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Den storsta effektstudien av ett vaccin mot livmoderhalscance r
visade att Cervarix ® skyddar mot fem av de vanligaste
cancerframkallande virustyperna

Publicerati The Lancet : Ytterligare effekt kan tolkas som cirka 11-16 pro  cents extra
skydd mot livmoderhalscancer
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Den slutliga analysen av den storsta effektstudien av ett vaccin mot livmoderhalscancer publicerades
idag i The Lancet. Studien, som omfattade 18 644 kvinnor, bekraftade att GlaxoSmithKlines Cervarix®
ar mycket effektivt nar det géller skydd mot de tva vanligaste typerna av humant papillomvirus (HPV),
16 och 18, som ger upphov till livmoderhalscancer.* Studien visade ocksa att vaccinet ger korsskydd

mot HPV typ 31, 33 och 45, de tre vanligaste cancerframkallande virustyperna férutom 16 och 18.!

Hillar Kangro, medicinsk radgivare vid GlaxoSmithKline i Sverige sade i en kommentar: "Dessa
utmarkta studieresultat bekraftar den effekt som Cervarix® ger mot HPV 16 och 18. Fér forsta gangen
visar resultaten att detta vaccin ar effektivt mot de forstadier till cancer i livmoderhalsen som
associeras med de fem vanligaste cancerframkallande virustyperna. Detta ar verkligen goda nyheter
for primar prevention av livmoderhalscancer, eftersom det visar att vaccinet kan ge kvinnor ytterligare

skydd mot livmoderhalscancer utbver vad som forst hade férvantats.”

Studien visade att hos kvinnor som foljde studieprotokollet (87 procent av det totala urvalet) gav
vaccinet 92,9 procents skydd mot de forstadier till cancer i livmodern (cervikal intraepitelial neoplasi
2+ eller CIN 2+) som associeras med HPV 16 eller 18." En ytterligare analys av samma kohort, vilken
uteslot lesioner som troligtvis inte orsakats av HPV 16 och 18, visade att vaccinet hade 98,1 procents

effekt mot de forstadier till cancer i livmoderhalsen (CIN 2+) som orsakas av dessa tva typer.*

Studien visade att Cervarix® ger ett betydande korsskydd mot precancerdsa lesioner som inte
innehaller HPV typ 16 och/eller 18." Denna ytterligare effekt motsvarar cirka 11-16 procents extra
skydd mot livmoderhalscancer utéver det skydd som ges genom effekt mot HPV 16 och 18 enbart.
Denna effekt berodde huvudsakligen pa skyddet mot HPV typ 31, 33 och 45.

Professor Jorma Paavonen fran Helsingfors universitet i Finland — prévningsledare i studien och
huvudfdrfattare till publikationen — kommenterade: "Resultaten visar att Cervarix® ar mycket effektivt

mot de virustyper som oftast ger upphov till cancer i livmoderhalsen och har potential att kraftigt
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minska férekomsten av forstadier till cancer i livmoderhalsen, livmoderhalscancer och dithérande
diagnostiska och kirurgiska atgarder. Resultaten bekraftar an en gang att vaccinering som primar

”

preventiv atgard mot livmoderhalscancer ar tillférlitlig nar den anvands tillsammans med screening.

| studien var frekvensen av allvarliga biverkningar och medicinskt signifikanta forhallanden i den

grupp som vaccinerats med Cervarix® jamforbar med den i kontrollgruppen.*

Fo6r mer information

Jonas Vikman, informationschef Hillar Kangro, medicinsk radgivare
Tel: 070-563 82 20 Tel: 076-114 72 04
E-mail: jonas.vikman@gsk.com Email: hillar.kangro@gsk.com

About HPV 008 PATRICIA (PApilloma TRIal Cervical cancer In young  Adults)

» The Phase lll multi-centre, double-blind, randomised study involved a total of 18,644 women,
aged between 15 and 25 years, from 14 countries across Europe, Asia-Pacific and Latin and
North America®

»  Study participants were randomised to receive either Cervarix® or a control hepatitis A vaccine
and analyses were performed in the following cohorts:*

o According-to-protocol cohort for efficacy (ATP-E; vaccine=8093; control=8069)
o Total vaccinated cohort (TVC; vaccine=9319, control=9325)
o0 Total vaccinated cohort-naive (TVC-naive; vaccine=5822; control=5819)

e ATP-E included all women who met eligibility criteria, complied with the trial protocol and received
all three doses of study vaccine®

* TVC included all women who received at least one vaccine dose. This group comprised a diverse
population of women including those with evidence of current or previous HPV infection and with
high grade smear test results. This was intended to represent general population of sexually
active young women*

* TVC-naive included all women who received at least one vaccine dose and who had no evidence
of previous or current HPV infection, and was intended to represent young girls prior to the onset
of sexual activityl

