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. INTRODUCTION

On 9" December 2008 the MAH submitted four completed paediatric studies relevant to Ambirix and
Twinrix Paediatric in accordance with Article 45 of the Regulation (EC) No 1901/2006, as amended on
medicinal products for paediatric use.

A short critical expert overview was provided for each study.

The MAH stated that the submitted paediatric studies do not influence the benefit risk for Ambirix or
Twinrix Paediatric and that there is no consequential regulatory action.

The assessor agrees that the MAH has fulfilled Article 45 for the two vaccines as a result of this
submission and that there are no implications for the prescribing information.

1. SCIENTIFIC DISCUSSION
1.1 Information on the pharmaceutical formulation used in the clinical studies

Ambirix is the exact same product as Twinrix Adult and therefore contains twice as much inactivated
HAV (720 EL.U/ml compared to 360 EL.U/ml) and rHBsAg (20 ug rHBsAg compared to 10 ug) as
Twinrix Paediatric.

Both products may be used to immunise children aged from 1-15 years against hepatitis A and B but offer
the alternative of two doses of Ambirix administered at least 6 months apart versus a standard three-dose
regimen of Twinrix Paediatric administered at 0, 1 and 6 months.

The advantage of the Twinrix Paediatric three-dose regimen is that a higher degree of protection
(especially against hepatitis B) can be expected between months 1 and 6 compared to that between months
0 and 6-12 of a two-dose Ambirix regimen. Therefore the choice between products depends on how
quickly it is desired to elicit a high level of immunity to both viruses. If there is no hurry then prescribers,
parents and children may prefer the 2-dose Ambirix due to the lesser number of injections.

Due to the overlapping nature of these products and their relevance to the paediatric population the
Rapporteur has chosen to include the four studies in a single assessment report.
I1.2  Non-clinical aspects

Not applicable.
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I1.3  Clinical aspects

1. Introduction

The MAH submitted reports for:

Ambirix: Studies HAB-051, -052 and -053

Twinrix Paediatric ~ Study HAB-164 Ext 038 Year 10

2. Clinical studies

HAB-051

The study was conducted in Taiwan in 1997-1998 and the study report is dated October 29" 1998.
. Objectives

Primary Objective

To compare the immunogenicity of Ambirix administered alone with that of Havrix and Engerix B (both
adult dose versions) when given concomitantly into opposite arms.

Secondary Objective

To evaluate the reactogenicity after each dose of Ambirix compared to co-administration of Havrix and
Engerix B.

° Study design

This was an open, randomised study in which 64 subjects were to receive Ambirix or Havrix + Engerix B
with dosing at Month 0 and Month 6. Blood samples were obtained on the day of screening and at months
1, 6, and 7 for assay of anti-HAV and anti-HBsAg antibodies.

Approximately six hours post vaccination and in the morning for three subsequent days parents were to
record general (systemic) and local injection site signs and symptoms, including axillary body
temperature.

° Study population /Sample size

Subjects were to be between 1 and 11 years old and seronegative for anti-HAV and anti-HBs at screening.
The sample size calculation was based on the primary serological end-points but was not fixed by a
statistical method. The number selected was considered sufficient to draw valid clinical conclusions.
Results of similar studies showed that seroconversion rates after Havrix and seroprotection rates after
Engerix-B were both 95 %. With 50 completed and evaluable subjects by group, a power of 80 % and an
alpha level of 5 % using the Bonferroni correction for multiple testing, a 25 % difference between the two
groups could be detected for either the anti-HAV seroconversion rate or the anti-HBs seroprotection rate.

. Treatments

Group 1 received Ambirix and Group 2 received full strength Havrix + Engerix B. Single lots were used.

° Outcomes/endpoints
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- Seroconversion rates for hepatitis A and seroprotection rates for hepatitis B
- GMTs at month 7
- Nature and incidence of the reactions after each dose administration.

o Statistical Methods

Two analyses were performed: ATP and ITT.

Seropositivity was defined as the appearance of antibodies > 1 mIU/ml for anti-HBs and >33mIU/ml for
anti-HAV. Seroprotection against HBV was defined as anti-HBs > 10 mIU/ml. The seroconversion and
seroprotection rates were compared using Fisher’s exact test. The corresponding GMTs were compared by
the ANOVA one-way test or by a nonparametric test (Kruskal-Wallis test).

» Results

. Recruitment/ Number analysed

Two of the 64 volunteers enrolled were eliminated from the analysis of reactogenicity as one of the study

vaccine doses was not administered. One subject was eliminated from the immunogenicity analysis as no
blood sampling was done at month 7. Hence, 61 completed the study up to month 7.

o Baseline data
Group | Sex N | Mean age Minage Max age S5.D
(vears) (vears) (vears) | (vears)

1 |Female | 13 8.0 5 11 1.63
Male 19 75 2 11 2.39

Total 32 77 2 11 2.10

2 |Female | 12 73 | 11 3.08
Male 20 6.9 2 11 243

Total 32 7.0 | 11 2.63

Total |Female | 25 7.6 | 11 241
Male 39 72 2 11 2.39

Total 64 74 1 11 239

Notes: Group 1 received HAB lot DHAB401A2
Group 2 received Havrix lot VEAS25A2A and Engerix-B lot DHEP4302

. Immunogenicity
Hepatitis A
All subjects seroconverted after a single dose of vaccine except for one in the Ambirix group. All subjects

were seropositive at Month 7 with comparable GMTs between vaccine groups. The increases in anti-HAV
GMTs from month 1 to month 7 were 88.7% and 91.8%.
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Hepatitis B

Group | Timing | N S+ CI9% |GMT CI953%
n %

1 PI(M1) 30 | 29 967 B828-999 | 325 240 - 440
PI(M6) | 30 | 29 967 B828-999 | 119 93 -152
PIT(M7) | 30 | 30 1000 884-1000| 2863 1964 -4179

2 PI{MI) 31 | 31 1000 BEE-1000| 252 185 - 343
PI(M6) 31 | 31 1000 888-1000)| 140 106 - 184
PITM7) | 31 | 31 100.0 88 8-100.0| 3062 2145-4372

Notes: Group 1 recerved HAB lot DHAB401A2
Group 2 recerved Havrix lot VHAS25A2/M and Engerix-E lot DHEP4302
PI(M1), ete. = post vacemation bleod sampling ene month following dose 1,
N = mumber of subjects tested
5+ = seropositive to ant-HAWV antibody titres (anti-HAWV nime 2 33mlTiml).
n = number of subjects who had anti-HAY seropositive antibody titres.
95% CLLL. and U.L. = 95% confidence intervals

Statistics:

Seropositvity: Mo statistically slguj ficant difference between groups at any time point.

