Dose Escalation, Safety, Tolerability and Pharmacokinetics of a Novel HIV-1 NNRTI, IDX899 in Healthy Subjects
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* The NV-05A-001 trial was a Phase | dose-escalation study that enrolled or Alaska Native > : + Exposure to IDX899 in female and male subjects was comparable. +  There were no serious adverse events reported.
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« Single-dose escalation - Male subjects (8/dose) were randomized 6:2 ratio to
IDX899 or matching placebo to the following single escalating dose cohorts:
50 (fasted), 100 (fasted), 200 (fasted/fed), 400 (fasted/fed), 800 (fed) or 1200 (fed) mg.

* Food effect - During single dose escalation, male subjects randomized to the
200 mg fast cohort received, after a 7-day washout period, an additional dose of
200 mg under fed conditions to assess food effect.
An additional cohort of male subjects received a single dose of 400 mg under fed
conditions to confirm food effect observed at 200 mg.

« Gender effect - A cohort of non-childbearing healthy females was enrolled and received
a single 400 mg dose under fed conditions to assess potential gender difference.

*  Multiple doses - After the completion of single dose escalation, two cohorts of
male subjects (10/cohort randomized 8:2 active to placebo ratio) were enrolled and
received repeat doses of 800 QD or 400 mg BID for 7 days under fed conditions.

PK Sampling and Analysis

« Serial plasma samples were obtained after dosing and quantitated for IDX899
using a validated LC/MS-MS methodology.

* PK parameters, obtained using standard non-compartmental analysis, include
Chmax, Tmax, AUCin/AUCt, C24n/Cmin, and T12. Mean + SD [Median (Range) for Tmax]
are presented.
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Pharmacokinetics

Figure 2: Concentration-Time Profiles of IDX899
Following Single Dose Administration in
Male Subjects
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Data show no evidence of accumulation or induction for IDX899 between Day 1
and Day 7.

moderate vomiting, in a female subject after a single dose of 400 mg IDX899,
which resulted in discontinuation from the study. A second subject, a male in the
multiple dose 800 mg group, discontinued for mild pruritus and urticaria which
resolved within 26 hours after receiving diphenhydramine.

Table 4. Summary of Adverse Events
(Single and Multiple Dose) observed in >1 subject

Single Dose  Single Dose  Multiple Dose  Multiple Dose
Placebo (N=16)  Active (N=49)  Placebo (N=4)  Active (N=16)
n(%) n(%) n(%) n(%)
Subject with any AEs 3(18.8) 11(22.4) 1(25.0) 7(43.8)
Abnormal Dreams 0 1(20) 0 1(63)
Dizziness 1(63) 1(2.0) 0 0
Headache 1(63) 4(82) 0 1(63)
Nausea 1(63) 2(4.1) 0 0
Polyuria 0 0 0 2(12.5)

Note: A subject with multiple AE occurrences under one treatment i counted only once in the AE category.
Note: Subjects in the 200 mg single dose cohort received 200 mg under both fasted and fed conditions. Therefore, 200
mg fasted and fed subjects are counted once for overall N

Food enhanced absorption of IDX899; no gender effect was observed.
No SAEs and no discernable pattern to laboratory abnormalities were observed.

When combined with atazanavir, IDX899 did not markedly alter atazanavir
pharmacokinetic parameters.

IDX899 is currently in a proof of concept study in HIV-1 infected patients.
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