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Introduction

On 15 January 2016, the MAH submitted a completed paediatric study Prot. No. 035, in accordance
with Article 46 of Regulation (EC) No1901/2006, as amended.

A short critical expert overview has also been provided.

1. Scientific discussion

1.1. Information on the development programme
The MAH stated that the study, entitled:

e A Double-Blind, Randomized, Controlled, Multicentre Study to Evaluate the Safety, Tolerability,
and Immunogenicity of a New Formulation of RotaTeq™

is a standalone study.
1.2. Information on the pharmaceutical formulation used in the studies

The pharmaceutical formulation used in the studies was an oral solution. RotaTeq (Rotavirus vaccine,
Live, Oral, Pentavalent) is administered as a 2 mL solution per dose for oral administration for both
groups. The vaccine is contained in a single-dose plastic tube. Each dose of study vaccine (new or
current formulation of RotaTeq™) consisted of a 2-mL, oral solution of 5 live human-bovine reassortant
rotaviruses which contains a minimum of 2.0 to 2.8 x 106 infectious units (IU) per reassortant dose,
depending on the serotype, and not greater than 116 x 106 IU per aggregate dose.

1.3. Clinical aspects
1.3.1. Introduction
The MAH submitted a final report for:
e V260-035; NCT01600092 A Double-Blind, Randomized, Controlled, Multicentre Study to
Evaluate the Safety, Tolerability, and Immunogenicity of a New Formulation of RotaTeq™

The current formulation of RotaTeq™ must be stored at 2 to 8°C for the duration of its shelf-life (24
months). While there are some allowances for temperature excursions, the vaccine is unstable at
temperatures >25°C. A more thermostable formulation of RotaTeq™, referred to as New Formulation
(also referred to as the “Vaccine Vial Monitor Compatible [VVMC] formulation”), has been developed
and used in the clinical study protocol (V260-035; NCT01600092). This new formulation of RotaTeq™
has the ability to meet the stability requirements of an existing Vaccine Vial Monitor (VVM). The new
formulation of RotaTeq™ also has increased shelf-life of 3 years.

1.3.2. Clinical studies

Clinical study number and title

- V260-035; NCT01600092 A Double-Blind, Randomized, Controlled, Multicentre Study to

Evaluate the Safety, Tolerability, and Immunogenicity of a New Formulation of RotaTeq™
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Description

Methods
Objectives

Primary Objective:

To summarize and compare the vaccine-induced serum neutralizing antibody (SNA) to human rotavirus
serotypes G1, G2, G3, G4, and P1A[8] at 42 days post dose 3 between recipients of the new
formulation and recipients of the current formulation of RotaTeq™.

Secondary Objectives:
(1) To assess the safety and tolerability of the new formulation of RotaTeq™.
(2) To summarize the geometric mean titres (GMTs) of vaccine-induced serum anti-rotavirus IgA at

42 days post dose 3 in recipients of the new formulation and recipients of the current formulation of
RotaTeq™.

(3) To summarize the proportion of subjects with a >3-fold rise in SNA titre against human rotavirus
serotypes G1, G2, G3, G4, and P1A[8] as well as antibody titre for serum anti-rotavirus IgA from
baseline to 42 days post dose 3 in recipients of the new formulation and recipients of the current
formulation of RotaTeq™.

Study design

This was a double-blind, randomized, controlled, multicentre trial to primarily demonstrate the non-
inferiority of the new formulation of RotaTeq™ relative to the current formulation of RotaTeq™ on the
basis of immunogenicity. The primary purpose of the study was to demonstrate the noninferiority of
the new formulation of RotaTeq™ when compared with the current formulation of RotaTeq™ on the
basis of immunogenicity.

Study population /Sample size

Approximately 924 healthy, eligible infants between 6 and 12 weeks of age (42 to 84 days) at receipt
of the first study vaccination (Date of Birth is age Day 1) A total of 462 subjects per vaccination group
were to be enrolled and vaccinated in the study.

Treatments

Subjects were randomly assigned to 1 of 2 vaccination groups: new formulation of RotaTeq™ and
current formulation of RotaTeq™. Each subject received a total of three 2- mL oral doses of study
vaccine. The first dose was administered between 6 and 12 weeks (42 to 84 days) of age and the third
dose was administered before 32 weeks of age or per local regulation. Each dose of study vaccine was
separated by a minimum of 4 weeks (28 days).

Other approved routine paediatric vaccines (such as diphtheria and tetanus toxoids and acellular
pertussis (DTaP) vaccine, inactivated poliovirus vaccine [IPV], hepatitis B vaccine [HBV],
pneumococcal conjugate vaccines and Haemophilus influenzae type b [Hib] conjugate vaccines) could
have been administered during the study per country and study site practice.
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Outcomes/endpoints

Immunogenicity Endpoints

Primary immunogenicity endpoint

The primary immunogenicity endpoints were the SNA titres to human rotavirus serotype G1, G2, G3,
G4, and P1A[8] included in the vaccine.