PI (M1} p=0.42 PI (M 6) - p=0.49 (Fisher's exact test)

GMTz (mlU/ml): No statistically significant difference berween groups at any time point.

PI ML) p=10.11 (Kmuskal- Wallis test), PT{ME): p= 038, PII (M7) : p=0.79 {One-way ANOWVA)

BiC.

One month after the first dose > 90% had already seroconverted and about 80% were seroprotected. At
month 7, all subjects were seropositive, all except one was seroprotected and the GMTs were comparable.

G S+ CI95% SP CI9%% | GMT CI9%%
Timing | N | n % LL. UL |n %

1 |PI(M1y | 30| 28 933 779 992 124 800 614-923| 135  51-359
PI(Ms6) | 30 | 29 967 828 999 (23 767 57.7-90.1 39 19 - 80
PII(MT) | 30 | 30 100.0 88.4 100.0|30 100.0 88.4- 1243 716 - 2159

2 (PI(M1) | 31| 28 903 742 980 |25 806 62.5-925| 236 104-535
PI(M6) [ 31| 30 968 833 999 |24 774 589-904| 40 20-81
PIMT7) | 31 | 31 1000 888 100.0[30 968 833-999 | 1379 712 - 2669

Notes: Group 1 recerved HAB lot DHAB401A2
Group 2 recerved Havrix lot VHAS25A2/M and Engenix-B lot DHEP4302
PTml, etc. = post vaccination blood sampling one month fellowing dose 1, ete..
N = number of subjects tested;
S+= seroposttive anti-HBs antibody titres {anti-HEBs titre = assay cut-off of 1 miU/ml)
5P= sercprotective anti-HBS antibody titres (anti-HBs titre 210 ml U ml)
n = mumber of subjects who had anti-HBs seropositive’ seroprotective antibedy titres
CI93% L.L, UL = 93% confidence mterval
Statistics:
Seroposttivity : Ne statistically significant difference between groups at any time point.
BT (M1} : p=1.00, PI (M6) : p=1.00 (Fisher's exact test)
Seroprotection: No statistically significant difference between groups at any time point.
PI (ML) : p=1.00, PT{ME) - p=1.00, PIT (3I7) - p= 1.00 (Fisher’s exact test)
GMTs : Mo statistically significant difference betwesn groups at any time point.
PI(M1): p=037, PL{ME): p=0297, PO M7) - p=0.21 (One-way ANOVA)
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The results for the total population immunogenicity analysis were consistent with those for the ATP
cohort.

. Safety
Overall, solicited or unsolicited signs and symptoms within the 4-day follow-up periods were reported

following 24.2% of doses of Ambirix and 66.1% of doses in the HAV+HBV group. Local symptoms
predominated. The rates of solicited symptoms can be summarised as follows:

Daose | Group| N |Svmptoms | General Lacal

HAB Havrix Engenrix-B

fn Lo n % |n % |n %o 1 %%

1 1 31|14 129 |1 323 97| - - - -
2 31119 613 | 5 161| - - 14 452 12 38.7

2 1 31|11 355 | 4 129 8 258 - - - -
2 31|22 710 |3 97| - - 19 o613 20 64.5

Overall 1 02 |12 242 | 5 81|11 17.7) - - - -
2 62 |41 o661 | 8 129 - - |33 332 32 316

Notes: Group 1 received HAB lot DHAB401A2
Group 2 recerved Havrix lot VHAS23A2/M and Engerix-B lot DHBP4302
This table includes both solicited and unselicited symptoms reported on symptom sheets.

All solicited local signs and symptoms were assumed to be related to vaccination. After all doses, redness
at the injection site was the most frequently reported solicited local symptom. One local injection site
symptom was grade 3. All solicited local symptoms resolved within the 4-day follow-up period.

After dose 1 After dose 2

Svmptom Incidence | Group 1 Group 2 Group 1 Group 2

and N=31 N=31 N=31 N=31

intensity Hawrix | Engerix-B Hawrix |Engerix-B

n % |[n % n % n % |n % | m %

Redness Total 0 00|6 194)| 2 6.3 § 258|18 581 | 18 581

grade™3™* (0 000 00 |0 0.0 0 00|10 00| 0 0.0
Soreness Total 2 65|10 323 |11 355 0 00| 7 26| 7 226

grade™3"* [0 000 00 |1 32 0 00|10 00| 0 0.0
Swelling Total 1 3214 1292 6.5 4 12912 387 |12 387

grade ™ 3™* [0 000 00 |0 0.0 0 00|10 00] 0 0.0

Following dose 1 and dose 2, the concomitant HAV+HBV group had a higher incidence of local
symptoms.
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After all doses
Syvmptom Incidence and intensity Group 1 Group 2
N=62 N=62

Havrix Engerix-B
n %o n %o n %o
Redness Total 8 12.9 24 387 20 323
grade “37* 0 0.0 0 0.0 0 0.0
Soreness Total 2 32 17 274 18 290
grade 37 0 0.0 0 0.0 1 1.6
Swelling Total 5 8.1 16 258 | 14 226
grade “37* 0 0.0 0 0.0 0 0.0

Headache was the most frequently reported solicited general symptom. All general solicited signs and
symptoms except two cases of fatigue were considered to be unrelated to the vaccines. None was of grade
3 and most lasted less than one day.

After dose 1 After dose 2
Symptom |Incidence Group 1 Group 2 Group 1 Group 2
and N=31 N=31 N=31 N=31
intensity n % n %
Fatigue Total 0 0.0 2 6.5 3 97 3 48
R/PR 0 0.0 0 0.0 2 6.5 0 0.0
Fever Total 0 0.0 1 32 0 0.0 2 32
R/PR 0 0.0 0 0.0 0 0.0 0 0.0
Headache |Total 1 32 5 16.1 3 9.7 7 113
R/PR 0 0.0 0 0.0 0 0.0 0 0.0
Malaise Total 0 0.0 1 32 0 0.0 1 1.6
RPR 0 0.0 0 0.0 0 0.0 0 0.0
Nausea Total 0 0.0 1 32 1 32 1 1.6
R/PR 0 0.0 0 0.0 0 0.0 0 0.0
Vomiting |Total 0 0.0 1 32 0 0.0 1 1.6
R/PR 0 0.0 0 0.0 0 0.0 0 0.0

One subject reported 3 unsolicited symptoms within 30 days of the first dose. All the three symptoms were
grade 1 and were considered to be unrelated to vaccination.

