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Background/Objective _ )

This phase-1ll, multicentre, randomized, open-label trial (NCT01381575) recently
demonstrated that HPV-16/18 ASO04-adjuvanted vaccine is immunologically non-inferior
following 2-dose schedule (2D) administration in adolescent girls versus 3-dose schedule (3D)
in young women, until month (M) 18 post-dose 1. Immunogenicity and safety results until
M24 are presented here.

Method

Healthy 9-14-year-old girls were randomized 1:1 to receive 2D of HPV-16/18 ASO04-
adjuvanted vaccine at M0,6 (N=550) or M0,12 (N=415); healthy 15-25-year-old women
received 3D at M0,1,6 (N=482). Anti-HPV-16/18 antibodies were measured by enzyme-
linked immunosorbent assay (ELISA) and pseudovirion-based neutralization assay. Cell-
mediated immune responses were measured at M24 in sub-cohorts receiving last dose at M6.
Safety outcomes were recorded.

Result
In the M24 according-to-protocol cohort for immunogenicity (initially seronegative subjects),
the non-inferiority of anti-HPV-16/18 immune response following 2D(MO0,6) versus
3D(MO0,1,6) was demonstrated 18 months after last dose; immune response following
2D(MO0,12) was_non-inferior versus 3D(M0,1,6? and 2D(MO0,6) 12 months after last dose
(Table). Anti-HPV-16/18 neutralizing antibody levels were generally comparable across all
8roups 12 months after last dose, and between 2D(0,6) and 3D(0,1,6) 18 months after last
ose. For both vaccine types, T-cell- and B-cell-mediated immune responses were
comparable between groups 18 months after last dose. In the M24 total vaccinated cohort,
serious adverse events (AEs; were reported for 14 (2.6%), 17 (4.2%) and 20 (4.4%) subjects
receiving 2D(MO0,6) (N=537), 2D(M0,12) (N=401) and 3D(0,1,6) (N=453), respectively; none
were vaccine-related. Medically significant AEs were reported for 114 (21.2%), 70 (17.5%)
and 133 (29.4%) subjects, respectively.

Conclusion

The non-inferiority of the HPV-16/18 immune res/gonse (ELISA) elicited following 2D
administration (at M0,6 and M0,12) of HPV-16/18 AS04-adjuvanted vaccine in adolescent
girls versus standard 3D schedule in young women was maintained until M24, with an
acceptable safety profile. 2D schedule option may facilitate implementation of immunization
grao\grammes, improve compliance and reduce costs. Funding: GlaxoSmithKline Biologicals



Table: Anti-HFV-16 and anti-HPV-13 antibody responses (ELISA) and non-inferiority results at M24 following 2-dose snd 3-dose vaccination schedules (imitially
serpnezative subjects, ATP-I)

Consparizon/ x| e AT, Eml x| e EAIT, il Serocsmerion CMT ratio®
Awtihody & (95%CT) (#5% CT) & (95%CT) (5% CT) %5 (35% C) (5% CTy
TD{I0,12) vz SD[MA0, 1,6}
1201 after Inzt TINAD, L) DD, 6) ID-2D{M0,1T) IDVIDAD, 1T
TROCORRGID
Arsi-HPV-16 346 | 100 (982, 1000 1153.€ (1998.9, 2385.5) 332 | 100 (982, 1000 1696.6 (1754.2, 2182.49) o0 {-1.15, .10y 020 (.78, 1.03)
Arzi-HPV-13 360 | 100 (2.0, 1000 1033.0 (1080.2, 1306.6) 3161 | 100 (2.0, 1000 3371 (748.0, 835.T) 0 (-1.05, 1.06) 070 {061, 0.82)
ID{AI,17) vz ZD[AI0,6)
12 after Inst TINAD,LZ) TN, 5) TN, E-TINA,LT) | 2D(ADDS)IDAL,12)
VECCIREGOD
Amsi-HEV-16 346 | 100 (23, 100) 1133.6 (18888, 2385.5) 466 | 100 (222, 100) 1743.1 (1623.0, 1872.1) 000 (-0.E2, 1.10) 080 (171, 0.89)
Amsi-HEV-13 360 | 100 (2.0, 100) 1035.0 (1080.2, 1306.6) 470 | 828 (2EE 100) 2705 (B00.4, 347.6) -0.:21 {-1.20, 0.85) 073 (65, 0.83)
TD(AID,5) v2 2D [M0,1E)
13N after Inst FINAD,E) DD, 6) 3D-2D{M0,5) 3DVIDMD, 6
vaCCRRGon
Arsi-HPV-16 468 | 100 (992, 1000 14354 (1388.5, 1595.1) 334 | 100 (982, 100 1554.8 (1433.0, 1775.1) 00 {-1.14, DBy 107 {153, 1.21)
Arzi-HPV-18 4TI | 99.6 (FE.E 10D TI5E(659.2, 770.1) 36D | 100 (2.0, 1000 &40 (3592.2, 744.9) 021 {-0.54, 1.17) 093 (051, 1.06)
*Mon-mferiority for serocomrersion rates was met if, for both HPYV-146 and HPV-13, the upper limit of the 83% CT for the sevoconversion difference was <33, **MNon-inferiority

fior GMT was met if, for both HFV-16 and HPFV-18, the upper limit of the 35% C1 for the GAIT ratio was <2, Mumbers in bold signify the non-inferiority criterion was met 2D=2-
dose schadule; 30=3-doze scheduls; ATP-I=DI14 according-to-protocol cohort for immunogenicity inchading 519 sokjects in J00,4) group, 325 m I0{0.11) and 407 in 3D{0,1,6);
Cl=confidence interval, ELIS A=enzyme-lmked imrmmosorbent as:ay; EU=ELISA wnits; GMT=geometric mean titre; M=month; M=rumber of subjects with available resalt.