Secondary immunogenicity endpoints

The secondary immunogenicity endpoints included serum anti-rotavirus IgA, and proportion of subjects
with a >3-fold rise from baseline for SNA to human rotavirus serotypes G1, G2, G3, G4, and P1A[8], as

well as for serum anti-rotavirus IgA.
Safety Endpoints

Safety endpoints included incidence of AEs collected for 42 days following each dose. In addition, all
SAEs regardless of causality, all deaths, and any cases of intussusception (ECI) were to be reported
from the time of consent until the end of the entire study.

Statistical Methods

Immunogenicity:

For non-inferiority regarding the geometric mean titres (GMTs) for all 5 immunogenicity endpoints, the
GMT ratio and associated 95% CI were calculated from a constrained longitudinal data analysis (cLDA)
method proposed by Liang and Zeger [Ref. 5.4: 03QK6K] on the log-transformed baseline and post-
vaccination titre values. This analysis was adjusted for country and baseline titres and used all
available data at both baseline and post vaccination.

Success criteria required that the lower bound of the 95% confidence interval (Cl) of the GMT ratio be
>0.67 (corresponding to a no more than 1.5-fold decrease in the GMT of the [New] VVMC formulation
compared with the current formulation). The primary immunogenicity endpoints were the SNA titres to
human rotavirus serotype G1, G2, G3, G4, and P1A[8] included in the vaccine. The secondary
immunogenicity endpoints included serum anti-rotavirus IgA, and proportion of subjects with a >3-fold
rise from baseline for SNA to human rotavirus serotypes G1, G2, G3, G4, and P1A[8], as well as for
serum antirotavirus IgA.

The per-protocol (PP) population served as the primary population for the immunogenicity analysis in
this study. The PP population is defined as subjects who received the 3 scheduled doses of study
vaccine, adhered to guidelines for the administration of the study vaccine, and did not have important
deviations from the protocol that would substantially affect the results of the primary immunogenicity
endpoints. Analyses and summaries of Post dose 3 assay values included subjects who had Post dose 3
assay results. The final determination of protocol violations and thereby the composition of PP
population was made prior to the final unblinding of the database. A supportive immunogenicity
summary and analysis were done on the Full Analysis Set (FAS) population that included all
randomized subjects with available serology data, for each serology time point for all endpoints
associated with the primary hypothesis. Subjects were included in the vaccine group to which they
were randomized for immunogenicity analyses.
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Safety:

Statistical analysis followed a tiered approach to evaluate the safety data. The tiers differed with
respect to the analyses that were performed. Safety parameters or AEs of special interest that are
identified a priori constitute “Tier 1” safety endpoints that were subject to inferential testing for
statistical significance with p-values.

For Tier 1 safety endpoints analysis, 95% CI was used for between-group comparisons. Other safety
parameters were included in Tier 2 or Tier 3. Tier 2 parameters were assessed via point estimates with
95% Cls provided for between-group comparisons. Only point estimates by vaccine group were
provided for Tier 3 safety parameters. P-values and 95% CI for the percentage differences between
the 2 vaccine groups were calculated using the Miettinen and Nurminen method. AEs (specific terms as
well as system organ class terms) that were not prespecified as Tier 1 endpoints, were classified as
belonging to "Tier 2" or "Tier 3", based on the number of events observed. Tier 2 included only AEs
which were exhibited by at least 4 subjects in any vaccine group. All other AEs belonged to Tier 3. The
threshold of at least 4 events was chosen because the 95% CI would not show a statistically significant
difference between the 2 vaccine groups if the events were <4 in each vaccine group. For safety
evaluation, all statistical tests were conducted at the a = 0.05 (2-sided) level, unless otherwise stated.

Results

Recruitment/ Number analysed

Of the 1039 subjects screened, 1020 subjects were randomized (513 in the New formulation group and
507 in the current formulation group). Inability to obtain blood specimen at randomization was the
most common reason for subjects not randomized (n=12).

Of the 1020 subjects randomized, 1014 subjects received at least 1 dose of study vaccine. The 6
randomized subjects who were not vaccinated included 3 subjects who were determined by the
investigator to be screen failures and 3 subjects who were withdrawn by his/her parent/legal guardian
prior to study vaccination. Overall, 98% of the subjects completed the 3 dose vaccination series. The
number (%) of subjects discontinued from the study was low (<3%) and were similar in the 2
vaccination groups. The most common reason for study discontinuation was parent withdrew consent
(1.4%). Details in summarised in Table 1 and baseline characteristics in Table 2.
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Table 1