No serious adverse event was reported in the study and no subject received concomitant medication.
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HAB-052

This study was also conducted in Taiwan but from 1996-1998 at a different site and in adolescents aged
from 10-19 years that were seronegative for anti-HAV and anti-HBs at screening. The study report is
dated November 9" 1998.

The study design was essentially the same as that for HAB-051 described above.

» Results
. Recruitment/ Number analysed
Of the 103 enrolled four subjects were eliminated from the analysis of reactogenicity as a study vaccine

dose was not administered. Three subjects were eliminated from the analysis of immunogenicity. Thus, 99
completed the study up to month 7 and 96 were assessed for immune responses.

o Baseline data
G Sex N Mean age | Min age Max age 5.D
(vears) (years) {vears) (years)

1 |Female 24 142 10 19 290
Male 27 14.0 10 17 253
Total 51 14.1 10 19 2.68
2 |Female 19 12.1 10 18 1.79
Male 33 12.5 10 19 243

Total 52 124 10 19 22
Total |Female 43 133 10 19 2.66
Male 60 132 10 19 2.56
Total 103 132 10 19 2.59

Notes: Group 1 recerved: HAR lot HABP706A2
Group 2 received Havrix lot DVHAPT205A2 and Engerix-B lot DHEP43D2.

. Immunogenicity

Hepatitis A response

At month 1 all except one subject in each group had already seroconverted. All subjects were seropositive
at month 7 at which time the anti-HAV GMT in the Ambirix group was more than twice that in the

concomitant HAV + HBV group and the 95% CI did not overlap. The increase in anti-HAV GMTs from
month 1 to month 7 was 89.8 % for the Ambirix group and 87.2% for Group 2.
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Group Timing N 5+ CI95% GMT CI95%
n %%

1 PI(ml) 49 | 48 98.0 89.1-99.9 379 277-319

combined PIl(m2) | 49 | 47 959 86.0-99.5 210 162-273

HAB vaccine |  PI(m6) 49 | 42 837 72.8-94.1 122 92-160
PII{m7) |49 | 49 1000 92.7-100.0 3701 2959-4630

2 PI(ml) 47| 46 979 88.7-999 219 168-287

COncomutant PI (m2) 47 | 43 91.5 796976 136 109-168

HAV +HBV | PI(m6) 47 | 40 B3.1 71.7-93.8 74 60-92

PII{m7y |47 | 47 1000 925-1000 1705 1343-2165

Notes: Group 1 recerved: HAB lot HABPTO6A2
Group 2 recerved Havrix lot DVHAPT205A2 and Engerix-B lot DHEP43D2.

Hepatitis B response

At month 1, 61.2% in the Ambirix group and 70.2% in the concomitant HAV + HBV group had
seroconverted and about half the vaccinees in each group were seroprotected. At month 6, seropositivity
had increased in both groups to 79.6% and 72.3% while seroprotection rates were 51.0% and 42.6%. At
month 7 the seroprotection rate in the Ambirix group was 91.8% compared to 95.7% in the concomitant
HAV + HBV group, yet the GMT was approximately 2 times higher in the Ambirix group. The increase in
GMTs from month 1 to month 7 was 96.4% in the Ambirix group and 95.0% in the concomitant HAV +
HBYV group.

Group Timing| N S+ CI95% sSP CI95% | GMT CI95%
n %o n %%
1 PI{ml) (49| 30 612 46.2-748 |23 510 363-656 35 24 127
combined |PI{m2) |49 | 36 735 589851 |20 408 270558 19 942
HAB PI{m&) |49 | 39 796 657898 (25 510 363656 17 B-33
vaccine |PII(m7){49| 46 939 831987 |45 918 B04-977| 1524 8442752
2 Pliml) |47 | 33 702 351-827 |23 489 341-6309 36 17-78
concomutant | PI(m2) |47 | 33 702 551827 |20 426 283-578 23 12-43
HAV PI{m&) |47 | 34 723 57484420 426 283578 15 8-28
+HBV |PII(m7)|47 | 45 957 855995 |45 937 855995 | 720 356-1437

Notes : Group 1 recetved: HAB lot HABPT06A2
Group 2 received Havrix lot DVHAPT205A2 and Engerix-B lot DHBP43D2.

The results of the total population immunogenicity analysis were consistent with those obtained from the
analysis performed according to protocol.

. Safety
Solicited or unsolicited signs and symptoms occurring within the 4-day follow-up period after vaccination

were reported following 22.0% of Ambirix doses and 33.7% of doses in the concomitant HAV+HBV
vaccine group. Most symptoms were local in both vaccine groups.
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Dose | Group| N |Symptoms | General Local

HAE Havrix | Engerix-B

n % n % |n % | n % n %

1 1 50 (10 200 | 4 80| 8§ 160| - - - -
2 49 114 286 | 3 6.1 - -1l 4 82|11 224

2 1 50 (12 240 | 4 80| 9 1850| - - - -
2 49 119 388 | 4 82 - -l 4 82| 16 327

Overall 1 10022 220 | 8§ 80| 17 170| - - - -
2 98 |33 337 |7 71 - -| 8 82|27 276

After dose 1 and dose 2, the concomitant HAV+HBYV vaccine group had a higher incidence of local
symptoms. After all doses, soreness at the injection site was the most frequently reported solicited local
symptom (17% of Ambirix doses, 8.2% of Havrix and 27.6% of Engerix doses). One subject had a local
injection site symptom of soreness that was of grade 3, which occurred at both the Havrix and Engerix
sites following the first dose.

After dose 1 After dose 2

Symptom Incidence | Groupl Group 2 Grou Group 2

and N=50 N=49 N=50 N=49

intensity Havri | Engerix-B Havri | Engerix-B

n % |n % |n % n % |n %| n %

Redness  Total 1 200 0 |0 0.0 0 0 [0 0 0 0.0

grade “3™* |0 00 | O O [0 0.0 0 0 [0 0 0 0.0
Soreness  Total ] 16 | 4 8 |1 224 |9 18| 4 8 | 16 327

grade 0 00 |0 0 |0 0.0 o o1 2 1 2.0
Swelling Total 1 200 0 |0 0.0 0 0 [0 0 0 0.0

grade “3™* |0 00 | O O [0 0.0 0 0 [0 0 0 0.0

Headache and fatigue were the most frequently reported solicited general symptoms. The investigator
considered these general symptoms to be related or possibly related to the candidate vaccine in all cases
reported. There were no incidences of malaise, nausea or vomiting following any of the doses.