» Vaccine efficacy against CIN 2+ associated with HPV 31, 33 and 45 — HPV types not in the
vaccine — was 92 percent (66.0,99.2; p<0.0001), 51.9 percent (-2.9, 78.9; p=0.0332) and 100
percent (-67.8, 100, p=0.0619) respectively in the ATP-E cohort." Vaccine efficacy against CIN 2+
associated with HPV 31, 33 and 45 was 68.4 percent (34.2, 86.1; p=0-0005), 49.8 percent (4.8,
74.6; p=0.0239) and 100 percent (7.0, 100; p=0.0312) respectively in the TVC cohort*

» Vaccine efficacy against CIN 2+ lesions associated with 12 non-vaccine cancer-causing HPV
types not in the vaccine was 54 percent (34.0, 68.4; p<0.0001) in the ATP-E cohort." When

Page 2



PRESS 0
RELEASE GlaxoSmithKline

excluding all CIN 2+ lesions associated with non-vaccine types in which HPV 16 and 18 was also
detected, vaccine efficacy was 37.4 percent (7.4, 58.2; p=0.0092) in the ATP-E cohort.' These
two analyses suggest that the true vaccine efficacy against CIN 2+ associated with 12 non-
vaccine cancer-causing HPV types lies between 37 percent and 54 percentl

» The vaccine also substantially reduced the number of colposcopy referral and cervical excision
procedures in both the TVC and TVC-naive cohorts®

e The efficacy and safety results from the interim analysis of the HPV 008 study were previously
published in The Lancet.? The data reported today are from the final event driven analysis, also
published in The Lancet. Further to the final analysis, additional follow-up results will be

forthcoming from the end of study

About Cervarix ©

Cervarix® was specifically designed with a novel adjuvant, AS04, to deliver high and sustained levels
of antibodies aimed at providing long-term protection against HPV 16 and 18, the most common
cervical cancer-causing HPV types.® It has been shown to be generally well tolerated. The most
common symptoms after vaccination included pain, redness and swelling at the injection site, fatigue,

fever, aching, headache, itching, rash or gastrointestinal disturbances.*

To date, Cervarix® has been approved in 96 countries around the world, including the 27 member
states of the European Union (EU), Australia, Brazil, South Korea, Mexico and Taiwan. Licensing
applications have been submitted in more than 20 additional countries including Japan and the United

States. Cervarix® was granted prequalification by the World Health Organization (WHO) in July 2009.

About HPV and cervical cancer

Women are at risk of HPV infection throughout their sexually active lives.® Approximately 100 types of
HPV have been identified to date® and, of these, approximately 15 virus types are known to cause
cervical cancer.” HPV types 16 and 18 are responsible for approximately 70 percent of cervical
cancers globally, with types 45, 31 and 33 among the next most common cervical cancer-causing
HPV strains.®® Persistent infection with cancer-causing HPV types can lead to abnormal Pap smears,
cervical pre-cancer and cervical cancer. Cervical intraepithelial neoplasia (CIN), graded as CIN 1, 2
and 3 refers to pre-cancerous cells found on the surface of the cervix. The higher the grading number,
the higher the probability the abnormal cells will become cancer cells.’® CIN 1, 2 and 3 refers to mild,
moderate or severe cell changes respectively. CIN 2+ is the surrogate marker for cervical cancer.
Worldwide, more than 500,000 women will be newly diagnosed with cervical cancer and 280,000

women will die from it each year.'*

HPV types 16, 18 and 45 are particularly important because these types are associated with nearly 90
percent of adenocarcinoma cases,’ a very aggressive type of cervical cancer more common in

younger women and more difficult to detect through screening.****
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GlaxoSmithKline Biologicals — GSK Biologicals, GlaxoSmithKline’s vaccines business, is one of the
world’s leading vaccine companies and a leader in innovation. The company is active in the fields of
vaccine research, development and production with over 30 vaccines approved for marketing and 20
more in development. Headquartered in Belgium, GSK Biologicals has 13 manufacturing sites
strategically positioned around the globe. In 2008 GSK Biologicals distributed 1.1 billion doses of
vaccines to 176 countries in both the developed and the developing world — an average of 3 million

doses a day.

Through its accomplished and dedicated workforce, GSK Biologicals applies its expertise to discover
innovative vaccines that contribute to the health and well-being of people of all generations around

the world.

GlaxoSmithKline — One of the world’s leading research-based pharmaceutical and healthcare
companies — is committed to improving the quality of human life by enabling people to do more, feel

better and live longer. For further information please visit: www.glaxosmithkline.se

