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(R)-9.(2-phosphonylmet~oxypropyl)adenine (PMPA), an 
acyclic phosphonomethyl ether nucleoside analogue, acts as a 
reverse transcriptase inhibitor and has shown potent in vim 
efficacy against acute SIV infection in adult and newborn 
macaques. The current stidy evaluated the effects of PMPA 
treatment in chronically SIV infected macaques. For this study, 
rime cynomolgus macaques (Macaca fasciculam) that had been 
chronically infected with SIVmne for at least 19 weeks were 
treated with I’MPA (30 mg/kg); or with PMPA (75 mg/kg). The 
agent was administered subcutaneously in a single daily dose 
for four weeks. The clinical and virologic status of the 
macaques was evaluated weekly throughout treatment and 
periodically thereafter. The efficacy was evaluated by 
monitoring cell-free and cell-associated virus load, cell- 
associated viral DNA, plasma viral RNA levels and absolute 
numbers of lymphocyte subsets. Although SIV was 
undetectable by PBMC coculture from animals treated with 
PMPA, the animals continued to have SIV DNA as determined 
by PCR. In conclusion, PMPA showed significant inhibition of 
SlV durmg treahnent, however, SIV reappeared after 
treatment was stopped. 
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I4 I W94 (VX-478) was syntheszed by Vertex Pharmaceuticals. 
Inc. and has been licensed for development by Glaxo Wellcome, Inc. and 
Kiwi Pharmaceuticals. If is a potent and specific inhibitor of HIV 
protease with m w&w IC,,s of 0.084 and 0.080 pM against HIV-I,,,, m 
MT-4 cells and PBLs, respectively, and mean I&s of 0.012 and 
0.019 pM agamst 8:x ridovudme-sensitive and three zidovudine-resistant 
clinxal isolates, respectively, evaluated in PHA-stimulated PBLs. In a 
previous clinical study, l4lW94 was well tolerated by HIV-infected 
volunteers at smgle, oral doses between I50 and 1200 mg. The present 
study is an open-label, Phase I/II trial desvgned to evaluafe the 
phannacokmetxs of multiple doses of 14lW94 administered alone for 
four weeks to patients with CD, lymphocyte counts between I50 and 
400 cells/mm’. Plasma samples were obtained 0 (per-dose), 0.25, 0.5, 
0 75, I, 1.5, 2, 2 5. 3, 4, 6, 8, IO, 12, and 24 hours after the first dose of 
I4 I W94. Subsequent doses were withheld until after the 24 hour plasma 
sample. After three weeks of multiple-dose treatment, plasma samples 
were obtained over a steady-state dosing interval at 0 (pre-dose), 0.25, 
0 5, 0.75, I, 1.5, 2, 2.5, 3, 4, 5, 6, 8, IO, and 12 hours after dosing. The 
IO and I2 hour samples are collected only from patients receiving 
I4 I W94 b id. Samples are assayed for I4 I W94 using a validated HPLC 
method and pharmacokinetic parameters calculated by model-independent 
methods. Comparisons of AU&,, after the first dose with AUC,, at 
steady-state provide information that can be used to select dosing 
regimens for subsequent studies. Data will be presented from a full 
cohort of ten HIV-infected patients, all of whom have now completed 
four weeks of therapy wth I41 W94 at 300 mg h r.d These data 
constitufe the first report of multlple dosing of I41 W94 in HIV-infected 
patients 
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6-Chloro-2’3’~deo~~g~o~ne (&cl-ddG). wluch ‘s a hpophdx 
prodrug of ddG. can exert potent antirevo\mal acuray agamst HIV-1 1,~ 
wm The effect of 6-a.ddCi on acute mfecuon of rhesus monkeys wth 
slrman mnnnnodef~c~enc) vwns (SIVmac239) were rnvestigated A dose of 
25 rng of 6.C-ddG per kg was adrmmstered subcutaneously every 8 hr for 
10 days The adnnmsnanon was srarled 2-i hr before challengmg wlh 
l\l(Y TCIDio of SI\- The anngenenna (~27 anngen) and the anhbody 
were momtored for up to 29 days after wus moalanon The peaks of p27 
anngenenna slgmflficantly dela)ed I” the 6.C-ddG treated group than m 
untreated group Addmonall) slgmficant difference was observed in the 
hole for appearance of SI\’ an&xi> 

\Ve exanuned the ellect of h-Cl~ddG on an AIDS ARC rhesus monke) 
The chrncal features of the monkey Infected wth SlVmac251 32H were 
rccturent waght loss, sebere dmrrhea, “europathy and the dedme of the 
number of CD-I and CD&Y cells 6.(‘I-ddG (5Omg,kg) was adnnmstered 
subcutaneousl) ere~ 8 br for 1-l days The monkey began to show 
nnprorement of cluucal signs, mcludmg waghhr gam, recovery from 
dnwrhea and disappearance of neuropathy after the onset of drug 
adnnmstranon The rano of CIM- CD% and T cell count also mcreased and 
rhe levels were mantamed during lreatment On the other hand, B cell 
count decreased durmg the treatment We wll also report the eflicac) of 
6-(‘I~ddG (25mg kg) on three macaques wth chrome SI\’ mfecnon 
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Background: l4lW94 (VX-478) IS a new HIV-I protease 
inhIbItor synthesized by Vertex Pharmaceuticals, Inc. and licensed for 
development by Glaxo Wellcome, Inc and Kiwi Pharnwxut~cals. 
141 W94 is a potent and effective mhlbitor of HIV protease in wfro with 
mean IC,, values of 0.080 pM in infected PBL’s. In a previous study. 
141 W94 was well tolerated by HIV-infected volunfeers following smgle, 
oral doses between I50 and 1200 mg. Objectives To assess the relative 
bioavailabillty of a soft gelatin capsule of 14lW94 to the hard gelatin 
capsule formulation and to assess the effects of food upon the soft gelatin 
capsule formulation. Methods: This was a smgle-center, randomized, 
balanced three-period crossover design Following a screening 
evaluation. subjects were randomlred fo receive the following treatments 
600mg of I4 I W94 as a soft gelatm capsule. 600mg of I41 W94 as a hard 
gelatin capsule and 600mg of I4 I W94 ?.s soft gelatm capsule following a 
high-fat meal. Subjects were monitored throughout the study period for 
adverse events and changes in clinical laboratory parameters. Blood 
samples for pharmacokmetlc analysis were obtained prior to dosing and at 
0.25, 0.5. 0.75. I, 15, 2, 2.5, 3, 4, 5, 6, 8, IO, 12 and 24 hours post- 
dosmg. Pharrnacokinetx analysis will be performed utilizing model- 
Independent methods Results: I8 HIV-infected subjects (I5 male, 3 
female) were enrolled into the trial. The clinical phase is complete with 
all subjects receiving all treatmenrs per protocol. Reported adverx 
rxperlences were generally mild m severity with headache being most 
common. The analysis of plasma samples for 14lW94 IS currentiy 
underway using a validated HPLC method. Conclusions. I41 W94 was 
safe and well tolerated following single doses of both formulations. 
Pharmacokinetic data will be presented evaluating the relative 
bioavalability of the two formulations and its impact upon future dosIng 
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