After dose 2, one subject from group 2 reported fatigue that was scored as grade 3 and considered as
related or possibly related to vaccination.

The duration of most solicited symptoms was one to two days and all resolved within the four day follow-
up period.

No unsolicited symptoms were reported in this study during the 30-day follow-up period. No SAEs were
reported and no subjects from either group were reported to have received concomitant medications.
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After dose 1 After dose 2
Symptom Incidence Group 1 Group 2 Group 1 Group 2
and N=50 N=49 N=50 N=49
intensity n %o n Yo n % n %
Fatigue Total 3 6.0 3 6.1 2 40 4 82
R/PR 3 6.0 3 6.1 2 40 4 82
grade “37 0 0.0 0 0.0 0 0.0 1 20
grade “37 R/PR. 0 0.0 0 0.0 0 0.0 1 20
Fever (axillary | Total | 2.0 0 0.0 1 2.0 ] 0.0
temperature E/PR 1 20 0 0.0 1 20 0 0.0
=37.5°C) grade “37 0 0.0 0 0.0 0 0.0 0 0.0
grade “37 R/PR. 0 0.0 0 0.0 0 0.0 0 0.0
Headache Total 4 50 1 20 3 6.0 1 20
R/PR 4 8.0 1 20 3 6.0 1 2.0
grade “37 0 0.0 0 0.0 0 0.0 0 0.0
grade “37 R/PR. 0 0.0 0 0.0 0 0.0 0 0.0
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HAB-053

Study 053 was conducted in 1997-1998 at four centres — two in Brazil, one in Mexico and one in
Argentina. The study report is dated December 1999 but with an amendment made in June 2000 to correct
the injection sites (right and left arms for Havrix and Engerix injections had been interposed) and to add
that centres 1 and 2 (in Brazil) had been audited.

This study was essentially of the same design as 051 and 052 described above. However, 2:1
randomisation was used for Ambirix versus Havrix + Engerix and the study intended to enrol subjects
from 5-18 years (the actual enrolment was from 4-20 years). Also, the final blood draw was at 6 weeks
after the second dose rather than at Month 7 (although the tables still refer to Month 7).

All laboratory assays at the preliminary visit were done at the investigators’ laboratories. RIA was used to
test for HBsAg (Austria Il — Abbott) and anti-HBc (Corab-Abbott). Anti-HAV was tested by Enzymun
(Boerhinger Mannheim) and anti-HBs using the RIA of Ausab-Abbott. ALT and AST were measured with
a Merck kit or a Beckman Instruments analyzer.

Samples obtained at the post-vaccination visits were assayed in the MAH’s laboratories using a
Boerhinger Mannheim commercial kit for anti-HAV and the Ausab-Abbott kit for anti-HBs.

» Results

. Recruitment/ Number analysed

Of the 248 subjects that received at least one dose of assigned vaccine 19 failed to complete the study due
to drop-out. Subject disposition was as shown below.

Center | Location Group 1 Group 2
No. Combined high dose High dose Havrix and
Hepatitis A and B Engerix-B
(N=168) (N=80)
1&2 Brazil 60 29
3 Mexico 49 24
4 Argentina 59 27
Total  Percent Group 1 Group 2
Number of subjects planned | 270* 180 90
1
Subject or vaccine number not allocated (code 1010) 24 14 10
1
Number of subjects enrolled | as 100.0 168 80
1
Number of subjects included in the ATTF analysis of 243 100.0 168 80
l'eattugenicit}'
i
Essential serclogical data missing (code 21007 & 3 3
1
Number of subjects included in the ATP analysis of 242 076 163 T7
im.munnEenicin'

As shown below, the majority of subjects received both doses.

CHMP assessment report for paediatric use studies submitted according to Article 45 of
the Regulation (EC) No 1901/2006
EMA/154507/2013 Page 12/24



Number of doses received Group 1 Group 2 Tatal
(IN=168) (N =280) (N =248)
2 doses * 160 76 236
1 dose ** 8 4 12

Individual subject data in Appendix Table IB
Group 1 recerved combined high dose hepatitis A'hepatitis B vaceine lot DHAB401A2
Group 2 received conconutant administration of high dose Havrix lot VHAS2SAZM and hugh dose Engerix lot
DHEP43D2, in opposite arms (Havrix: right, Engenx: left) (Amended June 29, 2000)
* Number of subjects who received 2 doses

#% Mumber of subjects who received only 1 dose

° Baseline data

The mean age was 11 years. The male-female ratio was 1.12:1. The majority of the subjects enrolled in the
study were white (there were a few Hispanic and Black).

Group Sex N | Mean age S5.D Min. age  Max. age
(in years) | (in vears) | (invears) (in years)
1 Female 80 10.6 393 5 18
Male 88 115 407 5 20
Total 168 111 402 5 20
2 Female 37 111 4.02 4 18
Male 43 10.8 4.16 4 18
Total 80 10.9 407 4 18
All |Female 117 10.7 395 4 18
Male 131 113 4.10 4 20
Total 248 11.0 4.03 4 20
° Immunogenicity

Hepatitis A response

After the second doses of assigned vaccines all subjects in group 1 and all except one in group 2 were
seropositive. The anti-HAV GMT for group 1 was significantly higher than that for group 2 (the 95% ClI
do not overlap). The results were comparable in all countries.

The second table below shows that in the age group of 4-11 years all subjects were seropositive after the
second doses and the difference in GMTs was even more marked.

The third table shows the results for those aged 12-20 years, which were similar to the overall results.

