

















Key Results from Phase lll Trials
of HPV Vaccines

Vaccine Name Gardasil® Cervarix®
Time of follow up 36 months (advanced) 15 months (interim)
HPV types included 6,11, 16,18 16, 18
Efficacy HPV 16 CIN2+ Proven Proven
Efficacy HPV 18 CIN2+ Proven Proven*
Efficacy 16 or 18 CIN2 Proven Proven
Efficacy 16 or 18 CIN3 Proven Not yet proven*

* Proven in combined analysis of phase Il and lll trials

Bosch FX, et al. Br J Cancer. 2008;98(1):15-21.



Key Results from Phase lll Trials
of HPV Vaccines

Vaccine Name Gardasil® Cervarix®
Therapeutic effect No No
Safety/tolerability Safe Safe
Efficacy VIN; VAIN 2/3 Proven Not reported
Cross protection (infection) S 1 [l
(combined 5 types) (type specific 45,31)
Cross protection (lesions) Reported Reported
Immunogenicity bridging r
9-14, 26-45, & boys Proven Proven
Immune memo Booster with 4t Enhanced B cell
Yy dose at year 5 production

Bosch FX, et al. Br J Cancer. 2008;98(1):15-21.



NEW CLINICAL DATA.
5th INTERNATIONAL PAPILLOMAVIRUS
CONFERENCE
Malmo 2009
Gardasil®: HPV 6 & 11, 16, & 18




Impact Of HPV 6/11/16/18 Vaccination On External Genital
Warts (EGW): Melbourne Sexual Health Centre

* 36,055 new visits in interval January 2004 — December 2008:
EGWs diagnosed in 10.6%

* Vaccine uptake in Australian females 12-26 years ~ 70%
since 2007

* In 2008, the number of new EGW cases was compared to the
expected average

— 48% reduction in genital warts in women <28 years of age

— 17% reduction in genital warts in heterosexual males
- No change in homosexual males

— There was no change in the incidence of herpes simplex



Percentage with Presentation Of Warts

Vaccination program commences

- <~ -Women 228
—— MSM

- MSW
—— HSV

MSM = Men who have
sex with men
MSW = Men who have
Q‘) Qfo Q‘b .
o A 0y sex with women
G O ¢ HSV = Herpes simplex

Quarters since 2004 virus




Efficacy Against HPV 6/11/16/18—Related
External Genital Lesions in Males

HPV 6/11/16/18—Related Efficacy, % 95% CI, %

All EGLs 90.4 69.2-98.1
Condyloma 89.4 65.5-97.9
PIN 100 <0-100

Giuliano A, et al. Presented at: 25th International Papillomavirus Conference; May 8-14, 2009: Malmo, Sweden.
Abstract 0-01.07.



NEW CLINICAL DATA:
5th INTERNATIONAL PAPILLOMAVIRUS
CONFERENCE
Malmo 2009
Cervarix®: HPV 16 & 18 + ASO4 Adjuvant




Type-Specific Cross-Protection
Beyond Hpv-16/18 TVC-Naive

6 Month Persistence

n n ) n n o
HPV Control VE% LL HPV Control VE% b

77.5 66.1 85.5

HPV-31 32 140
HPV-33 53 93 43.5 18.6 61.2
12 64

HPV-45

814 643 91.2

B Vvaiues with LLCI > 0 statistically significant

Skinner R, et al. Presented at: 25th International Papillomavirus Conference; May 8-14, 2009: Malmo, Sweden.
Abstract 0-29.01.




.
Efficacy Against CIN2+
Related To Nonvaccine Types (NVT)

TVC-Naive—Two Different Studies

CIN2+

VE% LL UL

Gardasil* HPV Control
n

HPV-31 o0 -45 8.7 141 815
HPV-31, 33, 45, 52, o -58 44 66 32.5 -03 550
HPV-31, 33, 35, 39, 45, 51, 52, 56, 58 o0 -59 62 93

CIN2+

e k%
Cervarix VE%  LL UL

HPV-31 o -45 0 24 100 822 100.0
HPV-31, 33, 45, 52, o -58 15 47 68.2 405 84.1
HPV-31, 33, 35, 39, 45, 51, 52, 56, 58 o -59 20 63 68.4 457 82.4

* Brown DR, et al. J Infect Dis 2009;199(7):926-935. . . _
**Skinner SR, et al. Presented at: 25th International Papillomavirus Conference; May 8-14, 2009: . Statistically significant estimates
Malmo, Sweden. Abstract 0-29.01.



.
Efficacy Against CIN2+
Irrespective Of HPV Type in the Lesions

TVC-Naive—Two Different Studies

Confidence
Interval

Vaccine Control VE, %

CIN2+ (any HPV type)
Gardasil’ T NA 42.7 23.7 - 57.3

*http://lwww.emea.europa.eu/humandocs/PDFs/EPAR/gardasil/H-703-Pl-en.pdf - page 9.
Includes 17,599 subjects enrolled in protocols 013 & 015
NA= not available

Confidence
Interval

Vaccine Control VE, %

CIN2+ (any HPV type)

Cervarix™* 33 110 70.2 54.7 - 80.9

**Paavonen J, et al. Presented at: 25th International Papillomavirus Conference; May 8-14, 2009:
Malmo, Sweden. Abstract 0-29.06.



Key Results and Speculations from
Phase lll Trials of HPV Vaccines

Vaccine Name Gardasil® Cervarix®

Efficacy genital warts Proven females/(males) Not in target

Efficacy RRP
Efficacy VIN; VAIN 2/3 Proven Not reported*
Efficacy anal cancer

Efficacy penile cancer

Efficacy oral /[pharynx cancer

* Likely by analogy
** Indirect analogy with GW results



Conclusion
* The epidemiology and the causality of HPV
infections and cancer has been largely described
« HPV-based screening tests have been validated

e Excellent vaccines are available

e Cervical (and other) cancers can potentially
be eradicated



Conclusions: Vaccines for
Cancer Prevention

Non (16 & 18)—exposed women:
95 % + (70%) (independent of age)

Cross protection impact: 6% to 12% additional (76% to 82%)

 Previous exposure resolved (DNA neg; Sero pos)
protection against other types & possible booster impact
on exposed vaccine types

« HPV carriers (DNA pos) no change in prognosis and
protection against other types

VACCINATION IS SAFE IN ALL GROUPS



Conclusions: Screening for
Cancer Prevention

Nonvaccinated women:
Continue program/change to HPV screening

Vaccinated women while presexual:
HPV screening

Vaccinated women sexually active:
HPV screening/continue program

Screening transition time: First adolescent cohort fully
vaccinated until their 25th birthday



Thank You Very Much