Cervarix® is a registered trademark of the GlaxoSmithKline group of companies.
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LOCATION OF
PAGE CLAIM SUPPORTING REFERENCE CLAIM IN
REFERENCE
1 The study, involving Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine Page 17,
18,644 women, against cervical infection and pre-cancer caused by oncogenic HPV types: paragraph 4;
confirmed final event-driven analysis in young women (the PATRICIA trial). 2009. lines 3-4
GlaxoSmithKline’s Published online, The Lancet July 7 2009. (manuscript)
Cervarix® is highly
effective at protecting The HPV-16/18 AS04-adjuvanted vaccine shows substantial efficacy
against the two most against all HPV-16/18 endpoints evaluated, including CIN2+ and CIN3+.
common cervical
cancer-causing human
papillomavirus (HPV)
types, 16 and 18.
1 The study also showed Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
that the vaccine against cervical infection and pre-cancer caused by oncogenic HPV types:
provides significant final event-driven analysis in young women (the PATRICIA trial). 2009.
protection against HPV | Published online, The Lancet July 7 2009.
types 31, 33 and 45, the
three most common Statistically significant vaccine efficacy against HPV-31 was observed for 6- | Page 10-11;
cancer-causing virus month persistent infection, 12-month persistent infection and CIN2+ in all paragraph 6;
types beyond 16 and three cohorts (ATP-E, TVC-E and TVC). For HPV-45, cross-protection was lines 1-11
18. seen for 6-month and 12-month persistent infection in all three cohorts. No (manuscript)
CIN2+ cases with HPV-45 DNA in the lesion were seen in the vaccine
group; however, because only four cases were observed in the control
group, vaccine efficacy did not reach statistical significance in the ATP-E
cohort. In the broader TVC, additional cases of CIN2+ associated with HPV-
45 were observed in the control group; vaccine efficacy was 100% (7.0, 100;
p=0.0312). Vaccine efficacy was also seen against HPV-33 for 6-month
persistent infection (all three cohorts), 12-month persistent infection (TVC-E
and TVC) and CIN2+ (TVC-E and TVC).
In addition, cross protection was demonstrated against 12 non-vaccine Page 17;
oncogenic HPV types combined as well as against several individual non- paragra[;h 4
vaccine types, including types 31, 33 and 45. Together with HPV-16 and 18, lines 5-8 '
HPV-31, -33 and -45 are the five most frequent types, responsible for (manuscript)
approximately 82% of all cervical cancers
1 The study showed that Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine Abstract; page

in women who complied
with the trial protocol
procedures (43% of the
total sample), the
vaccine provided 92.9
percent protection
against cervical pre-
cancers (cervical
intraepithelial neoplasia
2+ or CIN 2+)
associated with HPV 16
or 18.

against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

Vaccine efficacy (VE) against cervical intraepithelial neoplasia (CIN)2+
associated with HPV 16/18 was 92.9% (96.1% CI: 79.9; 98.3) in the primary
analysis

3; paragraph 3
‘findings’; lines
2-3
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A further analysis of the
same cohort which
excluded lesions not
likely to be caused by
HPV 16 and 18
revealed that the
vaccine was 98.1
percent effective
against cervical pre-
cancers (CIN 2+)
caused by these two
types.

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

In the analysis evaluating the HPV types most likely to be the cause of the
lesion (HPV type assignment algorithm), vaccine efficacy was 98.1% (88.4,
100; p<0.0001) against HPV-16/18

Page 10;
paragraph 1;
lines 1-3
(manuscript)

The study showed —
for the first time for any
cervical cancer vaccine
— that Cervarix®
provided significant

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

cross-protection against | To address the complexity of co-infection with multiple HPV types, we Page 15;
pre-cancerous lesions conducted a conservative post hoc analysis which excluded all CIN2+ paragraph 3;
not containing HPV lesions associated with non-vaccine types in which HPV-16/18 was also Lines 5-9
types 16 and/or 18. detected. Vaccine efficacy was 37:4% (7-4, 58-2) against non-vaccine types,

with 48 versus 77 CIN2+ lesions in the vaccine versus control groups,

respectively.
This additional efficacy Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine Page 16;
could translate into against cervical infection and pre-cancer caused by oncogenic HPV types: paragraph 1;
approximately 11-16 final event-driven analysis in young women (the PATRICIA trial). 2009. lines 1-2

percent extra protection
against cervical cancer
over and above the
protection afforded by
efficacy against HPV 16
and 18 alone.

Published online, The Lancet July 7 2009.

‘Thus, our analyses suggest that cross-protective efficacy of the vaccine
could translate into approximately 11-16% additional protection against
cervical cancer over and above protection afforded by efficacy against HPV-
16/18.

(manuscript)

In the study, rates of
serious adverse events
and medically
significant conditions in
the group vaccinated
with Cervarix® were
similar to the control

group.

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

The proportion of women with SAEs was similar in the HPV 16/18 vaccine
and control groups . . . The proportion of women with medically significant
conditions, new onset chronic diseases and new onset autoimmune
diseases was similar in the HPV 16/18 vaccine and control groups

Page 12;
paragraph 2;
lines 1, 7-9
(manuscript)

The Phase Il multi-
centre, double-blind,
randomised study
involved a total of
18,644 women, aged
between 15 and 25
years, from 14 countries
across Europe, Asia-
Pacific and Latin and
North America

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

The PApilloma TRIal against Cancer In young Adults (PATRICIA) is a large,

phase Ill, randomised, double-blind, controlled trial

A total of 18,644 women were included in the TVC.

