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1. RECOMMENDATION

Based on the review of the paediatric data on safety and immunogenicity collected in study HPV-048,
Mont 48, 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 results observed at Months 7, 12, 18, 24 and 36 have been presented previously. The final study
report of study HPV-048 at Month 60 is needed to fulfil commitment FUMO021.

2. BACKGROUND

The HPV-048 Clinical Study Report Annex 5 (Month 48) is submitted in accordance with the
requirements of Article 46 of the regulation 1901/2006.

3. SCIENTIFIC DISCUSSION

The HPV-048 PRI study report M7 and Annex Report MI2 were previously submitted in order to fulfill
commitments FUM021, 021.1 and 021.2. The Annex Reports 2 (MI8), 3 (M24) and 4 (M36) were
previously submitted. 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.

The MAH submits now the results observed at Month 48 (Annex Report 5). The submission of the final
report at Month 60 to fulfil commitment FUMO21 is currently planned in October 2013.

Study design: please refer to the Clinical Study Report.

Study HPV048 PRI is a phase Illl, partially-blind, randomized, multi-centre, age stratified (three age
strata: 9-14 years, 15-19 years and 20-25 years), dose-range study in healthy females aged 9-25
years. This study is conducted in 21 study centres in two countries (Germany and Canada).

A total of 960 were randomized (1:1:1:1) and allocated to four treatment groups (all received the HPV
16/18 vaccine at different dosages [20 pg or 40 pg of each HPV antigen] and on different schedules [O,
2-month, 0, 6-month or 0, 1 ,6 month schedule]: 240 subjects received the 40 ug/40 ug) vaccine
according to a Month 0O, 2 schedule (V40_02 group), 241 subjects received the 40 ug/40 pg) vaccine
according to a Month 0O, 6 schedule (V40_06 group), 240 subjects received the 20 ug/20 pg) vaccine
according to a Month O, 6 schedule (V20_06 group) and 239 subjects received the 20 ug/20 ug)
vaccine according to the standard Month O, 1, 6 schedule (HPV group).

A total of 668 subjects were included at the Month 48 visit of Study HPV-048 PRI: 169, 168, 167 and
164 subjects in the V40_02, V40_06, V20_06 and HPV groups, respectively.

Primary objectives

Immunogenicity

To evaluate the immunogenicity of the HPV-16/18 vaccine one month after the last dose when
administered at different dosages (20 or 40 ug of each HPV antigen) and on different schedules (0O, 2-
or 0, 6 months) compared with the standard administered on a 3-dose schedule (0, 1, 6 months).
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The primary analysis of immunogenicity was performed on the Month 48 ATP Immunogenicity cohort.
The Month 48 ATP Immunogenicity cohort included all evaluable subjects (i.e. those meeting all
eligibility criteria, complying with the procedures defined in the protocol, with no elimination criteria
during the study) for whom data concerning immunogenicity endpoint measures were available. This
included subjects who returned for blood sampling at Month 48 and for whom assay results were
available for antibodies against at least one study vaccine antigen component after vaccination.

Safety

To evaluate the reactogenicity of the HPV-16/18 vaccine when administered at different dosages (20 or
40 pg of each HPV type) and on different schedules (0, 2-or 0,6-months) with respect to the
occurrence, intensity and relationship to vaccination of solicited local and general symptoms reported
within 7 days (Days O - 6) after each and any vaccination.]

The primary analysis of safety was based on the Month 48 Total Vaccinated cohort for events reported
between Month 36 and Month 48. The Month 48 Total Vaccinated cohort included all vaccinated
subjects who returned for the Month 48 visit. Thus, the Month 48 Total Vaccinated cohort for analysis
of safety included all subjects with at least one vaccine administration documented and the Month 48
Total Vaccinated cohort for analysis of immunogenicity included vaccinated subjects who returned for
blood sampling at Month 48 and for whom data concerning immunogenicity endpoint measures were
available.

Assessor’s preliminary note

The secondary objectives of the study are shown in the Clinical Study Report and not reproduced here.
Only the outcome with respect to the primary objectives will be discussed in the current assessment
report. A complete analysis will be done at the end of the study. The only relevant group is the one
that receives the 20 pug/20 pg Cervarix formulation that is currently commercially available and used
according to the 0, 1, 6 month vaccination schedule. The immune responses to HPV-31 and HPV-45
will be discussed at the end of the study.

Immunogenicity results

Table 17 and Table 18 show the immunogenicity results according to the ATP analysis.
Table 19 and Table 20 show the immunogenicity results in subjects aged 9-14 years and 15-25 years.

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 at
baseline.
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Table 17

{Month 48 ATP Immunogenicity Cohort)

Number and percentage of subjects with an anti-HPV 16.VLP 1GG
concentration equal to or above the cut-off of 8 ELU/ML and GMTs

2 B ELUML

GMT

5% CI

5% CI

Antibody Group

Pre-vacc
status

Timing

%

LL

UL

value

LL

UL

Min

Max

HPV 16.VLP 1GG v40_02

o
o

FRE

145

0.0

0.0

2.4

4.0

4.0

4.0

<B.0

=50

PIIM3)

149

144

100

476

100

57430

o019.8

EoEd .2

£330

45534.0

BIIMT)

149

145

100

476

100

14264

12528

1663.9

8.0

26271.0

FIlM12)

149

145

100

876

100

10048

B58.7

1176.0

53.0

17894.0

PIIM1E)

146

146

100

4r.5

100

833.0

757

1106.0

320

11507.0

Plll[M24)

146

146

100

475

100

796 .4

675.6

4374

4.0

&500.0

PIIM3E)

147

147

100

4r.5

100

638.9

odg.2

308.7

2.0

10491.0

PIII{M4E)

149

14

100

476

100

fidd 4

o484

7572

2.0

e475.0

FRE

11

100

7.5

100

4.3

15.6

75.7

8.0

413.0

FII(M3)

100

7.5

100

51887

28255

42418

17440

20636.0

PIIMT) |11

100

7.5

100

18938

9594

36252

210

11429.0

PIIMIZ)[11

100

71.5

100

1407 .5

770.5

25712

1380

Te67.0

PIIMIE)[?

100

f9.2

100

11554

597.3

2235.0

210

3156.0

FlIl{NZ4)

[T5]

100

B6 .4

100

G241

371.3

1828.3

1840

&264.0

HIESIE

100

B2

100

737.6

343.2

1565.5

1200

5741.0

PIIIM48) 11

100

7.5

100

723.2

361.1

14451

101.0

4785.0

Total

FRE

180011

6.9

35

121

16

12

5.1

<0

413.0

FII(M3)

160

160

100

qr.7

100

alg4

5010.2

G063

£330

45534.0

PIIMT)

160

160

100

ar.7

100

14545

12536

1667.6

8.0

26271.0

PIIM1Z)

160

180

100

ar.7

100

1028.1

BaZ.4

1188.0

530

17934.0

PIIM18)

156

136

100

ar.7

100

945.3

G021

11151

20

11507.0

Flll[NEA)

155

155

100

976

100

798.0

G 1.4

9345

240

500.0

PII{M3E)

157

157

100

qr.7

100

691.9

o81.7

3081

20

10491.0

PIII{M4E)

160

160

100

ar.7

100

549.5

056.0

7o8.8

21.0

e475.0

Wa0_0%

7]

FRE

130

0.0

0.0

2.8

4.0

4.0

4.0

<B.0

<B.0

PIM3)

130

130

100

4r.2

100

351.5

254 1

420.0

430

73240

FIINT)

130

130

100

972

100

12758.0

11105.1

146582

1211.0

571350

PIIM12)

129

129

100

472

100

3B354

31389

42104

108.0

30300.0

PIIM18)

127

127

100

471

100

24278

2096.5

2811.5

107.0

12410.0

PIIM24)

126

126

100

471

100

18538

1605. 1

21412

1360

11571.0

PIIM3E)

126

126

100

472

100

15403

13443

1764.9

2380

84720

PlI[M4B)

13

13

100

ar2

100

12951

11263

14682

1760

11546.0

FRE

[X]

100

B3.9

100

627

33.9

116.0

10.0

584.0

PII[M3)

100

63.9

100

15334

610.9

28349.6

1380

11769.0

PIIMT)

100

63.9

100

63778

46523

10080.5

1534.0

33723.0

PIIM12)

100

63.9

100

2811.2

18425

40662

4350

11023.0

PII[M1B)

100

B39

100

1979.8

1285.2

3026.3

2840

8045.0

PII{M24)

100

B3.9

100

15793

10475

236811

2880

&/74.0

PII{M36)

100

63.9

100

12468

624.2

1865.6

157.0

2240

PIIM4E)

EHEEEEEEE

100

B3.9

100

1070.2

7186

1583 8

1470

e467.0

Total

FRE

1349

6.8

205

58

e

7.0

<B.0

384.0

PIIM3)

131

e Ll T 0 0 D =

-

100

47 6

100

431.4

355.9

3228

43.0

11769.0
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ANNeX MEPOT o (MIE) Fini

2 § ELUIML

GMT

95% CI

95% CI

Antibody

Group

Pre-vacc
status

Timing

%

LL

UL

value

LL

UL

Min

Max

PIIMT) |t

131

100

976

100

11708.2

10243.8

13362.1

1211.0

27135.0

PIIM12) %

150

100

876

100

3506.9

3062.0

40164

108.0

20300.0

PIIM1B)[?

148

100

47.5

100

23588

2046

2707 6

107.0

15410.0

PlIlM24) 1

147

100

875

100

18119

1583.0

20739

136.0

11571.0

EITEGIE

144

100

476

100

14851

1313.8

1701.2

157.0

L]

PIIMAE) ¢

131

100

976

100

1261.2

106.4

1437.7

1470

19526 0

W20_0%

(]

FRE

0.0

0.0

26

4.0

14.0

4.0

<80

<0

PII(M3)

138

100

974

100

2507

2087

299.7

250

74630

PIIMT) [t

138

100

gr4

100

867323

79056

10027.3

473.0

e0532.0

PIIM12) ¢

1348

100

474

100

2600.1

22585

2986.0

2300

21151.0

PIIM1B) [t

138

100

qr4

100

17573

1518.0

20342

158.0

12109.0

SENE

136

100

87.3

100

13547

11753

1561.4

1480

76380

HITESIE

136

100

87.3

100

11188

968 4

1267.5

8.0

72490

PIIIMAE) ¢

138

100

974

100

968.3

840.6

1115.9

8.0

73070

FRE

100

81.5

100

40.9

233

71.8

9.0

370

PIIM3)

100

1.5

100

1821 |

7936

168

177 0

92250

PIIMT) |1

100

61.5

100

5061.7

jag2.4

73362

14780

28064.0

PIIMI2) [t

100

B1.5

100

23289

1624.8

33324

4700

12548.0

PIIM1B)[*

100

81.5

100

1589.6

10821

23348

628.0

E867.0

EIENE

100

81.5

100

11983

7925

18151

40

73430

SESIE

100

0.5

100

982.9

f47 .4

148923

3600

35630

PIIIMAE) ¢

81.5

100

845.3

a68.7

1256.5

340

43430

Total

PRE

100

6.9

175

5.2

3

6.0

<B.0

370

PIM3)

100

ar.7

100

306.3

253.0

370.8

250

92250

FIINT) |1

100

87.7

100

8185.7

7114.5

33467

4730

&0582.0

PIIMIZ) [t

100

q7.7

100

2567.2

22521

2926.3

Z30.0

21151.0

PIIM1B)[*

100

gr.7

100

1737.0

1516.85

1868.2

1280

12108.0

EIENE

100

876

100

13355

11e8.2

15255

1480

78380

SITEGIE

100

976

100

1100.3

963.5

1258.0

&8.0

72430

PIIIM48) ¢

100

ar.7

100

853.5

835.5

1068.2

8.0

73070

HPV

(]

FRE

0.0

0.0

28

40

4.0

4.0

=80

=0

PIIMT) |t

100

a7z

100

15177 .0

126402

16223.0

13220

148851.0

EIEEIE

100

872

100

51311

14207.5

6257 .4

1820

£1240.0

PIIM1B)[?

100

972

100

3380.3

2791.2

4083.7

160

45075.0

PIIM24) [t

100

871

100

26173

2158.2

3176.8

1120

51720

SESIE

100

872

100

22288

1847.5

26867

730

204400

PIIMAE) 1

100

472

100

18237

1518.3

2185.5

7.0

17426.0

PRE

100

624

100

277

148

514

8.0

7450

PIIMT) |1

100

624

100

11633.1

63327

19605.8

24820

F3665.0

PIIM12) [t

100

G2.4

100

5268.7

726

iy

1156.0

21632.0

FIIME)1

100

624

100

39474

24724

B432.3

%510

52061.0

PlIMZ4) [t

100

G2.4

100

350.7

193481

5118.5

8120

374200

SEE

100

624

100

28579

1750.4

45659

621.0

36109.0

PIIMAE) ¢

100

624

100

2413.0

14723

38847

5150

H218.0

Total

FRE

128

78

18.3

3.1

4.5

5.8

<60

745.0

FIINT) |3

100

87.5

100

14687 6

123537

17414.9

13220

145851.0

PIIMIZ)[®

100

87.5

100

91487

142880

6160.6

1820

81240.0

PIIM1B) [t

100

gr.5

100

J4a8.7

2090.5

41143

1160

22061.0

PIIMZ4) ¢

100

87.5

100

2681.2

22434

32044

1120

374200

FITESIE

100

47.5

100

2301.0

19341

27376

3.0

F6109.0

FllIjMAE) |1

100

87.5

100

18823

1584 2

2246.0

71.0

26218.0

V40_02 = HPV-16M1E{40.40) AS04 0.2 m
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Wa0_06 = HPV-16/158(40 40) AS04 0 8m

WV20_06 = HPV-16/1B[20 20) ASM4 0 &m

HPV = HFV-16M18{20,20) AS04 0,1,6m

5- = geronegative subjects (antibody concentration < & ELUML) prior to vaccination
5+ = geropogitive cubjects (antibody concentration = 8 ELU/ML) prior to vaccination
GMT = geometric mean fiters concentration calculated on all subjects

M = number of subjects with pre-vaccination rezults available

n (%) = number (percentage) of subjects with concentration equal to or above specified value
5% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

MINMAX = Minimum/Maximum

PRE = pre-vaccmation

PII{M3) = Post Dose 1, Month 3

PIIMT) = Post Doze I, Month 7

PlI{M12) = Post Dose |1, Month 12

PlIM18) = Post Doze [l Month 18

Pll{M24) = Post Dose [Il, Month 24

PlIIM3E) = Post Doze |1, Month 36

Plli{M48)= Post Doze I, Month 43
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Table 18

{Month 48 ATP Immunogenicity Cohort)

FET S § R Lt IR

Number and percentage of subjects with an anti-HPV 18.VLP 1GG
concentration equal to or above the cut-off of T ELUWML and GMT:

2 7 ELUIML GMT
95% CI 95% CI
Antibody Group |[Pre-vacc(Timing [N |m (% |LL |UL [value |LL UL Min  |Max
status

HPV 18.VLP |GG |V40_02|5- FRE 1380 |00 (00 |26 |35 |35 |35 <70 |=7.0
PIM3) [136]136[100 |97 4|100 |3652 7[3121.3|4274.7 1480 |330450
PI{MT) [13B]138[100 |87 4100 7945 [673.3 |9374 |69.0 |7T965.0
PII[MA2)[138]136[100 |97 4|100 [436.0 [365.7 |5200 (250 |5521.0
PUI[MAE) [136136[100 |87 3100 |356.7 [289.3 |4252 |150 |32820
PUI{M24) [133]133[100 |97 3100 [305.8 (2555 (3661 |120 [3257.0
PUI[M3E) (135135100 |87 3100 (2940 (2435 |3548 100 |64480
PUI{MABE) [13B]138[100 |97 4|100 2560 (212.2 (3088 |90 |52400

S+ FRE 22 |22 100 |84 6100 (208 |126 |348 |70 (5100
PIM3) |22 |22 [100 |84 6/100 |3415.7[2300.5)5071.5 |671.0 [33321.0
PII{MTY (22 |22 [100 |84 6]100 |933.2 [611.0 |14405 |155.0 |T467.0
PII[M12)[Z2 |22 [100 |B4.6|100 [516.0 (3255 |B17.8 |B40 34150
PUI[M1E) (22 |22 [100 |64 6100 [447.0 [277.3 |T206 |63.0 |3081.0
PII{M24) (22 122 [100 |84 6|100 (4136 (2568 |6662 |46.0 (23320
PUI[M3E) (22 |22 [100 |B4 6100 [3245 (1955 |5387 |35.0 |2081.0
PII{M48) (22 |22 [100 |B4.6]100 [283.3 [171.2 |4888 |280 |2353.0

Total FRE 1860[22 138|168 [201]45 |40 |50 <70 |510.0
PI(M3)  [1601&0[100 |87 7100 |3619.2(3132.1|4182.1 1480 |33321.0
PII{MT) [160|1&0[100 |97.7|100 [B12.8 |B97.6 |9471 |69.0 |7965.0
PUMAZ) (160 1&0[100 |87 7100 4483 [379.2 |5252 250 |5521.0
PII[M1E)[158|156[100 |97.7 100 3681 [312.6 |4335 |150 32820
PUI{M24) [155]155 (100 |97 6100 |319.2 [370.0 (3774 120 |3257.0
PII[M3E) (157|157 [100 (977|100 (2931 [250.2 |355.0 |100 |64480
PUI[MAE) (160180 [100 |87.7 100 [260.4 [218.5 |310.2 |90  |5240.0

WA _DE | 5- FRE 1380 0.0 |00 [28 |35 |35 |35 <70 |70
PIM3) [139139[100 |97 4100 (2229 [1674 (2652 |13.0 |79520
PII{MT) [139]138[100 |97 4|100 6779 5(5658.7|7845.0 (4120 |91976.0
PUIMAZ) [138138[100 |87 4100 [1878.5(1583.2|12214.7 |180.0 |34743.0
PUIMAE) (137137 [100 |97.3100 [1036.3(913.0 12925 1020 198450
PUI{M24) (136136 (100 |87.3]100 |B47 4 (7143 [1005.3 |73.0 150860
PUIM3E) (137137 [100 |87 3100 |[719.2 [B07.3 |653.2 |50.0 |15050.0
PUI{MABE) [139]138[100 |97 4|100 6075 (5128 |T196 (450 [10456.0

S+ FRE 14 14 00 |Te B[00 (248 118 |521 B0 3870
PIM3) |14 |14 [100 |T6.6|100 [10685.8[450.2 (25234 1520 |23563.0
PII{MT) [14 |14 [100 |T6.8|100 |6768.3(3639.8|12585.8)619.0 |25115.0
PIIM12)[14 |14 [100 |T6.6/100 [2571.7[1335.8|4951.1 |240.0 |9748.0
PII[MA8) {13 13 [100 |75 3100 [1560.1[760.8 |3199.2 |218.0 |[77980
PII{M24)[13 |13 [100 |75 3100 [1357 2|674 4 (27314 |1550 |B458.0
PUI[M3E) (14 |14 [100 |[T6.6/100 [100%.4{463.8 (210861 |116.0 |69&0.0
PII{M4BE) (14 |14 [100 |[T6.8|100 |B48.2 (4142 |1737.3 |95.0 |6170.0

Total FRE 15314 192 |51 (14942 |38 |47 <70 |387.0
PI(M3) [153153[100 |87 6100 |[257.2 [213.4 |3101 130 |23583.0
PII{MT) [153]153[100 |97 6|100 |6778 4{5683.2|7810.0 (4120 919760
PUI{MA2) (152|152 [100 |87 6100 1933 6[1648.9|2267 4 |190.0 |34743.0
PUI[MAE) (150|150 (100 |97 6100 [1120.8(947.2 |1326.6 |102.0 [19845.0
PUIM24) (1491148 [100 |97 6100 |B83.0 (7479 10425 |73.0 150860
PII[M3E)[151]151[100 |97 6|100 |[742.8 (6291 |677.1 |50.0 [15050.0
PUI[MAE) [153]153[100 |97 6100 6263 [531.0 |738.7  |45.0 104560

CHMP assessment report for paediatric use studies submitted according to Article 46 of
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FATNISA IWTRAAIL O LI )

2 7 ELUIML

GMT

93% CI

5% CI

Antibody Group (Pre-vacc

status

Timing

%

LL

uL

value

LL

uL

Mini

Max

W.20_08]5-

FRE

135

0.0

0.0

27

35

35

35

<7.0

<7.0

PIIM3)

135

135

100

873

100

183.7

151.6

2227

16.0

5333.0

PIIMT)

135

135

100

473

100

5293.2

46331

60519

a51.0

JedT.0

PII{M12)

135

135

100

873

100

1483.7

1271.6

1754.7

83.0

114200

PII{M1E)

135

135

100

87.3

100

811.2

i34

10735

450

5847.0

PII{M24)

132

132

100

a7

100

7.5

6093

645.0

430

4663.0

PII{NEE)

132

132

100

§7.2

100

628.9

5301

T46.3

300

5844.0

PII{M4E)

135

135

100

87.3

100

5296

443 6

625.1

330

J668.0

S+

FRE

22

100

B4.6

100

20.6

13.0

328

.0

1410

PIIM3]

22

100

B4.6

100

4141

240.3

7118

8a.0

4193.0

PIIMT)

22

100

100

4798.1

3481.0

63847

1851.0

18851.0

PIIM12)

22

100

100

1462.8

1085.7

20283

4340

7031.0

PIIM1E)

100

100

674.9

629.1

12165

25810

3527.0

PII{M24)

22

100

100

6d7.1

514.1

918.2

20810

2958.0

PII{M38)

100

100

o64.7

411.5

7749

1520

22920

PII{M4E)

22

100

100

4461

336.2

582.0

1550

1568.0

Total

FRE

7|22

141

204

45

4.0

al

<7.0

1410

PIIM3]

157

157

100

71100

2059

1714

2477

16.0

5333.0

PIIMT) |*

7157

100

100

52228

46225

58005

551.0

3670

PIIMIZ)[*

71157

100

100

14833

12388

172141

83.0

11420.0

PIIME)|1

156

100

100

806.2

TE2.0

1050.2

450

5847.0

PIIM24)[?

154

100

100

131

B16.3

6245

430

4669.0

SIESIE

153

100

100

6197

5314

7220

300

a844.0

PIINEE)|i

157

100

100

517.0

446.2

5881

330

3668.0

HPY |5

FRE

0.0

23

35

35

35

<70

<70

PIIMT) [*

128

100

100

2640.7

48011

BE2T.2

1030.0

B3885.0

PHIM1Z)|1

128

100

100

1885.0

15583

22784

1670

26786.0

PIIM1E)[?

126

100

100

12235

10154

14742

63.0

19%€3.0

PlI{M24) %

127

100

100

984.3

614.3

11803

39.0

13285.0

PHINE)|1

128

100

100

679.2

7278

1062.0

250

87020

PIIMAE) [*

128

100

100

4.7

o894

G68.3

1.0

7320.0

FRE

19

100

100

15.0

10.3

218

7.0

1300

PIIMT) |%

19

100

100

4687.5

2614.7

Tals4

826.0

81284.0

PIIM12)[*

19

100

100

1727.0

8535

30014

363.0

470330

PHIME)]

19

100

100

12353

7185

21210

187.0

28745.0

PII{M24) [*

19

100

100

843 6

540.2

16480

1760

243840

FITESIE

19

100

100

900.2

5144

15752

206.0

24703.0

PIINEE)|1

19

100

100

7338

4154

1286.0

168.0

211330

Total

FRE

19

123

183

12

39

16

=7.0

13010

PIIMT) |*

146

100

100

5508.2

47271

G154

826.0

61284.0

PHIM1Z)]3

147

100

100

1863.8

1560.6

22258

167.0

470330

PIIM1E)[?

147

100

100

12250

10281

14583

65.0

24745.0

PII{M24) %

146

100

100

9794

620.0

11887

38.0

243340

PHINGE)|1

148

100

100

681.9

7388

10523

250

24703.0

PIII{M4E) *

146

100

100

7232

B07.2

G614

18.0

21133.0

W40_02 = HPV-16/18{40,40) AS04 0.2 m
VA0_06 = HPV-16/1 840 40) AS04 0 6m
W20_06 = HPV-16/1 820, 20) AS04 06 m
HPV = HPV-16/18{20_20) ASD4 0 1 Bm

5- = geronegative subjects (antibody concentration < 7 ELUML) prior to vaccination
S+ = geropositive subjects (antibody concentration = 7 ELUIML) prior to vaccination
GMT = geometric mean fiters concentration calculated on all subjects
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Table 19

Number and percentage of subjects with an anti-HPV 16.VLP IGG

concentration equal to or above the cut-off of 8 ELU/ML and GMTs in
subjects aged 9-14 years and 15-25 years (Month 48 ATP

Immunogenicity Cohort)

2 8 ELUIML GMT
95% Cl 95% Gl
Antibody |Group (Sub-  |Pre-  [Timing [N (n (% |LL |UL |value |[LL uL Min |Max
group ([vacc
status
HPY VA0_D2|9 14 |5 PRE g1 (0 (0.0 |00 |59 40 40 4.0 <80 [<BO
16.VLP GG
PUM3) |61 |81 |100 |34.1[100 (72331 |58768 |B902E [%6E0 (455340
PlIM7T) |61 |61 [100 [24.1]100 |2011.9 (15783 |25847 |20B.0 [28271.0
PUIM12)[61 [81 100 |34.1[100 [1434.5 [11146 18463 [143.0 |17984.0
PlI{M18) |60 (50 100 |34.0(100 (1385.7 10640 18047 [13B.0 [11507.0
PlI{M24)[60 (B0 |100 |34.0(100 (11586 (698.8 (14936 [124.0 |8500.0
PlI{M3E) |60 (B0 |100 |34.0(100 (3863 |777.5 12766 [117.0 14310
PlIM8) |61 (81 100 |34 1(100 (3086 (7214 [11443 [100.0 |84TS0
Tofal |PRE g1 |0 (0.0 |00 |59 |40 410 4.0 <B.0 [|<BO
PUIM3) |61 [81 100 |34.1(100 (72331 |58768 |B9026 [36E0 |45534.0
PUIM7) |61 |61 [100 (24 1100 |2011.9 (15783 |2584.7 |[2DB.0 [28271.0
PlIM12)[61 [81 100 |34.1(100 (14345 [11146 18463 [1430 179840
PUIM18) (80 (B0 |100 |34.0(100 [1385.7 [1084.0 [1804.7 [13B.0 |11507.0
FlI{M24) |60 (80 100 |34.0(100 (11586 (698.8 [1483 6 [124.0 85000
PlI{M3E) 60 (B0 100 |34.0[100 (3963 (7775 12768 [117.0 104210
PlI{Me8) |61 (51 100 |34.1(100 (3086 (7214 [11443 [100.0 |8475.0
15_25 |5 PRE 88 |0 (00 |00 |41 |40 410 4.0 <80 [<BO
PlM3) |88 (83 100 |35.8(100 [4903.0 41179 |5837.7 [233.0 2298300
PlI{M7) |88 |88 |100 [35.9]100 |1123.9 (9321 [13850 (80O [81110
PlI{M12) |88 (83 100 |35.8(100 [TE4 6 (6473 |9514  [53.0 (44660
PlI{M18) (38 88 |100 |35.8(100 (7125 (5764 |BA0D.7 [320 |54150
PlIjM24) |36 (86 |100 |35.8[100 (6131 (5029 |7475 [240 28580
PlI{M38) 87 [87 100 |35.8(100 5342 (4377 6520 [Z80 |2701.0
PlI{M48) (38 (83 |100 |35.8(100 (5078 (4113 |6268  [21.0 |3403.0
S+ PRE 11 (11 [100 7151100 |343 156 |757 a0 4130
FUM3) 11 [11 100 |71.5[100 [5199.7 29255 |9241.8 [1744.0|20636.0
PIIM7Y 11 11 (100 (715100 [16893.9 (9394 36252 |521.0 |11429.0
PUIMA2)[11 [11 100 |71.5(100 (14075 (7705 (25712 [336.0 |7&E67.0
PUMAS) 10 [10 100 |89.2(100 [1155.4 (5973 |[22350 [2B1.0 |5156.0
PlI{M24)|3 |2 100 |66 4[100 [B241 (3713 (18293 [1B4.0 |6264.0
PUIEMIS) 10 (10 100 |69.2(100 (7376 [343.2 [15855 [120.0 |5741.0
PUIMAB)[11 [11 100 |71.5(100 (7232 (3811 (14481 [1D1.0 (47850
Total |PRE 39 [11 [11.1]5.7 |18.0/5.1 44 54 =80 4130
PUM3) |99 (29 100 |36.3[100 (49351 41880 |58153 ([2330 229300
PUIEMTY |99 (93 |100 |36.3(100 [1191.0 |9348 |14258 ([BD.O [11429.0
FlI{M12) |99 (29 100 |96.3[100 [B37 4 (6963 [100&64 [S3.0 |7&E7.0
PlUI{M18) |96 (93 100 |36.3[100 [T485 (6127 [9145 [320 |B4M150
PlI{M24) |95 (35 |100 |36.2(100 [6305 |[52.3 |7T626 [0 |82640
PUI{M3IB) (97 (97 |100 |96.3[100 [552.3 |(456.2 |6BBE [Z80 57410
PlI{MeE) |99 (99 100 |96.3[100 [5281 (4327 |6447  [21.0 |47BS.0
VAD_DE|9_14 |5 PRE 43 |0 (00 |00 |73 |40 40 4.0 <80 [<B0
FUIM3) |49 (43 100 |32.7[100 (3742 (2811 ([4382 [430 |73240
PUIMT) |49 (43 |100 |32.7(100 [17103.0/13939.1|20885 1 [2713.0|57135.0
PlIM12) |49 (43 100 |32.7(100 (44855 |3538.0 |56362 [B77.0 |30300.0
PUIM1E) 49 (43 100 |92.7[100 [2931.7 (23384 |36754 [8D0.0 |12570.0