CHMP assessment report for paediatric use studies submitted according to Article 45 of

the Regulation (EC) No 1901/2006
EMA/154507/2013

Page 13/24



Table 15: Geometric mean titres (GMT) of anfi-HAV antibody fitres (in
seroconverters) and seropositivity rates (Subjects included in the ATP
immunogenicity analysis)

Group| Timing| N 5+ CI95% GMT CI 95% Min. | Max.
n % |LL. UL. |(mIUml)| LL. UL. | titre | Titre
1 PI{ml) [ 139 | 134 969928 990 3018 | 4021 626.1 35 | 76160
Pl(m2) | 161 | 158 981|947 996 | 2838 2276 3540 | 39 | 91823
Pl(m6) | 157 | 146 930 | 878 96.5 185.0 1474 2322 | 33 | 94575
PII{im7) | 155 | 155 10001976 1000 | 66346 |5526.0 7965.6| 46 (203921
Pliml) | 73 | 71 973905 997 3424 | 2442 4800 | 48 | 34881
Plim2) | 77 | 73 948|872 0986 187.9 1323 2669 | 42 | 32130
Plimé6) | 74 | 68 919832 970 132.9 00.1 1962 | 34 | 31196
Pll{m7)| 73 | 72 986|926 1000 | 27276 |20989 35446| 147 | 36531

(]

Table 16: Geometric mean titres (GMT) of anti-HAV antibody fitres (in
seroconverters) and seropositivify rates, in the age group of 4-11 years (Subjects
included in the ATP immunogenicity analysis)

Group| Timing| N S+ CI95% GMT CIL95% Min. | Max.
n % |LL UL [(mIUml| L.L. U.L. | Titre | Titre
1 Pl{iml) | 92 |90 978 924 0907 3407 | 4186 6985 42 | 76160
Pl{m2) | 92 |91 989 |941 1000 | 2853 226.1 3602 47 | 91823
PI(m6) | 91 |87 956 | 891 ©O88 181.5 1430 2303 33 | 94575
PIllim7)| 91 [ 91 1000|960 100.0| 86273 |69955 106397 | 107 (203921
Pl(ml) | 43 |42 977 |877 999 647 2309 5762 48 | 34881
Plim2) | 44 |41 932 |813 986 200.9 1195 3377 42 132130
PI{m6) | 42 |39 929 |8035 985 128 4 76.8 2149 34 | 31196
Pllim7)| 42 [ 42 1000|916 1000| 29411 |[20399 42405 | 147 | 35867

(R

Table 17: Geometric mean ftitres (GMT) of anti-HAV antibody fifres (in
seroconverters) and seropositivity rates, in the age group of 12-20 years
(Subjects included in the ATP immunogenicity analysis)

Group | Timing | N S+ CI95% GMT CI95% Min. | Max.
n % JLL. UL. |[(mIUml)| L.L. UL. | Titre | Titre
1 PI{ml) |67 64 955 | 875 991 451.7 3028 6740 | 35 | 66180
PIim2) |69 67 97.1 | 899 0996 | 28518 1848 4298 | 39 | 85710
PI{m6) |66| 39 894 |794 0956 190.2 1214 2982 | 39 | 72615
PII{m7) [64| 64 1000|944 1000 | 45671 |33444 62368 | 46 | 76993
2 Pliml) |30 29 96.7 | 828 999 312.5 1843 5298 | 60 | 20290
PI(m?) |33 32 970 | 842 999 172.5 1072 2776 | 44 | 27841
PI{m6) |32 29 906 | 750 98.0 1392 4.0 2620 | 34 | 27753
PII{m7) [31| 30 968 | 833 999 | 24545 |1666.7 3614.7| 420 | 36331

Hepatitis B response
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At 2 months after the first dose > 80% had seroconverted and around half were seroprotected. After the
second assigned doses all subjects had seroconverted and almost all were seroprotected. The GMT was
higher in group 1 but the 95% CI overlapped for the entire study population results. The results were
comparable in all countries.

Table 18: Geomefric mean tifres (GMT) in seroconverters, seropositivity rares
and seroprotection rates of anti-HBs antibodies (Subjects included in the ATP
immunogenicity analysis)

Group | Timing | N 5+ CI95% 5P CI95% GMT CI95%
n % |LL. UL | n Y LL UL. |(mIUml)| L.L. U.L.
1 PIiml) [158|126 797 | 726 857 |69 437 | 3538 518 16.0 11.0 233
PIlm2) (160|142 888 | 828 032 |80 556 | 476 635 182 13.1 251
PIlm&) (157143 911 | 8355 O30 [106 675 | 396 748 313 138 438
PIim7) 153|155 1000 976 1000|133 087 | 954 008 | 33621 | 24369 48009
2 Plim1) [ 73| 52 712 |5%4 812 |21 288 | 188 4046 12.7 6.4 2535
PIim2)y [ 76 [ 63 829 | 725 006 |37 487 | 370 604 217 117 403
Plimé&) [ 74 | 69 932 849 90782 |31 6890 | 571 792 264 173 40.1
POim?7) | 73 | 73 1000 (951 1000 | 70 9390 | 885 901 | 17230 | 10022 29834

The results in the age group 4-11 years were comparable to those for the entire study population although
a slightly higher proportion was seroprotected after only one dose of assigned vaccine.

Table 19: Geomefric mean fitres (GMT) of anti-HBs antibody tifres (in
seroconverters), seroposifivity rates and seroprotection rates, in the age group of
4-11 years (Subjects included in the ATP immunogenicity analysis)

Group | Timing | N 5+ CI95% SP CI95% GMT CI95%
n % |LL. UL | n %% LL UL |[(mIUml)| L.L. U.L.
1 PIimly [ 91 | 74 813 | 718 B8B7 (46 305 | 329 412 17.1 11.3 259
PIlm2) | 91 | 84 923 [ 848 969 |63 692 | 587 785 237 17.0 330
PIim&) | 91 | 838 96.7 907 993 [ 74 813 | 718 8387 439 313 612
PIimTy | 91 | 91 1000 | 960 1000 ( 90 980 | 940 1000 [ 55777 | 38070 70814
2 PIim1) | 43 | 33 76.7 | 614 882 [12 279 | 153 437 84 49 158.1
PIfm2) | 43 | 39 907 | 779 974 [24 358 | 399 709 18.0 Q7 337
PIim&) |42 | 41 976 [ 874 G009 [32 7462 | 603 879 288 172 482
PIimT) | 42 | 42 1000 916 1000 (41 976 | 874 000 | 25388 | 12826 350237

Results were also comparable in the age group of 12-20 years with a smaller difference in GMTSs after the
second doses.
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Table 20: Geometric mean fifres (GMT) of anti-HBs antibody fifres (in
seroconverters), seropositivity rates and seroprotection rates, in the age group of
12-20 years (Subjects included in the ATP immunogenicity analysis)

Group | Timing | N 5+ CI95% SP CI95% GMT CI95%
n % JLL. UL. | n %% LL. UL [(mIUmmnl)] L.L. U.L.
1 PIiml) | 67 | 52 776 | 6358 869 |23 343 | 232 4509 14.7 7.1 304

PIim2) | 69 | 38 841 | 733 9018 |26 377 | 263 502 124 6.6 234
PIlm&) | 66 | 55 833 | 721 914 |32 485 | 360 611 19.8 11.1 353
PI[m7) | 64 | 64 1000 944 1000 |63 084 | 016 1000 (| 16360 | 0678 27688
Plfml) | 30 | 19 633 |439 801 | © 300 | 147 404 215 43 107.0
PIfm2) | 33 | 24 727 | 545 867 |13 394 | 22 579 204 1.7 111.6
PI{m®&) 2128 875 |710 943 (19 394 | 406 763 232 11.0 49.0
PIim7) | 31 | 31 100.0 | 888 1000|290 9335 | 786 992 | 10203 | 4181 245009

(&)

The results of intention-to-treat analysis of immunogenicity were consistent with those obtained from the
analysis performed according to protocol.