Healthy women aged 15 to 25 years at the time of first vaccination were

enrolled in the trial between May 2004 and June 2005, at 135 centres in 14
countries in Asia Pacific, Europe, Latin America, and North America.

Page 5;
Methods; line 1-
2

Page 9; Results;
paragraph 1;
line 1
(manuscript)

Page 5;
Participants;
line 1-3
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Study participants were
randomised to receive
either Cervarix® or a
control hepatitis A
vaccine and analyses
were performed in the
following cohorts:*

e According-to-
protocol cohort for
efficacy (ATP-E;
vaccine=8093;
control=8069)

e  Total vaccinated
cohort (TVC;
vaccine=9319,
control=9325)

e  Total vaccinated
cohort-naive (TVC-
naive;
vaccine=5822;
control=5819)

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

Participants were randomised (1:1) to receive either the HPV-16/18 AS04-
adjuvanted vaccine (Cervarix™, GlaxoSmithKline Biologicals, Rixensart,
Belgium) or a control hepatitis A vaccine (GlaxoSmithKline Biologicals,
Rixensart, Belgium) in a 0, 1, 6 month schedule

Analyses were performed in the according-to-protocol cohort for efficacy
(ATP-E; vaccine=8093; control=8069), total vaccinated cohort (TVC;

vaccine=9319, control=9325) and TVC-naive (vaccine=5822; control=5819).

Page 5;
Procedures;
line 1-4

Page; abstract;
methods

ATP-E included all
women who met
eligibility criteria,
complied with the trial
protocol and received
all three doses of study
vaccine

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

(ATP-E) included all evaluable women (i.e. those meeting all eligibility
criteria, complying with the protocol procedures, with no protocol violations)
who received three vaccine doses, had normal or low-grade cytology at
baseline, and were evaluable for efficacy.

Page 6;
statistical
analysis; line 9 -
12

TVC included all women
who received at least
one vaccine dose. This
group comprised a
diverse population of
women including those
with evidence of current
or previous HPV
infection and with high
grade smear test
results. This was
intended to represent
general population of
sexually active young
women

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

The total vaccinated cohort (TVC) included all women who received at least
one vaccine dose and were evaluable for efficacy (i.e. had a baseline PCR
or cytology sample and one further sample available) regardless of other
criteria, and was intended to represent a general population of sexually
active young women.

Page 6;
statistical
analysis; line 1-
6

TVC-naive included all
women who received at
least one vaccine dose
and who had no
evidence of previous or
current HPV infection,
and was intended to
represent young girls
prior to the onset of
sexual activity

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

The total vaccinated naive cohort (TVC-naive) included women who
received at least one vaccine dose, were evaluable for efficacy, and at
baseline had normal cytology, were DNA negative for all 14 oncogenic HPV
types evaluated, and were seronegative for HPV-16 and -18

Page 6;
statistical
analysis; line
13-17
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Vaccine efficacy against
CIN 2+ for HPV types
not in the vaccine (HPV
31, 33 and 45) was
92%, 51.9% and 100%
respectively in the ATP-
E cohort

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

Table 3:

CIN2+

HPW-31 \Vacoine 7883 2 22-0 (880, 98-2) <0-0001
Control =] 25

HPW-33 Vacoine Tra0 12 518 (-2-9, 78-8) 0-0332
Control 7706 25

HPY45 Vacoine TiE2 0 100 (-B7-8, 100) 00818
Control 7745 4

HPW-52 \Vacoine 7481 12 14-3 {-108-1, 65-4) 07000
Control T414 14

HPW-58 Vacoine Tro g 245 (1-5, 88-2) o-0225
Control o2 17

HPW-31/33/45/52/58 \Vacoine F862 3o 53-0 (24-7, 71-3) 0-0004
Control 7853 a4 i

Any oncogenic type except | Vacoine TBEZ 50 54-0 (34-0, 38-4) <0-0001

HPW-16M8 (with or without | Control TEEZ 108

HPV-18/18 co-infection]’

Any oncogenic type Vaccine TEE3 & G1-8 (468-7, 73-2) <0-0001
Control TBE3 42

Page 31; table 3

Vaccine efficacy against
CIN 2+ associated with
HPV 31, 33 and 45 was
68.4 percent (34.2,
86.1; p=0-0005), 49.8
percent (4.8, 74.6;
p=0.0239) and 100
percent (7.0, 100;
p=0.0312) respectively
in the TVC cohort.