CHMP assessment report for paediatric use studies submitted according to Article 46 of
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e w A

- yam

2 8 ELU/ML

GMT

95% CI

95% CI

Antibody

Group

Sub-
group

Pre-
Vacc
status

Timing

%

LL

uL

value

LL

uL

Min

Max

PllIM24)

100

926

100

#1533

1711.2

2785

1.0

B840.0

PIlIM3E)

100

927

100

17433

1397.8

2174.2

380

84720

PIIIMAE)

100

2.7

100

1552 .8

12185

1978.3

02,0

11546.0

Total

PRE

0.0

0.0

i3

4.0

40

40

<60

<60

PI{M3)

100

2.7

100

iraz

2811

498.2

43.0

73240

PIIMT)

100

2.7

100

17103.0

13838.1

20985 1

#713.0

57135.0

PlIM12)

100

927

100

44855

3538.0

a636.2

&77.0

30300.0

PIIMIE)

100

2.7

100

28317

23384

36754

e00.0

125700

FllM24)

100

928

100

21533

1711.2

27085

H1.0

B840.0

PII{M3E)

100

927

100

1743.3

1387.8

21742

£38.0

84720

PIIMAE)

100

2.7

100

15526

12185

19783

202.0

11546.0

15_25

PRE

45

4.0

4.0

<60

<B6.0

PII(M3)

100

955

100

3334

268.3

426.6

45.0

5303.0

PIIMT)

100

85.5

100

10686.5

89487

127803

1211.0

48115.0

PllIMI2)

100

95.5

100

32051

2657.2

J066.0

108.0

20072.0

PIIM18)

100

5.4

100

2156 8

1781.3

2611.0

107.0

15410.0

FllM24)

100

954

100

16807

14038

2038.0

138.0

11571.0

PII{M3E)

100

954

100

1426.5

11882

1698.3

2830

Tr42.0

PII[MA8)

100

85.5

100

1160.5

879.49

13743

176.0

5176.0

S+

PRE

100

839

100

g2.7

334

11€.0

10.0

3540

PIIM3)

100

8349

100

15334

610.9

20996

138.0

11768.0

PIIMT)

100

100

6B77.6

46923

100805

15340

33723.0

PlIM12)

100

100

2611.2

19425

4068.2

4380

11023.0

PIIMIE)

100

839

100

1679.9

12852

30363

284.0

8045.0

PllIM24)

100

100

1579.3

1047 .5

2381.1

ZBB.0

B774.0

PIIM3E)

100

100

1246 8

G24.2

18856

157.0

T224.0

PlII{MAS)

100

100

1070.2

7186

15838

147.0

4670

Total

PRE

20.5(1

29.7

i0

55

8.0

<B.0

5540

PIIM3)

102100

100

461.6

358.2

5837

45.0

11768.0

PIII[MT)

102100

100

4759.5

62984

114774

1211.0

48115.0

FlIMI2)

100

100

11138

26455

36770

108.0

200720

PIIMIE)

100

100

2173

1783.2

25153

107.0

13410.0

PllIM24)

100

100

166G .4

1410.2

19€8.2

138.0

11571.0

FIlIM3E)

100100

100

1386.7

11820

1626.8

157.0

Tr42.0

PlI{M4E)

102) 100

100

1413

97a3.2

13315

147.0

E467.0

V20_06

9 14

PRE

6.7

4.0

4.0

<B.0

<B.0

PIM3)

100

100

2740

211.3

334.3

73.0

&037.0

PIII{MT)

100

100

12008.8

87322

14817 8

26670

B0582.0

FllI(MI2)

100

100

15426

293268

42785

737.0

21151.0

PII{M18)

100

100

2351.2

159268

2063.0

2280

10395.0

PII{M24)[5

100

100

16813.2

14853

2207 7

452.0

T302.0

FIIM3E)

[
| P

[53]

100

100

1530.8

12485

1880.0

1560

T249.0

PIlIM4E)

100

100

1319.8

10841

1606.7

360.0

T307.0

PRE

100

100

10.5

10

111.9

4.0

13.0

FIIM3)

100 |1

100

2166

16.7

28128

177.0

2850

PIIMT)

100 |1

100

10464.9

2716

4032583

7851.0

13548.0

PIIMI2)

100 |1

100

2B33.5

2464

32584 4

£338.0

34340

FIIMIE)

100 |1

100

2002.3

G73.4

4566.4

1677.0

2137.0

PlIM24)

100 |1

100

1021.0

188.9

5518.7

&340

1166.0

PIIM3E)

100 |1

100

8101

7.2

e69.0

481.0

PlII{M4E)

[0 B0 R 0 = S S eI

ol [Pl | P | B | sl | Bl | B

100 |1

100

3602

395.5

651.2

630

356.0
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e
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2 8 ELUML

GMT

95% CI

95% CI

Antibody |Group

Sub-
group

Pre-
vacc
status

Timing

%

LL

uL

value

LL

uL

Min

Max

Total

PRE

35

36

0.4

12.5

31

38

44

=60

13.0

PlM3]

55

100

3.5

100

2T

2118

348.2

730

&037.0

PIIMT)

35

n|om

100

3.5

100

11848.9

87534

14637 9

2867.0

80532.0

PlIM1Z)

a5

LR |er | e r| P

100

3.5

100

3513.9

29277

42175

737.0

211510

PIIM1E)

55

njon

100

3.5

100

23375

19296

28317

529.0

10395.0

FlllMz4)

d

100

934

100

17751

1465.3

21503

452.0

T302.0

FlI{M38)

53

100

433

100

1494 5

122248

18265

356.0

7249.0

FllIME)

35

100

935

100

1280.9

10551

1555.0

360.0

T307.0

PRE

i1

0.0

0.0

42

4.0

40

4.0

=g.0

=g.0

EIER

a5

100

958

100

2373

185.8

303.0

250

7463.0

PIMT)

il

100

5.8

100

7100.0

5838.0

B546.9

473.0

478720

FlIM1Z)

45

100

45.8

100

2148.8

177841

25853

2300

13560.0

PIIM1E)

a5

100

5.8

100

1485.5

12050

17823

158.0

12109.0

Plil{M24)

a4

HEEEEREEE

100

5.7

100

1130.9

937 .4

1364 .4

1480

7638.0

FlI{M38)

a5

[==]
(43

100

5.8

100

$24.0

769.6

11084

88.0

5858.0

PlI{M4E)

il

=

100

5.8

100

8003

BT

963.6

&363.0

PRE

18

100

794

100

454

271

B6.2

85.0
0

370

EIER

16

(=] s )

100

794

100

1626.3

1047 .4

JE2S

770

§225.0

PIMT)

16

100

794

100

46224

N23E

6340.5

14780

206410

FlIM1Z)

18

100

754

100

22704

15124

34072

&70.0

12548.0

PIIM1E)

18

100

794

100

15443

998.7

23880

&28.0

E8ET.0

FlllM24)

18

100

794

100

1223.7

7642

18585

384.0

7343.0

PIIM3E)

15

100

78.2

100

1008.5

6259

16253

3600

5553.0

FllIMEE)

18

100

794

100

8661

967 6

1383.2

3340

4343.0

Total

PRE

102

15.7

8.2

242

5.9

45

72

=B.0

3370

EIITER

102

102)100

6.4

100

326.8

250.9

4253

250

§225.0

PIIMT)

102

102)100

96.4

100

E637.7

6092

[

9730

478720

FlliMiZ)

102

102)100

6.4

100

2167 .4

1830.6

2568.2

2300

13560.0

PIIM1E)

1

1100

6.4

100

14777

12396

17616

1580

12109.0

Plil{M24)

100

100100

6.4

100

11453

964.9

13584

148.0

7638.0

PIIM3E)

100

100)100

6.4

100

9363

7916

1107 4

8.0

5658.0

FIlI{MEE)

102

102)100

6.4

100

8132

6871

9623

85.0

6363.0

HPY

914

PRE

19

0.0

7.3

4.0

40

4.0

=B.0

<0

PIIMT)

49

100

927

100

2ATTET

178517

295469

38320

148951.0

PlIM1Z)

48

100

927

100

7686.0

avav4

107454

2.0

82620

PIIM1E)

45

100

2.7

100

53423

39881

X

&00.0

372340

FlllMz4)

48

100

2.6

100

41121

30321

55788

3570

31073.0

FIES]

19

100

2.7

100

344048

25681

46139

428.0

30440.1)

FIlIME)

T
[1<]

100

2.7

100

2753.3

20564

36885

183.0

15706.0

S+

PRE

100

38.0

100

13.3

835

18.7

4.0

26.0

FIIMT)

100

58.0

100

17621.9

8057.5

J42E4 8

B802.0

53482.0

FlIl{M12Z)

100

38.0

100

T441.0

4508.7

122804

3755.0

17083.0

PIIM1E)

100

8.0

100

2065.3

34414

74585

27a7.0

#024.0

PlllM24)

100

8.0

100

4256.5

30309

59776

2567.0

8511.0

PII{M3E)

100

38.0

100

3970.0

28784

47sT

21200

2885.0

PlII{Ma8)

= [ =d | md [ med | e ed ]

100

58.0

100

3032.3

17755

51786

1565.0

&003.0

Todal
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[A3]

12.5

5.2

241

4.6

42

5.2

=B.0

26.0

PIMT)

n

100

3.6

100

22034.4

17406.0

27844 1

38320

148851.0

FlIM1Z)

56

100

438

100

7628.9

59540

10284 2

2920

58262,

PlIM1E)

36

100

436

100

3307.0

4103.7

G331

&00.0

372340

PllijM24)

55

Ef:ggjg{'\-l'\-l'\-l'\-l'\-l'\-l'\-l'\dt{;

100

3.3

100

4130.2

31633

53827

3570

3073.0

CHMP assessment report for paediatric use studies submitted according to Article 46 of

the Regulation (EC) No 1901/2006

Page 11/30



2 8 ELUML

GMT

93% CI

95% Cl

Antibody

Group

Sub-
group

Pre-
Vacc
status

Timing

t

LL

uL

value

LL

uL

Min

Max

PllIM3E)

56

100

438

100

3503.0

2707 .3

45325

4280

20440.1

PIIIM2E)

56

100

938

100

2786.8

21458

36123

183.0

15706.0

15_2%

&

PRE

a0

0.0

45

4.0

4.0

4.0

<60

<80

PIIMT)

a0

= A N

100

855

100

11837 1

83516

148833

13220

148278.0

PllIM12)

[k

100

5.4

100

3930.5

3077.2

a020.4

182.0

812400

PIIIM1E)

-]

100

954

100

2544 8

20116

32184

116.0

45075.0

Plli(M24)

[k

(=) Ri) gl =)

bl el B |

100

954

100

1989.0

15723

2516.0

112.0

351720

PIII[M3E)

a0

100

955

100

1708.2

135868

21473

3.0

£3603.0

PIIIM2E)

a0

==

100

855

100

14196

11338

17772

1.0

17426.0

PRE

12

100

735

100

42.5

17.0

106.3

4.0

745.0

PIMT)

12

100

735

100

9130.3

41519

20078.1

24620

F9665.0

PIlIM12)

12

100

735

100

4307.7

1965.3

94422

1156.0

51632.0

PIIMIE)

12

100

735

100

123

1558.7

74728

1.0

22061.0

PliM24)

12

100

735

100

2643.7

1157

57482

8120

374200

PIIM3E)

12

100

735

100

2359.2

10785

S161.0

€21.0

36108.0

PlIl{M4E)

12

100

735

100

21120

ara.0

4579.3

3150

26218.0

Todal

PRE

92

13.0

£.9

A7

5.4

45

6.6

<B.0

745.0

PIIMT)

92

100

96.1

100

11443.0

91487

143126

13220

146276.0

PlliM12)

91

100

%6.0

100

3878.3

31604

5008.2

182.0

B1240.0

PIIMI8)

91

100

96.0

100

2645.2

21158

3307 5

116.0

52061.0

PllIM24)

91

100

96.0

100

2065.0

1652.2

25809

112.0

374200

PIIIM3E)

92

100

9.1

100

17817

14321

22167

730

36109.0

PIII[M2E)

92

100

96.1

100

14351

12053

18345

7.0

26218.0

W40_02 = HPV-16/18{40,40) AS(4 0.2 m
V40_06 = HPV-16/18{40,40) AS04 0,8m
W20_06 = HPV-16/18{20,20) AS(4 06 m

HPFV = HFV-16/18(20,20) AS04 0,1,6m

&- = seronegative subjects (antibody concentration < & ELU/ML) pricr to vaccination
S+ = geropositive subjects (antibody concentration = 8 ELU/ML) prior to vaccination
GMT = geometric mean fiters concentration calculated on all subjects
M = number of zubjects with pre-vaccination results availakle
n (%) = number (percentage) of subjects with concentration equal to or above specified value
5% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit
MINMAY = Minimum/Maximum
PRE = pre-vaccnation
PII{M3) = Post Dose |1, Month 3
PIIMT) = Post Dose |Il, Month 7
PlI{M12) = Post Dose 1, Month 12
PlII{M18) = Post Doge Il Month 18
Pli{M24) = Post Dose 1, Month 24
PlII{M36) = Post Doge I, Month 38
PlII{M48) = Post Dose LI, Month 48
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Table 20 Number and percentage of subjects with an anti-HPV 18.VLP IGG
concentration equal to or above the cut-off of 7T ELU/ML and GMTs in
subjects aged 9-14 years and 15-25 years (Month 48 ATP
Immunogenicity Cohort)

