the CD4+ cell count at 24 
weeks>0.1 x 109/i above the initial value, and in 3 it had declined. Subjective adverse 
reactions to the study drugs were infrequent and mild. Symptoms attributable to anemia 
occurred in 2 subjects. Serious leuco- or neutropenia did not develop in any of the men. 
Long-term follow-up data will be presented. 
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Intranasal administrat ion of recombinant interferon-~2(r lFN-~2) causes dose-related 
nasal i r r i t a t i o n  (s tu f f iness ,  dryness, blood in mucus, ulcers/erosions) and mucosal lym- 
phocytic i n f i l t r a t i o n .  Histo logic a l tera t ions have been documented at dosages as low as 3 
MU/day and as early as 4 days a f te r  i n i t i a t i n g  exposure. To determine the re la t ion be- 
tween tolerance, an t i v i ra l  a c t i v i t y ,  and protein content, we assessed the long-term 
t o l e r ~ b i l i t y  of an IFN-~ analog, rIFN-~Con~, which has ~ lO-fo ld higher speci f ic  a c t i v i t y  
(3x10 U/mg of protein) than rlFN-~2 (2xlO ~ U/mg). In a double-bl ind t r i a l  119 adults 
were randomly assigned to receive dai ly sprays of placebo(n=30) or rlFN-~Conl 3 MU(n = 
29), 9 MU(n=30), or 30 MU(n=30) per day for  25 consecutive days. F i f t y -n ine  subjects were 
dropped during treatment because of abnormal nasal exams(n:56) or i r r i t a t i v e  symptoms 
(n=3). The f rac t ion of drop-outs in the placebo group (23%) was s ign i f i can t l y  (p<O.05) 
d i f f e ren t  from that in the 3 MU(55%), 9 MU(70%), or 30 MU(63%) groups. Nasal mucosal 
biopsies col lected I-3 days a f te r  completing spray use detected moderate or marked 
lymphocytic i n f i l t r a t i o n  in 10% of placebo(n=lO), 87% of 3 MU(n=8), 85% of 9 MU(n=13), 
and 73% of 30 MU(n=ll) subjects (p~O.Ol, placebo vs each rlFN- Conl group). All 3 dose 
levels of rlFN-~Conl were associated with s ign i f i can t  c l i n i ca l  and histopathologic signs 
of nasal i r r i t a t i o n .  The f indings suggest that IFN-~Conl would not have a more favorable 
therapeut ic index than rlFN-e2 and that the r isk of nasal i r r i t a t i o n  relates more closely 
to the an t i v i ra l  a c t i v i t y  than the protein content of the rlFN-~ administered. 
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