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Background/Objective

Cervical cancer is a major public health problem in China and the disease is commonly
associated with human papillomavirus (HPV)-16 and HPV-18 genotypes [1]. A phase 1I/111,
double-blind randomized study (NCTO00779766) demonstrated that HPV-16/18 AS04-
adjuvanted vaccine was highly efficacious against HPV-16/18-associated cervical infections
and lesions, was immunogenic, and had an acceptable safety profile in Chinese women until
approximately 4 years post-dose 1 [2]. Efficacy and safety results from an analysis triggered
approximately 57 months post-dose 1 are presented here.

Method

Healthy women aged 18-25 years (N=6053) were 1:1-randomized to receive HPV-16/18
vaccine or Al(OH)3 (control) in a 3-dose schedule given at months 0-1-6. Vaccine efficacy
(VE) against virological, cytological and histological endpoints associated with HPV-16/18
and other oncogenic HPV types, immunogenicity and safety were evaluated.

Result

VE against HPV-16/18-associated endpoints was demonstrated (Table). A 52.6% (95% CI:
24.5-70.9) VE against HPV-31/33/45-associated 6-month persistent infection (according-to-
protocol cohort for efficacy) was shown. In the total vaccinated cohort, 50 (1.7%) and 76
(2.5%) women in the HPV-16/18 (N=3026) and control (N=3025) groups, respectively,
reported serious adverse events; 2 were fatal (not vaccination-related). 8 (0.3%) and 12 (0.4%)
women in the HPV-16/18 and control groups, respectively, reported new onset chronic
diseases, and 2 (0.1%) women in each group reported new onset autoimmune diseases. 181
(6.0%) and 180 (6.0%) women, respectively, reported medically significant adverse events.

Conclusion
The HPV-16/18 vaccine showed high efficacy against HPV-16/18-associated virological,
cytological and histological endpoints until approximately 57 months post-dose 1, and had an
acceptable safety profile in Chinese women. Results were generally in line with those from
studies performed in other countries [3,4]. Funding: GlaxoSmithKline Biologicals SA
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Table. Vaccine efficacy against HPV-16/18-associated virological, cytological, and histological endpoints (ATP and
TV for efficacy, seronegative and DNA-negative® women at baseline)

ATP for efficacy

TVC for efficacy

HPV-16/18- N cases N I cases
associated endpoint At o Vaccine efficacy T Vaccine efficacy
HPV-16/18 Control 95 (95% cT) | HPV-16/18  Contrel %% (95% CT)

N n/N n'N n'N

6-month PI and/or

CINI+** 2/2524 60/2535 96.7(874-996) | 523567 TR258T  93.6(84.4-98.0)

6-month P1 2/2480 54/2488 963 (85.9-99.6) | 42351 TI2571  94.4(84.9-98.5)

12-month PI 172425 3V2455 96.9(81.1-99.9) 32516 412536 92.6(76.9-98.5)

Any cytological

b ality 4/2522 53/2535  92.4(79.4-93.0) 6/2563 64/2585  90.5(78.3-96.T)

CINL+ 172524 1512535 93.2 (56.1-99.8) 272567 17/2587  88.0(49.6-98.7)

CINZ+ 112524 82535  87.3(53-99.7) | 12367 92587  88.7(18.4-99.7)

Notes: Vaccmne efficacy was calculated using the conditional exact method ([1 - rate ratio] x 100) wath follow-up time starting
at dose 3 for the ATP for efficacy and at dose 1 for the TVC for efficacy. *For ATP for efficacy analysis, DNA-negative at
months 0 and 6, for TVC for efficacy analysis, DNA-negative at month 0. **Primary objective. ATP, according-to-protocol
cohort (all evaluable women who recerved 3 doses for whom efficacy endpoint measures were available and who had normal
or low-grade cytology at baseline); TVC, total vaccinated cohort (TVC for efficacy mecluded all women who recerved at least
1 dose for whom efficacy endpoint measures were available and who had normal or low-grade cytology at baseline); n, mumber
of women reporing =1 event, N, mumber of women in each group; CI, confidence interval, P1, persistent infection; CIN1+,
cervical intraepithelial neoplasia grade 1 or higher; CIN2+, cervical intraepithelial neoplasia grade 2 or higher.