27 ELWML GMT
95% CI 5% CI
Antibody Group |Sub- Pre- Timing [N [m (% |LL [UL |value (LL uL Min |Max
group  [vacc
status
HPV 1BVLP  [VeD_02(9_14 - PRE 56 [0 |00 )00 B4 (25 [25 |35 <70 [|<7.0
GG
PlM3) [55 [56 |100 |93.6|100 (4957 B[3982.5/6171.5 |562.0 |33045.0
FIIMT) [58 |56 [100 [33.8[100 |1108.8|857 4 |1433.9 [68.0 |7965.0
FINiM12) [58 |56 [100 [33.6[100 |264.6 |4428 |771.5 [350 |3521.0
PINEM18) [55 |55 [100 [33.5(100 (4859 |371.7 8353 [50.0 |3262.0
PIliM24) [55 1535 [100 [33.5(100 4190 [318.1 |3518 [37.0 |3257.0
PlI{M3E} (55 [55 [100 |33.5]100 |409.4 |3076 |5447 280 |8446.0
PlIiM4E] [5% |56 [100 [33.8(100 |344 8 |2601 J4573 [31.0 |5240.0
5 PRE 3 |5 10047800157 (8% [27%  [BO |24
PlIM3) [5 [5 [100 |47.8|100 |4381.8[1615.3[11778.3)2028.0)14530.0
FIIM7Y [5 |5 [100 [47.8[100 |862 8 |365.5 |2536.5 [266.0 |2502.0
FPlllM12)[5 |5 [100 [47.8[100 |458.8 |134.5 |1564.7 [111.0 |1205.0
PINMIE}[5 |5 [100 [47.8[100 (3624 1221 11972 [1150 |1292.0
PlllM24)[5 |5 [100 [47.8[100 4296 |116.9 |1579.1 [88.0 |1139.0
PlIM3E}[5 [5 [100|47.8]100 |4185 [B35 |2097.5 |B60 |2081.0
PlliM48)[5 |5 [100 [47.8[100 |3594 |670 19270 [81.0 |2353.0
Tofal |PRE 61 |5 |62 [27 [181)40 |35 |44 <70 [24.0
PIIM3) (81 [81 [100 |34.1]100 |4505.9(3986.2|6037.7 |562.0 |33045.0
FINM7TY [81 (61 (100 [34.1[{100 |1096.0/861.1 |1385.0 [68.0 |7965.0

PUICMIZ) (81 (61 [100 |34.1]100 |573.1 |440.6 |745.3 |35.0 |3521.0
PUIM1E]} (8D [60 [100 |34.0]100 |476.3 [369.7 |6136 |50.0 [3262.0
PlI(M24) [0 [60 {100 |34.0]100 |418.68 |323.2 |5454 1370 |3257.0
PUIM3E] [0 [60 (100 |34.00100 |4101 [311.4 |5401 |28.0 |&446.0
PUI(MAE] (81 [81 [100 |34.1]100 |346.0 2632 |4548 |31.0 |5240.0
1535 |5 PRE a2 |0 |00 0.0 44 135 (35 |35 <70 [=7.0

PlM3) (82 [32 |100 |35.6|100 |2965.0(2403.5/3657.7 |148.0 |22529.0
PUI(MT) (82 [82 [100 |35.6]100 |832.7 |515.0 |7ir4 |73.0 |4507.0
PUIM1Z) (32 [82 [100 |35.6]100 |356.9 |2B5.9 |4457 |25.0 |2969.0
PIIIM1E} (81 [81 [100|35.5]100 |269.2 |230.9 |362.2 150 [2259.0
PlIM24) (78 (73 [100|35.4]100 |245.0 1947 |3062 |12.0 [1823.0
PlIM3E]} (80 [80 [100 |85.5]100 |2341 |1B3.7 |28B.3 |10.0 |2104.0
PlII{M4E) (32 [82 [100 |35.6]100 |208.9 |163.5 |2670 |80 |1924.0
ot PRE 17 17 100 (805100 228 118 (440 (7.0 (5100

PlM2) [17 [17 |10 |80.5]100 |3178.7[1873.8/5118.1 |&71.0 |33321.0
PUICMTY (17 (17 [100 |80.5]100 |931.0 |5346.3 |1566.8 |155.0 |T467.0
PUIMIZ 17 (17 [100 |80.5]100 |534.1 |306.5 |930.6 1840 [3415.0
PlIM1E} 17 05100 |468.0 |2604 [B41.2 [83.0 [3091.0
PlIM24) 17 80.5[100 (4080 |2306 (7254 (460 [2332.0]
PIIM3E) |17 805100 3011 |168.7 [537.3 [350 [1626.0
PlIIMAE) 17 05100 |271.4 [1490 (4944 (280 [1700.0
Tofal |PRE ki) 10326148 (41 |58 <70 |5100

PliM3) |98 100 [36.3 100 |3000.7|2484 5[3624.0 [148.0 |33321.0
PlIMT) |99 963100 |676.1 |558.2 [B189 ([730 [T467.0
PlIM1E) |98 100 [96.3]100 |362.5 [311.6 |468.6 |25.0 34150
PlII{M1E) |98 96.3[100 3144 |2547 [3661 [150 [3091.0
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—
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27 ELUML

GMT

95% CI

95% CI

Antibody Group

Sub-
group

Pre-
Vacc
glatus

Timing

S

LL

uL

value

LL

L

Max

PlIIM24)

[T}
£n

[T=1KT=)
=1 LF

100

96.2

100

268.5

216.6

3325

12.0

2332.0

PIII{M38)

37

100

96.3

100

2487

1962

305.0

10.0

2104.0

PIII{M48)

&
]

100

96.3

100

2185

1747

2734

18241

Wal_0g

a_14

PRE

0.0

0.0

[l

33

35

3.5

=70

=70

PIIM3)

100

930

100

2704

Z06.8

353 6

46.0

3159.0

PIIMT)

100

93.0

100

8663.3

70987

11065.2

1202.0

60059.0

FllIMIZ])

100

430

100

21933

1690.9

28450

361.0

20569.0

PIII{M18)

cnjenjen)an|o

100

930

100

12347

9597

16404

193.0

11555.0

PlIIM24)

=

100

929

100

9577

727.0

1261.8

164.0

£609.0

PIII{M3E)

100

3.0

100

765.3

5850

1001.1

1240

4814.0

PIIIMA8)

100

93.0

100

6635

318.3

3014

118.0

7909.0

Tota

PRE

0.0

0.0

7.0

15

3.5

3.5

<70

=70

PIIM3)

100

3.0

100

2704

Z06.8

3536

48.0

3159.0

PIIMT)

100

930

100

8663.3

7099.7

11065.2

1202.0

60059.0

M2

100

430

100

21933

1690.9

28450

361.0

20569.0

PII{M18)

chnjen|cnen| S lon]en

100

930

100

12347

9597

16404

193.0

11555.0

PlIIM24)

=

100

929

100

9577

727.0

1261.8

184.0

£609.0

PIII{M3E)

100

3.0

100

765.3

5850

1001.1

1240

4814.0

PIIIMA8)

Alinfin|infih|enfon] infin] onfoncnjif(on]onfon

[

o on

100

93.0

100

6635

318.3

3014

118.0

7909.0

15_25

PRE

0.0

]

15

3.5

3.5

<70

=70

PII(M3)

100

959

100

199.3

158.0

2489

13.0

7952.0

PIIMT)

100

5.8

100

26041

4815.0

9964

4120

9197€.0

PIIM12)

100

458

100

1715.3

1385.4

21238

1800

34743.0

PIIM18)

100

5.8

100

9473

7934

1253.7

102.0

19845.0

P24}

100

458

100

7692

6332

8636

730

15066.0

PIIIM38)

100

958

100

g54.2

5556

867 4

50,0

15050.0

P1II{M48)

HEEEEEES

100

5.9

100

3673

456.6

7049

45.0

10456.0

PRE

100

768

100

M8

118

521

&.0

367.0

PII(M3)

100

765

100

1065.9

4502

25234

152.0

23563.0

PHIMT)

100

768

100

6768.3

3639.8

12585.3

€18.0

251135.0

PIIM12)

100

768

100

25717

1335.8

45511

2400

37480

PIIM18)

100

753

100

15601

7606

31982

218.0

798.0

P24}

100

753

100

1357.2

&74.4

27314

155.0

B436.0

PIIIM38)

100

768

100

10094

4836

2106.1

116.0

8960.0

PIII{M48)

ury gy gury ey gy ey puey ey Ko7y Y T ] EEL R D )
| |t | | | o | | o | | | o | o | - |0 | Co | G

100
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100

fda.2

4142

17373

5.0

6170.0

Tota

PRE

137

[

220

46

3.9

5.4

<70

367.0

PIIM3)

102|100

964

100

2508

1956

3216

13.0

23563.0

BlIIMT)

102100

96.4

100

3827 .48

4861.3
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4120

91976.0

PIIIM12)

100

964

100

168144

1481.8

22214
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PII{M18)

100

96.3

100

1057.7

8514

1314.0
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18845.0
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100
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7340

15066.0
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100)100

6.4

100

7316
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0.0

15050.0

PIII{M48)

102100

6.4

100

3885

4669

7362

450

10456.0
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5_14

PRE

0.0

0.0

6.6

15

3.5

3.5

<70

=70

PIIM3]

100

g3.2

100

218

156.9

2856

410

5333.0

PIIMT)

100

932

100

37735

4786.5

LEICN

1084.0

J6047.0

Fll{MIZ)

100

832

100

1624.3

12847

2053.8

178.0

11420.0

PII{M18)

100

932

100

36,6

7366

11807

5.0

3228.0

PlIIM24)

100

93.0

100

27T

2708

9276

2.0

4440.0

PIII{M3E)

100

825

100

ed6.0
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8340

103.0

58440
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27 ELWML

GMT

35% CI

5% CI

Antibody Group

Sub-
group

Pre-
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glatus

Timing
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value
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Max
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1]

100

824

100

4619

2495 [855.0

46.0

41948.0

PII{MT)

[is]

100

524

100

44251

3135.2(6265.3

1651.0

16651.0

PIli(M12)

L]

100

524

100

1379.9

9596 [1963.7

4580

7031.0

PII(MIE)

o

100

1.5

100

8453

2801 [1232.0

258.0

31527.0

Plli(M24)

L)

100

2.4

100

8573

4731 3131

208.0

2956.0

PII(M3E)

=)

100

1.5

100

6T

3608 [7B4.8

152.0

£282.0

PIIMAE])

<]

100

524

100

4260

3082 [5BES

155.0

1568.0

Tota

PRE

102

1886

1186

278

5.0

42 |58

<70

141.0

PIIM3)

102

102)100

96.4

100

2029

158.0 [256.9

16.0

4646.0

Plli{M7)

102

102|100

96.4

100

485931

4168.3[5755.6

551.0

45620

Plli(M12)

102

102)100

96.4

100

1410.3

1167.6[1703.4

4.0

10163.0

PII(M1E)

11100

B6.4

100

866.4

7305 [1075.7

45.0

2647.0

PllijM24)

100)100

96.4

100

7007

5603 [B46.0

43.0

4669.0

PIII(M3E)

100)100

96.4

100

605.1

4963 [737.8

0.0

3297.0

PIII(M2E)

102

102)100

B6.4

100

2021

414.0 [808.1

33.0

J663.0

HPV

9_14

PRE

0.0

0.0

A

3.5

35 [35

<70

<70

PIIMT)

100

929

100

7685.5

&024 5[3604.6

1680.0

37431.0

PlIM12)

100

929

100

25624

1877.7|3447.0

133.0

18004.0

PII{MIE)

100

92.9

100

1617.6

1213.5[2156.3

247.0

&773.0

Plli(M24)

100

2.7

100

1323.9

8631 [1779.1

167.0

8369.0

PII(M3E)

100

92.9

100

1166.6

8790 15484

138.0

8184.0

PllI(MEE)

100

2.9

100

8547

7169 [12714

101.0

6125.0

PRE

100

1100

158

786 [356

8.0

43.0

FIll[MT)

100

1100

61126

3530.0{10584 4

2606.0

11503.0

PII(M12)

R EEEEEE

100

1100

2149.9

1183.2(3906.5

&67.0

1126.0
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——pm

27 ELUML

GMT

93% CI

5% CI

Antibody

Group

Sub-
group

Pre-
Vacc
status

Timing

]

LL

UL

LL UL

Max

PII{M1E)

100

100 1

A|TET 4 (28504

4660

2997.0

PllljM24)

100

A 100 [t

(8357 [2269.1

420.0

2477.0

PIII(M3E)

100

100 |1

2|86 [2270.5

4750

2582.0

PIII(M2E)

100

100

4401 |1696.3

302.0

1876.0

Total

PRE

10.7|4.

21.9

e 47

<70

43.0

PII(MT)

100

100

.2|6009.3[3353.6

1680.0

37491.0

PI(M12)

100

L6100

7]1699.2(3329.7

339.0

18004.0

PII(M1E)

100

L6100 1

7]1238.1{2085.2

2470

8773.0

Plli(M24)

100

4
4
4
4
4.0
936
93.6
936
3.5

100 1

3|1003.3[1711.3

167.0

8369.0

Plll{M38)

100

836

100 |1

A|806.0 [1513.2

1380

5134.0

Plll(M2E)

E e e e e R R

100

936

100

7282 12252

101.0

£125.0

1525

PRE

0.0

46

15 |35

<70

<70

Flli[MT)

1 =]

100

5.4

100

A|3T75.6[5696.8

1030.0

69845.0

PII(M12)

100

954

100 1

1225.2[1856.6 |1

26768.0

PII(MIE)

=)
(==Y =) i)

=)

100

5.4

100 1

08041 [1301.4

£5.0

19863.0

PlI(M24)

=)
[==]

100

5.4

100

418 |1042.0

132950

PIII(M3E)

=)
(L)

100

5.4

100

3738 |87

AT02.0

PIIi(M4E)

=)
o

100

954

100

4738 |766.0

7320.0

PRE

100

753

100 1

83 |240

1300

PII{MT)

[ L) L]

100

753

100

0]1971.4[8723.3

81284.0

PII(M12)

100

75.d

100 |1

96833 [3514.2

47033.0

PIII(M18)

100

753

100 1

B1511.6 (24644 |1

28745.0

Plli(M24)

100

L]

100

3736 |1693.3 |1

24384.0

Plll[M3E)]

100

75.3

100

HEE 17718

24703.0

PIIi(M2E)

100

753

100

286.0 |1564.3 |1

21133.0

Toia

PRE

141

77

23.0

18 |48

1300

PII(MT)

100

36. 1

100

0)3741.0{5570.5

512340

PII(M1Z)

100

6.0

100 1

A]1238.3{1940.3

47033.0

PII(M1E)[21

100

6.0

100 |1

J182%1 [1302.5

28745.0

Plli(M24)[a1

100

6.0

100

6520 |1034.6

24394.0

PIII(M3E)

100

S6. 1

100

3B6.6 |936.6

24703.0

PII(M2E)

100

6. 1

100

4686 |7734

21133.0

VA0_02 = HPV-16/18{40 40) AS04 0.2 m
W40_08 = HPV-16/1 &[40 40) AS04 0 8m
W20_06 = HPV-16/18{20,20) ASD4 0.6 m
HPV = HPV-16/18{20,20) ASD4 0,1 6m

&- = seronegative subjects (antibody concentration < 7 ELUML) pricr 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
n (%) = number (percentage) of subjects with concentration equal to or above specified value
95% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

MIMMAY = Minimurm/Maxirmum

PRE = pre-vaccnation

PIM3) = Pest Dose |1, Month 3
PIIMT) = Post Doze I, Month 7

PIIM12) = Past Dose I, Month 12
PlI{M18) = Post Doze |, Month 18
Plii{M24) = Post Dose |l, Month 24
PlIM36) = Post Dose |II, Month 36
PlII{M48) = Post Dose |II, Month 48
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Table 21