Disposition of Subjects
RotaTeq " New|Rot:Teq " Current|Total
Formulation Formulation
n (%) n (%) n (%)
Screened 1039
Randomuzed 513 507 1020
Vaccinated 510 504 1014
Vaccinated at[1]
Vaccmation 1 510 (100.0) 504 (100.0) 1014 (100.0)
Vaccmation 2’ 505 (99.0) 497 (98.6) 1002 (98.8)
Vaccmation 3 500 (98.0) 494 (98.0) 994 (98.0)
Subject Study Medication Disposition[2]
Did not get full dose (2mL) at
Vaccmation 1 4 (0.8) 3 (0.6) 7 0.7
Vaccmation 2 3 (0.6) 2 (0.4) 5 (0.5)
Vaccmation 3 6 (1.2) 3 (0.6) 9 0.9
End of Treatment Dizposition[1]
Received all 3 doses’ 500 (98.0) 494 (98.0) 994 (98.0)
Discontinued 10 Q0 10 Q0 20 Qo0
Adverse Event 2 0.4) 0 (0.0) 2 0.2)
Lost To Follow-Up 1 0.2) 4 (0.8) 5 (0.5)
Parent/Guardian Withdrew Consent 5 (1.0) 6 (1.2) 11 041
Physician Decision’ 2 0.4) 0 (0.0) 2 0.2)
Trial Disposition (End of Study)[1]
Completed 495 (97.1) 491 (59749 986 (97.2)
Received all 3 Doses' and Completed® 494 (96.9) 491 (974 985 (97.1)
Discontinued 15 Q9 13 2.6) 28 (28
Adverse Event 2 (0.4) 0 (0.0) 2 0.2)
Lost To Follow-Up 4 (0.8) 6 (1.2) 10 (10
Parent/Guardian Withdrew Consent 8 (1.6) 6 (1.2) 14 (19
Physician Decision’ 1 (02 1 (0 2 (02
Each subject 15 counted once for Tnal Disposition and Subject Study Medication Disposition.
!Included 1 subject who received non-study RotzTeqm mstead of study vaccine at Dose 2.
 Completed = completing safety followup/study procedures at Visit 4.
' One subject (AN 100998) discontinued treatment (physician decision) after dose 2 but returned to
complete the last study visit and blood draw (Vizt 4).
[1] Percentages were based on the number of randomized subjects who recemved at least one dose of study
vaccme.
[2] Percentages based on subjects who were vaccinated at each vaccination visit.
n = Number of subjects included n each category.
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Table 2

Subject Characteristics
(All Randomized Subjects)
RotaTeq™ New RotaTeq™ Current Total
Formulation Formulaton
n (%) n ()] n (%2)
Randomized Subjects 513 507 1,020
Gender
Male 281 (54.8) 267 G217 548 53.7)
Female 232 452 40 473) 472 (46.3)
Age (Weels)'
Under 6§ weeks 0 0.0) 0 0.0) 0 0.0)
610 12 weeks 513 (100.0) 507 (100.0) 1,020 (100.0)
Over 12 wesks 0 0.0 0 (0.0) 0 (0.0)
Mean 84 83 83
SD 14 14 14
Median 80 80 80
Range 61012 6ol 61012
Race
American Indian Or Alaska 0 (0.0 1 ©.2) 1 ©.1)
Native
Asian 3 (0.6) 2 0.4) 5 0.5)
Black Or African American M @D 2 @) 4 44
Multi-Racial 56 (109 58 114 114 (112)
White 430 (838 425 (83.8) 8535 (83.8)
Ethnicity
Hispanic or Latino 50 (L) 58 (11.4) 108 (10.6)
Not Hispanic or Latino 241 (86.0) 423 (83.4) 854 (84.7)
Not Reported Unknown n (43) 26 G0 4 47
Birth Weight (kg)
Subjects with dam 510 505 1015
Mean 33 33 33
SD 05 0.5 05
Median 33 33 33
Range l4w4s 140350 14w 350
Gestational Age at Birth
38 weeks or more 438 (859) 442 (87.2) 880 (86.3)
33 to 37 wesks 67 13D 62 (129 129 (12.6)
28 to0 32 weeks 5 (1.0 1 0.2) 6 (0.6)
Not provided Unknown 3 0.9) 2 0.4) 5 (0.5)
" Age at enroliment
Percentages were based on the number of randomized subjects.
n = Number of subjects included in the analysis.

Efficacy results

Primary Immunogenicity Analyses

The primary immunogenicity analyses and summaries of Post dose 3 assay values included subjects
who had Post dose 3 assay results (per-protocol population). The results of the primary
immunogenicity analysis are summarized in Tables 3 and 4. The primary immunogenicity hypothesis
was met for all 5 serotypes, and therefore non-inferiority with respect to immunogenicity can be
asserted for the VVMC formulation of RotaTeq™ as compared to the current formulation of RotaTeq™.
Of note, the GMT for G3 was higher in the VVMC formulation group compared to the current
formulation group.

A per-protocol summary of SNA responses to serotypes G1, G2, G3, G4 and P1A measured Predose 1
and —42 days Post dose 3 is provided for both vaccine groups in Table 4.
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The observed GMTs and proportion of subjects with a >3-fold rise of rotavirus SNA to serotypes G1,

G2, G3, G4 and P1A from baseline to —~42 days Post dose 3, as well as the associated 95% CI are also
shown in Table 4. At baseline, the GMTs were comparable between the vaccine groups across all
serotypes. Post dose 3, the VVMC formulation group had a higher GMT response for serotype G3, and
the 95% CI and proportion of subjects with a 3-fold rise did not overlap between the 2 vaccine groups.
For the other serotypes (G1, G2, G4, P1A), the 95% ClIs for GMTs and proportion of subjects with a >3-

fold rise were comparable between the 2 vaccine groups Post dose 3.

