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Abstiact CohortlIA Population Baseline)Demographics CD4 Results

Background: RAL is a potent selective HIV-1 integrase inhibitor approved for use in adults. P1066 is a . . .
study of open label RAL in treatment experienced HIV+ youth. PK, safety and efficacy data in HIV+ youth Median CD4 Change from Baseline (pre-RAL).

12-18 (cohort I) were recently reported. Here we report PK, 12 week (wk) antiretroviral activity and all Group  Description of Group N N=10 (Group B)
available safety data through September 14, 2009 from cohort IIA, 6-11 year-old participants placed on A Total number of patients enrolled; all used in the safety analysis 14 Male: 60%
RAL tablets. i . . .
B RAL 400 mg BID through week 24 and had fasting intensive 10 Median age: 9 years (7-11) Week 12: CD4 Cell Count: +86 (60, 219)
Methods: HIV+ youth enrolled in Stage 1: dose finding with intensive PK, safety and wk 12 efficacy. Entry PKs. Allincluded in the RNA and CD4 efficacy analyses. Race: Black: 90% CD4 %: 2.5% (-1, 8.0%)
criteria included HIV RNA>1000 copies/mL, treatment experienced but naive to integrase inhibitors, and - Median weight: 30kg (21-46
excluded patients with HBV or HCV. Intensive PKs were completed between days 5 and 12 for all 14 c Received RAL 400 mg BID but changed doses 3 Codon 24 690/ bo 492( ) Week 24: CD4 Cell Count: +64 (-34, 402)
subjects enrolled. ARV were optimized after intensive PKs completed. After PK were examined, a dose for during study; including 2 who switched - -070 ( - ) D4 o/ . 2 0, 1 0,
continued study was selected. Success was defined as achieving and maintaining >1-log drops from formulations and 1 modified dose due to wt changes CD4#: 536 (202-1294) C %:2.0% (' , 7.0 A’)
baseline or viral loads of <400 copies/ml and on-study treatment at study specified dose at wk 12. Any . HIV RNA log.: 4.4 (3.1-5.5)
patients taken off-treatment prior to wk 12 were considered failures. vVRNA <50 also examined. All patients D Received RAL 200-300 mg BID 1 910 ST

were included in the safety analyses

Results: Baseline demographics: Male: 60%; Race: 90% Black/African American, Median: weight=30kgs; Safety/Results

age=9yrs; log,,RNA=4.4 CD4=536. Week 12 efficacy (Intent to Treat) data is available on 8 patients.
Subjects dosed at 8 mg/kg (200, 300 or 400 mg) showed a geometric mean (GM) AUC 12 of 14.8 uMxh

(2.3-111) allowing for selection of 400 mg BID of adult formulation tablets as a final dose. Subjects PK Results * RAL was generally well tolerated in these subjects.
weighing less than 25kg were placed on alternative formulations. Repeat PKs were done on all subjects at « There were no RAL discontinuations due to toxicity.

400 mg BID which revealed a GM AUC 12 of 15.8 Mxh (1.6-111). At 400 mg BID the GM trough and

Cmax were 246 nM and 4.8uM. There were three grade 3 adverse events, 1 possibly related (low ANC). Table 1: PK Parameters Figure 1: Time vs. Concentration * Neutropenia (Grade 3) was reported in two patients, one possibly related
No treatment discontinuations were due to adverse events. At 12 wks, 75% achieved success, 95%Cl and one not related
[35%, 97%]; 62% achieved <50 copies/mL, 95%Cl [24%, 91%]. Success was similar to previously reported Cohort lIA, 400 mg BID Fasted Cohort lIA, 400 mg BID Fasted - . o
data on the 12-18 year old study cohort parameter Cohort lIA « One patient had fever and elevated bilirubin; not related
Conclusions: A RAL dose of 400 mg BID of the adult formulation was chosen for continued study in HIV N=11* oo B « One patient had cough; not related
infected youth ages 6-11 and at least 25 kg in weight. In these subjects, RAL appears generally safe and 18000 N §
well tolerated through wk 12, and achieved efficacy rates comparable to those in treatment experienced AUC,, 70 mg-h/L : H
youth aged 12-18 and adults. 15.8 uMh 16,000 H
- 14000 H

) C.i 109 ng/ml
Backgrounds min 246 "M

« RAL is a potent inhibitor of HIV integrase, and blocks viral replication.

p Discussion

Time Post Dose 1)

RAL Conc (ng/mL)

) ) - CLF 49.6 Lihr ot + RAL dose was established at 400 mg BID for youth ages 6-11 years and at least