Number and percentage of subjects with an anti-HPV 16.VLP IGG
concentration equal to or above the cut-off of 8 ELU/ML and GMTs
by age stratum (Month 48 ATP Immunogenicity Cohort)

2 B ELUML GMT
95% CI 95% CI
Antibody  |Group |Sub- Pre- Timing [N |m (% |LL |UL |value |LL UL Min  |Max
group  [vacc
status
HPV 16 VLP [V40_02(3_14y  |5- PRE E1(0 (0.0 0.0 |59 (4.0 40 4.0 <80 [«B.0
GG
PI{M3) [&1[61]100 [34 1100 |7233.1 |5876.8 [B902.8 |366.0 |45534.0
PUIMT) [&1(81[100 [24.1]100 |2011.9 |1578.3 |2584.7 [20B.0 |26271.0
PUINMAZ)[E1[81[100 [24.1]100 14345 11146 18463 [1430 1783410
PHIMAE)[&0(60[ 100 [24.00100 |1385.7 |1064.0 18047 [136.0 |11507.0
PUIM24)(80)80] 100 [24.0[100 |1158.6 |B93.8 14336 |124.0 |%500.0
PIIM3E)[&0(80] 100 [24.0]100 |986.3 |777.5 12766 [117.0 |104%1.0
PUIMAE)(&1)61]100 [24.1]100 2086 7214 11443 1000 84750
Total |PRE E1(0 (0.0 |00 |59 40 410 40 <B0 [<B.0
PI{M3) [&1[61]100 [24. 1100 |7233.1 |5876.8 [B2028 |366.0 (455340
PUMT) [&1]81[100 [24.1]100 |2011.8 15783 (25847 [20B.0 |26271.0
PUIMAZ)[&1(81]100 [24.1]100 14345 11146 |1846 3 [1430 179340
PUIMAE)[&0(80[100 [24.01100 |1385.7 |1064.0 18047 [136.0 |11507.0
PUIM24)(&0|80| 100 [24.0(100 |1158.6 (8938 |1433 6 |[124.0 |%500.0
PUIM3E) (80|80 100 [24.0100 |886.3 |7775 12766 [117.0 104310
PUIM4E)[&1]61]100 [24.1]100 2086 7214 11443 1000 |8475.0
15_19y |5- PRE S54(0 {00 0.0 |70 |40 4.0 40 <GB0 [|<B0
PI{M3) [51[51]100 [23.01100 |5105.1 |40406 [B£50.0 |233.0 [18508.0
PUNMTY [S1)51]100 [23.0100 11111 |671.8 14160 |145.0 |&111.0
PUIMA2){51]51]100 [23.0(100 |779.1  |6125 [9941 123.0 44660
PUIMAB)S1)51]100 [23.0100 |708.7  |5418 |9268 |90 |48200
PUIM24) (49142100 [22.7]100 |§21.9 (4330 |7928 100.0 |2516.0
PUIM3E)[50|50(100 [22.3(100 |5394 (4471 6974  |[71.0 22180
PUIMAE)S1)51]100 [23.0100 |521.7 (4007 6793  |36.0 19840
S+ PRE 3 (3 [100|29.2100 307 121 775 200 [40.0
Pl{M3) (2 (3 |100 [29.2{100 |5783.0 |2330.9 (143726 |3811.0(75400
PUIMT) [3 |3 100 [29.2]100 |2093.3 |1237.7 |3540.2 |1698.0|2582.0
PUIMA2){2 |3 100 [28.2[100 12254 15351 (28061 |823.0 |1736.0
PUIMAB)[3 |3 |100 [28.2(100 1332 4 6016 31761 |[1006.0]|1961.0
PUIM24)(3 |3 100 [28.2(100 |881.2 5833 13618 |7350 [1017.0
PIIM3E)[3 |3 |100 [28.2(100 |BE21 4472 |1661.8 |677.0 |11430
PlIM48)(3 |3 100 [26.2100 |TE0.3 (2363 (24465 (4420 |1024.0
Total |PRE S4[3 (56 |12 |[154[45 39 51 <60 [40.0
PI{M3) [54|54]100 [23.4]100 |5140.8 (41198 |6414.8 (2330 |13508.0
PUINMT) [54|54]100 [23.4[100 11508 |8123 [1451.8 |148.0 |8111.0
PUIMA2)[=4|54] 100 [23.4{100 |799.0 6353 |1004.9 [123.0 |4466.0
PUIMAB) {5454/ 100 [23.4{100 |7355 |5687 (9512  |%6.0 (46200
PIIM24)[52|52] 100 [23.2|100 |§35.0 (5048 |7984 100.0 |2516.0
PUIM3E)[23|53]100 [23.3(100 |553.9 14338 7071 7.0 [Z21%.0
PUIMAE) (454|100 [23.4{100 |5328 (4145 |6848  |360 19940
20_25y |S- FRE A7(0 {00 |00 |95 |40 410 40 <B0 |<B0
PI{M3) [37[37]100 [20.5100 |4637.4 |3527.3 (60969 |866.0 [22930.0
PUIMT) [37)37]100 [S0.5[100 |1141.7 |B334 15527 |80.0 |5616.0
PIIMA2)[37|37]100 [20.5(100 |7926 (5698 (11023 |30 37270
PUINMAB)[3T|37]100 [20.5100 7176 (5018 10265 |320 |#150
PUIM24)[37]37]100 [20.5]100 6016 (4264 |B4BS8  |240 |Z858.0
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" mr e o

g

GMT

2 B ELUML
95% CI 95% Cl
Antibody  (Group (Sub- Pre- |Timing |N [m |% |LL (UL |walue |LL UL Min  |Max
group  |vacc
status

PIIM36E)[37(37]100 |30.5(100 |527.3 [3794 (7329 (280 27010
PUIM48)[37|37]100 |30.5(100 [4882 [341.3 [701.2  |21.0 34030

S+ PRE & |3 100 [83.9]100 356 112 (1144 |B0  [4130
PIM3) (8 |8 100 |83.1[100 (49948 (21831 115334 |1744.0)20636.0
PIIMT) (8 [@ 100 |83.1[100 [1624.2 [A99.2 |4758.1 [521.0 |11429.0
PlHIMA2)(8 |8 100 |83.1[100 [14826 [615.4 (35718 |336.0 |Te&7.0
PHIEMAS)[T |7 100 |59.0{100 [1070.0 (3359 (29853 |281.0 |5156.0
PllM24)(& |6 100 |[54.1{100 [7825 [201.4 (31182 |184.0 |6264.0
PUIM3E) (7 |7 100 |59.0{100 |s698 (2084 (22844 (1200 |5741.0
PIIM4E)(8 |8 [100 [83.1{100 [7087 [258.3 (19488 |101.0 |47850

Total |PRE 4518 |17.8(8.0 |32.1|5.8 4.4 5.0 <f.0 |4130
PIM3) (4545100 [92.1[100 |4699.0 [3647.3 60540 8860 |22930.0
PUIMT) (4545100 |92.1[100 [1240.9 (9276 |1680.0 |80.0 114290
PIIM12) (4545100 [32.1[100 |8658 [652.5 (12027 |33.0 |7e&7.0
PUIMAG) (44 |24]100 |92.0{100 [764.8 [551.7 (10805 (320 =450
PIIM24) (43123100 [91.8{100 |g252 [451.0 (G667 |24.0 |6264.0
PUIM36]) (44 |24]100 |32.0{100 |3504 (4024 (7326 (&80 |37410
PIIMAE) (45145100 [92.1[100 |5226 [375.7 (7270 |21.0 476850

V40_06|3 14y |5- PRE 4810 |00 0.0 |7.3 |40 4.0 4.0 <B.0 |<B0
PIM3) (4942100 |327[100 |3742 (2811 (4882 430 73240
PHIMT) [49]42]100 927100 [17103.0{13939.1| 208851 |#713.0)57135.0
PlIMA2) [49]48] 100 |92.7[100 [4465.5 [3538.0 |56362 (8770 |30300.0
PIIMAE) (49142100 927100 |2931.7 (23384 |36754 8000 125700
PlIM24) (4648100 |92.8[100 [2153.3 [1711.2 (27085 (3410 |5840.0
PIIM36E) [49(48] 100 [32.7(100 [1743.3 [1387.8 (21742 (2380 |B4720
PlIM4E) [49(42]100 |92.7[100 (15528 [1185 19783 (3020 |11546.0

Total |PRE 4810 |00 0.0 |7.3 |40 4.0 4.0 <GB0 [<B0
PIM3) [49]25]100 |32.7[100 |374.2 [281.1 |4882 430 73240
PHIMT) (49142100 [92.7(100 [17103.0{13939.1| 208851 |2713.0|57135.0
PlHIMI2) [49]45] 100 |32.7(100 [4465.5 [3538.0 |56362 (8770 |30300.0
PIHIMAG) [49145] 100 [92.7[100 |2831.7 [2338.4 |36754 |&00.0 |12570.0
PlIM24) (4848100 |92.8[100 [2153.3 [1711.2 (27085 (3410 |8840.0
PIIM36) (4948100 [32.7(100 [1743.3 [1387.8 (21742 (2380 |B4720
PlUIM4E) [49(48]100 |92.7[100 [1552.8 [12185 19783 |2020 |11546.0

1519y [5- PRE 4610 |00 |00 |77 |40 4.0 4.0 <B.0 |<B0
PI{M3) (4646100 [32.3(100 |3627 [2811 [521.0 |&1.0 |33030
PUIMT) [46(48]100 |92.3(100 [12073.4[{9552 8 152594 |1426.0)38586.0
PIIM12) (4648|100 |[32.3(100 |3842.7 [3178.8 (48303 3880 137720
PUIM16) (4545100 |32.1[100 [2490.0 [1984.2 |31248 |316.0 |11355.0
PHIM24) (45145100 [32.1[100 [1977 6 [1577.4 (24783 (3520 |B838.0
PlIM36) [46|46] 100 |32.3[100 [1626.7 [12955 (20425 |ZB3.0 |77420
PIIM4E) (4648|100 [92.3(100 [1293.7 (10368 16141 |2B2.0 |S0E7.0

S+ PRE 5 |5 100 (4781100 852 |73 5816 12.0 |5840
PIIM3) [5 |5 [100 [47.8{100 [1101.1 [192.0 |[63157 1730 |&052.0
PUIMT) [5 |5 100 |47.8{100 [11712.1[5387.8 |25480.0 |8835.0)33723.0
PIIMA2)(5 |5 100 |47.8{100 |3143.6 G684 |[113801 |&87.0 |11023.0
PIIMAG)[S |5 |100 |47.8{100 |2186.6 [429.3 (111384 |Z84.0 |80450
PlIM24)(5 |5 100 |47.8{100 [1986.1 [460.8 (85805 (3570 |&7740
PIIM36E)(S |5 100 [47.8{100 [1419.7 [241.5 |[§3458 |157.0 |72240
PlUIM4E)(S |5 100 |[47.8{100 (12216 [198.8 (75072 |147.0 |B4670

Total |PRE 103 |26 |33 |214)53 4.0 69 =50 [|5840
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2 B ELUML

Antibody  |Group

Sulb-
group

Pre-
Vacc
status

Timing

=

%

value

Max

PII(M3)

51

[E3]

100

3.0

100

4245

0.7

579.9

0520

PIIMT)

1

100

3.0

100

120375

96967

143433

38536.0

PIIM12)

51

nfin

100

3.0

100

16561

220

4763.0

137720

PIIM1B)

50

100

92.9

100

2457.3

1952.9

30933

11355.0

PIII(M24)

0

100

92.9

100

1878.4

1581.3

24733

86390

PII{NE)

1

100

3.0

100

16051

1270.0

20287

7420

PIII(M4S)

1

| on|on
a|on] s

100

3.0

100

12864

1021.7

1619.7

E467.0

20_35y

PRE

35

0.0

0.0

10.0

4.0

4.0

4.0

<0

PI(M3)

35

100

0.0

100

ZB7 6

200.4

4134

3769.0

PIIMT)

15

100

20.0

100

9103.0

63049.6

11¥26

46115.0

PIIM12)

H

100

4.7

100

2421.48

17587

33350

200720

PII(M18)

13

100

9.4

100

17728

12721

24708

134100

PII(M24)

33

100

9.4

100

13854

938.3

18625

11571.0

PII(M36)

33

100

£89.4

100

1187.8

a04.2

1560.5

7105.0

PIII(MAS)

15

100

0.0

100

10061

if0.2

1314.2

31760

PRE

100

79.4

100

61.9

5

121.7

M50

PI(M3)

100

794

100

1700.6

795.0

36377

11769.0

PIIMT) |1

100

794

100

3623.5

37141

91308

FB46E.1

PIIMIZ)]3

100

79.4

100

27147

1804.5

40835

81530

PIIM1B)[1

100

794

100

1918.3

1230.5

29938

37650

PIIIM24) 1

100

794

100

1470.2

943.6

22906

2053.0

PIIM36)

O |00 | O | O | O | O

100

794

100

1187.0

805.7

17783

Z368.0

PIII(M4E)

100

Ta4

100

1026.9

720.3

1463.8

£308.0

Total

PRE

1

.4

1]45.%

5.4

6.3

142

H5.0

PII(M3)

1

100

330

100

5025

335.8

7524

11769.0

PIIMT)

1

1100

83.0

100

T912.6

6238.2

10004 4

48115.0

PIIM12)

50

100

92.9

100

2512.0

1964 .2

32124

200721

PIIM18)

43

100

92.7

100

16194

1408.5

23535

154100

PIlIM24)

43

100

2.7

100

1398.7

1091.6

1788.0

11571.0

PIIM36)

45

100

927

100

1180.8

859.1

14784

7105.0

PIII(M4S)

1

100

100

10126

622 .9

1246.0

31760

V20_06

914y

PRE

53

0.0

6.7

4.0

4.0

4.0

<0

PII(M3)

53

100

100

2780

21148

354.5

e037.0

PIIMT)

33

100

100

120088

47322

14817 8

e0532.10

PIIM12)

53

100

100

15426

29328

42785

211510

PIIM18)

33

100

100

£351.2

1926.8

2863.0

10395.0

PllIM24)

32

100

100

16813.2

1439.3

22007

73020

PIII(M36)

51

100

100

1530.8

12485

1880.0

72490

PII(M4E)

33

100

100

1319.8

10841

1606.7

73070

PRE

100

100

10.8

10

111.9

13.0

PI(M3)

100 |1

100

216.6

16.7

28128

285.0

PIIMT)

100 |1

100

10464.9

271.6

4032533

13548.0

PIIM12)

100 |1

100

2833.5

246 4

32584 4

4340

PIIM18)

100 |1

100

2002.3

f78.4

4566.4

21370

PllIM24)