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

CIN2+

HPV-31 Vaccine 8438 11 68-4 (342, 86-1) 0-0005
Control 8482 35

HPV-33 Vaccine 8559 17 49-8 (4-8, 74-6) 0-0239
Control 8582 34

HPV-45 Vaccine 8585 0 100 (7-0, 100) 0-0312
Control 8586 6

HPV-52 Vaccine 8351 18 -0-4 (-111-9, 52-5) 1-0000
Control 8353 18

HPV-58 Vaccine 8531 10 49-6 (-171, 79-9) 0-0985
Control 8575 20

HPV/-31/33/45/52/58 Vaccine 8651 51 41-9 (155, 60-4) 0-0021
Control 8665 a8

Any oncogenic type except | vaccine BE51 78 465 (280, 605) <0-0001

HPV-16/18 (with or without | Control 8665 146

HPV-16/18 co-infe-:tion)1

Any oncogenic type Vaccine 8651 83 581 (448, 684) «<0-0001
Control 8665 198

Page 6;
supplement
table 3b

Vaccine efficacy against
CIN 2+ lesions
associated with 12 non-
vaccine cancer-causing
HPV types not in the
vaccine was 54 percent
(34.0, 68.4; p<0.0001)
in the ATP-E cohort.

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

CIN2+

HPW-31 Vacoine 7583 2 22-0(B6-0, 98-2) <0-0001
Comtrol 7888 25

HPW-33 Vapmine 7720 12 518 (-2-9, T8'8) 0033z
Comtrol Tr06 25

HPY-45" Vacging 7782 0 100 (-87-8. 100} 0-0818
Comtrol 7745 4

HPw-52 Vacoine 74681 12 14-3 (-108-1, 85-4) 0-7000
Comtrol 7414 14

HPW-58 Vacoine Troa ] a4-5 (1-5, 88-2) 0-0225
Comtrol o2 17

HPW-31/33/45/52/58 Vacoine 7862 30 53-0 (24-7, 71-3) 0-D004
Comtrol 7853 g4 i

Any oncogenic type except | Vacoine T8E3 80 54-0 (34-0, 88-4) <0-0001

HPW-18M8 (with or without | Control 7853 108

HPW-16/18 co-infection)’

Any oncogenic type \Vacoine TBE3 54 G61-8 (46-7, 73-2) <0-0001
Comtrol 7853 EFE

Page 31; table 3

When excluding all CIN
2+ lesions associated
with non-vaccine types
in which HPV 16 and 18
was also detected,
vaccine efficacy was
37.4 percent (7.4, 58.2;
p=0.0092) in the ATP-E
cohort.

Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine
against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

To address the complexity of co-infection with multiple HPV types, we
conducted a conservative post hoc analysis which excluded all CIN2+
lesions associated with non-vaccine types in which HPV-16/18 was also
detected. Vaccine efficacy was 37-4% (7-4, 58-2) against non-vaccine types,
with 48 versus 77 CIN2+ lesions in the vaccine versus control groups,
respectively.

Page 15;
paragraph 3;
Lines 5-9

Page 8




PRESS O 3
RELEASE GlaxoSmithKline
These two analyses | Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine

suggest that the true
vaccine efficacy against
CIN2+ associated with

against cervical infection and pre-cancer caused by oncogenic HPV types:
final event-driven analysis in young women (the PATRICIA trial). 2009.
Published online, The Lancet July 7 2009.