Table 3
Statistical Analysis of Non-inferiority of GMT for the SNA Responses to Reassortants Rotavirus
Serotypes G1. G2, G3, G4 and P1A
(Per-Protocol Population)
RotaTeq™ New Formulanon | RotaTeq™ Current Formmiation
Antigen (N=495) (N=488) Ratio of GMTs "¢ P-value Similarity
N Estimated GMT | N Estimated GMT (95% CD} Conclusion
Serotypes G1 495 905 488 107.6 092 <0.001 Similar®
(0.79,1.07)
Serotypes G2 405 307 488 26.7 115 <0.001 Simulart
(0.99,1.33)
Serotypes G3 405 826 488 258 320 <0.001 Similart
2.75,3.79)
Serotypes G4 405 713 488 728 1.06 0.001 Similart
(0.94,1.20)
Serotypes P1A 405 107.2 488 925 L16 <0.001 Simular'
(1.00,1.35)
' GMT's and their ratio were based on 3 model with terms for treatment and country, with the constraint that the mean baseline is the same for all reatment groups.
A 95% CI on the ratio excluding a 1.5-fold decrease or more (i.e., the lower bound of CI > 0.67) and associated 1-sided p-value = 0.025 implies that the difference is
statistically significantly less than the pre-specified climically relevant decrease of 1.5-fold and allows for a conclusion of non-inferiority.
{ New Fonmulation group) / [Cuwrrent Fornmlation group).
SNA = Serum peutralization assay.
N = Number of subjects vaccinated.
n = Number of subjects conmbunng to the per-protocol analyses.
CI = Confidence mterval

Table 4
Immunogenicity Summary for SNA Response to Serotypes G1, G2, G3. G4 and P1A
(Per-Protocol Population)
RouTequew Formulation R.ma‘l‘eqm Current Formmlaton
Antigen Parameter (N=405) (N=488)
(Assay) o Observed 95% CI n Observed o5% CI
Response. Response.

Serotypes Gl Predose 1 GMT 405 273 (24.7,302) 487 203 (26.7,322
Postdose 3 GMT 480 00.8 (89.7,111.1) 482 106.1 (046, 1190.0)
Proportion of subjects with a = 3-fold rise  |480 56.0%(269/480) |(51.5%, 60.5%) |481 53.8%(259/481) |(49.3%, 58.4%)

Serotypes G2 Predose 1 GMT 405 15.0 (13.7,16.5) 487 16.2 (148.17.6)
Postdose 3 GMT 430 30.0 (27.0,33.3) 482 26.3 (23.7.20.1)
Proportion of subjects with a = 3-fold rise  |480 30.4%(146/480) |(26.3%, 34.7%) (481 26.8%(129/481) |(22.9%, 31.0%)

Serotypes G3 Predose 1 GMT 495 1.7 (10.4,13.1) 487 134 (12.0,15.0)
Postdose 3 GMT 4380 82.8 (74.2,92.5) 482 252 (226,28.1)
Proportion of subjects with a > 3-fold rise 480 65.8%(316/480) |(61.4%, 70.1%) |481 33.3%(160/481) [(29.1%, 37.7%)

Serotypes G4 Predose 1 GMT 495 214 (194,237 487 25.6 (233,283)
Postdose 3 GMT 480 789 (72.3,86.1) 482 715 (654,78.1)
Proportion of subjects with a > 3-fold rise 480 58.3%(280/480) |(53.8%. 62.8%) [481 49.790(239/481) [(45.1%, 54.3%)

Serotypes P1A Predose 1 GMT 405 37.6 (33.7,41.9) 487 42.5 (382,474
Postdose 3 GMT 480 1069 (96.5,118.9) 482 90.1 (802,101.2)
Proportion of subjects witha = 3-foldrise  [480  [40.6%(238/480) |(45.0%, 54.2%) 481  [42.6%a(205/481) |(38.2%, 47.2%)

N =Number of subjects vaccinated.

n = Number of subjects contributing to the per-protocol analyses (for = 3 fold rise, limited to per-protocel subjects with both Predose 1 and Postdose 3

serology).

GMT = Geomemric mean titer

CI = Confidence interval.

SNA = Serum peutralization assay.
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Secondary Immunogenicity Analyses

The secondary immunogenicity analyses of serum anti-rotavirus IgA measured Predose 1 and 42 days
Post dose 3 are shown in Table 5. This PP analysis showed that GMTs of serum anti-rotavirus IgA from
Day 1-42 days Post dose 3 in the 2 vaccine groups were comparable. Though the proportion of
subjects with a >3-fold rise of serum anti-rotavirus IgA in the VVMC formulation group (97.3%) was
numerically higher than in the current formulation group (95.2%), the two 95% ClIs overlapped.