100 |1

100

1021.0

188.9

5518.7

1166.0

PIII(M36)

Faoit | Pt | Pt | ot | ot [ Pt

100 |1

100

8101

1.2

92185

4B81.0

PII(M4E)

100 |1

100

3602

395.5

851.2

286.0

Total

PRE

[BE] [E] ) PN RN PR RN RN

125

K

348

44

PII(M3)

35

35

100

100

T

2118

J48.2

G037

PIIMT)

5

35

100

100

118489

9753.8

14637 8

053210

PIIM12)

B

35

100

100

3513.9

29277

4217 .5

21151.0
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ATTIEE TZRPOTL 2 LSO ) il

2 B ELUML

GMT

93% CI

95% Cl

Antibody  |[Group |Sub-
group

Pre-
vacc
status

Timing

%

LL

uL

LL

UL

Min

Max

PIIM1E)

55

100

935

100

19296

28317

5290

10395.0

PII(M24)

54

100

934

100 |1

1465.3

21503

452.0

73020

PIII{M3E)

53

100

83.3

100 |1

122248

18265

3560

T249.0

PII{MAS)

55

100

3.5

100 1

10551

1555.0

3600

T307.0

15_19y

PRE

45

0.0

0.0

4

4.0

4.0

<B.0

<B.0

PII{M3)

45

100

2.6

100

202 8

3989

28.0

T463.0

PIIMT)

48

100

926

100

B604.3

107535

1436.0

478720

PIIM12)

48

100

926

100

2108.5

336

370

13560.0

PIINAE)

47

100

92.5

100 |1

15117

23%6.8

246.0

12109.0

PII(M24)

47

100

92.5

100 1

11785

17870

2560

T838.0

PII(M38)

48

100

926

100 |1

10136

1515.8

£21.0

3868.0

PIII(MAS)

45

100

926

100 |1

686.3

13413

B368.0

PRE

100

J9.8

100

38

456.2

2620

314.0

PII{M3)

100

J9.86

100

1326

67508

770

3330.0

PIIMT)

100

39.8

100

1510.7

16836.3

21820

10684.0

PIIM12Z)

100

398

100

703.7

IR

1061.0

4360.0

PIIM1E)

100

J9.8

100 |1

556.8

3190.8

741.0

2666.0

PIII(M24)

100

39.8

100 |1

4443

22884

820

2089.0

PIIM36)

L Y I ) e e e

100

J9.86

100

370.1

1694.5

424.0

1302.0

PII{NME)

100

39.8

100

4254

14321

5560

1089.0

Total

PRE

T | P | B | P | P | P | | P |

i7

2.1

18.5

39

59

<B.0

314.0

PII(M3)

32

100

3.2

100

223.1

435.9

28.0

T463.0

PIIMT)

52

r|cn

100

93.2

100

64156

102311

14360

478720

PIIMIZ)

52

100

93.2

100

2088.2

32T

3770

13560.0

PII(M18)

1

ol Lot ) 1]

100

93.0

100 1

1480.3

22931

246.0

12108.0

PII{N24)

1

1100

3.0

100 |1

11598

17253

256.0

T838.0

PIII(M38)

32

nfom|en|on

100

93.2

100 1

3 [988.3

14455

£21.0

3868.0

PII(M4E)

22

100

93.2

100 |1

875.2

12%0.2

262.0

&368.0

20_25y

PRE

36

0.0

0.0

93

4.0

4.0

<B.0

<B.0

PII(M3)

36

100

0.7

100 |1

1323

269.3

250

1386.0

PIINT)

36

100

a0.7

100

7 [4311.0

75834

a73.0

260640

PIIM12)

38

100

0.7

100 1

1155

22470

2300

12488.0

PIIM1E)

36

100

0.7

100 1

775.3

14505

138.0

T017.0

PII{N24)

37

100

0.5

100

600.3

11218

145.0

5366.0

PIII(M38)

37

100

0.5

100

469.3

B48.3

8.0

4054.0

PIII(M4B)

36

100

0.7

100

403.9

T26.1

5.0

3181.0

PRE

100

735

100

272

853

337.0

PII(M3)

100

[EE

100

12629

40439

559.0

F225.0

PIIMT) [t

100

735

100

2769.5

72707

1478.0

260640

PIIMIZ) [t

100

735

100

14083

39718

9700

12548.0

PIIM1E)[?

100

735

100 |1

9124

28833

&28.0

BRET.0

PII(M24) ¢

100

[EE

100 1

3 [697.4

24440

384.0

T343.0

EITESIE

-
e e Ll e e e

100

V1.5

100 1

5783

21186

3600

5553.0

PII(M4E) *

100

[EE

100

a03.0

1691.7

3340

4345.0

Total

PRE

30

24.0(1

1]38.2

52

103

=g.0

337.0

PII{M3)

50

100

E7E]

100

2287

524.3

250

92250

PIIMT)

30

100

92.9

100

4234 6

6340.2

730

260640

PIIM1Z)

50

100

929

100 |1

13896

2344

2300

12548.0

PII(M1E)

50

100

929

100 1

6964

1538.7

158.0

T017.0

PII(M24)

43

100

g2.7

100

6977

12115

145.0

T33.0

PII{M3E)

45

100

926

100

5431

838.3

280

5553.0
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2 & ELUML

GMT

93% CI

95% CI

Antibody

Group

Sub-
group

Pre-
Vacc
status

Timing

%

LL

uL

value

LL

UL

Min

Max

PIIMAS)

50

100

2.9

100

6157

473.3

801.0

85.0

43480

HFY

3 12y

o
b

PRE

0.0

0.0

i3

4.0

40

410

<6.0

<60

PIINT)

49

100

2.7

100

E2TTET

175517

295469

38320

148851.0

PIIMI2)

45

100

2.7

100

7886.0

57874

107454

2.0

22620

PIIM18)

45

100

927

100

23423

39881

[RtXi

000

230

PIIN24)

45

100

2.6

100

41121

30321

5576.8

5570

31073.0

PIII(M38)

45

100

2.7

100

440.3

25681

4613.9

428.0

304400

PII{NME)

T
1]

100

2.7

100

27533

2055 4

J688.5

183.0

15706.0

PRE

100

58.0

100

13.3

85

18.7

4.0

.0

PIIMT)

100

38.0

100

17621.9

80575

J4ZB4 6

86020

3343210

PIINAZ)

100

58.0

100

T441.0

4508.7

122804

3755.0

17083.0

PII(M1E)

100

58.0

100

5065.3

jad1 4

T458.8

Z757.0

#5240

PII(M24)

100

8.0

100

4236.3

303049

a97i6

2067.0

85110

PIIM3E)

100

58.0

100

3970.0

28754

S4TRT

21200

58850

PII(MAB)

100

548.0

100

3032.3

177585

51788

1565.0

&003.0

Todal

PRE

EIEIEIEEIEIE ]

12.3

2.2

241

4.8

42

5.2

<G.0

2.0

PIINT)

56

[*3]

100

93.6

100

220544

17406.0

27344 1

38320

148951.0

PIIM12Z)

56

56

100

936

100

7628.3

59340

10284 2

2.0

58062 0

PIIM1E)

36

36

100

93.6

100

2307.0

4103.7

6363.1

&00.0

2340

PII(M24)

55

55

100

3.5

100

4130.2

3633

53927

5570

31073.0

PIII(M36)

36

56

100

93.6

100

1503.0

27073

453325

428.0

304400

PII{NHE)

56

56

100

43.6

2T86.8

21454

J6i2.3

183.0

15706.0

15_18y

PRE

46

100

[

4.0

40

410

<B.0

B0

PIIMT)

48

46

100

923

100

13313.0

9758y

18160.1

13220

146276.0

PIIM1Z)

45

45

100

92.1

100

4132.9

29582

57738

182.0

705320

PIIM1E)

45

45

100

92.1

100

2608.5

1898 .8

3584.0

16D

318340

PIII(M24)

45

45

100

921

100

20276

14780

27788

120

78360

PII{N3E)

16

46

100

2.3

100

1786.7

13154

24375

730

£3603.0

PIII(MAS)

46

46

100

2.3

100

1506.8

11119

20418

V.0

17426.0

PRE

100

28.2

100

41.1

18

1082.5

4.0

.0

PIIMT)

100

28.2

100

215835

1804

2585025

24820

3665.1

PIIM1Z)

100

8.2

100

108314

715

1543120

1156.0

31632.0

PIIM1B)

100

8.2

100

ar10.7

60.6

1555426

Sa6.0

52061.0

PII(M24)

100

28.2

100

£949.9

538

BTET26

812.0

3742040

PII(M36)

100

28.2

100

6620.7

473

927606

741.0

F¥109.0

PII{NME)

[FC] [3%] [ o) Fa) o) P

100

8.2

100

&001.7

541

SE1887 8

7770

2218.0

Total

PRE

6.1

16.9

4.8

38

5.5

<B.0

.0

PIIMT)

45

100

2.7

100

137131

10020.3

187670

13220

146276.0

PIINAZ)

45

100

2.6

100

4382.0

205

6181.3

182.0

70532.0

PIIM18)

45

100

926

100

2631.8

20268

38572

160

52061.0

PII(M24)

48

100

92.6

100

2189.9

15754

30441

120

3742040

PIII(M38)

45

100

2.7

100

1635.9

1401 5

26739

730

3%109.0

PIII(MAB)

49

100

2.7

100

1638.7

11820

22558

1.0

H218.0

20_23

PRE

0.0

0.0

10.3

4.0

40

410

<G.0

<g.0

PIIMT)

34

100

84.7

100

10087.3

6945 1

1467682

1810.0

125818.0

PIIM12Z)

34

100

84.7

100

I6TT.T

25247

53575

020

812400

PIIM1B)

34

100

8487

100

2462 .9

1704.7

35584

4340

45075.0

PIII(M24)

34

100

84.7

100

1538.9

13374

2810.1

Z30.0

317210

PIII(M36)

34

100

84.7

100

1607.5

11204

2308.3

3500

A7E3.0

PII{NEE)

34

100

84.7

100

1308.7

5238

1856.9

251.0

17354.0

PRE

100

66.4

100

43.0

130

1424

4.0

7450
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a8 A

- yaw

TR

GMT

2 & ELUML
95% CI1 95% CI
Antibody  |Group |Sub- Pre- |Timing |N [n |% ([LL UL |value ([LL UL Min |Max
group  [vacc
status
PUIMT) [2 |9 [100 [66.4]100 |6652.8 |3420.8 (137283 |2632.0(32551.0
PUIMA2)(2 |9 100 [66.4]100 |3158.0 [1882.2 (59285 |1208.0{12328.0
PUIMAE)[2 |2 [100 [66.4]100 |2408.4 |1397.6 (41503 |851.0 [7680.0
PUIM24)(2 |9 100 [66.4]100 19155 [1040.0 [3528.0 |870.0 [es45.0
PIIM36E)[2 |2 [100 [66.4]100 16726 (9385 [2980.8 |621.0 [6188.0
PUIMAE)(2 |9 100 [66.4]100 14910 [798.5 [2784.3 5450 [E343.0
Total |PRE 4319 120.2110.036.0(6.6 458 95 <60 |745.0
PUNMT) [43|43100 [91.8[100 |2310.5 67577 (128276 |1810.0|125818.0
PUIMA2) (43|23 100 [91.8]100 |3562.3 |2600.7 [4879.5 |802.0 [81240.0
PUIM18) (43|23 100 [91.8]100 |2451 4 |18106 [3319.0 |434.0 [45075.0
PUIM24) (43 (43100 [91.8]100 19340 (14157 (26346 |2%0.0 [35172.0
PUIM36E) (43123100 [91.8]100 16209 [1201.0 [2187.5 |350.0 [20763.0
PUIMAE) (4343100 [91.8]100 |1345.7 (10026 (18064 |251.0 [173540
WA0_02 = HPV-16/18{40 40) ASM4 0.2 m

V40_06 = HPY-16/1 840 40) ASD4 0 &m
WV20_06 = HPY-16/18{20 20) ASD4 0 & m
HPV = HPV-16/18{20,20) ASD4 0 1, 6m

- = geronegative subjects (antibody concentration < 8 ELU/ML) prior to vaccination
5+ = geropositive subjects (antibody concentration = 8 ELUML) prior to vaccination
GMT = geometric mean fitere concentration calculated on all subjectzs
N = number of subjects with pre-vaccnation results available
n (%) = number (percentage) of subjects with concentration equal to or above specified value
5% Cl = 95% confidence interval; LL = Lower Limit, UL = Upper Limit

MIMNMAX = Minimum/Maximum

PRE = pre-vaccination

Pl{M3) = Post Dose |1, Month 3

PIII(MT) = Post Dose I, Month 7
PIIIM12) = Post Dose IIl, Month 12
PIII(M18) = Post Dose IIl, Month 18
PIII{M24) = Post Dose IIl, Month 24
PIIIM36) = Post Dose IIl, Month 36
PIII{M48) = Post Dose IIl, Month 45
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Table 22 Number and percentage of subjects with an anti-HPV 18.VLP IGG
concentration equal to or above the cut-off of T ELU/ML and GMTs
by age stratum (Month 48 ATP Immunogenicity Cohort)