non-vaccine HPV types E::'h‘lf:1 TEE3 22-0 (58-0, 88-2 <0-0001
. -2 Vaccine [} 2 2- g-0, &8-2) - .
lies between 37 percent Control ~Eo0 5 Page 31;
and 54 percent HP\V-23 Vaccine 7720 12 518 (-2°9, 78'8) o033z | table 3
Control TT06 25
HPY-45% Vacsine Tre2 0 100 {-87-8, 100) 0-0818
Control 7745 4
HP\-52 Vaccine 7481 12 14-3 {-108-1, 65-4) 0-7000
Control 7414 14
HP\W-58 Vaccine T g 245 (1-5, 88-2) 0-0225
Control 7702 17
HPW-21/33745/52/58 Vaccine THE2 30 53-0 (24-7, 71-3) 0-0004
Control 7553 64 |
Any oncogenic type except | Vacoine TBEZ 50 54-0 (34-0, 38-4) <0-0001
HPW-18/15 (with or without | Control 7853 08
HPW-18/15 co-infection)’
Any oncogenic type Vaccine TEE3 &4 G1-8 (468-7, 73-2) <0-0001
Control TEE3 142 |
To address the complexity of co-infection with multiple HPV types, we
conducted a conservative post hoc analysis which excluded all CIN2+ Page 15;
lesions associated with non-vaccine types in which HPV-16/18 was also paragraph 3;
detected. Vaccine efficacy was 37-4% (7-4, 58-2) aganst non-vaccine types, | Lines 5-9
with 48 versus 77 CIN2+ lesions in the vaccine versus control groups,
respectively.
The vaccine also Paavonen J et al. Efficacy of the HPV-16/18 AS04-adjuvanted vaccine Page 33,
substantially reduced against cervical infection and pre-cancer caused by oncogenic HPV types: table 4
the number of final event-driven analysis in young women (the PATRICIA trial). 2009.
colposcopy referral and | Published online, The Lancet July 7 2009.
cervical excision
procedures in both the
TVC and TVC-naive Table 4. Vaccine efficacy against CIN2+, CIN3+, colposcopy referrals and cervical
cohorts excision procedures associated with HPV-16/18, five non-vaccine oncogenic
types and irrespective of HPV DNA in lesion
Endpoint | Group | N | n | Vaeccine efficacy, % P
(96-1% CI)
VG
CINZ2+
HPV-16/18 DMA in lesion accine BES7 8z 52-8 (375, 84-T) <0-0001
Controf B852 174
HPV-31/23/145/52/58 acegine BA&7 85 31-5 {81, 48-5) 0-0048
Controf 5A52 138
Irrespective of HFV DNA in lesion acecine BA&7 224 a0-4 (184, 42-1) =0-0001
Controf 5a52 322
CIN3+
HPV-16/18 DNA in lesion accine 5857 43 338 (-1-1. 58-8) 0-D422
Controf BE82 85
Irrespective of HFV DNA in lesion Vacegine BA67 7 334 (-1, 51-5) 0-0058
Controf BE52 118
Reduction of colposcopy referrals accing BA67 1107 10-4 (2-3, 17-8) 0-0058
Controf 5852 1235
Reduction of cervical excision acecine BA&7 150 24-7 (7-4, 35-8) 0-0035
procedures Controf 5a52 240
TVC-naive
CIN2+
HPV-16/18 DMA in lesion Vacecine 5440 1 28-4 (20-4, 100) =0-0001
Controf 5438 83
HPV-31/33/45/52/58 Waccine 5440 15 88-2 (40-5, 84-1) =0-0001
Controf 5438 47
Irrespective of HPV DNA in lesion acegine 5440 Rk 70-2 (547, 80-9) =0-0001
Controf 5438 110
CIN3+
HPV-16/18 DMA in lesion Vacecine 5440 o 100 (847, 100} =0-0001
Controf 5438 13
Irrespective of HFV DNA in lesion Vaccine 5440 3 a7-0 (548, 67-7) =0-0001
Controf 5438 23
Reduction of colposcopy referrals® acegine 5440 254 26-3 (147, 36-4) =0-0001
Controf 5438 478
Reduction of cervical excision Vacecine 5445 26 85-8 (500, 81-2) =0-0001
procedures Controf 5438 B3
The efficacy and safety | Paavonen J et al. Efficacy of a prophylactic adjuvanted bivalent L1 virus- Full paper

results from the interim
analysis of the HPV 008
study were previously
published in The Lancet

like-particle vaccine against infection with human papillomavirus types 16
and 18 in young women: an interim analysis of a phase Il double-blind,
randomised controlled trial. Lancet 2007; 369: 216170 Full paper
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Cervarix® was
specifically designed
with a novel adjuvant,
ASO04, to deliver high
and sustained levels of
antibodies aimed at
providing long-term
protection against HPV
16 and 18, the most
common cervical
cancer-causing HPV
types

Aguilar JC. Vaccine adjuvants revisited. Vaccine 2007; 25: 3752-3762

“...This vaccine develops more rapid, intense and long lasting immune
response compared with control vaccine in these high-risk groups, showing
safety and clinically acceptable local reactions similar to other licensed
hepatitis B vaccines. The AS04 adjuvant formulation has been tested as
part of a promising HPV vaccine development.”

Page 3757;
paragraph 4;
lines 5-11

It has been shown to be
generally well tolerated.
The most common
symptoms after
vaccination included
pain, redness and
swelling at the injection
site, fatigue, fever,
aching, headache,
itching, rash or
gastrointestinal
disturbances.

Descamps D, Hardt K, Spiessens B et al. Safety of human papillomavirus
(HPV)-16/18 AS04 adjuvanted vaccine for cervical cancer prevention: a
pooled analysis of 11 clinical trials. Human Vaccine, 2009; 55: 1-9.

“In conclusion, analysis of this large database shows the HPV-16/18 ASO4-
adjuvanted cervical cancer vaccine to have favourable safety profile in
women of all ages.”

Table 2 Incidence (% [95% CI]) of solicited general symptoms (overall/dose) reported during the 7-day period after
each vaccine dose (total vaccinated cohort)

10-14 years 15-25 years =125 years
HPV-16/18 vaccine HAV380 HPV-16/18 vaccine Hav720 AI{OH), HPV-16/18 vaccine AI{OH),

No. of doses 3529 3,058 15,015 8,748 1,565 4,258 2916
Faligue

Any 29.2[27.7,30.7] 24.6[23.1, 262] 37.0[36.2, 37.7] 35.3 [34.3, 36.3] 317 [29.4, 34.1] 22.6 [21.4, 23.9]18.0 [16.6, 19.4]

Grade 3 16012,200  11[08 16 1701519  13[11, 1.4 20[14,29 08[051.1] 08[05 1.1]
Fever

Any 73[64,82 68[59,78]  48[4552  46[41,50] 55[44,67] 45[39,52 5.1[43,60]

Grade 3 07[04,10  0&[03,09] 01[01,02]  ©1[01,02] 04[02,089 02[0.1,03 0.1[00,03]
Gastrointestinal

