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1. RECOMMENDATION

Based on the review of the paediatric data on safety and immunogenicity collected in studies HPV-030
Month 12, HPV-025 Month 72, HPV-048 (Months 18, 24 and 36) as well as in study HPV-058 the
Rapporteur considers that the benefit-risk balance for the above mentioned product remains
unchanged and therefore does not require further regulatory action on the marketing authorisation for
Cervarix. The SmPC and PIL remain unchanged.

The Company is requested to submit the Month 12 interim analysis of study HPV-040, as well as the
results of study HPV-100, in due time (see Background information below).

For study HPV-025, follow-up data up to Month 120 are needed to fulfil FUM0O19. For study HPV-048,
the final report at Month 60 is needed to fulfil commitment FUMO21.

2. BACKGROUND

According to Article 46 of Regulation (EC) No 1901/2006 of the European Parliament and of the Council
of 12 December 2006, the Company hereby submits to the EMA the clinical study reports for the
following paediatric studies: HPV-030 Month 12, HPV-025 Month 72, HPV-048 (Months 18, 24
and 36) as well as HPV-058.

The applicant states that, in accordance with Article 16(2) of Regulation (EC) No 726/2004, the data
submitted do not influence the benefit-risk balance for the above mentioned product and therefore do
not require taking further regulatory action on the marketing authorisation for Cervarix.

The Company is also taking the opportunity to inform the EMA that there is a delay for the submission
of the following HPV studies according to Article 46 regulation:

- HPV-040 Interim analysis at Month 12 to evaluate the immunogenicity in all subjects
- HPV-100 Post-Marketing Study (PMS) in the Philippines

- HPV-025 EXT 013 Interim Analysis at Month 84 (Year 7) to evaluate the long-term
immunogenicity and safety.

HPV-040 interim analysis at Month 12 to evaluate immunogenicity in all subjects

Last Subject Last Visit: 20 April 2011

The last subject completed the Month 12 visit on 20 April 2011, the Company had to wait until
November 2011 for the download of registry data (Hilmo, Finland). With more than 32,000 enrolled
subjects and the complicated study design it was not feasible to perform all analysis-related activities
such as data cleaning, investigator’s review on medical records of each potential immune-mediated
disease (pIMD) case and investigator’s signature in clinical database for each individual subject’s
Case Report Form (CRF). A commitment is made to the EMEA (FUMO034) for this interim analysis with
submission due date of December 2012 and for the final analysis with submission due date of June
2015.

Currently planned completion date of study report: October 2012

HPV-100 Post-marketing Study (PMS) in the Philippines
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Last Subject Last Visit: 02August 2011

This study was prematurely terminated, after which the Clinical Trial Assistants faced difficulties in
getting all required information for completing the Case Report Forms (CRFs) from the principal
investigator. Completion of the last CRF information is expected by the end of May 2012. The cleaning
of the clinical database is ongoing.

Currently planned completion date of study report: October 2012

HPV-025 EXT 013 interim analysis at Month 84 (Year 7) to evaluate long-term immunogenicity and
safety

Last Subject Last Visit: 20 January 2012

Since the Company considered that the Article 46 legislation was applicable to the submission of the
study report within 6 months after LSLV of each study and not within 6 months after LSLV of each
study epoch, and the HPV-025 EXT 013 interim analyses at Months 72, 84, 96 and 108 were not
requested to be submitted to the EMEA, the Company previously did not track the submission of the
HPV-025 EXT 013 interim analysis at Month 84 as an Article 46 submission. There was only a
commitment made to the EMEA to submit the first HPV-025 EXT 013 interim analysis at Month 60
(done in December 2010) and the HPV-025 EXT 013 final analysis at Month 120 with due date of
December 2015.

Currently planned completion date of study report: September 2012

3. SCIENTIFIC DISCUSSION

Study HPV-030 Month 12

The HPV-030 PRI Report dated 17 June 2010 was previously submitted as a type Il variation (11-19).
The newly submitted Annex Report 1 supplements the report dated 17 June 2010 with safety results
reported during Month 7 till Month 12 and during the entire study period (Month O till Month 12).

= Occurrence of any, Grade 3 and causally related to vaccination SAEs in all groups throughout
the ESFU phase and during the entire study period.

= Occurrence of medically significant conditions in all groups throughout the throughout the ESFU
phase and during the entire study period regardless of causal relationship to vaccination and
intensity.

It was concluded that in 9-15 year old girls, Cervarix and the GSK Biologicals' hepatitis B vaccine
(Engerix) appeared to be generally well tolerated up to six months after the last vaccine dose when
given alone or when co-administered with Engerix.

Study HPV-025 Month 72

Study HPV-025 EXT 013 is a long-term follow-up of the primary Study HPV-013 to extend the total
duration of the study up to 10 years to assess persistence of immunogenicity (including any indication
of waning immunity) and long-term follow-up safety as was requested by the CHMP (commitment
FUMO019). Annual interim analyses at Months 60, 72, 84, 96 and 108 are foreseen. The submission of
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the final analysis at Month 120 (Year 10) to fulfil the commitment is currently planned in August 2015.
No vaccine was administered in Study HPV-025 EXT 013, and only subjects who were included in the
immunogenicity subset and received three doses of Cervarix in study HPV -013 and participated in the
HPV-013 extension studies HPV-013 Ext M18, M24, M36 and M48 were eligible to participate in Study
HPV-025. Subjects who did/do not participate at a particular persistence time point in study HPV- 025
EXT-013 might still be eligible to be included/continue at later time points.

The HPV-013 Final Report (Month 7) and Annex Reports (Months 12, 18, 24, 36 and 48) were
previously submitted as FUM019, FUM019.1 and FUM019.2. The HPV-025 EXT 013 Interim Report
(M60) dated 11 October 2010 was previously submitted to fulfil the commitment FUM019.3 on 14
December 2010. Table 8 and Table 9 below show the seropositivity rates and GMTs by prevaccination
status. Figure 1 and Figure 2 show the kinetics of HPV-16 antibodies and HPV-18 for subjects
seronegative for at pre-vaccination. It can be concluded that the immunogenicity was sustained up to
72 months among pre-teen and adolescent females vaccinated in study HPV-013 both in terms of anti-
HPV-16/18 GMTs and seropositivity rates with an acceptable safety profile.

Assessor’'s comment

The safety data from study HPV-025 are not shown here since none of the serious adverse events
that occurred among 74 subjects were considered as being related to vaccination. The MAH is
expected to submit the final study results to fulfil commitment 019 in due time (expected in
August 2015).
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Table 8

Seropositivity rates and GMTs for anti-HPV-16 antibodies by pre-

vaccination status (Month 72 ATP cohort for immunogenicity)
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Footnote: cf. Table 9.
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Table 9

Seropositivity rates and GMTs for anti-HPV-18 antibodies bj,r.pre-.

vaccination status (Month 72 ATP cohort for immunogenicity)
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HPV = HPV-16/18 L1 VLP ASD4
- = geronegative subjects (antibody concentration < 7 EL UImL) pricr to vaccination
S+ = seropocitive subjects (antibody concentration = 7 EL.U/mL) pricr to vaccmation
GMT = geometric mean antibody fiter calculated on all subjects
N = number of subjects with pre-vaccination results availakle
n (%) = number (percentage) of subjects with concentration within the specified range
95% Cl = 95% confidence inferval; LL = Loweer Limit, UL = Upper Limit
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Pl (M2) = Post Dose [l (Month 2)

PII (M7} = Post Dose Il (Month 7)
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P {M72) = Post Doge Il (Month 72)
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Figure 1

Kinetics of HPV-16 antibodies for subjects seronegative for HPV-16

at pre-vaccination (Month 72 ATP cohort for immunogenicity)

100000

10000 +

HPV

HPV-16 GMT and 95% CI

10 1

T
0 3

| —
6 9

T T T T T T T T T T T T T T T T T T T T

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months

HPV = HPV-16/18 L1 VLP AS04
Nat-inf = GMTs from subjects who had cleared HPV-16 infection (study HPV-008)
Plateau = GMTs at the plateau level in study HPV-001/007 (Month 45 — 50)

CHMP assessment report for paediatric use studies submitted according to Article 46 of
the Regulation (EC) No 1901/2006

Page 7/31



Figure 2 Kinetics of HPV-18 antibodies for subjects seronegative for HP\
at pre-vaccination (Month 72 ATP cohort for imnmunogenicity)

100000
—— HPV
—— Plateau
10000 - —— Nat-Inf
[3)
2 ! =
0 1000 ' _I—___—}————H—z:
= 1L 1
© * + . + + + + 4
c T
> |
oo 100 "
=
o
I —— —— — —— —— —— — —
10 7
L.
1 T T T T T T T T T T T T T T T T T T T T

o

o -
o -
w -

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months

HPV = HPV-16/18 L1 VLP AS04
Nat-inf = GMTs from subjects who had cleared HPV-16 infection (study HPV-008)
Plateau = GMTs at the plateau level in study HPV-001/007 (Month 45 — 50)

Study HPV-048

The HPV-048 PRI study report M7 and Annex Report MI2 were previously submitted in order to fulfill
the commitments FUM021, 021.1 and 021.2. The Annex Reports 2 (MI8), 3 (M24) and 4 (M36) are
now submitted. Study HPV-48 PRI is still ongoing and 2 more study visits at Months 48 and 60 are
foreseen. The submission of the final report at Month 60 to fulfil commitment FUMO21 is currently
planned in October 2013.

From the results reported at M18, M24 and M36 it is concluded that in all age groups (9-25 years) a
sustained immune response against both HPV-16 and HPV-18 antigens was observed in all vaccine
groups up to 36 months after the first vaccination. Cervarix was generally well tolerated. Table 19 and
Table 20 show seropositivity rates and GMTs by pre-vaccination status. Table 21 and Table 22 show
seropositivity rates and GMTs by pre-vaccination status and by age stratum (strata: 9-14, 15-19, 20-
25 years). Figure 1 and Figure 2 show the persistence of ELISA antibody titers in subjects seronegative
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at baseline. Assessor’s note: the only relevant group is the HPV group receiving the 20 pg/20 pg

Cervarix formulation that is currently commercially available and used according to the 0, 1, 6 month

vaccination schedule.

Table 19 Seropositivity rates and GMTs for HPV 16.VLP 1GG antibodies by
pre-vaccination status in subjects aged 9-14 years and 15-25 years
{Month 36 ATP Immunogenicity Cohort)
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100

100

3016.8

24181

37665

&00.0

12570.0

Plli{M24)

45

100

100

2176.6

17382

272557

1.0

SB40.0

PII(M38)

50

100

100

1762.7

14188

21883

£38.0

84720

Total

PRE

a0

0.0

4.0

40

4.0

<60

<B.0

PIIjM3)

50

100

100

366.6

277 6

488.5

43.0

73240

PIIMT)

a0

100

100

169941

13814.2

207558

#713.0

37135.0

PII(M12)

al

100

100

45354

36173

a686.6

8770

30300.0

PIN(M18)

50

100

100

3016.3

24181

37668

e00.0

12570.0

PII(M24)

49

100

100

21766

17382

27357

H1.0

4840.0

PIN{M38)

a0

100

100

1762.7

14188

21883

238.0

84720

1525

PRE

85

0.0

4.2

4.0

40

4.0

<B.0

<B.0

PII(M3)

B85

100

100

3162

257.3

3935

43.0

4501.0

PII(MT)

85

100

100

10407.3

G748

123823

1211.0

48115.0

PI(M1Z)

B4

100

100

3129.7

2605 5

T8

108.0

20072.0

PII(M1E)

B3

100

100

2138.7

17794

2570.5

107.0

12410.0

Plli{M24)

B3

100

100

1853.2

13855

19726

136.0

11571.0

PII{M36)

85

100

100

13781

1164.0

1631.7

283.0

77420

S5+

PRE

24

100

100

£5.4

36.0

1338

8.0

1006.0

PIIjM3)

24

100

100

1763 .4

841.0

3347

138.0

235920

PII(MT)

2

100

100

£894.3

50823

93528

1831.0

33723.0

PIN(M1Z)

24

100

100

27554

19345

94y

438.0

11023.0

PIl{M1E)

2

100

100

2112.8

14083

kLT

Z84.0

8738.0

PIN(M24)

24

100

100

1659 6

11279

24415

Z8B.0

g774.0

PII(M38)

23

100

100

12121

6154

1801.8

157.0

72240

Total

PRE

109

220(1

Mo

7.5

58

8.8

<B.0

1006.0

PIM3)