Table 5
Immunogenicity Summary for Serum Anti-rotavirus IgA
(Per-Protocol Population)
RotaTeq ™ New Formulation RotaTeq ™ Current Formulation
Anfigen Parameter (N=405) (N=488)
(Assay) o Observed Response 95% CI n Observed Response 95% CI
Serum Anti- Predose 1 GMT 490 02 (0.1,0.2) 484 02 (0.2,02)
rotavirus IgA
Postdose 3 GMT 474 2405 (210.4.2748) | 474 2355 (204.1,270.8)
Proportion of subjects with a > 3-fold rise 475 07.3%(462/475) | (954%.98.5%) | 477 05.2%(43447T) (92.9%, 96.9%)
N = Number of subjects vaccinated.
n = Number of subjects conmibuting to the per-protocol analyses (for = 3 fold rise, imited to per-protocol subjects with both Dose 1 and Postdose 3 serology)
GMT = Geomemic mean titer
CI= Confidence mterval

Supportive Immunogenicity Analyses

Immunogenicity analysis of the non-inferiority of GMT for the SNA responses to reassortants rotavirus
serotypes G1, G2, G3, G4 and P1A were done in FAS population also.

The method used for this analysis was the same as that used for the primary PP analysis of non-
inferiority of GMTs for the SNA responses to reassortant rotavirus serotypes G1, G2, G3, G4 and P1A.
The FAS results indicate that the statistical criterion for non-inferiority was met for all 5 serotypes,
which was consistent with the results from the primary PP analysis.

The FAS for the measurement of SNA responses to serotypes G1, G2, G3, G4 and P1A and serum anti-
rotavirus IgA were also done Predose 1 and —42 days Post dose 3 for both vaccine groups. Consistent
with the PP analysis, results for serotype G3 were higher in the VVMC formulation group and the 95%
Cl for GMTs Post dose 3 and the proportion of subjects with a >3-fold rise did not overlap with that of
the current formulation. For the other serotypes (G1, G2, G4, P1A) and IgA, the 95% Cls for GMTs and
proportion of subjects with a >3-fold rise were comparable between the 2 vaccine groups [Ref. 5.3.5.1:
PO35].

Safety:

The safety objective for this study was to assess the safety and tolerability of the VVMC formulation of
RotaTeg™. All adverse events (AEs, nonserious and serious) regardless of causality were collected for
42 days following each study vaccine dose. In addition, all SAEs regardless of causality and any cases
of intussusception (Event of Clinical Interest [ECI]) were reported from the time of consent until the
end of entire study (defined as the last scheduled visit of the last subject enrolled in the study). At
each vaccination visit, the parent/legal guardian received a vaccine report card (VRC) which prompted
for recording of AEs of special interest which included the subject’s temperature, presence of vomiting,
and/or diarrhoea daily for 7 days post-vaccination. The VRC also collected any other AEs, as well as
concomitant medications and concomitant vaccinations for 42 days post-vaccination. Intensity/severity
(mild, moderate, or severe) were collected for all AEs. “Mild” was defined as an awareness of symptom
in the subject, but easily tolerated; “moderate” was defined as subject definitely acting like something
was wrong; and “severe” was defined as the subject appearing
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extremely distressed or unable to do usual activities. Stool samples (—5 grams) were collected for
subjects who experienced moderate-to-severe diarrhoea and/or vomiting (defined as 3 or more looser-
than-normal stools in 24 hours, 1 watery stool in 24 hours, and/or forceful vomiting) within 14 days of
study vaccination for rotavirus testing. If positive for rotavirus, further testing was done to characterize
any strains identified by genotype.

Safety Evaluation and Results

The safety evaluation was based on the ASaT (All Subjects as Treated) population, which included all
randomized subjects who received at least 1 vaccine dose and who had safety follow-up. For the
analysis of safety data, subjects were included in the vaccine group corresponding to the vaccine that
they actually received. For most subjects, this group was the vaccine group to which they were
randomized.

Of the 1014 subjects vaccinated in this study, 510 subjects were randomized to the VVMC formulation
of RotaTegq™, and 504 subjects to the current formulation of RotaTeq™. After adjusting for subjects
who were cross-treated and therefore included in the group corresponding to the study vaccine they
received at Day 1/Dose 1, there were a total of 509 and 505 subjects included in the VVMC formulation
and current formulation groups, respectively, for the safety analysis based on the ASaT population.

The statistical analysis of clinical AEs that occurred after any study vaccination showed that the VVMC
formulation group and current formulation group had comparable safety profiles Table 6. In the VVMC
formulation group, 86.4% of subjects (439/508) reported 1 or more AE compared to 87.8% of subjects
(438/499) in the current formulation group during Day 1 to Day 42 following any vaccination. Overall,
51% of the subjects in both vaccine groups reported a vaccine-related AE and the distribution of AEs
was generally similar between the 2 vaccine groups. The incidence of SAEs any time after vaccination
for the entire study period was low (3.9% in the VVMC formulation group and 2.4% in the current
formulation group). There were no deaths and no vaccine-related SAEs in this study.

A total of 2 subjects discontinued the study as a result of an SAE. Both subjects were in the VVMC
formulation group and both discontinued due to intussusception.