Any 124[11.3,13.5] 11.3[10.2, 12.5] 14.3[12.8, 14.9] 140[12.2, 147] 159 [14.1, 17.8] 8.4[7.6,9.3] 9.4[8.3, 10.5]

Grade 3 1108 1.5 08[051.1] 07[0608 07[0509 050210 04[0206 09[0.5 1.3]
Headache

Any 28.8[27.3,30.3] 25.4[23.9,27.0] 31.9[31.2,32.7] 30.8 [29.8, 31.8] 36.5 [34.1, 38.9] 21.6 [20.4, 22.8]20.2 [18.8, 21.7]

Grade 3 252030 1601221 1601419  14[L1, 1.4  21[1529 09[061.2 07[0.4 1.1]
Rash

Any 46(39,53]  26[21,32]  41[38,44] 36[3.2,40] 42[33,53 23[19,28] 1.9[1.4 24]

Grade 3 03[02 06  01[0.0,03] 01[00,01] 01[00,01] 00[00,02 00[0001] 0.1[00 02]
Anhralgia®

Any 11.7[107,12.8] 9.3 [8.3,10.3] 10.1[9.6, 10.4]** 8.6[8.0,9.2] 9.3[8.4,10.2] 7.6[67,84]

Grade 3 071[0.4,10 02[0.1,04] 0302 04" 0.3[0.2, 0.4] 03[0.2,04 02[0.1,04]
Myalgia®

Any 20.2 [27.7,307] 17.1[15.8, 18.5] 31.5 [30.7, 32.3]**25.5 [25.6, 27.5] 167 [156,17.9] 9989, 11.1]

Grade 3 2001525  05[03,08 1.5[1.3, 1.8]** 0.6[0.4,0.8] 0.6[0.4,08] 02[0.1,0.5]
Urficaria*

Any 25[20,30] 21[1.627] 3.6(33 39" 3733, 4.1] 21[17,2.8] 26[2.,3.3]

Grade 3 03[01,05  02[0.1,04] 02[02 03" 04[02 05] 02[0.1,04] 03[01,06]

Page 1; column
1; paragraph 1;
lines 19-27

Page 3 ; Table 2

Women are at risk of
HPYV infection
throughout their
sexually active lives

Baseman JG, Koutsky LA. The epidemiology of human papillomavirus
infections J Clin Virol 2005; 32 Suppl 1; S16-24

Acquisition of HPV is very common, particularly among sexually active
young adults

The prevalence of HPV infection is highest among young women and

Page 18;
section 3, line 1

Page 2; section

appears to drop off with increasing age 2.1, lines 1-2
Approximately 100 WHO. Expert Committee on Biological Standardization. Guidelines to Page 3;
types of human assure the quality, safety and efficacy of recombinant Human paragraph 4;
papillomavirus have Papillomavirus virus-like particle vaccines, accessed on 27/3/2009 at lines 1-2
been identified to date http://screening.iarc.fr/doc/WHO_vaccine_guidelines_2006.pdf

Over 100 different types of HPV have been identified and molecularly

characterized.
... of these, Mufioz N et al. Epidemiologic classification of human papillomavirus types | Page 524;
approximately 15 virus associated with cervical cancer. N Engl J Med 2003; 348: 518-527 column 2;
types are known to paragraph 4;
cause cervical cancer ‘Our epidemiologic classification, based on HPV-type—specific odds ratios lines 1-5

and HPV prevalence among patients and controls, identified 15 HPV types
as high-risk types (16, 18, 31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 68, 73, and
82).’
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HPV types 16 and 18
are responsible for
approximately 70
percent of cervical
cancers globally, with
types 45, 31 and 33
among the next most
common cancer-
causing HPV strains

Bosch X et al. Epidemiology and Natural History of Human Papillomavirus
Infections and Type-Specific Implications in Cervical Neoplasia. Vaccine
2008; 26S: K1-K16

Figure 4. Type-specific HPV prevalence across the spectrum of HPV
related cervical diagnoses. Multiple infections counted several times. ADC:
Adenocarcinoma; HSIL: High squamous intraepithelial lesions; SCC:
Sqguamous cervical carcinoma

Nomal | HalL [5CC|ADC
HYP-1é b 453 [55.2 | 48.4
HPEV-1E W 0.9 &9 1128 13463
HPY-31 0.4 Bé| 38| OF
HPYV-45H 0.4 23| 446 | a8
HPV-23 05 | 73] 37| 20
HPv.52B| 09 | 51 '

29| O
HFY-558 0.9 O 28| 0.7
Others &8 239 74| 77

Cohen J. High Hopes and Dilemmas for a Cervical Cancer Vaccine. Science
2005; 308: 618-621

Bosch helped conduct an IARC coordinated

study published last year in the International Journal of Cancer that
examined the HPV types detected in more than 3000 women from 25
countries who had

cervical cancer. The researchers found relatively

modest geographical differences, with two types, HPV 16 and 18, occurring
in more than 70% of the cases.