108

100

100

4639

J61.3

9857

43.0

235920

PIIMT)

108

100

100

B505.6

G161.4

10713

1211.0

48115.0

PII(M1Z)

108

100

100

30423

2593 6

3568.8

108.0

20072.0

EIE

107

100

100

2132.8

1807.0

25175

107.0

12410.0

PIl(M24)

107

100

100

18547

14115

19387

136.0

11571.0

PII{M36)

108

100

100

1341.0

114538

1585.2

157.0

77420

WV20_06

9_14

PRE

40

4.0

<60

<B.0

PII[M3)

53

100

100

2760

2133

357.2

730

B037.0

PIIMT)

53

100

100

11857.2

96572

14804 9

JEET.0

80532.0

PII(M12)

a3

100

100

36328

29734

44378

7370

21151.0

PIl{M18)

53

100

100

23659

19315

28470

5160

10:395.0

PII(M24)

52

100

100

1836.0

14843

22857

452.0

73020

PIN{M38)

a3

100

100

15851

12852

1960.0

1260

7249.0

S+

PRE

100 [t

100

10.8

10

1118

9.0

13.0

PII(M3)

100 1

100

7166

16.7

28128

177.0

2850

PII(MT)

100 1

100

10464.9

271.6

4032533

7851.0

13848.0

PI(M1Z)

100 |1

100

2833.5

246 4

32584 4

£338.0

4340

PII(M1E)

100 1

100

2002.8

G734

45684

1877.0

2137.0

PIl{M24)

100 1

100

1021.0

188.9

8518y

&34.0

1166.0

PII(M36)

PP [Pl | B S | P

100 |1

100

£10.1

712

82185

&88.0

981.0
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2 § ELUIML

GMT

93% CI

95% CI

Antibody

Group

Sub-
group

Pre-
VACe
status

Timing

no|%

LL

uL

value

LL

UL

Min

Max

Total

PRE

a5

2 |38

0.4

125

3]

38

44

13.0

PI(M3)

]

a5 (100

3.5

100

2736

2134

350.8

e037.0

PII(MT)

55

55 [100

935

100

1169493

9681.5

148252

e0582.0

PII(M1Z)

a5

a3 (100

3.5

100

36001

29674

4367.7

21151.0

PIli{M18)

55

55 [100

3.5

100

2370.8

19342

29058

10395.0

PII(M24)

4

54 100

100

17586.5

14701

21853

73020

PII(M38)

a5

a3 (100

100

1556.3

12723

1803.7

7243.0

PRE

83

0 (0.0

39

4.0

4.0

410

<0

PI(M3)

k]

83 (100

41100

231.5

183.7

291.7

7463.0

PIIMT)

43

83 [100

11100

7083.0

5963.9

B424.0

478720

PII(M1Z)

a3

83 (100

41100

2161.7

13148

25748

13560.0

PIN(M18)

82 [100

11100

1458.3

12154

17502

12109.0

Plli{M24)

52

82 [100

100

11274

548 3

13388

T838.0

PII(M36)

83 [100

1100

918.3

7759

1088.7

5858.0

S+

PRE

14 (100

100

428

241

752

314.0

PIIjM3)

14 100

100

14501

614.3

34233

§225.0

PII(MT)

14 (100

100

4423.3

28001

B38T 4

FE064.10

PIN(M1Z)

14 [100

100

1668.9

108g.0

32823

12548.0

PII{M18)

14 100

100

1237.4

B42.2

23844

e867.0

PIl(M24)

14 (100

100

1026.2

5343

1968.9

7343.0

PII{M3E)

14 100

100

8763

5259

1480.0

5563.0

Total

PRE

14 [131

210

5.5

18

B4

314.0

PII(M3)

107 {100

100

284.3

228.4

3793

§225.0

PII{MT)

107 (100

100

B663.9

SBEE.4

aM.2

478720

PII(M1Z)

107 {100

100

2123.9

1801.0

25047

13560.0

PII(M18)

106 {100

100

1427.2

119€.9

1707

12109.0

PIN(M24)

106 {100

100

1113.2

941 4

13164

7638.0

PII(M38)

107 {100

2T

779.6

1068.5

3653.0

HPV

9_14

PRE

100
71

4.0

40

40

<0

PIIMT)

100

100

23147

17936.9

300455

148951.0

PIN(M1Z)

100

100

8069.7

29384

10964 .0

282620

PIl{M1E)

n|onon
(=] i ) ]

100

100

4418

40781

7260.8

3723410

PIN(M24)

=
w

100

100

4184 1

30989

5648.5

31073.0

PII(M38)

o
(=]

100

100

3501.7

2621.7

4677.0

30440.0

S+

PRE

100

100

133

85

18.7

2.0

PINMT)

100

100

17621.9

8057.5

484 6

234320

PIli{M12)

100

100

T441.0

4508.7

122804

17083.0

PII(M18)

100

100

S3065.8

34414

T458.8

#5240

PIN(M24)

100

100

4256.5

3030.9

a97T 6

8511.0

PIN{M36)

100

100

39700

28754

S4TRT

S885.0

Total

PRE

123

23T

4.8

12

5.2

26.0

PII{NT)

100

100

22442100

177417

28387 6

148951.0

PII(M1Z)

LEal IR al Bl R B B i B Rt |

=l | =1

100

100

7989.7

60873

104855

582620

CIE

100

100

3394.0

4181.7

63577

3723410

Plli{M24)

| on
o =1

100

100

415831

32217

5457 .5

31073.0

PIN(M36)

(=4
=]

100

100

3556.1

2758.2

4588.0

104400

CHMP assessment report for paediatric use studies submitted according to Article 46 of
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2 § ELU/ML

GMT

95% €I

95% Cl

Antibody |Group [Sub-
group

Pre-
Vacc
status

Timing

n |% ([LL |UL

value

LL

UL

Min

Max

1625

PRE

B85

0 (0.0 |00 |42

4.0

4.0

4.0

<80

<80

PIIMT)

B5

85 (100 [35.8[100

10559.9

54108

13257 8

13220

1468278.0

PIIM1Z)

B4

B4 [100 [35.7[100

3600.3

2858.7

4542

182.0

812400

PII{M18)

B3

B3 |100 |35.7(100

23737

1890.8

2979.8

116.0

45075.0

PII(M24)

B4

B4 [100 [85.7[100

1675.0

1502.2

23404

1120

/1720

PII(M36)

B85

85 (100 [35.8/100

1582.0

12326

19759

730

£3603.0

S+

PRE

1

11 {100 [71.5/100

467

174

1258

8.0

74510

PIIMT)

1

1 [100 [71.5(100

8133.3

3557.0

185858

24820

¥I665.0

PII{M1Z)

1

11 [100 [71.5[100

3515.0

16928

G044

1156.0

51632.0

PII(M18)

1

11 {100 [71.5100

1169.3

13546

4178

1.0

52061.0

PII(M24)

1

11 {100 [71.5/100

2431.2

105248

o614.2

8120

374200

PII(M36)

1

11 {100 [71.5[100

2160.9

931.3

50115

g21.0

3%109.0

Total

PRE

36

11 (11558 196

2.3

44

B4

<60

4510

PIIMT)

96

86 [100 [36.2(100

102487

52454

127366

13220

1468278.0

PIIM1Z)

S

[¥2]

85 (100 [%6.2/100

16354

28182

4528.8

182.0

81240.0

PII(M18)

54

94 (100 [26.2/100

2455.4

19736

308

116.0

22061.0

PII(M24)

g

[}

85 (100 [36.2/100

1832.3

1561 .6

23910

112.0

3742040

PII(M36)

]

96 [100 [36.2/100

1648.7

133810

20315

730

¥109.0

W40_02 = HPV-16/18{40 40) AS04 0,2 m
V40_08 = HPV-16/18{40 40) AS04 0 8m
W20_086 = HPV-16/18{20,20) AS04 06 m
HPV = HPV-16/18{20_20) AS04 0,1,6m
5- = geronegative subjects (antibody concentration < &8 ELUML) pricr fo vaccination
5+ = geropogitive cubjects (antibody concentration = 8 ELU/ML) pricr to vaccination
GMT = geometric mean fiters concentration calculated on all subjects
N = numbser of subjects with pre-vaccinabon results available

% = number/percentage of subjects with concentration within the spedfied range

95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
MINMAX = Minimum/Maximum

PRE = pre-vaccination

PII{(M3) = Post Dose |, Month 3
PIII{MT) = Post Dose Iil, Month 7
PIII{(M12) = Post Dose III, Month 12
PIII{M18) = Post Dose III, Month 18
PIII{M24) = Post Dose Il Month 24
PIII{M36) = Post Dose III, Month 36
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Table 20 Seropositivity rates and GMTs for HPV 18.VLP IGG antibodies by
pre-vaccination status in subjects aged 9-14 years and 15-25 years
{Month 36 ATP Immunogenicity Cohort)

2 TELWIML GMT
95% CI 95% CI
Antibody |Group  [Sub- Pre- |Timing N [n % |LL |UL (value [LL UL Min |Max
group  [vacc
status
HPY Wan_o2 (914 - FRE 56 |0 00 )00 |64 (35 35 15 <70 |<70
18NVLP
GG
Pll{M3) [56 [5 100 |33.6100 [5112.6 40902 |8390.6 |5620 [33045.0
PIIMT) [56  [5 100 33,6100 (1331|6707 14745 |88.0 [7965.0
PlllMI2} |56 [S 100 |33.6100 [g05.1 M575 8004 350 (55210
Plll(M18)55  [S 100 |33.5100 (4801 |376.0 |8368 |500 ([32620
PlIM24}155  [S 100 |33.5100 [4204 3203 |351.8 370 [3257.0
PllM3E) |56 (S 100 |33.6[100 [402.3 |3051 |5306 280 [4460
5+ |PRE 5 15 100 478100 (157 |69 78 (80 |40
FPIM3) [5 [5 100 |47 8100 [4361.8 16153 |11778.3|2098.0(14930.0
FlllMT) [5 [5 100 |47 8100 [962 .6 |3655 |2536.5 |286.0 [2502.0
PllMIZ}S  [S 100 |47.8100 [458.6 |134.5 |1564.7 |111.0 [1205.0
PlllMI8)S IS 100 (4781100 [3624 1221 11979 1150 [12920
Pll(M24)5 |5 100 (478100 [4296 1165 |15791 |88.0 ([11830
Fill{M3E) (5 5 100 (478100 |418.5 |83.5  |2087.5 |B60  |2081.0
Total |PRE 1|5 82 |27 3140 35 44 =70 |24.0
PI{M3) [61  [61 [100 [34.1[100 |5046.5 [4085.2 (62341 [562.0 (330430
PIIMT) [B1 [B1 (100 (341100 11181 (6735 [1431.2 [89.0 |7965.0
PlIIM12) (61 61 [100 [34.1]100 |581.5 @538 [f710 [350 |3521.0
Flll(M18) (60 |60 (100 |34.0]100 (4801 |3736 (6166 [50.0 |3262.0
PllliM22) (60 (B0 (100 [24.00100 4212 [3253 (5454 (370 |3257.0
PllIM3E) [61  [61  [100 [34.1]100 4036 [308.8 [527.5 (280 |6446.0
1525 [5- PRE g3 |0 00100 |41 (35 |35 35 <70 |<i0
Fll{M3) [B3 [88 |100 [35.8[100 |2938.5 [2442 5 [I656.5 [148.0 (225280
Flll(MT) [8 |88 [100|35.5)100 (6514 5304 (8001 ([73.0 |4507.0
FllliM12) (58  [88 (100 [35.9]100 3706 [2952 (4652 (250 |8173.0
PllliM18) (&7 [87 (100 (8580100 |301.7 [2408 [3v60 [150 |3266.0
PllliM24) (56 [88 (100 (358100 |258.8 [207.0 (3236 [120 (24420
FllliM36) (58  [88 [100 [35.90100 |2474 [1951 [3136 [10.0 |3051.0
5+ |PRE 17 |17 [100 |80.5100 (2268 118 (440 |70 [3100
PIM3) 17 (A7 100 (805100 31787 [1973.8 (51191 [6V1.0 (333210
PIIMT) 17 (17 [100 (805100 |831.0 [5483 [1566.8 (1550 |7467.0
PIMA2) [T (A7 [100 [B0O5|100 5341 [3085 (3308 (840 (3450
FllliM1) 17 (17 [100 (805100 |468.0 [260.4 (8412 (830 |3091.0
PllliM22) 17 (17 [100 [80.5]100 4080 [230.6 (7254 [460 |2332.0
PIIM3B)[17 (17 [100 (805100 )301.1 [1687 (5373 (350 |1626.0
Total |PRE 105 17 (162|187 |47[47 @0 56 <70 |510.0
PI{M3) [105 (105 [100 [36.5(100 |3018.5[2514.5 (36235 [148.0 (333210
PIIMT) [105 [105 [100 [96.5]100 6802 [570.4 (8352 [73.0 |7467.0
PIIMIZ2)[105 [105 [100 [96.5100 |383.2 [319.2 (4644 [250 (61730
FllM18)[104 (104 (100 (365100 |3242 [2628 (3998 [150 |3266.0
PlllM22) [103 103 [100 [96.5100 2791 [2287 [335 [12.0 |2442.0
PIIM3E) [105 [105 [100 [96.5|100 |2554 [2057 (371 [10.0 |3051.0