. Safety

Group 2 reported a higher number of total and local symptoms (solicited/unsolicited during the 4-day
follow-up period) than group 1 but the incidence of general symptoms (solicited/unsolicited) in the 4-day
follow-up period was similar in the two groups. There was a decrease in incidence of local and general
symptoms (solicited/unsolicited) with subsequent doses in both groups.

Table 22: Incidence and nature of symptoms during the 4-day follow-up period
for each vaccine dose and overall (subjects included in the ATP reactogenicity
analysis)

N Symptoms General Syvmptoms Local Symptoms
n % | 95%CIL |[n % | 95%CL | n % | 95%CL

Daose 1
Gl 167 37 3411270 419 (33 198|140 266|444 263|198 337
G2 79 1 34 4300319 547116 203|120 308 |28*¥ 35341250 470

Daose 2
Gl 154 39 2530187 330 (21 136 86 20133 214 2 288
G2 73122 301199 42019 123 | 58 221 |22% 301199 420

Overall
Gl |321) 96 2991249 332 |54 168|129 21477 2401194 290
G2 | 152 36 368292 45301025 164|109 233 |30% 329255 410

—_
!q_.fl

Soreness at injection site was the most frequently reported solicited local symptom in both groups. Only 2
solicited local symptoms of intensity grade 3 were reported. These two were cases of soreness at injection
site reported by subjects in group 1. All solicited local symptoms occurred within two days of vaccine
administration and all resolved within the 4-day follow-up
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Table 23: Overall incidence of solicited local symptoms, with duration of onset
and grade 37 solicited local symptoms (Subjects included in the ATP analysis of

reactogenicin)
Symptom Group 1 Group 2
N=1311 N=152
Havrix Engerix
n %@ n ] n %@

Redness |=1day 5 16 3 33 6 39

=1 day 12 37 5 33 5 33

Omnset 2 days 17 5.3 10 6.6 11 7132

Total 17 33 10 6.6 11 1.2

Grade 37 0 0.0 0 0.0 0 0.0
Soreness |= 1 day 38 11.8 16 105 13 99

=1 day 31 97 14 oz 15 09

Onset 2 days 59 21.5 30 19.7 30 19.7

Total 69 213 30 19.7 30 19.7

Grade 37 2 0.6 0 0.0 0 0.0
Swelling | = 1 day 6 1.9 3 2.0 4 26

=1 day 12 37 3 20 6 39

Onset 2 days 18 5.6 6 39 10 6.6

Total 18 5.6 6 39 10 6.6

Grade 37 0 0.0 0 0.0 0 0.0

Headache was the most frequently reported solicited general symptom in both groups and more than 50%
of the reported cases (17/30 in group 1 and 7/13 in group 2) were determined by the investigator to be
related/possibly related to the study vaccine(s).

Table 24: Overall and grade “3 7 incidence of solicited general symptoms and
those determined fo be Telated ’/ 'possibly related’ to the study vaccine(s),
iSubjects included in the ATP analvsis of reactogenicity)

Symptom Group 1 Group 2
N=321 N=152
n o n i
Fatigue Total 20 6.2 ] 39
Grade <37 1 0.3 0 0.0
E./FR 10 31 4 26
F/PE. Grade =37 1 0.3 0 0.0
Fever Total 7 22 4 26
Grade <37 4] 0.0 0 0.0
E/FE ] 1.9 2 1.3
F/PE. Grade =37 ] 0.0 0 0.0
Headache Total 30 93 13 28
Grade “3™ 0 0.0 0 0.0
R/ PR 17 5.3 7 4.6
F/PE. Grade =37 ] 0.0 0 0.0
Malaise Total 24 T3 10 6.6
Grade <37 1 0.3 0 0.0
R/ PR 17 5.3 7 4.6
E.FE. Grade “37 1 0.3 0 0.0
Nausea Total 14 4.4 ] 39
Grade <37 4] 0.0 0 0.0
RTFR 7 232 2 13
E.FE. Grade 37 0 0.0 0 0.0
Vomiting Total 4 1.2 1 07
Grade <37 4] 0.0 0 0.0
E/FE. 1 0.3 0 0.0
E/FE. Grade 37 0 0.0 0 0.0

Only 2 solicited general symptoms of intensity grade 3 were reported (both in group 1). These concerned
cases of fatigue and malaise following vaccine dose 2. The majority of solicited general symptoms
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reported occurred within two days of vaccine administration and all resolved within the 4-day follow-up
period.

Overall 19 subjects (9 in group 1 and 10 in group 2) reported 24 unsolicited symptoms during the 30-day
follow-up period after the vaccination. Also, 24 doses (12 per group) were followed by at least one report
of unsolicited symptoms and 7 doses (3 in group 1, 4 in group 2) were followed by at least one unsolicited
symptom determined by the investigator to be related/possibly related to the vaccination. No unsolicited
symptoms of intensity grade 3 were reported. All the unsolicited symptoms reported resolved within the
30-day follow-up period after the vaccination.

Table 25: Number of doses followed by at least one report of unsolicited symptom
classified by WHO Preferred Term (Subjects included in the ATP reactogenicity

analysis)
WHO Body System (Code) WHO Preferred Term (Code) | Gl G2 All
Body as a whele general (1810) Allergic Reaction (0712) 1 0 1
Fever (0723) 1 1 2
Influenza-Like Symptoms (1222) 2 0 2
Central and peripheral nervous system (410) | Dizziness (0101) 0 1 1
Gastrointestinal system (600) Abdonunal Pain (0268) 4 2 ]
Vomiting (0228) 1 0 1
Psychiatric (300) Somneclence (0197) 1 2 3
Eesistance mechamsm (1830) Infection Viral {(0740) 0 1 1
Upper Besp Tract Infection (0543) 0 3 3
Skin and appendages (100) Rash (0027) 0 1 1
Urticaria (0044) 1 0 1
Vision (431) e Pain (0244) 1 1 2
ALL 12 12 24

There were 18 subjects (11 in group 1 and 7 in group 2) who received concomitant medication during the
study period but no medication was given prophylactically in anticipation of reaction to vaccination.