Global Prevalence of HPV Types in Cervical Cancer

16 57.6%
+18 71.7%

+45 77.4%

+31 81.3%

8 .x 85.0%

2 433 87.9%

T +52 90,1%
+58 91.8%
+35 93.3%
+59 94.6%
+56 95.7%

Typical types. An international ranking of HPV types that put women at
highrisk of cervical cancer shows that the six most common ones account
for nearly 90% of the cases. The Merck and GSK vaccines, now in efficacy
trials, both contain HPV 16 and 18, the two most responsible for causing
cervical cancer.

Page 8 ;
Figure 4

Page 619 ;
paragraph 3 ;
lines 1-9

Page 11




PRESS
RELEASE

OQ
GlaxoSmithKline

Cervical intraepithelial
neoplasia (CIN), graded
as CIN 1, 2 and 3 refers
to pre-cancerous cells
found on the surface of
the cervix. The higher
the grading number, the
higher the probability
the abnormal cells will
become cancer cells.

Cancer Research UK accessed on 11 June 2009 at
http://www.cancerhelp.org.uk/help/default.asp?page=1673

CIN stands for cervical intraepithelial neoplasia, which means pre-
cancerous cells found on the surface of the cervix. The cells are found by
cervical screening with either a cervical smear test or liquid based

cytology. The cell changes can be classed as CIN 1, 2, or 3. The higher
the number, the more like cancer cells the abnormal cells are and so
treatment is given to remove the cells. CIN 1 often goes back to normal
without treatment, but a repeat smear is needed to check that the cells have
gone.

Webpage

Worldwide, more than
500,000 women will be
newly diagnosed with
cervical cancer and
more than 280,000
women will die from it
each year.

World Health Organization. Initiative for Vaccine Research.
http://www.who.int/vaccine research/diseases/hpv/en/
Accessed on April 20, 2009.

Disease burden: Human Papillomavirus (HPV) causes cervical cancer, and
is the second biggest cause of female cancer mortality worldwide with
288,000 deaths yearly. About 510,000 cases of cervical cancer are reported
each year with nearly 80% in developing countries: 68 000 in Africa, 77 000
in Latin America, and 245 000 in Asia.

Page 1, Disease
burden, Lines 3-
4

Page 1, Disease
burden, Lines 1-
3

Protection against HPV
types 16, 18 and 45 is
particularly important
because these types
are associated with
nearly 90% of cases of
adenocarcinoma

Bosch X, Burchell A, Schiffmann M et al. Epidemiology and Natural History
of Human Papillomavirus Infections and Type-Specific Implications in
Cervical Neoplasia. Vaccine 26S (2008) K1-K16

Figure 4. Type-specific HPV prevalence across the spectrum of HPV
related cervical diagnoses. Multiple infections counted several times. ADC:
Adenocarcinoma; HSIL: High squamous intraepithelial lesions; SCC:
Sqguamous cervical carcinoma

Nomal | HalL [5CC|ADC
HYP-1é b 453 [55.2 | 48.4
HPEV-1E W 0.9 &9 1128 13463
HPW-31 0.4 Bé| 38| OF

HPV-450| 0.4 23| 44| 58
HPY-33 0.5 73| 37| 20
HPV-52E| 09 51| 29| O
HPV-58 0.9 70| 28| 07
Others £8 239 7a| 77

Page 8 ;
Figure 4
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...a very aggressive Castellsagué X et al. Worldwide Human Papillomavirus Etiology of Cervical Page 303;
type of cancer more Adenocarcinoma and Its Cofactors: Implications for Screening and column 2;
common in younger Prevention. Journal of the National Cancer Institute 2006; 98 (5): 303-315 para 1; lines
women, that is harder to 1-17
detect by screening and | ‘The incidence of all invasive cervical cancer and of cervical squamous cell
more likely to cause carcinoma has been decreasing in recent years. In this context, cervical
relapse and death adenocarcinoma (i.e., adenosquamous carcinoma and adenocarcinoma)

stands out because its incidence among young women has increased in

developed countries, even those with widespread screening programs and

histology-specific cancer registration . In the United States, the proportion of

adenocarcinoma relative to squamous cell carcinoma and to all cervical

cancers doubled between 1973 and 1996, and the rate of adenocarcinoma

in the population at risk also increased over this period . These observations

indicate that current screening practices may be insuffi cient to detect a

substantial proportion of adenocarcinoma precursor lesions.

Adenocarcinoma precursorlesions are frequently located high in the

endocervical parts of the transitional zone, which may make them less

accessible to the brush and less prone to be represented in a standard

specimen of exfoliated cells’
...a very aggressive Bulk S et al. Incidence and survival rate of women with cervical cancer in Page 834;
type of cancer more the Greater Amsterdam area. British Journal of Cancer 2003; 89: 834-839. column 1;
common in younger para 1; lines
women, that is harder to | ‘Moreover, patients with adenocarcinomas of the cervix are considered to 12-18

detect by screening and
more likely to cause
relapse and death

have a decreased survival compared to patients with squamous cell
arcinomas’
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