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Abstract Study Design

Study population: eligible subjects who had participated in 2 previous studies (the “Parent Studies”)

Summary/Conclusions

ALVAC vs. MRKAd5 gag 15mer ELIspot Summaries

Background: Recombinant viral vectors can elicit CMI responses, but immunity to the vector limits

. ; 3 : M f all T i
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Methods: A randomized, double-blind, comparative multicenter study involving 135 subjects who °
had previously participated in Merck Protocol 007 (Ad5 HIV-1 gag) or Protocol 012 (MRKAdS HIV-1 - ALVAC vCP205 vaccine at 1x1067 TCID,; OR Most Common (>2.5%) Adverse Events iiam E‘m Each vaccine elicited recall responses in subjects
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on their EL;SPOT responses in the parent study. The primary immunogenicity assessment was the - Stratification based on status in Parent Study Injection site 86.2 84.6 g s g
difference in the geometric mean ELISPOTs between treatment groups 4 weeks after the study Fatigue o2 51 30 e o 30
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Results: Both vaccines were generally safe and well tolerated. Recall responses were elicited by Diarrh 6.4 154 Study Week ‘Study Week H H H
both vaccines. There was no significant difference in the proportion of responders or the magnitude A:: ‘Dea 73 s boost vaccination regimen does not produce a
of the ELISPOT responses between the treatment groups. Responses in individual subjects were ALVAC-HIV (vCP205) ralg . - __Previous Vaccine Subjects Previous Vaccine Subjects synergistic immune response in man
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Study Week = = X .
! Randomization Central Texas Clinical Research Family Practice, - Jim Tartaglia, PhD
21 Austin, TX
Status in Parent Study Randomization 1000 - David P. Wright, MD Merck Research Laboratories,
Conclusions: The heterologous adenovirus prime/poxvirus boost regimen was generally safe and Ratio Stratum o e . West Point, PA
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well tolerated. Boosting adenovirus vector-primed subjects with a poxvirus vector elicited recall CMI reatmen esponder e ALVAC/MRKAdS £s8 ] ne.?e;:;::;;:e,;u;égge;:’;o - Danilo Casimiro, PhD
responses, but this was not more effective than boosting with a homologous vector. Placebo N/A N/A 4/0 Stratum 1 § - v ’ - Sheri Dubey
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Rationale for the study Adenovirus Low Week 30 <250 SFC? 3/1 Stratum 3 z 2] 300 - Frances Priddy, MD - Xiaoyin Fan, PhD
* Cell mediated immune (CMI) responses may be key to control of HIV Adenovirus High Week 30 >250 SFC? 3/1 Stratum 4 w _§ n=81 George Washington University, - Ro.bin Isaacs,.MD
* Adenovirus vectors elicit potent CMI responses, but: * N/A = Not Applicable 57 o B n=26 Washingtotn Dc ) ~ Priya Kulkarni, PhD
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Gender ALVAC vs. MRKAd5 gag 15mer ELIspot Summaries Miriam Hospital, Providence, RI - Michael N. Robertson, MD
ELIspot Responses in Rhesus Monkeys Poxvirus boost following low dose Male 59 (54%) 13 (50%) Response Fregs. (%) and Geom. Mean of Responders 307 - Michelle Lally, MD - John Shiver, PhD
Ad ag p! e Female 50 (46%) 13 (50%) Parent  Prev. Wk wk  wk o Responders Geometric Mean i e —— AWAC 4 —— MRKAS St Louis University Health Sciences Center, - Linda Wynne
oD Strata  Study Resp.? ‘:k 30 Regimen 0 4 8 P (Responders) . . . St Louis, MO
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O Pre = _ 1 3 N/A N/A ALVAC 28 28 27 4% 4% 4% 180 256 186 University of Alabama at Birmingham,
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= Female 217052 2370 50 (s250) MRKAdS 13 13 13 54% 69%  85% 155 180 155 - Srilatha Edupuganti, MD
E 500 Race/Ethnicity 4 v Yes High ALVAC 25 25 25 96% 92% 92% 387 620 623 University of Rochester, Rochester, NY
7] Asian/Pacific 1(1%) 1 (4%) (>250) MRKAds 8 8 7 88% 100% 100% 493 604 500 - Michael C. Keefer, MD
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) 5 35 s 35 5 5 S 3 Indian 0 (0%) 0 (0%) * P = Placebo; V = Vaccine (Ad5 or MRKAdS).
N # At least one positive IFN-y ELIspot response between weeks 4 and 30 of parent study.
Prime: 10° vp Ad5 107 pfu ALVAC 10° vp Ad5 Native American 1(1%) 0 (0%) + Week 30 ELIspot response of parent study.
Boost: 10° vp Ad5 107 pfu ALVAC 107 pfu ALVAC Other 1 (1%) 0 (0%) Dosing regimen: wks 0, 4, 26 (parent protocol) + wk 0 (Protocol 019 booster)
* No statistical differences between groups ELIspot Responder: 255 SFC/10¢ PBMCs and 4-fold over media control for 15mer peptide pool; summaries are based on
15mer ELIspots.
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