CHMP assessment report for paediatric use studies submitted according to Article 46 of
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2 7 ELUIML
95% CI 95% CI
Antibody |Group [Sub- Pre-  |Timing [N n |% |LL (UL |value (LL uL Min |Max
group  [vacc
status
Wa0_06 [9_14 - FPRE 52 |0 00 |00 [BE |35 |35 35 <70 |=7.0
PIM3) |52 (52 [100 [23.2[100 |263.3 |201.6 (3438 [460 [3158.0
PIIMT) |52 [52  [100 [235.2[100 |6656.6 |6945.3 [10789.7[1202.0{&0059.0
FllliM12) |52 |52 [100 |83.2|100 [2162.9 [1687 .8 [2605.0 [361.0 [20565.0
PllIM18)[52 |3 100 (23,2100 |12305]940.8 |16095 |193.0 |11555.0
Plll(M24)[51 |51 [100 |33.0]100 (9268 [f031 [1222.0 [1840 [8809.0
Flll(M3g) |52 |52 [100 |33.2|100 [T50.0 (57441 (3600 (1240 [4B14.0
Total |PRE 52 |0 00 |00 [BB |35 |35 35 <70 [|<70
PIM3) |52 [52  [100 [33.2]100 |263.3 |201.6 [34386 [460 (31580
PIIMT) |52 (52  [100 [23.2[100 |BE5E.6|6945.3 (107897 (1202 0(&005%.0
FlllM12)[52 |52 [100 |33.2|100 (21628 [1687 8 [2605.0 [361.0 [20565.0
PlllM18)|52  [52  [100 [23.2[100 |1230.5|940.8 (16095 [193.0 [11555.0
PllM24) |51 |51 (100 |33.0100 (9269 [f031 [1222.0 (1840 [8809.0
FPlllM3g) |52 |52 [100 |83.2|100 (7500 (5741 (3600 (1240 [4614.0
1525 |5 PRE 93 |0 00 |00 [38 |35 |35 35 <70 |=70
PI(M3) |93 [33 (100 [36.1]100 1854 (1576 (2422 [130 |7952.0
PIIMT) |93 (93 [100 [6.1[100 |5750.8 4783.8 (69133 (4120 (319760
FPlM12)|92 |92 (100 |36.1 100 [1707.0 (1388.0 [2102.2 [176.0 [34743 0
Flll(MA8) (31 |91 [100 |36.00100 (9918 [f91.7 [12425 [1020 [198450)
Flll(M24) |32 |92 [100 |96.1 100 (7716 [621.8 (3574 [73.0 [15065.0
Plll(M3E) 33 |93 [100 |96.1 100 [s63.8 [537.7 (B31.8 (500 [15050.0
5+ |PRE 16 |16 [100 |79.4 100 (267 [143 |57.5 |80  |367.0
PI{M3) [16 [16 [100 [79.4[100 |T964 |3736 (16975 (1350 (2356830
PIIMT) [16 (16  [100 [79.4[100 |6111.1|3477.0 [10740.7(618.0 [25115.0
FlllM12)[16 |16 [100 |79.4|100 [1968.7 [1055.5 [3664.4 (2400 [3748.0
Flll(M18)[18 |16  [100 |79.4]100 (1264 7 [s81.5 [2347.0 (2180 [7798.0
FlllM2£)[15 |15 [100 |76.2|100 [11288[596.0 (21381 [1550 [B456.0
PlllM3g)[15 15 [100 |76.2|100 (8671 [440.0 [1788.6 [116.0 [8960.0
Total |PRE 109 |16 [147|86 |22.7(48 MO 56 <70 [387.0
PI(M3) [102 (109 [100 [36.7(100 |240.2 1910 (3020 [130 (2356830
PHIMT) [102 (102 [100 [26.7[100 |5802.3 48773 (68028 (4120 (319760
FlllMA2)[108 10E (100 965100 [1743.2[1433.2 [2120.3 [176.0 [34743.0)
FlllMA8)[107 107 (100 365|100 [1028.5(834.3 [1268.0 (1020 [198450)
FlllM24)[107 107 [100 |96.5]100 (8139 [641 (3874 ([73.0 [15065.0)
Flll(M3B)[108 [10& (100 365|100 (6956 [S65.2 [B56.0 [50.0  [15050.0)
WV20_08 [3_14 S- PRE 52 |0 00 |00 [BB |35 |35 35 <70 =70
PIM3) |52 [52  [100 [23.2]100 |2158 |1599 (2843 [41.0 [5333.0
PIIMT) |52 [52  [100 [35.2[100 |5619.2 4763.7 [7108.6 (1094 0360470
PllIMA2)|52  [52  |100 [23.2[100 |1666.5|1297.3 (21408 [178.0 (122220
FlllM18)|52 |52 (100 |33.2|100 (9474 (7282 (12326 [35.0 ([B323.0
FPlll(M24)[51 |51 [100 |33.0100 [731.7 [561.2 (3540 [32.0 [5622.0
Flll(M3g) |52 |52 [100 |93.2|100 [689.3 [530.4 [BS59 (1030 [58440
S+ |PRE 3 3 100 1282100 (60 |58 108 |70 |80
PlH{M3) |3 3 100 |129.2[100 [207.3 |66 |561.3 1400 |312.0
PIIMT) |3 3 100 |28.2 100 (8010422569 | 2843174474 0|11551.0
PHIM12) |3 3 100 [29.2[100 |2115.01502.1 |8508.4 |1102.0|3329.0
PlllM18) |3 3 100 [29.2100 107522772 (41698 |636.0 |16890.0
PHlIM24) |3 3 100 [29.2100 (9085 |327.0 25291 |878.0 |1456.0
PHIM3E) |3 3 100 [29.2[100 |6B6.4 |188.7 24873 |457.0 |1233.0
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2 TELUWML GMT
95% CI 95% Gl
Antibody |Group (Sub- Pre- |Timing N | (% |LL (UL |value [LL UL Min  |Max
group  [vacec
status

Total |FRE 55 |3 |55 |11 |154]37 |35 319 <70 |30
PlIjM3) [55 |35 [100 |33.5[100 [215.3 [1621 |286.0 |41.0 [5333.0
PII(MT7) [55 |35 [100 |23.5[100 (592164888 4 |7173.2 [109£.0|36047 .0
PIIMA2) (55 [55  [100 [33.5[100 |1688.41329.8 |2143.5 173.0 122220
PllliM18) |55 [55 [100 |33.5[100 |854.0 [7428 [1225.0 |85.0 |8323.0
PllliM22) [54  [54  [100 |33.4[100 [7406 [376.0 8523 |82.0 |5622.0
PllliM3E) 55  [55  [100 |33.5[100 |689.2 |537.4 |BB39 |103.0 |5844.0

18225 |5 PRE BY |0 |00 |00 |42 |35 |35 3.5 <70 =70
PI{M3) [B7 |87 [100 |25.8[100 [166.2 [131.7 |2096 |20.0 |4646.0
PIIMT) [B7 |87 100 |35.8[100 45302 |4188.5 |5821.0 |626.0 |34562.0
PlMA2) |67 [87  [100 [35.8[100 [1396.4|1131.1 [1723.8 |88.0 |10163.0
FlllM18) |57 [87 (100 |85.8[100 |BEV.E |7166 [1099.9 (450 |5847.0
PllliM24) (56 [38 100 |35.8[100 |688.5 |558.7 8515 |430 |4669.0
PilliM36) |67 [87 100 |35.8[100 |601.1 4831 [7478 300 |3287.0

S+ |PRE 20 |20 [100|83.2\100 (223 140 [354 [f0  |BTO
PiI{M3) (20 |20 100 |83.2[100 [388.1 [203.0 |8&7T5 [730 |4198.0
PIIMT) 20 |20 [100 |83.2[100 [4429.4(3148.5 |6231.2 |1459.0{16651.0
PlMA2) 20 20 (100|832 [100 |1340.9]908.3 [1963.3 |267.0 |7031.0
FllliM18)[19  [19  [100 |82.4[100 |B13.5 [5488 |1205.3 |206.0 |3527.0
PllliM22) [20 20 [100 |83.2[100 |629.6 4453 8BS |171.0 |2856.0
PllliM3E) (20 20 [100 |83.2[100 |516.1 3815 |7367 |133.0 |2282.0

Total |FRE 107 |20 [18.7|11E|2r 448 M2 5.5 <70 |[87.0
PI{M3) [107 107 [100 |26.5[100 [192.58 [154.3 (2408 200 |4646.0
PIIMT) [107 07 [100 |26.5(100 (48723 4183.5 |5674.4 |626.0 |34562.0
PIIMA2) 107 [107 (100 |36.8{100 |1335.9|1153.3 [1665.3 |88.0 [10163.0
Plll(M18}[10& |108 [100 |26.5[100 [674.0 [724.9 |1053.8 |450 |5847.0
PllliM22) (106 (108 (100 |36.8[100 |677.0 [564.3 [B12.3 430 |4669.0
PIIM3B) 107 (107 [100 |36.8[100 |564.2 4841 |7048 (300 |3297.0

HPY 9 14 - FRE 51 |0 |00 |00 |70 |35 |35 315 <70 |<70
PHIMT) [51 |31 [100 |33.0[100 [7911.3 |6188.8 |10113.3|1680.0{37£81.0
PIIM12) (51 51 [100 [33.0[100 |2642.11938.3 |3605.1 |338.0 |19004.0
PHIM18}f51 |51 [100 |23.0[100 [1670.4[1254.3 |2230.0 |247.0 |8773.0
PllliM22) |50 (50 (100 [32.3[100 [13581 1012.7 [1824.0 |1687.0 |8369.0
PIM3E) 51 (51 [100 |33.0[100 119769031 |1568.3 |139.0 |8184.0

S+ |PRE E |6 100 |54.4[100 158 [T & 338 (80 430
FIIMT) [ |8 100 |54.1[100 |6112.6|3530.0 10584 4|2606.0{11503.0
PHIM12})E |6 100 |54.1]100 [2148.8[1183.2 |3806.5 [867.0 |3126.0
PlllM1B})E |6 100 |54.1100 (15191 [7a7.4 |2930.4 [466.0 |2997.0
PlIM24})E |8 100 |54.1]100 [1208.3 |635.7  |2269.1 [420.0 |2477.0
PlIMIE}E |6 100 |34.1100 [1207.2|641.8 |2270.5 (4730 |2582.0

Total |FRE 57 |B 10.5]4.0 [21.5/4.1 36 4.7 <70 |430
PIIMT) [57 |57 [100 |33.7[100 [7699.4|6155.5 |9630.5 |[1680.0{37481.0
PIMAZ2) 57 [57  [100 |[33.7[100 |2585.4 19517 |3424.9 |339.0 |19004.0
PllM18) |57 57 (100|337 [100 1652812721 [2150.0 |247.0 |8773.0
PllliM22)[56  [58  [100 |33.8[100 [1341.9)1028.0 |1751.6 |167.0 |8369.0
PIIM3B}[57 |57 100 |23.7[100 [11986(927.8 |[1548.6 [139.0 |B1%4.0
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2 TELUML GMT
95% CI 95% I
Antibody |Group (Sub- Pre- |Timing (N | (% |LL (UL |value [LL UL Min  |Max
group  [vacec
status

1525 |5- PRE B1 |0 |00 |00 |45 [35 |35 315 <70 [«70
PIIMT) [51 |81 [100 |85.5[100 [4314.8(3525.2 |5261.5 |B65.0 |§9835.0
PHIM12) (80 |80 100 |25.5[100 [1467 & [1167.1 |1B845.0 |[167.0 |26768.0
PllIM18} 72 |79 [100 |35.4[100 9877 [784.6 |1268.7 |65.0 [19%63.0
PllI(M24} (50 |30 100 |25.5[100 [794.3 |626.5 [1007.0 |39.0 |132950