One pregnancy was reported to occur at 5 months after the first dose of vaccination. This resulted in a
healthy child and no complications occurred either during pregnancy or during delivery. The study
vaccination was discontinued.

One subject reported a SAE of fever and urticaria with onset 10 days after the first dose of vaccination. A
diagnosis of allergic reaction was made but the investigator determined that the event was unrelated to
study vaccination. This subject received the second dose of the vaccine and there were no SAEs following
the second dose.
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HAB-164 = Ext of original study HAB-038 to Year 10

The first volunteer was enrolled in the primary study on 8 July 1994 and the last study visit in the primary
study was 28 March 1995. The long-term follow-up visits at Month 120 were conducted between 20
September 2004 and 18 October 2004. The study completion date was 6 May 2005. The study report is
dated February 2006.

The original clinical study protocol 208127/044 (HAB-038) was designed to evaluate the immunogenicity
and reactogenicity of two lots of Twinrix Paediatric (360/10) when administered according to a 0, 1, 6
month schedule to healthy children between 6 and 15 years of age.

The original study protocol was amended three times to extend the serological follow up to 60, 90 and
then 120 months.

Results from the primary study had shown an anti-HAV seropositivity rate of 100% and anti-HBs
seroprotection rate of 100% at Month 7. Data obtained up to Month 90 had shown an anti-HAV
seropositivity rate of 100% and an anti-HBs seroprotection rate of 92.9% (for pooled groups).

. Obijectives

The objectives of the long-term follow-up study were:

- To evaluate anti-HAV and anti-HBs antibody persistence at Month 120 (i.e. Year 10) after the
first dose of the primary series.

- To evaluate immune memory in subjects who became seronegative for anti-HAV (< 15 mlU/ml)
or had anti-HBs antibody < 10 mlU/ml at Month 120 by administration of a single dose of
Twinrix Adult between 6 to 12 months after the Month 120 visit.

° Study design

See the table below.

The primary study was a double-blind, randomised (to one of two vaccine lots), single centre study.

The long-term follow-up at Month 120 was an open study with the same group allocation as in the primary
study i.e.

— Group 1: had received vaccine lot HAB101C2 in the primary study

— Group 2: had received vaccine lot HAB102B2 in the primary study

° Study population and treatment

At Month 120 the single subject who had anti-HBs antibody concentrations < 10 mlU/ml was offered and
accepted a dose of Twinrix Adult and was followed up for safety.
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Visit
Timing
Sampling time paoint

Visim 11
Month 120
Long-term blood sample

Visim12
Month 126
Pre booster

Visim13
Month 127
Post booster

Recording of non-participation of subjects
in the tracking document

L

Informed consent

Check elimination criteria

Check contraindications

Medical history

Physical examination

Pre-vaccination body temperature

Pregnancy test

* |® |® (& |®

Blood sampling:
for antibedy determination (7ml)

L]

Vaccination®

Daily postvaccination recording of
solicited symptoms (Days 0-3) by
subjects/ subjects’ parents/quardians”

Recording of non-serious adverse events
within 30 days post-vaccination, by
investigator®

Record any concomitant
medication/vaccination®

Reporting of Serious Adverse Events”

-

-

.

Study Conclusion

.

Mote: Please note that all the procedures marked by * were performed only for the subjects who had anti-HBs antibody

concentrations < 10 miWiml.

. Outcomes/endpoints

Up to Month 60, anti-HBs antibody concentrations were measured by Radioimmunoassay (AUSAB RIA -
Abbott) with an assay cut-off of 1 mIU/ml and anti- HAV antibody concentrations were measured by

ELISA [Enzymun (Boehringer Mannheim)] with an assay cut-off of 33 miU/ml.

At Months 90 and 120 anti-HAV antibody was assayed using Enzygnost from Dade Behring with an assay
cut-off of 15 mlU/ml and anti-HBs using AUSAB EIA from Abbott Laboratories with an assay cut-off at
3.3 mlU/ml. For bridging purposes the Month 60 samples were re-tested with the new EIA assay Kits.
Subjects with antibody concentrations above the assay cut-offs were considered seropositive.

Marker Assay Test Kit/ Assay Assay Laboratory
method Manufacturer unit cut-off
Anti-HAV ElA Enzygnost® DADE miiml | 15 miUfml GSK Biologicals
Behring”
Anti-HBs EIA ALISAB/Abbott” miU/ml | 3.3 miU/ml GSK Biologicals

ElA: Enzyme-linked immuncassay

miUml: milli International Units per millilitre
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o Statistical Methods

The immunogenicity analysis was performed on the long-term total cohort and the long-term ATP
immunogenicity cohort (= primary analysis).

» Results

° Recruitment/ Number analysed

Study 038 initially enrolled 120 subjects (60 subjects per group) of which 26 (14 in Group 1 and 12 in
Group 2) came back for the long-term follow-up at Month 120 (Year 10).

Total [Group 1|Group 2
Mumber of subjects enrolled in the primary study 120 a0 a0
Number of subjects included in the ATP immunogenicity cohort in the 114 ] 59
primary study
Number of subjects returning for blood sampling at Month 80 48 25 21
Mumber of subjects included in the long-term ATP immunogenicity 42 23 19
cohort at Month 60
Number of subjects returning for blood sampling at Month S0 48 24 24
Mumber of subjects included in the long-term ATP immunogenicity 42 22 20
cohort at Month 80
Mumber of subjects returning for blood sampling at Month 120 26 14 12
Mumber of subjects who returned at Month 120 but were previously 3 1 2
eliminated
Number of subjects with abnormal increase in antibody concentrations 1 0 1
during the long-term follow-up (code 2120) at Month 120
Number of subjects included in the long-term ATP analysis of 22 13 9
immunogenicity at Month 120

Group 1: received vaccine lot HAB101C2 in the primary study
Group 2: received vaccine lot HAB102B2 in the primary study

. Baseline data
Group | Gender N Mean sD Min Max
1 Female 7 208 3.60 16 26
Male B 198 293 16 23
Total 13 202 3.19 16 26
2 Female 3 18.7 2.31 16 20
Male B 212 2.04 19 24

Total 9 20.3 2.35 16 24
ALL |Female | 10 20.0 3.27 16 26
Male 12 20.5 250 16 24
Total 22 20.3 281 16 26
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° Immunogenicity

At Month 120 on pooling groups all subjects who returned were still seropositive for anti-HAV with only
a small decrease in the GMC since Month 90.