« Data in adults show an excellent safety profile as well as potent efficacy in %CV 152% 4000 . . 25 kg in weight

experienced adults who add RAL to a new optimized regimen and when Lo - 2000 H R . . .

used as part of primary regimen in therapy naive adults.!? i Fts n Group B plus 1 ptin Group C who had dose changes ok " T ¥ * M M . SALI 40_0 mg BID M[;as| generall}ll_ well tolelrat_ed in this de ;:g;ort. Weok 12 and
- Prior data from P1066 established a dose of 400 mg taken twice a day as Time Post Dose () . |r§> ogic success by Intent-to-Treat analysis occurred in o at Weel an

the optimal dose for HIV+ youth aged 12-18 years of age.>*5 _ _ ) ) 56 ﬁd‘: Week 24. h aved e in virologi
- This report provides PK and updated Week 12 and Week 24 efficacy and 400 mg BID dose was picked based on all available data including PK at 8 mg/kg, erence may have played a role in virologic response.

safety data of RAL given with an optimized background regimen (OBT) in AUC,, PK data, weight bands and Cohort | results.

HIV+ treatment experienced youth.

Viethods: HIVIRNA'Results:

In HIV+ treatment-experienced youth aged 6-11 years,

« Intensive PK performed on mini-cohort, N=4. If PK results did not meet pre- Table 2: Virologic Response Figure 2: Virologic Response .
specified targets, repeat PK was performed at new dose for mini-cohort. If Week 12 and Week 24, 400 mg BID Week 12 and Week 24, 400 mg BID RAL 400 mg BID plus OBT:
target criteria were met, 6 more subjects were enrolled. * Was generally well tolerated
- PK Targets: Geometric Mean (GM) Area-Under-The-Curve (AUC,,) > 14 Time T <400 <50 80 T * At Week 24: 56% had virologic success and 44%
uMxh and GM 12h concentration (C12h) >33 nM. point  Success  copies/mL  copies/mL <50 copies | <50 copies/mL
70+ . . . o
_ Analysis included subjects who received RAL 400 mg BID and had @s%cn (9% Cl) (95%Cl) [ <400 copies « Was associated with increases in CD4% and count
fasting intensive PKs (Group B) and 1 patient who received 400 mg BID Week 78% 78% 67% 60
but changed doses during study due to weight changes (Group C). 12 (40%, 97%)  (40%, 97%)  (30%, 92%)
« Intent-to-Treat analysis was primary: Week 56% 56% 44% 501
9 o 9 o 9 o
— “SUCCESS’” defined as having achieved and maintained at least 1-log 2 (21%,86%) _ (21%,86%) _ (14%, 79%) %0 References:
i i i ; i T 1. Steigbigel RT, et al. Long-Te Effi d Safety of Ralte ‘Combined with Optit d T
dedline in HIV RNA from bassline OR =400 copies/ml and still an-study atiotewith Drug-Regant 1V nfecton: Woek 80 Rosule o1 he BENCHMIK 1 3nd 2 e I e, Cites nociout Dsesse 2010,
treatment (raltegravir 400mg BID) at Wk 12 or 24. 50:605-12.
30+ 2. Lennox, JL, et al. Safety and efficacy of raltegravir-based versus efavirenz-based ination therapy in iive patients with HIV-1
— Patients taken off treatment before Wk 12 or 24 were considered infection: a multicentre, double-blind randomised controlled trial. Lancet 2009; 374: 796-806.
“FAILURES” 3. Nachman, S., et al. Raltegravir (RAL) pharmacokinetics and safety in adolescents: preliminary results from IMPAACT P1066 [ Poster].
N 20+ ICAAC/IDSA Annual Joint Meeting 2008; 2008 Oct 25-28, Washington, D.C., 2008.
_ Analysis included SUb]-eC‘S who received RAL 400 mg BID through Week 4.(\?IR|znllaz.0/3§;szloauléi:fg:r?;ﬂ:;gvaémglz;gé@u in Pediatric HIV Infection. Preliminary Analysis from IMPAACT P1066 [ Poster].
24 and had fasting intensive PKs (Group B). 10+ 5. Frenkel L.M., et al. 24 Week Safety and Efficacy from IMPAACT P1066: A Phase I/ll, Multicenter, Open-Label, Noncomparative Study to
Evaluate Raltegravir (RAL) in HIV-1 Infected Youth [Poster]. 49th ICAAC Meeting 2009; 2009 Sept 12-15, San Francisco, CA, 2009.
« Safety data includes all available data as of January 4, 2010 (Group A). ol

Week 12 Week 24
The study team would like to thank all the 1066 participants and their families.