PllI(M3E} (81 |81 [100 |85.5[100 [712.3 5603|8056 |25.0 [8702.0

5+ |FRE 15 15 [100 |76.2|100 [14.7 |98 224 |70 [1300
PIIMT) [15 |15 [100 |76.2[100 [4008.4[2043.7 |7661.7 |926.0 |81234.0
PIIMA2}[15 15 [100 |76.2[100 [1544.2[755.0 |3158.3 |363.0 |47033.0
PlIM18}[15 |15 100 |78.2[100 [11221|558.5 |2254.3 [197.0 297450
PlllM2£}[15 15 [100 |78.2[100 [B41.0 4124 |IT147 |176.0 |243840
PII(M3E}[15 |15 [100|78.2[100 [796.1 [335.8 |1642.9 |206.0 |24703.0

Total |FRE 95 |15 [15.6)8.0 |225(44 |38 4.9 =70 [1300
PIIMT) [96 |36 100 |96.2[100 [4265.5(3511.1 |5161.9 [B65.0 |81284.0
PHIMA2}[95 |35 [100 |26.2[100 [1472.3[11%0.3 |1838.5 |167.0 |47033.0
PllIM18) (34 |34 100 |96.2[100 [10166(811.8 |[1273.0 |[65.0 |29745.0
PllI(M24}[35 |35 [100 |26.2[100 [B01.5 |644.0 100241 |39.0 |243%40
PllI(M3E)} (96 |96 100 |26.2[100 [724.56 |57E1 |206.6 250 |24703.0

W40_02 = HPV-16/1 &[40, 40) ASM 0.2 m

WVA0_D6 = HPV-16/1 B[40 40) ASD4 0 8m

W20_06 = HPV-16/1 820 20) ASM 06 m

HPV = HPV-16/18{20_20) ASD4 O 1,6m

3- = seronegative subjects (antibody concentration < 7 ELUML) price fo vaccination
5+ = seropositive subjects (antibody concentration = 7 ELUML) pricr to vaccination
GMT = geometric mean fiters concentration calculated on all subjects

W = number of subjects with pre-vaccination results available

/% = numberpercentage of subjects with concentration within the specified range
95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

MINMAX = Minimum/Maximum

PRE = pre-vaccnation

PII{M3) = Post Dose (1, Month 3

PIIMT) = Post Dose 1, Month 7

PlIM12) = Pest Doze I, Month 12

PlII{M18) = Post Dose |II, Month 16

Plil{M24) = Post Dose |1l Month 24

PlI{M36) = Post Dose I, Month 36
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Table 21 Seropositivity rates and GMTs for HPV 16.VLP I1GG antibodies by
pre-vaccination status and by age stratum (Month 36 ATP
Immunogenicity Cohort)

2 § ELUIML GMT
93% CI 95% Gl
Antibody |Group |Sub- |Pre- Timing (N |n |% [LL |UL |value [LL UL Min  |Max
group |vacc
status
HPWV WVAD_02)9_14y |5- PRE &0 [0 (0.0 |00 |60 |40 4.0 4.0 <80 [<BO
16 VLP
GG
PIIM3) 80 (80 (100 3401100 [7301.2 |5921.7 |9002.0 [%€6.0 |45534.0
PIIMT) (80 (60 100 3401100 [2008.4 (15693 |2570.5 [206.0 |38271.0
PUIMA2) (80 (80 (100 3401100 (14188 [1101.3 18272 [143.0 (178940
PIIM16) (59 (59 |100 [83.8]100 (13599 10431 17728 [136.0 |11507.0
PlM24)(58 (59 100 |33.5100 [1136.9 G811 |1486.% [124.0 |3500.0
PIIM36E) (80 (60 (100 |34.01100 (3961 [779.2 12788 [117.0 104910
4 PRE 1 1 [100 )25 100 150 |- - 15.0 |15.0
PII{M3) 1 100 |25 100 [8373.0 |- e378.0|63Ta.0
PUNMT) [f (1 100 )25 100 [1159.0 |- 1158.0]1152.0
PIIMA2)(T |1 100 2.5 [100 [340.0 2400 3400
PlM1B)[1_[1 100 [25 [100 [255.0 855.0 [355.0
PlM24)(1 (1 100 |25 100 [&02.0 g02.0 |el2.0
PlUNM3E)[T (1 100 )25 |100 (4220 |- - 4220 14220
Total [PRE g1 1 [16 |00 |68 |41 38 4.3 <80 |15.0
PIM3) (81 [81 |100 341100 [7285.0 |59293 |6950.8 [%66.0 |45534.0
PUNMT) [81 [861 (100 |34.1]100 (19804 [1560.7 |2538.5 [206.0 |#8271.0
PIIMA2) (81 (81 (100 341100 (14090 (10982 18078 (1430 179940
PUIMAE) (80 (80 (100 3401100 [1351.8 [1041.4 |1755.0 [136.0 [11507.0
PlIM24) (80 [60 |100 3401100 [1124.9 G728 |14486.4 ([124.0 |3500.0
PlUINM3E) (81 (81 (100 |34 1]100 (3641 [770.2 12575 [117.0 [10491.0
15_15y|5- PRE 57 |0 (0.0 |00 |63 |40 40 4.0 <80 [<B0
PIM3) [57 [57 100 |83.7]100 [3181.4 |M1727 |6458.7 [233.0 |30894.0
PIIMT) [57 [57 |100 83,7100 [1136.92 (9023 |1432.5 (1480 [8111.0
PUIMA2)[57 [57 |100 |83.7]100 (8256 |652.7 |1044.2 [123.0 |51120
PIIMAB)[56 |56 |100 836|100 (7456 |[576.3 |9650  [%6.0 (48200
PlM24)[55 [55 |100 |83.51100 [852.0 (5145 8283  [100.0 |4111.0
PlIM36])[57 [57 |100 |83.7]100 [566.1  [4424 7211 .0 [ZM7an
Z+ PRE 3|3 [100 (292100 3007 121 775 200 |40.0
PIM3) [3 (3 |100 |28.21100 [5788.0 (23309 143728 [3811.0)7540.0
PIIMT) (3 [3  |100 [28.2100 [2083.3 [1237.7 |3540.2 [1693.0]2582.0
PUIMA2)(2 (3 100 |28.2100 [1225.4 (5351 |2808.1 [B83.0 |1736.0
PIIMAG)(3  [3  |100 [28.21100 (13624 [601.6 31761 [1006.0]1361.0
PlM24)(3  [3 100 |28.2100 (8312 (5833 |1381.8 [735.0 [1017.0
PIIM3E)(2  [3  |100 [28.21100 (862 1 |447.2 16518 [&77.0 |1143.0
Total [FRE g0 |3 [5.0 1.0 [135]44 38 50 <§.0 |40.0
PIM3) (80 (B0 |100 |34.01100 (52197 (42385 |6426.6 (2330 |30894.0
PUNMT) [80 [80 (100 |34.01100 [11721 (9386 14538 [148.0 |&111.0
PlIMA2) (80 (60 (100 |34.01100 (8420 [6727 10540 [123.0 |3112.0
PIIMA8)(59 (59 |100 838100 (7685 |600.9 |9355 (%60 (48200
PlM24)[58 [58 100 |83.81100 (8627 (5291 |830.0  [100.0 |4111.0
PIIM36E) (80 (60 |100 8401100 (5761 (4388 |7285 [M1.0 |&17.0
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L e R L IR R T E= T

2 8 ELWIML

GMT

95% CI

95% Cl

Antibody

Group

Sub-
group

Pre-
Yacc
status

Timing

%

LL

uL

LL

UL

Min

Max

20_25y|5-

PRE

19

0.0

8.0

4.0

4.0

<B.0

<B.0

PIIM3)

39

100

0100

3560.6

6010.9

&68.0

£2830.0

PIIMT)

39

100

100

636.0

1491.6

0.0

5160

PIIM12)

13

100

100

4.2

10344

23.0

37270

PIIM1E)

34

100

100

485.3

8745

2.0

150

PII(M24)

39

100

100

427.7

809.3

24.0

£359.0

PII(M36)

13

100

100

3aiAa

70748

8.0

£701.0

PRE

100

11100

122

2303

9.0

4130

PIIM3)

100

11100

13771

10984 2

17440

20636.0

PIIMT)

100

1100 1

3841

8278.7

221.0

11428.0

PIIM1Z)

100

11100

361.2

4440.0

338.0

TE67.0

PII(M18)

100

1100

282.6

2970.2

Z81.0

31560

PII(M24)

100

11100

201.4

182

184.0

6264.0

PII(M36)

o | ¥ | o | o | ¥ [

100

11100

146.6

2761.9

1200

57410

Total

PRE

133

26.8

42

[

<B.0

413.0

PIM3)

45

100

41100

35298

5785 4

&80

£2830.0

PIIMT)

45

100

41100

673.0

1528.2

0.0

11429.0

PIIM12)

45

o | | || o |on | On | om | on | on

cnjen|on

100

A[100

610.0

10848

3.0

78670

PIIM1E)

45

n

100

1100

526.5

936.4

2.0

150

PII(M24)

45

=
on

100

A]100

450.6

831.6

24.0

62640

PIIIM36)

45

43

100

A]100

396.0

7224

8.0

37410

V40_06

5_1dy

PRE

50

[N |

40

4.0

<80

<0

PIIM3)

30

100

100

2776

489.3

73240

PIIMT)

0

100

100

13914.2

207558

£713.0

27135.0

PIIM12)

50

100

100

3617.3

56856

8770

20300.0

PIIM18)

30

100

100

24161

3768.8

&00.0

12570.0

PIlIM24)

45

100

100

17382

27257

1.0

SE40.0

PIIM36)

50

100

100

14158

2188.3

£38.0

20

Total

PRE

30

0.0

[A

4.0

4.0

<60

<B.0

EITER

50

100

100

2776

4859.5

43.0

73240

PIIMT)

50

100

100

13914.2

207558

#7130

57135.0

PIIM12)

30

100

100

3617.3

o688

8770

30300.0

PIIM1E)

50

100

100

24181

3766.5

e00.0

12570.0

PII(M24)

[E

100

100

1738.2

2725.7

1.0

8400

PIII(M36)

0

100

14158

2168.3

£38.0

20

PRE

45

100
73

4.0

4.0

<B.0

<0

PIIM3)

[E

100

100

257.8

4483

61.0

4801.0

PIIMT)

45

100

100

1.7[9479.3

148427

1426.0

42788.0

PIIM12)

49

100

100

31478

47354

288.0

13772.0

PII(M18)

45

100

100

20228

j0%5.4

316.0

11355.0

PIINZ4)

[0

100

100

15585

23345

3520

86390

PII(M36)

44

100

100

12921

1947 .1

Z83.0

77420

S+

PRE

100

100

126

438.7

12.0

#00.0

PIM3)

100

100

284.9

41728

1730

0520

PIIMT)

100

100

£185.3

172882

&335.0

37230

PIIM12)

100

100

13515

67548

ea37.0

11023.0

PIIN1E)

100

100

853.0

6376.0

Z84.0

80450

PIII(M24)

100

100 1

7126

4603.7

3570

E774.0

PIIM3E)

ElEIEREIEIEEE

100

100

475.9

41577

157.0

72240
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a8 A

vogEmra g 4 ane

2 8 ELU/ML

GMT

95% CI

95% CI

Antibody

Group

Sub-
group

Pre-
vacc
status

Timing

n |%

LL

uL

value

LL

uL

Min

Max

Total

PRE

36

i [125

5.2

221

5.8

42

[k

il

%00.0

Pl

56

56 (100

436

100

3833

293.7

526.7

61.0

0520

PIIMT)

56

56 [100

438

100

11659.1

9529.2

142851

1426.0

427380

PIIMIZ)

36

a6 ({100

3.6

100

17444

3081.0

4350.5

388.0

13772.0

PII{MA1E)

56

56 [100

438

100

24504

2128

3058.4

Z84.0

11355.0

PII(M24)

55

85 (100

3.5

100

1926.0

1567.7

2368.3

352.0

86390

PIII(M38)

36

56 (100

93.8

1578.9

12724

1961.7

157.0

7420

20_25y

PRE

36

0 (o0

0.0

100
87

4.0

4.0

4.0

<B.0

<B.0

PIIM3)