Table 6 Anti-HAV seropositivity rates and GMCs calculated on
seropositive subjects (Long-term ATP immunogenicity
cohort)

Group | Timing N S+ GMC
n % 95% ClI miU/ml 95% CI
LL UL LL UL

1 PHI(MT) 54 | 54 1000 | 934 1000 | B8%8 T B VT
PlI{M38) 43 | 43 1000 | 918 1000 1184 921 1471
PlI{M48) 30 | 30 1000 | 8B4 1000| V&9 h81 1018
Plil(Ma0) | 237 23" 100.0 | 85.2 100.0| 8603 | 6847  1080.9
FHI{MS0) 22 | 22 1000 | B46 1000 | 8132 | 4992 7533
PII(M120) | 13 | 13 1000|753 100.0| 6452 | 4334 9604

2 PHI(MT) h8 | 58 1000 | 938 1000 | B14h 6291 10547
PlI{M38) 48 | 48 1000 | 926 1000 1333 1009 1780
P48 | 36 | 36_ 1000 | 903 1000| 1105 | 826 _ 1479
PHI{M&0) 1 1000 | 824 1000| 9066 | 6565 12519
PHI(M30) 20 | 20 1000 | 832 1000 | B142 | 5256 12613
PHI(M120) 9 | & 1000|664 1000| 7330 | 4288 12531

All [PHI{MT) M2 (112 1000 | 968 1000 | B4589 7247 9968
FlI{M35) 91 191 1000 |90 1000 1250 1043 1498
P48 | 66 | 66_ 1000 | 946 1000| 937 | 765 _ 1148
PlI{MED) 42 | 42 1000 | 916 1000| BBOS | 7332 10585
PHI{M30) 42 | 42 1000 | 916 1000 7018 | 5687 8817
PINI(M120) | 22 | 22 100.0 | B46 1000| 679.7 | 507.0 9113

In addition, as shown below, all subjects who returned were seropositive for anti-HBs while 21/22

(95.5%) were seroprotected. There was a 44.4% decrease in GMC from Month 90 to Month 120.

The single subject with anti-HBs < 10 mlU/ml at Month 120 and who received Twinrix Adult had a last
recorded anti HBs antibody concentration of 13,553 miU/ml.

The results of the long-term total cohort were consistent with those for the long-term ATP
immunogenicity cohort.
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Table 7 Anti-HBs seropositivity rates, percentage of subjects with anti-HBs
antibody concentrations greater than or equal to 10 miU/ml and GMCs
(calculated on seropositive subjects) (Long-term ATP immunogenicity

cohort)
Group | Timing N S+ =10 mIU/ML GMC
n % 95% CI n % 95% CI miU/ml 95% CI
LL UL LL UL LL UL
1 |PHI{MT) 54 | 54 1000 (934 1000 | 54 1000|934 1000 | 10886 | €846 17311

PlIliM38) 43 43 1000 (%18 1000 | 43 1000(918 1000| 618 373 1025
PUICAE) | 30 | 30_ 1000884 1000| 30 1000|884 1000) 428 | 223 _ 819
PlIliMaD) 23 23 1000 (852 1000 23 1000|852 1000 3833 | 1878 7823
PIIME0) 22 22 1000 (848 1000 [ 21 885 (772 999 | 3550 | 1355 9302
PIIIM120) 13 13 1000|753 1000 13 1000753 1000 | 1488 447 4947
2 |PHIMT) ha 58 1000 (538 1000 | 58 1000|938 1000 10178 | @677 15512
PlIiM38) 44 48 1000 | 926 1000 ) 47 G679 | 8859 999 443 266 737
Puie) | 38 | 38_ 1000103 1000| 35 972 |es5 99 | 415 | 230 781
Plllim&0) 14 19 1000 | 824 1000 ] 19 1000 ) 824 1000 | 2203 G249 ha2 4
Plll{im30) 20 200 1000 (B32 1000 (18 G800 [6B3 GBS | 2441 B4 5 7051
PIIM120) 9 9 1000 (664 1000 8 BBO | 518 997 | 1914 | 268 13659
All - [PII{MT) 112 | 112 1000 | 968 1000 (112 1000 | 958 1000 | 10513 | 7728 14300
PlIliM38) 41 91 1000 (%60 1000 | 90 GBS (940 1000 518 364 739
Puite) | 68 | 68 1000|946 1000| 65 985|918 1000| 421 | 275 845
PlIliMaD) 42 42 1000 (516 1000 [ 42 1000 (916 1000 | 2884 | 1748 5044
Pll{im30) 42 42 1000 (916 1000 ) 39 G929 | 805 985 | 2970 | 1497 5893

PINMI20) | 22 | 22 1000 | 846 1000 | 21 855 | 772 999 | 1848 | 626 4341

. Safety

In the retrospective follow-up, there were no SAEs or pregnancies reported in the study since the last
study visit at Month 90.

The subject who received Twinrix Adult did not report any SAEs. The subject returned the diary card and
did not report local or general solicited/unsolicited symptoms in the pre-defined follow-up period (Day 0
to Day 3 for solicited symptoms and Day 0 to Day 30 for unsolicited symptoms).
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3. Discussion on clinical aspects

The three studies with Ambirix were all comparisons against two doses of adult strength Havrix and
Engerix co-administered at the same time points. The relevance of these comparisons to the EU is low
since the choice for immunisation of children against both HAV and HBV would lie between three doses
of Twinrix Paediatric or two doses of Ambirix (i.e. Twinrix Adult).

However, all three studies indicated that two doses of Ambirix elicited satisfactory immune responses
after the second dose. In addition, the safety profile of Ambirix appeared to be at least as good as that of
co-administration of adult strength Havrix and Engerix.

In the long-term follow-up of study 038 the interpretation of the 10-year data must be cautious due to the
low numbers that returned. However, the fact that all were still seropositive for anti-HAV and all except
one was seroprotected against HBV in this population that had been aged 6-15 years old when first
vaccinated is in keeping with data from many other studies, including vaccines against HAV and/or HBV
produced by other companies.

The data do not raise any concerns and do not require any changes to the prescribing information for
Ambirix or Twinrix Paediatric.

1. RAPPORTEUR’S OVERALL CONCLUSION AND RECOMMENDATION

» Overall conclusion

The submission is satisfactory and Art 45 may be considered fulfilled for these vaccines.

» Recommendation

Fulfilled — No further action required

V. ADDITIONAL CLARIFICATION REQUESTED

Not applicable
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