Table 6
Analysis of Adverse Event Summary
Following Any Vaccination
(All Subjects as Treated Population)
RoaTeq™ New Fornmulation RotaTeq™ Cusrent Difference”™ in % vs RotaTeq™ Cumrent
(2¥=509) Formulation ormulation
(IN=303)
n ) B (o) Estimate (25% CT)'
Subjects in population 500 505
Subjects in population with follow-up 508 400
with one or more adverse events (Day 1 to Day 42) 430 (86.4) 438 -14(-35.28)
with no adverse events & (13.6) 61 14(-28.55)
with vaccine-related® adverse events (Day 1 to Day 42) 159 (51.0) 156 03 (-65.58)
with serious adverse events (Any tme after Vaccination) 20 39) 12 15(0.7.39)
with serious vaccine-related adverse evemts (Any time after | O 0.0 ] 0.0(-08.08)
Vaccmation)
who ded 0 ©.0) 0 ©.0 0.0(-08,08)
discontinued® due 10 an adverse event 2 04 ] (0.0) 04(-04.19
discontimued due to a vaccme-related adverse event ] (0.0) ] (0.0) 0.0 (-0.8, 0.8)
discontimued due to a serous adverse event 3 (02) 0 0.0) 04(-04.14)
discontimued dus to a serous vaccme-related adverse event 0 0©90) o (0.0) 0.0(-08.08)
"Based on Miettinen & Nurminen meathod
¥ Determined by the investizator to be related to the vaccine
¥ Study medication withdrawn.
" Difference was New Formulstion Group minus Current Formulation Group. Risk difference and confidence intervals are based on the pooled mcidence rates across all stady censers for
Tier 2 events
% Percentages were based on the number of subjects in the popularion with follow-up
All serious adverse events regardless of causality and deaths were collected for the duration of the study. Solicited adverse events were collected Day 1 to Day 7 after each vaccination
Other adverse events were collected from Day 1 to Day 42 after vaccination.
N =Number of vaccinated subjects, n = Number of subjects in each category
This table includes 3 cross-treated subjects: AN 100470, AN 100323 and AN 101054. They are included in the group comespording to the study vaccine received at Dose 1
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Analysis of Overall Adverse Events

The analysis of subjects with AEs (incidence =4 subjects in one or more vaccination groups) by system
organ class (SOC) Days 1 to 42 following any vaccination is shown in Table 7. Overall, 87% of the
subjects reported 1 or more AEs from days 1 to 42 following any vaccination. The proportion of
subjects reporting specific AEs were comparable between the 2 vaccine groups. The most common AE
in the [New] ¥WME formulation vs. current formulation of vaccine groups respectively were diarrhoea
(33.9% vs. 31.1%), pyrexia (29.5% vs. 30.3%), vomiting (20.1% vs. 21.2%), nasopharyngitis
(14.8% vs. 15.0%), upper respiratory tract infection (15.4% vs. 13.2%), and irritability (12.8% vs.
15.4%). The majority of the AEs reported were of mild-to-moderate intensity. The frequency of AEs
was generally similar between the 2 vaccine groups; the incidence of dermatitis and urticaria was
greater in the VVMC formulation group. The difference in percentage between the VVMC and current
formulation groups was 1.6% (95% CI: 0.1, 3.3) for dermatitis and 1.2% (95% CI: 0.1, 2.6) for
urticaria, respectively.