36

36 (100

403

100

2806

205.9

410.8

45.0

37690

PIIMT)

36

36 |100

0.3

100

87109

6611.0

14778

1211.0

48115.0

PIIM12)

35

35 (100

S0.0

100

23325

1698.2

3203.8

108.0

200720

PIIM18)

H

34 [100

849.7

100

1705.5

12304

23642

1070

153410.0

PIlI{N24)

35

35 [100

40.0

100

1335.2

593.5

17343

138.0

11571.0

PIII(M38)

36

36 [100

403

100

1118.7

B59.6

14558

ZBB.0

7105.0

S+

PRE

17 (100

80.5

100

674

320

1420

8.0

1006.0

PIM)

17 [100

80.5

100

2149.5

9944

4648.5

138.0

£3592.0

PIIMT) |®

17 (100

80.5

100

5836.4

40101

B4B4 4

1831.0

F3466.0

PIIM12) [t

17 [100

80.5

100

2652.3

171341

4103.3

488.0

8153.0

PIINIE)3

17 (100

80.5

100

2028.5

125510

3278.0

4.0

&738.0

PIIM24) [t

17 (100

80.5

100

1574.5

432.0

25248

Z8B.0

66330

PIIIM38) ¢

ion

16 (100

794

100

1135.7

T34.6

1752.9

£34.0

Z363.0

Total

PRE

[5]
[

17 (321

15.9

46.3

9.9

64

15.2

<B.0

1006.0

PII(M3)

33

53 [100

933

100

524

J64.3

83r.7

45.0

£3592.0

PHINT)

53

53 [100

433

100

76609

61376

95822

1211.0

48115.0

PIIM12)

52

52 [100

43.2

100

24327

18969

3119.9

108.0

20072.0

PIIM1E)

Bl

a1 (100

43.0

100

1607.0

13913

2347.0

107.0

15410.0

PIIIM24)

52

52 [100

93.2

100

14081

1104.3

175974

136.0

11571.0

PII(M38)

52

52 (100

93.2

100

1123.9

903.3

1397.5

£34.0

7105.0

W20_06

5_14y

PRE

33

0 (o0

0.0

6.7

4.0

4.0

4.0

<0

<g.0

EITER

53

53 [100

933

100

Z76.0

2133

3572

73.0

e037.0

PIIMT)

33

53 [100

933

100

11857.2

9657.2

14804 8

JE67.0

80532.0

PIIM12)

33

53 (100

933

100

16323

29738

4437.8

[ETRY

21151.0

PII(M18)

53

53 [100

933

100

23659

19316

2847.0

5160

10395.0

PII(M24)

32

a2 (100

93.2

100

1636.0

14343

2255.7

452.0

73020

PIlI{M3E)

53

53 [100

433

100

15851

12982

1960.0

356.0

S+

PRE

2 [100

15.8

100 |1

10

1119

4.0

72490

PIIM3)

100

15.8

100

216.6

16.7

2812.8

177.0

265.0

PIINT)

100

15.8

100

10464.9

2716

403258 3

7851.0

1358480

PIIMIZ)

100

15.8

100

2833.5

286 4

32584 4

£338.0

4340

PII(M18)

100

15.8

100

2002.3

Brd4

4568.4

1677.0

21370

PIIN24)

100

15.8

100

1021.0

188.9

5518.7

&34.0

1166.0

PIII(M38)

Pt | Pt | Pt [ ot | Pt [ 1t

100

15.8

100

8101

7.2

9218.5

E69.0

%51.0

Total

PRE

36

0.4

125

71

38

44

<g.0

13.0

PIIM3)

55

100

935

100

1736

2134

3508

73.0

G037.0

PIIMT)

35

100

3.5

100

116949.3

9681.5

148252

JEE7.0

&0532.0

PIIM12)

35

100

3.5

100

36001

2967 4

4367.7

7370

21151.0

PIIM1B)

55

| | P | P | T P | S| T S

100

3.5

100

2370.3

1934.2

2905.8

516.0

10395.0

PIII(M24)

54

100

3.4

100

1786.5

14701

21953

452.0

73020

EIES]

55

(53]
n :ﬂ hjonfin|on

100

3.5

100

1556.3

12723

1803.7

3560

72490
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L e L L LT O TP =T}

2 8 ELWML GMT
95% CI 95% Cl
Antibody |Group (Sub- |Pre- Timing [N (n |% |[LL |UL |value [LL UL Min  [Max
group |vacc
status

15_19y|5- PRE 53 |0 |00 (00 |67 (4.0 4.0 40 <B0 |<B.0
PIM3) (53 (53 |100 |83.3100 )255.8 |1840 ([3556 |M.0 |74630
PIIMT) [53 [53 |100 |93.3100 |8364.4 |6701.7 (104885 |1436.0)47672.0
PUIMA2)(53 53 100 |83.3100 |2581.8 (20986 [3201.3 |377.0 |13560.0
PIIMAB) (52 52 (100 |93.2|100 |1B52.6 |14942 (22969 |ME0 |12109.0
PlIM24) (52 [52 100 8321100 14147 11638 (17198 |256.0 |7&380
PIIM3E)(53 (53 |100 |83.3100 |1197.6 |991.8 [14453 |221.0 |56580

E+ PRE 5 |5 [100 [478[100 (388 ([7& 198.4 11.0 (3140
PIMM3) (5 [5  |100 478100 (4776 (471  [48438 |31.0 53300
PUNMT) [5 |5 |100 (478100 |3845.3 12825 (117116 |1200.0)10884.0
PIUNMA2YS (5 100 4781100 1271.2 |2868 (54423 2040 |4360.0
PIMAB)[5 |5 |100 478100 |761.3 |1443 [4017.0 |B1.0 |26B60
PIIM24)(5 (5 |100 (478100 |633.6 |1559 [25757 |%3.0 |2089.0
PIIM3B)[S |5 |100 |47 8100 |861.1 3224 |[13558 |321.0 13020

Total [PRE 56 |5 [BE [29 [19.0(43 410 54 <B.0 |314.0
PIM3) (56 (58 |100 838100 |2689 1840 |[3756 |21.0 |74630
PUIMT) (568 (58 100 |93.8100 |7839.5 |6283.8 (97803 |1290.0)47672.0
PIIMA2)(58 (58 (100 938100 |2437.5 |1964.8 (30240 |204.0 |13560.0
PUNMABYST (57 100 8371100 1713.5 13647 (21514 |81.0 121080
PIIM24) (57 [57 |100 |83.7]100 |1318.5 10751 [1617.0 |%8.0 |7&380
PlUIM3E) (56 (58 100 8381100 |1137.8 |948 6 [1384.7 |221.0 |58580

20_25y| - PRE 40 (0 |00 |00 (66 |40 40 40 <B.0 |<B.0
PI{M3) (40 (40 (100 |81.2|100 2029 |1465 |2808 |20 |13860
PUIMT) (40 (40 100 |81.2100 |5673.7 |4351.2 73863 |973.0 |26084.0
PIIMA2)(40 (40 |100 |91.2|100 |1699.6 |12736 (22682 |230.0 |12483.0
PUIMAB) (40 (40 100 |99.2|100 |1068.7 |785.3 [14361 |158.0 |70470
PIIM24) (40 [40 100 |91.2|100 |836.7 6289 |[11188& |149.0 |53660
PUNM3E) (40 (40 100 |21.2100 |6458 (4313 [B421 EB.0 40540

S+ PRE % |9 [100 (864|100 (448 [235 |B55 11.0 [132.0
PINM3) [ (89 100 |66.4/100 |2667.5 14414 (50102 |806.0 |92250
PUNMT) (2 [9 |100 |66.4|100 |4781.1 |2639.0 [BGE1.9 |1804.0)26084.0
PUNMAZ)3 (9 100 |66.4|100 |2353.8 12637 (43843 |970.0 1254810
PIMAB)(2 (9 |100 |66.4|100 |1620.9 |TB0.2 |34559% |62B.0 |8BETO
PUNM24)(3 (8 100 664100 |1341.3 |576.0 [31236 |3840 73430
PUNMZE)S (89 100 664100 |1024.8 (4704 [22324 |380.0 |55530

Total |[PRE 49 |9 [184(88 |320[6.2 47 B3 <B0 |132.0
PI(M3) (49 (49 100 8271100 |3261  |217.8 [4382 |25.0 92250
PUIMT) (49 (42 (100 |32.7|100 |5488.1 |4351.0 (62476 |973.0 |26084.0
PUIMA2) (49 (49 100 927100 |1804.4 |13985 (23280 |230.0 |12548.0
PIIMAG) (49 [49 100 |92.7]100 |1153.7 |680.8 (15108 |158.0 |7017.0
PUIM24) (49 (49 100 827100 |314.3  |6868.8 (11985 |149.0 |73430
PIIM36E) (49 (49 100 827|100 |703.0 |5439 |[9087 |BB.0 |55530
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FRINIGA VG L LIV 1 anan

2 8 ELUIML

GMT

95% CI

95% Cl

Antibody

Group

Sub-
group

Pre-
Vacc
sfatus

Timing

n |%

LL

uL

value

LL

UL

Min

Max

PV

9_1dy

PRE

0 jon

0.0

7.1

4.0

4.0

4.0

<g.0

<0

PIINT)

50 100

925

100

23147

17936.9

300455

5320

148951.0

PIIM12Z)

50 100

929

100

B069.7

58354

10864 0

FE2.0

38262.0

PIIM18)

a0 100

929

100

4416

407841

T260.5

&00.0

372340

PII(M24)

49 [100

2.7

100

4184 1

30989

o643.5

5570

31073.0

PII(M36)

al 100

925

100

3501.7

2621.7

4677.0

428.0

304400

S+

PRE

T |00

58.0

100

13.3

85

1a.7

8.0

2.0

PIIMT)

7100

58.0

100

17621.9

8057 .5

J4ZB4 6

BE02.0

53482.0

PIIMIZ)

7100

38.0

100

T441.0

4308.7

122804

37550

17083.0

PII{M1E)

7|00

58.0

100

5065.3

4414

T458.85

7570

25240

PII(M24)

7100

548.0

100

4256.5

30309

B977 6

2567.0

8511.0

PIII{M36)

7 |100

8.0

100

39700

28754

475y

2120.0

585.0

Total

PRE

12.3

51

237

48

12

52

<0

2.0

PIIMT)

100

937

100

22442100

177417

28387 6

520

148851.0

PIIM12)

100

937

100

7989.7

104859

2.0

S3262.0

PIIM18)

57 |100

437

100

5394.0

E0dr.a
4181.7

69577

e00.0

3723410

PII(M24)

56 1100

938

100

41831

JaNT

4575

=T

31073.0

PIlI{M36)

57 100

437

100

3556.1

2756.2

4588.0

4260

04400

PRE

0 jo0

0.0

8.0

4.0

4.0

4.0

<B.0

<B.0

PIIMT)

44 [100

920

100

12352.2

90026

16946.0

13220

1468278.0

PlIM12)

43 100

9.8

100

J626.6

27342

53353

182.0

70532.0

PIIM18)

43 [100

91.8

100

2394 B

174410

3288.0

318340

PIII(M24)

43 [100

91.8

100

1681.8

13714

2608.5

160

£7936.0

PIIM3E)

44 [100

42.0

100

1664.9

12224

22677

£3603.0

S+

PRE

100

8.2

100

41.1

16

10825

4.0

4.0

PIIMT)

100

28.2

100

215935

1804

2585025

24520

FI665.0

PIIMIZ)

100

28.2

100

108334

775

1543120

1156.0

51632.0

PIIM18)

100

8.2

100

ar10.7

B0

15554 26

F36.0

320610

PIII(M24)

100

28.2

100

§949.9

53.8

BYTETLE

812.0

37420.0

PIIM36)

100

28.2

100

B620.7

47.3

9278606

741.0

36109.0

Total

PRE

i |64

13

175

4.8

38

5.6

<0

4.0

PIIMT)

47 [100

2.5

100

12800.3

92895

176364

1322.0

146278.0

PIIM12Z)

46 [100

923

100

4087.3

28989

57925

182.0

70532.0

PIIM1E)

46 [100

923

100

2623.6

18704

3680.0

160

220610

PllI{M24)

46 [100

823

100

2059.4

14687

28877

1120

374200

PII(M36)

47 (100

2.5

100

1618.3

13084

25281

730

36108.0

20_25y

PRE

0 joo

0.0

8.6

4.0

40

40

<B.0

<60

PIINT)