27 ELWML GMT
95% CI 95% CI
Antibody Group |Sub- Pre- Timing [N |n [¥% [LL |[UL |valee [LL UL Min |Max
group  |vacc
status
HPV 18.VLF [V40_02(9_t14y  |5- PRE 38|10 0.0 |00 |64 |35 15 |35 <70 [|=7.0
GG
PIIM3) |58|56)100 |93.6/100 [4357.6 |39625[6171.5 |562.0 |33045.0
PINMT) [56|56|100 [93.6[100 11068 |357.4 14338 680 [7965.0
PIIiM12) |56|56)100 |93.6[100 [584.5 (4428 [T71.5 350 [554.0
PINM18)[55]55|100 [93.5(100 [#35.8 |371.7 |6353 |500 [3262.0
PlllM24)|55]55)100 |93.5[100 [#19.0 |3161 3518 370 [3257.0
PIIM38) [55|55|100 [93.5(100 (4094 |307.& [344.7  |280 [s446.0
PlIl{Ma8) 56|56 100 |93.6[100 [344.8 |2601 J4573  |31.0 [5240.0
S+ PRE 5 |5 |100 |47 6|100 157 |38 [274 &0 |24.0
PIM3) |5 |5 |100 |47.6[100 [4381.8 |1815.3[11778.3 |2098.0]14930.0
PIIMT) |5 |5 |100 |47.6[100 [362.8 |365.5 |2536.5 |266.0 [2502.0
FPIIM12)[5 |5 |100 [47.6[100 [458.8 1345 N5e47 1110 [12050
FIIM18)|5 |5 |100 [47.6[100 [332.4 1221 11878 1150 [1292.0
PlllM24)[5 |5 |100 [47.6[100 [#29.6 |116.% 15791 880 (11390
PllIM3g) |5 |5 |100 |47 6[100 [#18.5 |835 20875 860 ([2081.0
PIllMa8) |5 |5 |100 [476[100 [359.4 |67.0 18270 810 ([2353.0
Total  |PRE 61)5 8.2 |27 |16.1]4.0 15 |44 <70 |24.0
PI(M3) [61)61)100 |94.1[100 (49059 |39662[6037.7 |562.0 |23045.0
FINMT) |81]61)100 |94.1[100 [1086.0 |881.1 13850 |68.0 [7965.0
PIIMA2)|81|61)100 |94.1[100 [573.1  |440& [7453  |350 [5521.0
PIIM18) [s0)60)100 |94.0(100 [478.3 |389.7 |613&  |500 [3262.0
PlllM24) 60|60 100 |94.0[100 [#19.8 |323.2 [3454  |37.0 [3257.0
PIIM3E) (80|60 100 [94.0(100 [#10.1  [311.4 |540.1 290 |6446.0
PIIM4E] [E1]61)100 |94.1[100 [348.0 |263.2 |454.8  |31.0 [5240.0
1518y |5 PRE 3010 0.0 |00 |71 |35 15 |35 <0 |=7.0
PIM3)  |50]50)100 |92.9/100 [2946.2 (2233 7[3866.1  |148.0 |22529.0
FINMT) [50/501100 [92.9(100 [633.1 |4%0.& |316% |107.0 [4507.0
PIlIM12) [50|50)100 |92.8[100 [384.5  |277.5 4768 1400 [2869.0
PIIM18)[50|501100 [92.9[100 [2781 |212.0 |3s45 420 (22590
FllIM24) [48|46)|100 |926[100 [228.8 1729 [3030  |26.0 [1623.0
PIIM3E) [45(49|100 [82.7[100 [227.6 |166.5 |311.2  |[160 [1633.0
PIIMA8) 50|50)100 |92.8(100 (1953 1437 [2854 120 [1276.0
5+ PRE 4 14 |100|326|100 |25.7 |44 1482 |80 [1140
PIM3) |4 |4 100 |39.6/100 [10395.4|2701.8[39885.7 |4727.0|33321.0
PIIMT) |& |4 |100 |39.6[100 [2836.7 |1011.5]7966.5 |1664.0(7467.0
FlllM12) |4 |4 100 |39.6[100 [1257.2 |226.7 |3704.4 |7790 [3150
PIIM18) |4 |4 (100 |39.6[100 (12206 |317.7 48687 |543.0 [3084.0
FlllM24) |4 |4 100 |39.6[100 [330.8 |274.4 31562 |4830 (23320
PlllM38) |4 |4 |100|39.6[100 [FO7.8 |226.4 21838 |403.0 [1626.0
PIIMA8) |4 |4 |100 |39.6[100 [50.8 |196.2 |2158.4 3250 [1700.0
Total  |PRE 3404 |74 |21 17821 15 |48 <0 1140
PIM3) [54]54|100 |93.4[100 [3234.7 |2452 3[2266.7 |143.0 [33321.0
PIIMT) [54]54 100 |93.4[100 [FO7.5 |544.2 |218% 1070 [7467.0
FllIM12) (54|54 100 [93.4[100 [399.5 3047 [5238 400 [3150
PIIM18) 54|54 100 |93.4[100 [(10.3  |235.0 4087 |420 [30¢4.0
PllIM24)[52|52|100 [93.2[100 [255.0 1920 |3365  |260 (23320
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e e g a am s

GMT

2 7T ELUIML
95% CI 95% CI
Antibody Group |Sub- Pre- Timing [N |n (% |LL |UL ([value |LL UL Min |Max
group  [vacc
status
PINIM3E)[53{53 (100 |93.3]100 |248.0 1830 3360 160 |1626.0
PlI{M48) [54{54 (100 [93.4]100 |213.5 1581 [288.3 120 |1700.0
20_2%y  |[&- PRE 3210 0.0 |00 110835 15 |35 <70 =70
PIM3) [32{32[100 [B9.1]100 |2984.8 |2133 242037  |443.0 |19057.0
FINMT) [32{32(100 |B9.1]100 |632.1 4369 (3102 |730 |3027.0
PlIiM12)[32[32 (100 [89.1]100 (3454 2323 5137 |25.0 |1673.0
PINEM18)[31[31[100 [82.8]100 |308.0 2039 4654 150 15910
FIIiM24)[30{30(100 |B3.4]100 2731 1806 (2128 120 |1563.0
PIIEM3E)[31[31[100 [52.6]100 2447 1831 3672 100 |2104.0
PlIiM48)[32{32(100 [89.1]100 (2322 1516 (3556 |80 |18240
5+ PRE 1313100 |75.3[100 1.8 [86  |503 7.0 |510.0
PI(M3) [13{13[100 |[75.3]100 |2207.5 [15409(3162.7 |&71.0 |4154.0
PIIEMT) [13{13[100 [75.3]100 |660.7 (3865 [1128.3 1550 |2427.0
PINM1Z)[13{13 (100 [75.3]100 4105 2165 [776.3 |B4.0 |1584.0
PINIEMIB)[13{13[100 [T5.3]100 |3485 1821 |BET1 g3.0 |1293.0
PINM24)[13{13 (100 [75.3]100 |1178 |183.2 |616.1 460 [1112.0
PIIMIE)[13{13[100 [T5.3]100 |231.5 1179 [4544 1350 |1075.0
PIIMAB)[13{13[100 |[75.3]100 |207.4 030 (#4172 (260 |793.0
Total |PRE 45013]26.9|16.4|44.3[5.9 43 |33 <70 |510.0
PIM3) [#5{45(100 |92.9)100 27421 |2417.7[3550.5 |443.0 |19057.0
PIIMT) [25{45[100 [92.1]100 |640.2 4788 [856.2 |73.0 |3027.0
PII(M12) [25(45 (100 [82.1]100 (3631 |2625 [502.2 1250 |1673.0
PUIM18) [24{44 (100 |92.01100 |3195 |2287 (4462 150 15910
FlliM24) [23(43[100 [91.8]100 |285.8 |204.1 |200.3 120 |1563.0
PINM3E) [24{44 (100 |92.0]1100 (2407 725 [3360 (100 |2104.0
PIIMAE) (2545 (100 (921100 (2247 1584 3167 |80 18240
WVAO_06|9_14y  [5- PRE 3110 |00 |00 7.0 [35 35 |35 =0 |70
PI(M3) [51[51[100 [93.0]100 |270.4 2068 [353.6 |46.0 |3159.0
PINEM7Y [51{51(100 |93.0]1100 (38833 |7098.7[11065.2 |1202.0|60059.0)
PIIM12)[51[51[100 [93.0]1100 | 21833 |1680.9[2845.0 |361.0 |20589.0
PIIMA8)[51[51(100 |93.0]1100 |1254.7 |358.7 [16404 |193.0 |11555.0
PlIiM24) [0S0 (100 [92.9]100 (9577 7270 12616 |1684.0 |8B09.0
PIN{M3E)[51{51(100 [93.0]1100 |765.3 |585.0 (10011 1240 |4614.0
PlIEM48)[51[51[100 [93.0]100 6835 5163 (8014 1190 |7809.0
Total |PRE 3100 0.0 )00 7.0 [35 35 |35 <70 |<70
PIM3) [51{51(100 |93.0]100 |270.4 2068 (3536 |46.0 |3158.0
PIIEM7Y [51[51[100 [93.0]100 (33833 |7088.7[11065.2 |1202.0|80059.0
FINEM12)[51{51(100 |93.0]1100 |2183.3 |1680.9[2845.0 |361.0 |20569.0
PINEM18)[51[51[100 [93.0]100 1254.7 |358.7 [1640.4 |193.0 |11555.0
PINiM24) [50{50(100 |92 81100 (9577 |7270 (12616 |1684.0 |8B09.0
PII{M3E)[51[51[100 [93.0]1100 |765.3  |585.0 0011|1240 |4614.0
PII{MAE)[51[51(100 |93.0]100 6835 |516.3 (3014 (1190 |7809.0
1519y [5- PRE 48|10 0.0 j00 |74 [35 35 |35 =70 |70
PIM3) [#5[46(100 |92.6]100 2223 1647 (2888 360 |7852.0
PUIEMT) [#E5[46[100 |92.6)100 |6984.5 |54135[8958.8 (4120 |9197&8.0
PN 2) (2546 (100 |92.6]100 |2253.8 |[1666.0(3012.8 |190.0 |34743.0
PINCM18) (2546100 |92.6|100 |1301.4 |355.7 (17722 |102.0 |19845.0
PIIM24) [£7(47 (100 [92.5100 10327 |7e3.0 (13877 730 |15068.0
PIN{M3E) [25(46(100 |92.6/100 |356.9 |625.2 (11744 |50.0 |15050.0
PIIMAE) [45[46 (100 |92.6)100 7281|5374 (9812 (450 |10458.0
5+ PRE 3|3 |100 282100 (314 |04 70248 (B0 3670
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e e S I I T e =]

27 ELUIML GMT
95% Cl 95% Cl
Antibody Group (Sub- Pre- Timing (M |n [% |LL |UL |value |LL L Min  |Max
group  [vacc
status
PIM3) [3 |3 |100 [29.2{100 |5670.5 |129.9 |247600.7(1144.0|23563.0
FUICMTY [3 3 (100 [29.2]100 11224 338550326611 |8B56.0[15145.0
PlUIM12)[3 [3 |100 [29.2]100 |5236 8 |1155.5|28106.3 |2797.0(3743.0
FlI(M18) 2 [2 [100 [15.6/100 (44510 |3.7  |5366831 |2552.0(7793.0
PIIM24) (3 |3 |100 [29.2|100 |2514.5 |1657 [38151.5 [1007.0|8456.0
PlI(M3E) 3 3 [100 [29.2]100 |2116.9 |155.2 [2B936.2 |9420 [5960.0
PlI(MEE) (3 3 [100 [29.2]100 19374 |159.8 |[234681 |1032.0[6170.0
Total |PRE S1[3 (5.9 |12 [16.2)40 33 |48 <70 3870
PII(M3) [51]51)100 [93.0{100 |288.0 [1867 |3875 (380 |23563.0
FUIMT)Y [51[51]100 [93.0]100 |7182.8 |3834 731052 |4120 [31876.0
PUIMA2) [51{51(100 [93.0]100 |2380.2 17956[31552 |190.0 (347430
FlI{M18) [50{50(100 (929|100 [1387.2 |1007.1|1856.0 |1020 (198450
FllI(M24) [50{50(100 [92.9]100 1089.3 3094 |1466.0 |73.0 [15068.0
PlIM3E) [51(51]100 [93.0]100 |%02.7 |eed.2 12296 |500 (150500
FlUIMEE) [51[51(100 [93.0]100 7683 |5724 10338 (450 [10458.0
20_25y 8- PRE 40(0 0.0 |00 |88 |35 35 |35 <70 |<70
PII(M3) [£0]40)100 {91 2{100 1745 227 [2462 [130 (24420
FUIMT) [£0{40]100 [91.2]100 (46839 [3544 0|6137.6 |8450 (343500
PINM12) [32)39)100 [31.0{100 12258 3127 |16464 (2330 |10869.0
PlIM18) [38{38]100 [S0.7]100 |7126 |5153 |985.3  |103.0 [8285.0
PlI(M24) [33(39]100 [31.0]100 |570.8 4213 [7735 |30.0 [4082.0
PlIM3E) [I8{36]100 [90.7]100 |532.2 [3%29 [V208 |57.0 (32600
FUIMEE) [£0{40]100 [91.2]100 (4219 [3124 3898 |460 (32040
S+ FRE 14]11{100 |71.5)100 [23.3 112 482 80 12100
PI(M3) [11]11]100 [71 5900 |6757 |30B.0 [14622 (1520 |3081.0
FUIMTY [11{11]100 [71.5]100 |58%6.1 |[2669.0[12528.4 |&19.0 [25115.0
FUIMA2) [11{11]100 [71.5]100 |2070.0 |946.7 |4516.9 |240.0 [3524.0
PUIMA8)[11{11]100 {71 5/100 12868 |5BE.E [2B306 |2180 [5313.0
FlIM24) [10{10]100 [2.2|100 [1126.0 (4306 |25937 |1550 [4545.0
PINCM3E) [11]11]100 {71 5100 |324 & |3454 |196B6 (1160 |4368.0
PUIMEE) [11{11]100 [71.5]100 |677.2 [284.0 |15585 |350 (39540
Total |PRE SA[11[21.8]11.3]135.3)5.3 4.1 6.8 <70 |2100
PI(M3) [51|51|100 [93.0{100 |2341 |1650 (3320 [13.0 |3081.0
UMY [51[51(100 [93.0]100 (49058 |37B0.6|63656 |819.0 (343500
PlIM12) [50{50(100 {92 8]100 13756 1040418167 |233.0 [10663.0
PUIM18) [£3(49]100 (927|100 3140 8025 |1099.8 |103.0 (82850
FlI(M24) [£3({48(100 (927|100 (6550 (4804 |377.5  |30.0 (45450
FlIM3g) [£3(45]100 (927|100 |587.1 |436.0 |7EB7.0 |57.0 [4368.0
PlIMEE) [51[51(100 [93.0{100 j467.2 [351.0 |B22.1 460 |3854 0
WV20_06|9_14y  |5- PRE 520 (0.0 |00 |65 |35 35 |35 <70 |<70
PIIM3) [52]52)100 [93.2{100 |211.8 1565 |2858  [#41.0 53330
PUIMT)Y [52{52]100 [93.2]100 |5776.5 (4766569761 |1094.0(36047.0
PlIM12) [52{52(100 [93.2]100 16243 1284 T|20536 |178.0 (114200
PII(M18) [52|52|100 [93.2|100 |336& |7368 (11907 (350 |5228.0
Plll(M24) [51[51(100 [93.0]1100 |737.7 5708 9276  |32.0 (44400
FlIM38) [50{50(100 (928|100 |645.0 |500.3 |3340 |103.0 (56440
PlIMEE) [52{52]100 [93.2]100 (5429 4265 6210  |103.0 [2923.0
S+ FRE 3 [3 [100]29.2]100 |3.0 5.8 10.9 70 |90
PI(M3) [3 |3 |100 [29.2({100 [207.3 |66 |3813 [1400 (3120
UMY [3 3 [100 [29.2]1100 (30104 [2256 9284317 |4474 0[11551.0
FII(M12)[3 [3 |100 [29.2]100 (21150 |302.1 |33064 |1102.0{3329.0
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27 ELUML

GMT

95% CI

95% CI

Antibody Group |Sub-
group

Pre-
vacc
status

Timing

i |LL

uL

value

LL

UL

Max

PII(M1E)

100 [23.2

100

1075.2

2772

4169.8

6360

1630.0

FllliM24)

100 |29.2

100

909.5

3270

25281

&7d.0

1456.0

PIII(M3E)