Table 7
Analysis of Subjects With Adverse Events
(Incidence >4 Subjects in One or More Vaccination Groups)
by System Organ Class
(Days 1 to 42 Following Any Vaccination)
(All Subjects as Treated Population)
RotaTeq™ New RotaTeq™ Current Difference™ in % vs RotaTeq™
Formmulaton Formulation Current Formulation
=508) N=505)
n [P C o) Estimate (95% C1)'
Subjects in population 509 505
Subjects in pepulation with follow-up 508 =08
with one or more adverse events 430 (86.4) 438 (87.8) -14(-55.18)
with no adverse evenrs 9 (13.9) 61 (12.2) 14(-28.55)
Blood and Iymphatic system disorders |4 0.8 2 0.9 0.4(0.7,17)
Congenital familial and genetic disorders |4 0.8) 1 0.2) 06(-04,18)
Eye disorders 13 (2.6) 8 (1.6) 1.0(-09,29)
Eve discharge 3 (0.6) § (12) 06(-21.07)
Gastromtestinal disorders m (85) 10 (500) 34(-17,96)
Abdomunal distension 5 am 5 (1.0) D0(-15.14
Abdominal pain 12 3.7 12 Q4 13(-08.36)
Abdommal pain upper 6 ay 12 24) -12(-3.1.0.5)
Constipation 30 (5.9 22 (44) 15(-13.43)
Diamhoea 1712 (339) 155 BLD) 18(-3.0.86)
Faeces discoloured 4 0.8) 0 (0.0) 08 (0.0.2.0)
Flandlence 11 (o) 7 14 0.8(-1.0,25)
Gaszooesophageal reflux disease 4 2.8 12 24 04(-1.7.29)
Infanrile spitting up 4 0.5 1 02) 0.6(-04.18)
Rezwrzintion 17 G3) 8 1.6) 1.7(-02.39)
Teething 16 G 9 (18) 13 (-06.35)
Vomiting 102 (20.1) 106 QLY -12(62.38)
General disorders and administration site | 183 (36.0) 188 37.M -1.7(-7.6,4.3)
conditions
Crying 15 G 1 @2) 09 (-1.1.3.1)
Discomfort 4 (0.8) 3 (0.6) 02(-11.15)
Injection site ervthema 6 1. 1 (0.2) 1.0(-0.1.24)
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FomaTeq ™ New | Rotaleq™ Cumemt | Difference’ in % vs Rotalegq ™
Forpmuladon Formulation Current Formulation
([X=509) =505)
n ()" n (%) Estimate (95% CT)'
General disorders and administration site | 183 (36.0) 13 (1.7 17(-16,43)
conditions
Injection site pain 14 @s) 19 (38 -1.1(-34.12)
Pyrexia 150 (@93) 151 (30.3) 0.7(64.49)
Vaccination site pain 11 (v 30)] 13 (2.6) 04(-25.15)
Infections and infestations 2714 (339) 274 (549) -10(-71,52)
Bronchiolitis ) | “n 18 (3.6) 05(-18.30)
Bronchins 7 1.4 7 (14 0.0(-1.7.1.6)
Candida infaction 7 a4 7 (1.49) 00(-17.16
Conjurctivitis 7 (5.3) 23 (456) 0.7(-20.35)
Croup infactious 4 0.8) 6 (12) 04(-19,1.0)
Ear infaction 5 .0 s (12) 02(-17.12)
Exanthema subitam 5 (1.0) 3 (0.6) 04(-00.18)
Gasgoentenns e (1.8 13 Q 08(-28.1.0)
Influenza 6 (1] 3 (0.6) 0.6(-0.7.20)
Laryngits o 1.8) 6 (12) 06(-1.0.23)
Nasopharyngitis 75 (148) F) (15.0) 03(47.42
Oral candidiasis 3 (0.6) 7 14) 0.8(-23.05)
Oritis media 18 33 27 (54) 194607
Otitis media acute 4 0.8 3 (0.6) 02(-11.15)
Pharyngitis 12 3.3 13 2.6) 09(-13.32)
Respiratory mact infection 13 Q.6 13 Q.6) 0.0(-21.2.0)
Respinatery wact infection viral 11 Q2 11 (22 00(20.19)
Rhinitis 41 (3] 20 2.0 0.1(-34.35)
Simusitis - 0.8) 3 (0.8) 02(-11.15)
Upper respiratory wract infection 78 (1549) 66 (13 11(-22.65)
Urinary tract infaction e (1.8) 5 (12) 06(-10.23)
Viral infection 6 12 12 24 -1.2(-3.1,0.5)
Viral upper respiratory wact infection 4 (0.8) 1 (02) 06(-04.18)
R.ua'feq"1 New .'Rxxz‘l'eq'r= Current Difference’ i o vs RotaTeq™
Formulation F : Current Formulation
(N=309) (N=505)
n [ n (%)" Estimate (95% CD)'
Injury, peisoning and procedural 8 1.6) 12 24 08(-28.10)
complications
Vaccimation complication 4 0.8 5 (1.0) 02(16.11)
Investigations 6 1.2) § 1.0) 0.2(-13,17)
Body temperarure increased 4 0.8 3 (0.6) 02(-1113)
Metabolism and nutrition disorders 13 2.6) 17 3.4 08(-31,13)
Decreased appetite 11 22 12 249 02(22.17
Musculoskeletal and connective tissue 10 2.0 4 (0.8) 12(-03.29)
disorders
Pain in exoemiry 6 1 3 (0.6) 0.6(-0.7.20)
Nervous system disorders 16 @n 18 3.6) 05(-28.19)
Somnolence 6 2 10 2.0 08(-26.08)
Psychiatric disorders 80 15T 9 (18.6) -19(-76,18)
Insomnia 4 (0.8) 3 (0.6) 02(-11.15)
Trritability 65 (128) 77 (154 26(-70.1.7
Restlessness 7 (1.4 15 3.0) -16(3.7.02)
Reproductive system and breast disorders | 4 0.8) ? 0.9) 04(-07,17)
Respiratory, thoracic and mediastinal 62 ay 76 152 -30(-73,12)
disorders
Cough 35 (6.9) 4 (88) -19(-33. 149
Nasal congestion 17 33 15 (3.0 03(-19.16)
Rhinorrhoea 11 (35 17 (G4 -12(-35.08)
Wheezinz 3 (0.6) 5 (12) 06(-21.07)
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RotaTeg™ New RotaTeq™ Current Difference’ in % vs RotaTeq™
Formmulaton Formulation Curent Formulation
(N=509) (N=305)
B * a}“ - I:‘:)H Estnmate (95% cn'
Slan and subcutaneous tissue disorders 56 (11.0) 54 (10.8) 0.2(-3.7,41)
Dermatins 11 Q2 3 (0.6) 16(0.1.33)
Dermatinis atopic 5 (1.0) 8 (1.6) 06(-23.09)
Dermatitis diaper 8 (1.6) 13 Q.5) -1.0(-30.08)
Eczema 7 14 5 (1.0) 04(-11.19)
Ervthema 3 (0.6) 5 (1.0) 04(-18.08)
Rash 5 (1.0) 7 (14) 04(-20.11)
Urticaria 7 14 1 (02) 12(0.1.16)

' Based on Miettinen & Nurminen method.