41 [100

914

100

89247

63931

124568

1379.0

125818.0

PIIMIZ)

41 [100

914

100

33773

24317

46%0.5

&01.0

812400

PIIM18)

40 {100

1.2

100

2351.3

16717

3307 .2

243.0

43075.0

PII(M24)

41 [100

914

100

1657 6

13511

25440

£30.0

351720

PII(M36)

41 100

914

100

1517.2

11078

20077

3250

7630

5+

PRE

6 100

€3.1

100

44.1

128

188.7

9.0

745.0

PIIMT)

100

£3.1

100

6401

30451

10446 5

26320

25899.0

PIIMIZ)

100

63.1

100

2663.7

15024

4725

1208.0

§243.0

PII{M1E)

£3.1

100

20831

1264.7

34310

510

&012.0

PII(M24)

100

£3.1

100

1639.7

922.3

29135

&70.0

4010

PIII{M36)

&
i}
& 100
B
]

100

63.1

100

1420.0

653.9

23613

621.0

A027.0
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2 & ELUIML GMT

95% C1 95% Cl
Antibody |Group (Sub- |Pre- Timing |[N [n (% |[LL |[UL |value [LL UL Min  Max
group |vacc
status

Total |PRE 49 |8 |18.3(7.3 [29.7[6.0 44 B3 <B0 |7450
PUIMT) |48 (49 [100 |$2.7]100 |82B0.5 |6178.3 (110979 |1379.0)125818.0
PIIM12)|49 (49 [100 |32.7)100 |3248.9 |24453 (43166 |801.0 |812400
PIIMAE) |48 (48 [100 |%2.6]100 |2304.3 [17238 |3080.3 |2430 |45075.0
PIIM24)|49 (49 [100 |92.7]100 16201 [1382.0 (23871 |#80.0 |35172.0
PlIM3E) |48 (49 [100 [$2.7]100 [1500.8 (11451 |19654 |3250 |20763.0
VA0_02 = HPV-16/18{40 40) ASD4 02 m

W40_06 = HPV-16/18{40 40) AS04 0 Bm

V20_06 = HPV-16/18{20,20) ASD4 D& m

HPY = HPV-16/M18{20_20) AS04 0,1 6m

&- = geronegative subjects (antibody concentration < § ELU/ML) prior fo vaccination

S+ = geropogitive cubjects (antibody concentration = 8 ELUML) prior to vaccination

GMT = geometric mean fiters concentration calculated on all subjects

M = numbser of subjects with pre-vaccination results available

/% = number/percentage of subjects with concentration within the specified range

95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

MINMAX = Minimum/Maximum

PRE = pre-vaccmation

PU{M3) = Post Dose 1, Month 3

PIIMT) = Post Dose IIl, Month 7

PIIMA2) = Post Dose [N, Month 12

PIIM18) = Post Dose [N, Month 16

PUI{M24) = Post Dose |1, Month 24

PIIM2E) = Post Doge [N, Month 38
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Table 22 Seropositivity rates and GMTs for HPV 18.VLP 1GG antibodies by
pre-vaccination status and by age stratum {(Month 36 ATP
Immunogenicity Cohort)

2 7 ELWML GMC
95% CI 95% Gl
Antibody |Group |Sub- [Pre-vacc|Timing [N |m  |% |LL [UL [value |LL UL Min |Max
group |status
HPYV WVAD_02|9_ 14y |5- FRE 56 |0 |00 (DO |64 [35 35 |35 <70 <70
18VLP
GG
PIM3) |56 |56 (100 |936]100 |5112.6 (4080 2(63306 |SE20 |33045.0
PINMT) |56 |56 [900 |93.6]100 |1133.1 |870.7 [14745 |69.0 |7965.0
PIMA2)|(56 |56 (100 |93 61100 |6051 4575 (8004 350 |5524.0
PIIM1E)[S5 |55 [900 |93.5]100 4901 |376.0 [B388 |500 |3262.0
PIM24)[55 |55 [100 |93.5]100 4204 |320.3 |551.8  |37.0 |3257.0
PIIM3E)|56 |56 [100 |93.6]100 4023 |305.1 [5306 (290 |8446.0
S+ FRE 5 |5 |100 |47E[100 157 |88 [2Ve 80 |40
PINM3) |5 |5 |100 |47.8]100 4381.8 [1815.3[11778.3 |2098.0/14330.0
PIMTY [5 |5 [100 |47 B]100 |9628 (3855 [25365 |266.0 |2502.0
PIMA2)(5 |5 [100 (478|100 4588 1345 [15647 |111.0 |1205.0
PINMAB)[S |5 [100 |47.8B]100 |3824 1221 [11979 1150 [1292.0
PliM24){5 |5 [100 |47 B]100 4296 1169 (15791 |BA0 |1188.0
PINM3E)[> |5 [100 |47.8|100 4185 |835 |[20875 |B60 |2081.0
Total FRE 61 |5 |82 [27 [1614.0 15 |44 <70 [240
PIM3) |81 |61 |900 |94.1|100 |5046 5 |40B52(B234.1 |562.0 |33045.0
PUNMTY [B1 |81 [100 (9410100 |1118.1 |8735 [14312 |69.0 |7885.0
PINMA2)[&1 |61 [900 |94.1]100 |581.5 538 [f71.0 350 |5521.0
PIM1B)[80 |60  [400 |94.0]100 48041 3736 [B168 500 |3282.0
PlIM24)(&0 |60 (100 |94.0]100 4212 3253 [5454 370 |3257.0
PINM3E)[&1 |61 [100 |94.1]100 4036 (3083 [527.5 290 |6446.0
15_19y|5- FRE 56 |0 |00 |00 |84 [35 35 |35 <70 =70
PINM3) |26 |56 |100 |936]100 |2882.1 |2244.7(37006 |143.0 |22529.0
PINMT) |56 |56 [100 (9361100 6803 |5936 (8480  |107.0 |4507.0
PINMA2)|56 |56 [100 |93.6]100 |3825 |286.1 [507.86 (400 |8173.0
PlI{M18)(55 |55 [100 |93.5]100 |289.9 2199 [382.1 420 |3266.0
PIIM24)[54 |54 (900 |93.4]100 |2432 MB3T [3220 (260 |24420
PIIM3E)[56 |56  [100 9361100 |2450 1799 3336 160 |3051.0
S+ FRE 4 |4 |100 (398|100 [257 |44 1452 |80 |1140
PIMI) (4 |4 (100 |39.8]100 10385 4|2701.8[39385 7 |4727.0|133321.0
PINMT) [4 |4 [900|39.8]100 |2838.7 011572665 |1664.0|7467.0
PIMA2)(4 |4 [100 |38.8]100 1257.2 4267 [37044 7790 |3415.0
PINMAE)[4 |4 [900 |39.8]100 12206 |347.7 |[4688.7 5430 |3091.0
PINM24)(4 |4 [100 |39.8]100 |9306 2744 [31562 4830 |2332.0
PIIM3E)(4 |4 [100 398|100 |TO7.8 2264 [21339 (4030 |1626.0
Total FRE g0 |4 |67 1.8 [162[40 35 |46 <70 [1140
PII(M3) |80 |80 (100 |9£.00100 |3138.5 |2439 640358 1430 |33321.0
PINMT) [&0 |60 [900 |94.00100 7278 |583.8 [933.5 |107.0 |7467.0
PINMA2)(80 |80 (400 (9401100 4141  |3436 [5467 (400 |8173.0
PINMAB)[59 |58 [100 |93.9]100 |3196 |2419 |[£222 (420 |3286.0
PIM24)(58 |58 [100 |93.8]100 |2668 |201.7 [352.8 260 |2442.0
PIIM3E)[&0 |60 [900 |94.0]100 |263.0 1951 [354.6 |16.0 |3051.0
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" rprara

PogEmea 0 am

GMC

2 7 ELWWML
95% CI 95% CI
Antibody |Group (Sub- |Pre-vacc|Timimg [N |n |% |LL |UL [value |LL UL Min  [Max
group |status

20_25y |5 FRE 32 |0 |00 (00 |102(35 35 |35 <70 |<70
PIIM3) |32 |32 100 [B9.1]100 [3184.1 [22233[£560.1 [443.0 180570
PIUIMT) |32 |32 100 [69.1[100 [636.1 |437.4 (3251 730 38720
PIIMA2)(32 |32 |100 [B9.1(100 [350.7 |234.8 [5238 250 |1728.0
PIIMAG)[32 |32 |100 [69.1(100 [323.2 |2151 [485.8 150 |15¢.0
PIIM24)[32 |32 |100 [B9.1(100 [287 4 |1951 (4234 120 |1568.0
PlIM3E)[32 |32 |100 [69.1(100 [251.5 1707 [370.7 100 |2104.0

S+ PRE 13 |13 |100|75.3|100 |218 |36 |50.3 70 [5100
PIIM3) [13 |13 |100 [75.3[100 [2207 5 |1540.8[31627 |671.0 |4154.0
PIIMT) [13 |13 |100 [75.3[100 [g60.7 |386.5 (11293 |155.0 |2427.0
PIIMA2)[13 |13 |100 [75.3[100 105 |216.5 [778.3  |B4.0 15840
PIIMAB)[13 |13 |100 [75.3[100 [3485 |[182.1 [8&7.1 830 |1293.0
PlIM24)[13 |13 |100 [75.3[100 [317.68 [163.2 [618.1 460 11120
PIIM3B)[13 |13 |100 [75.3[100 [2315 |117.% (4544 350 [1075.0

Total FRE 45 |13 [253|164|443)58 43 |83 <70 |510.0
PIIM3) [45 |45 |100 (921|100 [2364.4 [21B0.7(37624 |4430 |19057.0
PUIMT) [45 |45 |100 [92.1(100 [s431 |478.0 [885.2 |73.0 36720
PUIMA2)[45 |45 |100 [92.1(100 [367.0 |264.7 [508.0 |250 |1728.0
PIIMAB)[45 |45 |100 [92.1(100 3303 |237.2 [480.0 150 [15%.0
PIIM24)[45 |45 |100 [92.1[100 [285.8 [214.5 [408.1 12.0 |1568.0
PIIM3E)[45 |45 |100 [92.1(100 [2458 |177.8 (3382 |10.0 21040

VAD_DE|9_14y |5- PRE 52 |0 |00 |00 |68 |35 35 |35 <70 |<70
PIIM3) |52 |52 |100[93.2(100 [2633 |201.6 (3435 460 [3158.0
PIIMT) |52 |52 |100 [93.2]100 [B656.6 |6245 3107897 [1202.0|60058.0
PIIMA2)[52 |52 |100 [93.2]100 [2162.9 [1667 B[28050 |361.0 |20569.0
PIIM1B)|52 |52 100 [83.2]100 [123D.5 |9408 (16095 [193.0 |11555.0
PIIM24)[51 |51 |100 [93.0({100 (3269 |7031 (12220 |1B84.0 |6B09.0
PlIM3E)[52 |52 |100 [93.2(100 [F50.0 |574.1 [980.0  |124.0 |4614.0

Total PRE 52 |0 |00 |00 |68 |35 35 |35 <70 |<70
PIIM3) |52 |52 |100 [93.2(100 [2633 |201.6 (3438 (460 |3159.0
PIUIMT) |52 |52 |100 [93.2]100 [B656.6 (6945 3107697 [1202.0)60055.0
PIIMA2)[52 |52 |100 (932|100 [21€2.9 [1667 6[28050 |361.0 |20569.0
PIIM1B)|52 |52 |100 [93.2]100 (12305 |9408 (18085 [193.0 |11555.0
PIIM24)|51 |51 |100 [93.0(100 [926.9 |703.1 [12220 |184.0 |8B0%9.0
PIIM3E)|52 |52 |100 [93.2(100 [f50.0 |574.1 (3800 1240 |4B14.0

15_19y|5- FRE 53 |0 |00 |00 |67 |35 35 |35 <70 |<70
PIIM3) |53 |53 |100 [93.3[100 [209.8 |159.2 (2768  |36.0 |7852.0
PIIMT) |53 |53 |100 (933|100 (63458 |53B0.3[87105 |412.0 |31976.0
PIIMA2)|53 |53 |100 [93.3[100 [2205.7 (1662 7(28914 [190.0 |34743.0
PIIMAB)[53 |53 |100 (933|100 [12%D.2 |9656 (17240 [102.0 193450
PIIM24)|52 |52 |100 [93.2]100 (10071 [757.1 (13385 [73.0 |1506E.0
PIIM3E)|53 |53 |100 [83.3]100 5452 |628.3 [11352 (500 |15050.0