100 [29.2

100

G384

188.7

2487.3

457.0

1233.0

PlI{MaE)

L | Cad | Lol | Lol

100 [23.2

100

5972

314.0

1135.5

462.0

796.0

Tota

PRE

5.5 |11

151

315

3.9

<70

9.0

PIING)

100 [93.5

100

211.5

158.3

280.9

41.0

5333.0

PII(MT)

100 [83.5

100

38824

458052

70464

1084.0

J6047.0

PII(M12)

nfcn|in

100 [93.5

100

1647 8

13172

2061.5

178.0

11420.0

PII(MI8)

100 [93.5

100

437

7a1.0

1165.9

5.0

3228.0

Plli(M24)

100 (934

100

738.7

385.2

927.5

2.0

PII(M3E)

100 [93.3

100

G482

508.8

325.9

103.0

56440

Blll(M2E)

531 53]

100 [93.5

100

3457

434.4

685.6

103.0

2928.0

15_19y

PRE

0.0 |0.0

74

35

1.5

3.5

=70

=70

PIIMG)

100 (926

100

208.3

1485

292.2

26.0

4646.0

PII(MT)

P | | = l_lg.l“'l
colio|do|un)is hlinjenon) en

100 (926

100

5553.1

45247

68152

1746.0

J4562.0

Plli(M12)

45

100 (926

100

1640.8

12518

2084 2

231.0

10163.0

PIII(MIE)

100 (92 6

100

1058.5

329.2

1353.9

117.0

5847.0

Plli(M24)

100 [92.5

100

339.7

G59.2

1068.5

120.0

4669.0

Plll{M3E]

100 (926

100

748.7

380.6

360.4

&6.0

3247.0

PlII(M2E)

o | = | = | =
el =)

100 (926

100

633.6

487.8

323.0

1.0

J66d3.0

S+

PRE

100 [33.8

100

20.7

5.1

34.7

11.0

2.0

PII(ME)

100 [39.8

100

720.6

58§

33282

1240

4199.0

PII(MT)

100 [33.8

100

33071

1166.0

32216

1651.0

8232.0

PII(M12)

100 [39.8

100

121

ITPE

12306

218.0

1000.0

PIII(M1E)

100 [29.2

100

4347

1755

11775

1240

6690

Plli(M24)

100 [33.8

100

413.8

246.1

695.6

2720

366.0

P38}

100 [39.8

100

384.5

175.7

3425

2270

7470

PlII(M2E)

Iw) ey oy Y e o

100 [39.8

100

290.3

167.8

502.8

2420

487.0

Tota

PRE

7.0 21

165

4.0

3.5

4.6

<7

720

FlijN3)

100 [93.2

100

2291

162.7

322.6

26.0

4646.0

PII(MT)

nfirm|cn

100 [93.2

100

53336.1

4360.5

6500.0

1746.0

34562.0

PII(M12)

100 [93.2

100

1536.8

12226

1936.8

231.0

10163.0

PII(M1E)

| | B | B | B

r|cn

100 [93.0

100

1008.1

7345

1278.0

117.0

5647.0

Plli(M24)

100 {93.0

100

7943

631.2

999.6

120.0

4669.0

PII(M3E)

100

708.8

328.8

301.4

86.0

3297.0

PIII(ME)

nfin|on
P | =

100

596.7

485.2

785.3

1.0

36638.0

20_25y

PRE

10.0

35

35

3.5

<70

=70

FlijM3)

100

125.3

359

182.7

16.0

7570

PIIMT)

100

4357.2

30812

61416

551.0

24791.0

PII(M12)

100

1138.5

768.3

1748.9

5.0

6105.0

PII{M 18}

100

7113

489.5

1076.9

45.0

4618.0

PIl(M24)

100

365.4

3736

335.8

43.0

4240

PIII(M3E)

100

4748

308.7

728.7

0.0

2811.0

Plll{M2E)

100

399.0

2671

596.1

33.0

2075.0

S+

PRE

100

248

135

45.2

7.0

141.0

PII(MG)

e B B P B E B D P
ehjenjin|ds|d=jenjenjun)cnjin

100

4102

208.8

306.7

96.0

34a2.0

PII(MT)

100

47825

31714

v210.49

2018.0

16651.0

PII(M12)

100

1646.0

10834

247749

459.0

7031.0

PII{M 18}

100

357.0

626.5

14573

258.0

3527.0

Plli(M24)

100

743.6

503.1

1088.1

208.0

2936.0

PIII(M3E)

100

604.4

388.3

340.8

152.0

2292.0
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FATNIGA TVTRRTL LIV | s

2 7 ELUIML GMT
95% ClI 95% Cl
Antibody Group (Sub- Pre- Timing (M |n (% (LL |UL |valwe |[LL UL Min |Max
group  [vacc
status

PlIMEE) [15]15]100 (782|100 (4719 |316.9 |626.5  [1550 [1563.0

Total |PRE SOS[30.017 9|44 6|63 46 |d6 =10 140
PII(M3) [50|50)100 [92.8(100 |178.8 [125.3 |255.1 160 34820
ElUIMT)Y [50]50(100 (92 9]100 (44807 [3445 8|5824 5 (5510 [24791.0
FlIM12) [50]50(100 (929|100 12B6.0 |946.1 |17534 (390 [7031.0
PlIM18) [50]50(100 (92 91100 |777.5 |589.8 10608 (450 [4613.0
FlIM24) [23]45(100 (927|100 |514.% 14530 |8346 (430 [34240
PII{M3E) [48]48)100 [92 6[100 |508.3 |36B5 |T033  [30.0 |2941.0
PlIMEE) [50]50(100 (92 91100 j419.6  [311.6 |585.1 330 |2075.0

EPY  |8_14y  |5- PRE 5010 (0.0 J00 |71 |35 35 |35 <70 |<70
PIIEM7T) [50]50)100 (92 8100 |7885.5 6024 5|9804 6 [1680.0|37481.0
PlIM12) [30]50(100 (92 9]100 (25824 [1B77.7|3497.0 (3390 [19004.0
PlIM1E) [50]50(100 (82 8]100 16176 [1213.5|2156.3 [2470 [B773.0
PlIM24) [£3]49]100 (927|100 |1323.2 |9851 17791 (1870 [B369.0
PlI{M3g) [50]50(100 (92 9]100 11868 |879.0 15484 [1390 [B1%4.0
PUIME) [50]50(100 (928|100 |934.7 |716.2 12714 [101.0 [8125.0

Z+ PRE G |6 [100]541)100 158 |7E& [33B 8.0 430
FIIMT) [8 |6 |100 [5£1]100 |6112.8 |3530.0|10584 £ [2606.0(11503.0
Flll(M12) 6 |6 [100 (541|100 |2149.9 [1163.2|3806.5 [867.0 [3126.0
PlUIM18) 5 |6 (100 [5£1]100 15191 [FB7.4 [29304 (4660 [2997.0
Flll{M24) (s |6 (100 [5£1]100 1206.3 |635.7 |22691 (42000 [2477.0
PII{M3E) (8 |6 |100 [54.1{100 |1207.2 |B41.8 |22705 (4750 |2582.0
PlIMEE) (8 |6 |100 [5£1|100 |364.1 4401 |18965 (3020 [1976.0

Total |PRE SE|6 [10.7]40 |21.8/£1 38 &7 <70 |430
PUIMT) [58]56|100 (936|100 |7499.2 |B009.3|9356 6 ([1680.0[(37491.0
PlIM12) [58]56(100 (93 6]100 (25147 [1889.213328.7 (3390 [19004.0
FUIM18) [58]56|100 (936|100 |1606.7 |1236.1|206852 (2470 [B773.0
PlI{M24) [55]55(100 {93 5]100 13105 1003.31711.8 [187.0 [B369.0
FlI{M38) [38]56|100 [93.6]100 11702 |906.0 |1513.2 (1390 [B1%4.0
PlI(M&E) [55]56(100 [93.6]100 |944.6  |F26.2 12252 [101.0 [8125.0

15_19y (8- PRE 45|0 (00 |00 |75 |35 35 |35 <70 <70
FUIMT) [£5]45(100 (921|100 |4986.1 [3756.5|6816.0 (1144 0[89835.0
PII{M12Z) (44|44 100 [92.0({100 |1502.% |1080.2|2081.0 [167.0 |25737.0
PUIMA8) [£4]44 1100 {92 0]100 1019.3 [F20.9 14413 (850 [199630
PlI(M24) [24]44 (100 (92 .0]100 |826.3 |585.9 |11655 (390 [10413.0
PlIM3E) [25]45(100 (921|100 |746.2 |524.1 |10626 (250 [3702.0
PlIMEE) [£5]45(100 (921|100 (594 4 4165 |348.2 [18.0 [727a.0

S+ PRE 4 |4 [100 326100 115 |68 194 80 170
UMY [£ |4 [100 [396]100 |5026.7 [227.9 |110872.8[3260 (812340
FlI(M12) 2 |4 |100 (326|100 (20014 |582 |676466 (3630 (470330
FlUI(M1E) £ |4 [100 [396]100 11281 [306 |41675.9 [197.0 [297450
PlIjM24) (£ |4 |100 (398|100 |984.0 297 |326101 (1760 (243940
Fll(M3g) £ |4 [100 [326[100 |973.8 [294 [32256.0 (2060 [24703.0
FIUIM&E) (£ |4 |100 (396|100 |797.% |22.9 |27660.2 [168.0 [21133.0

Total |PRE 4504 (8.2 |23 196|385 35 |43 <70 170
FUIMT) (3145|100 (927|100 (49894 [3717.0)6897.3 (3260 (812840
PIIEM12Z) [48]48)100 [92 6[100 |1539.2 |1091.8|2169.7 [167.0 |47033.0
PlIM18) [£8]48(100 (92 6]100 10281 [719.0 14701 [85.0 [297450
FlIM24) [#8]48|100 (926|100 (8385 |5B6.8 11940 (390 (243940
PlIM3IE) [£3]45(100 (927|100 |762.6  |531.7 10838 (250 [24703.0
FlIMEE) [£3]49]100 (927|100 |60B.8 (4232 |8759 [16.0 [211330
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95% CI 95% CI
Antibody Group |Sub- Pre- Timing [N |n (% |LL |UL (valwe |LL UL Min |Max
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20_25y 8- PRE 34|10 |0.0 |00 [10.3[35 35 |35 <70 =70
PlUIMT) (3434100 |BS.7[100 |£213.9 |3089.1|5748.2 [1030.0)48127.0
FPlUIM12) {3434 ) 100 |B2.7[100 16091 |11402[22708 |289.0 |26768.0
P18} {3434 100 |BS.T[100 10277 |728.2 |14485 [151.0 |15458.0
Flll{M24) (3434|100 |B2.7[100 |2806.3 |5665 [1149.3 |30 (132950
FPlIM3E) [34|34 100 |BS.7[100 |720.7  |504 8 10290 (700 [8202.0
PlI{ME8) (34341100 |BS.T[100 |518.2 4500 |8493 (1410 [7320.0

S+ PRE 9 |9 |100 |6E4[100 162 [7.7  |34.1 70 1300
PIIM7T) [2 (3 (100 |66.4]|100 |3807.1 |1892 2[7659.8 |1891.0{34821.0
PlUIM12}(2 19 (100 |66 4[100 13976 |695.3 [2B096 |564.0 |107020
FlUI(M1E}[3 |5 |100 |66.4[{100 111201 |614.6 [2041.3 [5070 |6262.0
PllM24}(2 |9 |100 |68 4[100 |788.2 (3822 8173 (2890 |4519.0
Fll{M3E}[2 |9 (100 |66.4[100 |714.8 3498 14805 (2890 |3701.0
FlUI(M&E}[2 |9 (100 |66.4[100 |632.9 |2%6.7 13455 (1790 |3194.0

Total [PRE 4319 |20.310.0)36.0[48 38 |81 <70 1300
FIUIMT) [43]43)100 |91 6100 |£125.3 |3142.7|54152 |1030.0|48127 .0
PlUIM12) [43]43) 100 |91.6[100 15624 1161621010 [289.0 |26768.0
PlUIM1E) [43]43)100 |91 &{100 10464 |784.3 (13860 |151.0 |15458.0
Flll{M24} [43]43)100 |91 6100 |8026 |5%2.2 (10675 |30 132950
PlI{M3E) (431431100 |91 6[100 |719.5 |530.2 |976.2  [70.0 [9202.0
PlI{MEE] (431431100 |91 B[00 |821.5 |469.2 |323.1 141.0 |7320.0

W40_02 = HPV-16/15{40.40) AS04 0.2 m
V40_06 = HPV-16/1 £40.40) AS04 0,6m
W20_06 = HPV-16/18{20,20) AS04 0.6 m
HPV = HPV-16/18{20,20) AS04 0,1,6m

- = seronegative subjects (antieody concentration < 7 ELUML) prior to vaccination
&+ = seropositive subjects (antibody concentration = 7 ELUML) pricr to vaccination

GMT = geometric mean titere concentration calculated on all subjects
N = number of subjects with pre-vaccination resulis available
n (%) = number (percentage] of subjects with concentration equal to or above specified value
5% Cl = 95% confidence inferval; LL = Lower Limit, UL = Upper Limit

MINMAX = Minimum/Maximum
PRE = pre-vaccination

PII{M3) = Post Dose |1, Month 3
PINMT) = Post Doze |Il, Month 7
PlIM12) = Post Dose I, Month 12
PlIM18) = Post Dose 1I, Month 18
PlM24) = Post Dose 1, Month 24
PlI{M36) = Post Dose 1, Month 36
PlIIM48) = Post Dose 1I, Month 48
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Figure 1 Persistence of HPV-16 antibody titers (ELISA) in subjects seronegative at baseline (Month 48
ATP Immunogenicity Cohort)
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V40_02 = HPV-16/18(40,40) AS04 0.2 m;

V40_06 = HPV-16/18(40,40) AS0D4 06 m;

V20_06 = HPV-16/18(20,20) AS0D4 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.

Figure 2 Persistence of HPV-18 antibody titers (ELISA) in subjects seronegative at baseline (Month 48
ATP Immunogenicity Cohort)
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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 0,16 m;

Mat-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 45-50 time point) were 297.3 EL.U/mL (95% CI: [258.2; 342.2]) for HPV-18 antibodies.
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Safety results

During the follow-up period from Month 36 to Month 48, 18 SAEs were reported in 15 subjects.

46 subjects reported at least one medically significant condition (MSC), 11 subjects reported at least
one new onset chronic disease (NOCD), 2 subjects reported at least one new onset autoimmune
disease (NOAD).

4. MAH’S OVERALL CONCLUSION

The data submitted confirm a sustained immune response up to 48 months after the first vaccine dose
administration and the findings remain in line with those observed at previous time points. The benefit-
risk balance for Cervarix remains positive. 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 Month 60 follow-up study report of study HPV-048 in due time
(expected October 2013).
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