S+ PRE 3|3 [100)28.2]100 |54.1 06 (52792 100 |3B7.0
PIM3) |3 |3 |100 [29.2]100 (15381 |24 (966697 8[135.0 |23563.0
PIIMT) [3 |3 |100 [29.2]100 (89200 [1144 3(63530.3 |3441.0/15146.0
PIIMA2)(3 |3 |100 [29.2(100 40121 |1B5.5 [3E7E8.0 |876.0 |9748.0
PIIMAB)[3 |3 |100 [29.2[100 [2323.1 |101.4 [53216.1 |630.0 |[7793.0
PIIM24)|3 |3 |100 [29.2(100 {2144 5 |832 (5527049 |625.0 |B456.0
PIIM3B)[3 |3 |100 [29.2(100 [1637 & |51.8 [51776.0 |435.0 |8860.0
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GMC

27 ELUIML
95% Gl 95% CI
Antibody |Group [Sub- [Pre-vacc|Timing (N |n (% |LL (UL |value |LL UL Min |Max
group |status

Total FRE 56 |3 |54 [11 14841 33 |48 =70 |367.0
PI{M3) [56 |56 [100)93.6(100 (2336 [170.4 |320.7  [3B.0 |23583.0
PIIMT) [56 |56 [100 936100 [6943.5 |5505.68|8756.8 [412.0 |31976.0
PlIM12)[56 |56  [100 936100 [2377.6 [1745.8|2971.4 [190.0 |34743.0
PlljM18)[56 |56 [100 936900 [1331.5 [1002.8)1766.1 02.0 |19845.0
PllM24)[55 |55 [100|93.5(100 [1049.5 [791.9 13808 [73.0 |15066.0
PljM36)[56 |56 [100 936100 [675.7 |§55.0 11707 [50.0 150500

20_25y |5 PRE 40 |0 0.0 |00 [BE [35 35 |35 =70 |=7.0
PIIM3) [40 |40 [100)91.2[900 (1777 [1250 |2526 [13.0 (24420
PIIMT) [0 |40 [100)%1.2|100 (4554 % [3447 5)6044 6 (8450 |34350.0
PlIM12)[39 |38 [100)91.0{100 [1204.5% [385.0 16348 [176.0 |10689.0
PIIM1E)[36 |36 [100 907|100 [687.2 |480.1 |3635 [103.0 |6285.0
PlIM24) (40 140 [100)%1.2{100 [5458 [2000 |7446  [B40 (40620
PlIM3E) (40 |40 [100)91.2{100 4305 [359.3 |6885 [57.0 |3260.0

5+ FRE 13 [13 |00 [75.3[100 248 |20 |51.2 8.0  |329.0
PIIM3) [13 |13 [100)75.3|100 (5841 [3465 13507 [152.0 |3081.0
PIIMT) [13 |13 [100)75.3{100 [5600.4 [2B55.8|10862.7 [819.0 |25115.0
PlUMA2)[13 |13 [100|75.3[100 [1688.3 [839.1 |3316.9 ([240.0 |8524.0
PlIMAB)[13 |13 [100)75.3{100 [1083.2 [551.3 |29%1.7 ([218.0 |5313.0
PlljM24)[12 |12 [100)73.5(100 [961.5 |473.7 19517 [155.0 |4545.0
PIIM3E)[12 |12 [100 735100 [Te11 [344.1 18833 ([116.0 |4368.0

Total FRE 53 |13 |24.5[13.8)38.3)57 431 75 <70 |328.0
PIIM3) [53 |53 [100)93.3]100 [247.3 [175.7 [3483 [130 |3081.0
PIIMT) [53 |53 [100)93.3[100 47337 [37102)6208.1 [519.0 |34350.0
PllM12)[52 |52 [100|93.2{100 [1307.0 |[981.5 17228 [176.0 |10689.0
PlIM1E)[51 |51 [100)93.0{100 [f746 [573.8 10456 [103.0 |6285.0
PllM24)[52 |52 [100)93.2|100 [22.0 |[4867.8 |327.0 [B4.0 (45450
PlljM38)[52 |52 [100)93.2{100 [428 |[£058 |7264  [57.0 |4383.0

WVZ0_06|9_ 14y [S- FRE 52 |0 0.0 [0.0 |68 |35 315 [35 =70 [=7.0
PI{M3) [52 |52 [100)93.2[100 (2158 [1599 2313  [41.0 |53330
PlIMT) [52 |52 [100)93.2{100 [5819.2 |4763.7|7106.6 [1094.0)36047.0
PlM12)[52 |52 [100)93.2|100 [1686.5 [1297 3|21408 |[178.0 |12222.0)
PlM18)[52 |52 [100 932|100 (9474 [728.2 12326 (350 |8323.0
PllM24)[51 |51 [100)93.0{100 [f31.7 [581.2 |34.0 [320 |56220
PlIiM36)[52 |52 [100)93.2[100 (833 [5304 |335%  [103.0 |58440

S+ FRE 3 |3 |100(29.2)100 |80 5.4 108 70 |80

PIM3) [3 |3 [100)29.2(100 [207.3 |766 |561.3  [140.0 |3120
PIIMT) [3 |3 [100)29.2|100 (B010.4 [2256.9|28431.7 [4474.0|111551.0
PlUMI2)[3 13 [100)29.2[100 [2115.0 [502.1 |3306.4 [1102.0)3328.0
PIIMAE)[3 |3 [100)29.2{100 [1075.2 [277.2 |4169.8 [836.0 |1690.0
PlUM24)(3 |3 [100)29.2[100 (9085 [327.0 |2528.1 [878.0 |1458.0
FlM38)[3 |3 [100)28.2[100 (854 [1BB.7 |2487.3 [457.0 |1233.0

Total PRE 55 |3 |55 [1.1 15437 315 |38 <70 (3.0

PI{M3) [55 |55 [100 9350100 (2153 [1621 |2860  [41.0 |5333.0
PIIMT) [55 |55 [100)93.5(100 [5921.6 |4BB6.4|71732 [1094.0)36047.0
PlIM12)[55 |55 [100 9350100 [1688.4 [1329.8)121435 [178.0 122220
PIIM1E)[55 |55 [100)93.5(100 [954.0 (7429 12250 (350 |8323.0
PlliM24)[54 |54  [100|93.4(100 [f406 [576.0 |3523  [32.0 |5622.0
PIIM3E)[55 |55 [100)93.5(100 (852 |[537.4 |383%  [103.0 |58440
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27 ELUIML
95% CI 95% CI
Antibody |Group |Sub- [Pre-vacc|Timing (N |n (% |LL (UL |valee |LL UL Min |Max
group |status

15_18y([5- FRE 53 [0 |00 |00 8T |35 35 |35 <70 [|=70
PUM3) [53 |53 [100)93.3]100 [201.2 [147.8 |2740 [26.0 (46480
FUIMT) [53 |53 [100)93.3{100 [5443.8 4477 468167 [1406.0)345682.0
PlUIM12)[3 |53 [100)93.3(100 [1580.2 [1241.6)1%605 [231.0 101630
PlUIM1B)[53 |53 [100)93.3[100 [1015.8 [807.5 12778 [117.0 |5847.0
PlljM24)[{52 |52 [100)93.2{100 [f83.3 [621.1 |387.6 [120.0 |4669.0
PUIM3E)[53 |53 [100)93.3[100 [f0141 [552.8 |3821  [BGO |3297.0

S+ FRE 5|5 00|47 6100 [26.8 [31 |387 1.0 [7&60
FUM3) [5 |5 00 |47.5[100 4558 [545 38113 [730 41980
PUIMT) [5 |5 00 |47 B[100 (2807 8 [1226.0|64308 [1459.0)8252.0
PllM12)[5 |5 [100 478100 [5853 [303.0 11304 [267.0 |1000.0

PlUIM1E)[4 |4  [100)39.5{100 [373.0 [1€7.1 |8325 [206.0 |663.0

PllM24)(5 |5 [100 478100 (3487 [1897 |633.8 [i171.0 |586.0

FlIM3E)[5 |5 [100 476100 (3111 [1408 |6E74 [133.0 |747.0

Total FRE 56 [5 |86 [2.8 18042 35 48 <70 [76.0
PI{M3) |58 |58 [100)93.8/100 [2159 [158.1 2349 (260 |4645.0
PUIMT) [56 |58 [100)93.5(100 [5141.8 4249962208 [1406.0)34562.0
PlUIM12)[8 |58 [100)93.8{100 (1433.7 [1146.4)17230 [231.0 110463.0
PUIM1E)[57 |57 [100)93.7|100 [3488 [755.5 11867 [117.0 |5647.0
PllM24)[57 |57 [100)93.7[100 [f28.2 [583.7 |311.0  [120.0 |4669.0
PUIM3E)[58 |58 [100)93.8|100 [g53.7 [519.8 |3220 [B6D |3297.0

20_25y |5 FRE |0 0.0 )00 [103[E5 35 |35 =70 |<70

PIM3) [34 |34 [100)88.7|100 1234 [37.5 |173.6 [200 |&664.0
PUIMT) [34 |34 [100)B9.7|[100 4335.0 [31173)602B85 [826.0 |24794.0
PlUIM12){34 |34 [100)89.7|100 [1174.7 [f75.8 (17768 (%90 |6105.0
PlUIM1E)[34 |34 [100)89.7[100 [f19.7 [471.6 10861 [45.0 |4618.0
PlUIM24)(34 |34 [100 897|100 [E52 (3745 |353.1  [430 34240
PlUIM3E)[34 |34 [100 897100 4728 (3096 |7222  [300 |2911.0

S+ FRE 15 [15 |10D|7a.2[fD0 |208% 118 [3&8 7.0 |ETO
FlUM3) [15 |15 [100)78.2{100 [3428 [180.7 |650.3  [36.0 |3482.0
PUIMT) [15 |15 [100)78.2{100 [5156.2 [3491.5|76146 [2156.0)16651.0
PUIMA2){15 |15 [100)78.2|100 [1767.7 [1175.4|2656.4 [499.0 |7031.0
FlUIM1B)[15 |15 [100)78.2{100 [1001.5 [856.2 |15264 [258.0 |3527.0
PllM24){15 |15 [100)78.2{100 [fe8.4 [519.8 11360 ([208.0 |2956.0
PUIM3E)[15 |15 [100)78.2{100 (109 [4058 |920.0 [152.0 |2292.0

Total FRE 45 [15 |30.8[18.3)454(6.0 45 [81 <70 |70
PUM3) [45 |48 [100 927100 [168.7 [121.9 |233.5  [2000 |3482.0
PUIMT) [49 |48 [100 927|100 [4571.5 [3555.8|5877.3 |[826.0 |24791.0
PlUIM12)[49 |48 [100 927100 [1331.3 [376.2 18156 [39.0 |7031.0
PUIM1B)[49 |48 [100)92.7]100 [796.3 [581.2 10210 (450 |4618.0
PlIM24)[45 148 [100 927100 [21.0 [£58.0 |341.8  [430 34240
PlUIM3E)[49 |48 [100 927100 [5114 [374.0 |6%8.3  [300 |2811.0
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GMC

2 7 ELUML
95% CI 95% CI
Antibody (Group |Sub- |Pre-vacc|Timing [N |n |% [LL |UL |value |LL L Min |Max
group |status

HPYV  |8_14y |5 PRE 51 |0 |00 (00 [7.0 |35 315 |35 <70 [«7T0
PIUIMT) [51 51 [100 [93.0]100 |7911.3 |6186.6[10113.3 [1680.0{37481.0
PIIMA2)(51 51 (100 |93.0]100 |2642 1 [1936.3(38051  [339.0 [19004.0
PIIMAB)(51 51 [100 [93.0]100 16704 [1251.3(22300 |247.0 [B773.0
PIIM24)(50 50  [100 [92.9]100 13581 D12 7(18240 |187.0 [B369.0
PIIM3E)(S1  [51 (100 |93.0]100 11976 |9031 (158683 |139.0 [B1%4.0

S+ FRE & |6 Q0 (541(100 158 |78 [338 g0 |430
PIIMT) 6 |8 00 (541100 |6112.6 |3530.0[10564.4 |2806.0[11503.0
PlIMA2)[8 |8 00 [541]100 |2149.9 1183 2[38065 |667.0 [3126.0
PlIMAB)[E |8 00 (541|100 15191 |7TET4 (28304 [|466.0 [2097.0
PlIM24)[8 [8 00 (5410100 1206.3 |B35T [22891 |4200 [2477.0
PlM3E)[e |8 00 (5410100 1207.2 6418 [22705 |475.0 [2582.0

Total PRE 57 |6 DE(40 [215M41 36 AT <70 430
PIIMT) [57 57 [100|93.7)100 |76%3 4 |6155.5(26305 |[1680.0{37491.0
PIIMA2)[(5T 57 [100 |93.7]100 |2585.4 [1951.7(34249 3380 [19004.0
PIMAB)[5T  [S7 100 |93.7]100 |1653.8 1272121500 |247.0 [B773.0
PlIM24)[56  [S6 (100 [93.6]100 113419 NMO2B.0(17518 |167.0 [B369.0
PIIM3B)[5T  [57  [100 [93.7]100 111586 |9278 (1486 1390 (81340

15_19y|5- PRE 42 |0 |00 (00 [84 |35 315 |35 <70 [<70
PIIMT) [42 [42 [100 |91.6]100 4703.8 |3480.0(83572 |1144 0[&8835.0
PIIMA2)(41  [41  [100 |91.4)100 [1388.1 |9792 (19676 [167.0 [25737.0
PIIMAG)[41  [41  [100 [91.4)100 |953.8 |6564 (13817 650 [19963.0
PIIM24) (41 (41 [100 |91.4)100 7889 [5479 [11360 (390 [10419.0
PlIM36E) (42 [42  [100 [91.6)100 7124 4822 (10311 |250 [8702.0

S+ PRE 5 |5 o0 [47.8[100 122 |33 17.8 80 170
PIIMT) [5 [ 00 (47 6{100 |5730.5 |GBES [4TA381 |926.0 [81234.0
PIIMA2)[2 |5 00 (476|100 |2255.5 |204.2 (249141 |363.0 [47033.0
PHIMABYE  [S 00 (47.8[100 1370.2 1128 [1e6421 |[1897.0 |[29745.0
PlIM24)[5 [S 00 (47 6100 [1129.2 1028 (124021 [176.0 [24334.0
PIIM3BYf |5 00 (47.8{100 [1175.6 |104.3 [132537 |208.0 [24703.0

Total FRE 47 |5 0B[35 (23140 36 |45 <70 170
PIIMT) (47 [47 [100|92.5)100 48036 [3534.9|6527 8 |926.0 (812340
PIIMA2) (46 [46 [100 |92.3]100 14633 [1024.3(20803 [167.0 [47033.0
PIIMAB)[46 [46 [100|92.3)100 |9921 6816 [14441 650 [297450
PIIM24)[46 [46 [100 [92.3]100 |620.3 |588.1 [11844 380 (2438940
PIIM3E) (47 [47 [100 |925)100 7514 |[5176 (10806 (250 [24703.0

20_25y |5 FRE 38 (0 |00 |00 (9.0 |35 35 |35 <70 <70
PIIMT) (39 (39 [100 |91.0]100 |3931.9 [297B.7|51900 |[BBS.0 [4B127.0
PIIMA2) (39 [39  [100 [91.0]100 [1555.86 [11424(21166 (2890 [26788.0
PIMAB) (38 38 [100 |90.7)100 [1047.3 [782.7 (14383 [151.0 [15458.0
PIIM24) (38 [38  [100 |91.0]100 7999 |582.3 (108890 |960 [13295.0
PIIEM3E) (39 [38  [100 [91.0)100 |712.3  |5164 (8787  |70.0  [#202.0

S+ PRE 10 |10 |100(89.2{100 162 |34 |34 70 1300
PIIMT) (10 [10  [100 |69.2]100 |3352 4 [1702.5(8801.0 [1067.0{34621.0
PIIMA2)(10 [10 [100 |69.2)100 [1277.7 [670.1 [243683 |564.0 [10702.0
PIIMABY(T0 (10 [100 [69.2]100 10154 |5734 (17982 (4200 [8262.0
PIIM24) (10 [10  [100 |69.2]100 |725.7 [375.8 (14017 |289.0 [4519.0
PIIM3BYT0 (10 [100 [69.2]100 |B551 3385 (12640 2890 [37T1.0

CHMP assessment report for paediatric use studies submitted according to Article 46 of
the Regulation (EC) No 1901/2006

Page 27/31



27 ELUIML GMC

95% CI 5% Gl
Antibody |Group |Sub- |Pre-vacc|Timing [N (n (% |LL UL [walue (LL UL Min  |Max
group |status
Total FRE 48 |10 |20.4[102[34. 348 33 |58 <70 [130.0
FIIMT) [49 [48 (100 |92.7]100 [3308.0 [2966.3|48834 (8BS0 |48127.0
FlMI2)[49 48 (100 |92.7]100 14945 [1141.9[18559 (2690 |26765.0
PIIMAG)[48 48 (100 |926]100 [1040.8 [795.5 (13812 [151.0 |15458.0
FllliM24)(45 48 (100 |927]100 [F34.2 [5853 10330 (360 [13285.0
PIIM36) (49 (48 [100 (9271100 [f00.2 (5316 (9224  [700 |3202.0
Wa0_02 = HPV-16/1 840 40) ASD4 02 m

W40_08 = HPV-18/15{40.40) ASD4 0 Bm

W20_06 = HFV-16M1 820, 20) ASM4 08 m

HPV = HPV-16/18{20,20) ASD4 O, 1,6m

3- = geronegative subjects (antibody concentration < 7 ELUML) prior fo vaccination

&+ = geropositive subjects (antibody concentration = 7 ELU/ML) prior to vaccination

GMT = geometric mean fitere concentration calculated on all subjects

M = number of subjects with pre-vaccination resulis available

/% = numberpercentage of subjects with concentration within the specified range

95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

MINMAX = Minimum/Maximum

PRE = pre-waccination

FlI{M3) = Post Doge |1, Month 3

PIIMT) = Post Dose |Il, Month 7

FIIIM12) = Post Dose I, Month 12

PIIM18) = Post Dose I, Month 18

FllliM24) = Post Dose |1l Month 24

PIIM36) = Post Dose |1l Month 36

Figure 1 Persistence of HPV-16 antibody titers (ELISA) in subjects seronegative at baseline (Month 36 .&TPEBhor‘thF T
Immunogenicity)
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v40_02 = HPV-16/18(40,40) AS04 0,2 m; V40_06 = HPV-16/18(40,40) AS04 0,6 m; V20_06 = HPV-16/18(20,20) AS04 0,6 m; HPV = HPV-16/18(20,20) AS04 0,1,6 m; Nat-inf =
Subjects who had cleared HPV-16 infection had GMTs of 29.8 EL U/mL (95% CI- [28.5; 31.1]) in Study HPV-008; Plateau = The GMTs at the plateau level in Study HPV-007 (Month
45-50 time point) were 397 8 EL U/mL (95% CI- [344 7; 459 1]) for HPV-16 antibodies.
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Figure 2 Persistence of HPV-18 antibody titers (ELISA) in subjects seronegative at baseline (Month‘ﬁg ATPVgShorEfSF’ o
immunogenicity)
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V40_02 = HPV-16/18(40,40) AS04 0,2 m; VA0_06 = HPV-16/18(40,40) AS04 0,6 m; V20_06 = HPV-16/18(20,20) AS04 0,6 m; HPV = HPV-16/18(20,20) AS04 0,1,6 m; Nat-inf =
Subjects who had cleared HPV-18 infection had GMTs of 22.7 EL U/mL (95% CI: [21.7; 23.7]) in Study HPV-008; Plateau = The GMTs at the plateau level in Study HPV-007 (Month
4550 time point) were 297 3 EL U/mL (95% CI- [258 2; 342 2]) for HPV-18 antibodies

Assessor’'s comment

In study HPV-048, during the follow-up period from Month 24 to Month 36, 63 subjects reported
at least one medically significant condition (MSC), 6 subjects reported at least one new onset
chronic disease (NOCD), 5 subjects reported at least one new onset autoimmune disease (NOAD)
and 14 subjects at least one serious adverse event (SAE). A sustained immune response against
both HPV-16 and HPV-18 antigens was observed in all vaccine groups up to 36 months after the
first vaccination.

Study HPV-058

Study HPVO058 was a phase 111, randomized, double-blind, single centre study in healthy pre-
adolescent and adolescent Chinese females aged 9-17 years. This study was conducted in one single
study centre in China. A total of 750 subjects were randomized (1: 1) and allocated to two treatment
groups: 374 subjects received Cervarix (HPV group) and 376 subjects received a control (AI[OHh,
control group), all according to a Month O, 1, 6 schedule. The duration of the study was approximately
12 months for each subject. A total of 709 subjects were included in the extended safety follow-up
(ESFU) phase of Study HPV-058: 359 and 350 subjects in the HPV and control groups, respectively.
Enrolment was age stratified 9-11 year, 12-14 year, 15-17 year). The primary objective was to
demonstrate the non-inferiority of the immune response one month post-dose 3 for all subjects
included in the ATP cohort for immunogenicity versus Chinese women aged 18-25 years old, enrolled
in study HPV039. The objective was considered to be reached if for each HPV antigen the upper limit of
the 95% confidence interval for the geometric mean titre (GMT) ratio (GMTs in subjects aged 18-25
years with immunogenicity results at Month 7 who receive Cervarix in the HPV-039 study divided by
the GMTs of subjects aged 9-17 years who receive Cervarix in the HPV-058 study) was below 2.
Secondary objectives were seroconversion rates to HPV-16 and HPV-18 as assessed by ELISA at Month
7 as well as safety and reactogenicity in Cervarix recipients and the control group after each dose as
well as throughout the study period.
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Study results

Table 32 shows the non-inferiority assessment of the immune response (study HPV058 versus study
HPV039) in the ATP cohort for immunogenicity.

Assessor’s note: the primary objective of the study was to demonstrate the non-inferiority of HPV
immune response at one month post-dose 3 in Chinese female subjects aged 9-17 years from the
current study versus Chinese women aged 18-25 years enrolled in study HPV-039 that was conducted
at 4 different areas in China. Non-inferiority (one month after the third vaccine dose) was considered
to be reached if for each HPV antigen, the upper limit of the 95% confidence interval for the GMT ratio
in subjects aged 18-25 years study HPV-039 divided by the GMTs of subjects aged 9-17 years in study
HPV-058 was below 2.

Table 32 Non-inferiority assessment of HPY immune response in Chinese
female subjects aged 9-17 years from the current study (HPV-058)
versus Chinese women aged 18-25 years enrolled in the HPV-039
study (eTrack No. 107638), one month Post Dose Il in initially
seronegative subjects (ATP cohort for immunogenicity)

GMT ratio
{HPV-039 [ HPV-058)
HPY-035 HPY-053 95% CI
Antibody (EL./mL) N GMT N GMT Value LL UL
Ant-HPV-18 244 B39E 2 326 18682 4 037 0.32 043
Anti-HPV-18 283 33094 338 TER2 4 042 0.38 045

EMT = geometric mean antibody fitre

N = Number of subjects with post-vaccination results availabls

95% Cl = 95% confidence interval for the GMC ratio (ANOVA model - pooled vanance); LL = bower limit, UL = upper
mit

The primary objective of the study was met: No confirmatory analysis was performed on the secondary
objectives.

Assessor’s note: the solicited and unsolicited symptoms are described in the Clinical Study Report for
study HPV-058 up to Month 12 and not represented here.

The percentage of subjects for whom at least one unsolicited symptom was reported during the 30 day
post-vaccination follow-up period was 37.2% (95% CIl: 32.3%; 42.3%) of subjects in the HPV group
and 33.2% (95% ClI: 28.5%; 38.3%) of subjects in the control group. No fatal SAEs were reported
throughout the study period (Month O to Month 12). The percentage of subjects for whom at least one
SAE was reported during the entire study period (Month O to Month 12) was 1.3% (95% CI: 0.4%;
3.1%) of subjects in the HPV group and 0.5% (95% CI: 0.1%; 1.9%) of subjects in the control group.
None of these SAEs were considered by the investigator to be related to vaccination.
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4. MAH’S OVERALL CONCLUSION

The data submitted do not influence the benefit-risk balance for Cervarix. No further regulatory action
is required.

5. RAPPORTEUR’s CONCLUSION

The MAH’s conclusion is endorsed.

6. REQUEST FOR SUPPLEMENTARY INFORMATION

The MAH is requested to submit the full clinical study report of study HPV0O39 (only the synopsis of the
Interim Report at Month 7 is available in the PSUR Full Report dated 11 January 2011 p. 987-995).
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