" Difference was New Formulation Group mimus Current Formulation Group. Risk difference and confidence intervals are basad
on the pooled incidence rates across all stady centers for categonies with at least 4 subjects in esther group reporting events m that
Catgory

¥ Percentages were based on the number of subjects m the populatdon with follow-up

Every subject is counted a single time for each applicable row and column.

A system organ class or specific adverse event appears on this report only if its mcidence in one or more of the columnps meets the
mcidence criterion in the report title

This table inchndes 3 cross-wreated subjectss AN 100470, AN 100323 and AN 101054, They are inchuded in the growp
comespending to the snady vaccine received at Dose 1.

N =Number of vaccmated subjects, n=Number of subjects in sach category

Vaccine-Related Adverse Events

The analysis of number (%) of subjects with AEs (incidence =2%) - overall and vaccine-related, by
SOC and preferred terms, showed that 51% of the subjects reported 1 or more AEs Days 1 to 42
following any vaccination that were considered vaccine-related by the investigator. The most common
vaccine-related AE in the VVMC formulation vaccine group vs. current formulation vaccine group were
diarrhoea (26.0% vs. 22.8%), pyrexia (16.9% vs. 16.2%), and vomiting (13.8% vs. 14.4%)
respectively. The proportion of subjects reporting specific vaccine-related AEs were comparable
between the 2 vaccine groups.

Serious adverse events

In Protocol 035-02, all SAEs regardless of causality were collected from the time of consent until the
end of the study. Prior clinical trials of RotaTeq collected SAEs for 42 days or 14 days post-vaccination.
To assist in the interpretation of the SAE data from this study, the SAE by SOC table is presented by

day ranges (Days 1 to 14, Days 1 to 42, and anytime post vaccination) in Table 8. The most common
SAE was bronchiolitis [3 (0.6%) in the VVMC formulation and 1 (0.2%) in the current formulation

group].
There were no vaccine-related SAEs reported in this study.

There were no AEs that led to death during this study.
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Table 8
Subjects With Serious Adverse Events following any Vaccination
(Incidence = 0% in One or More Vaccination Groups)
by Time, System Organ Class and Preferred Term
(All Subjects as Treated Population)

RomaTeq™ RotaTeq™
New Formulation Cugrent Forpmulation
N=3509) (N=503)
Daysl-14 Days1-41 Anytime Daysl-14 Days1-42 Anytime
n [ n () n [ n [ n ) n [
Subgects in population 500 500 500 505 505 505
Subjects in population with follow-up 508 508 508 408 200 40
with one or more serious adverse events e 16 20 4 12 12
with no senous adverse events 400 402 428 405 487 487
Gastrointestinal disorders 0 0.0 1 02 2 0s 0 00 1 02 1 02
Inmussusception 0 00 1 02 3 04 ] 00 0 0.0 0 00
Umbilical hernia 0 00 0 0.0 0 00 0 00 1 02 1 02
General disorders and oadministration site | 0 00 /] 0.0 1 02 0 00 0 00 0 0.0
condition:
Pyrexia 0 00 0 0.0 1 02 ] 00 0 00 0 00
Infections and imfestations 7 14 13 16 15 30 3 (1] 9 18 9 18
Anal abscess 0 00 1 02 1 02 '] 00 1 02 1 02
Bronchiolitis 3 0.6 3 06 3 06 ] 00 1 02 1 02
Broachitis 0 00 0 00 0 00 1 02 1 02 1 02
Celiulitis 0 00 1 032 1 02 ] 00 0 00 0 0.0
Gastroentenns viral 0 00 '] 00 0 00 1 02 1 02 1 02
Laryngitis 1 02 1 02 1 02 0 0.0 0 00 0 00
Paninfluenzae virus infection 0 00 1 02 1 02 0 00 0 0.0 Q 0.0
Preumonia 0 0.0 1 021 2 04 0 0.0 0 0.0 0 0.0
Subjects With Serious Adverse Events following any Vaccination
(Incidence > 0% in One or More Vaccination Groups)
by Time. System Organ Class and Preferred Term
(All Subjects as Treated Population)
RotaTeq™ RotaTeq™
New Fornmulation Current Fornmulation
N=509) (N=305)
Days1-14 Days1-42 Anytime Daysl-14 Days1-42 Anytime
& o |n e |n 9% |n o7 |n Ca |n Ca)
Pyelonephnins 0 0.0 1 02 1 02 0 00 1 02 1 02
Pyelonephnins acute 0 00 0 0.0 0 0.0 1 02 1 02 1 02
Respiratory syncytial virus bronchiolitis 0 00 1 02 1 02 0 00 0 00 0 00
Respiratory tract infection viral 0 00 0 0.0 0 0.0 0 00 1 02 1 02
Septic shock 0 0.0 0 0.0 1 02 0 0.0 0 0.0 0 0.0
Upper respinatory mct infection 1 02 1 02 1 02 0 0.0 0 0.0 0 0.0
Urinary wact infection 1 0.2 1 02 1 02 0 00 1 02 1 02
Vinal infection 1 02 1 02 1 02 0 00 1 02 1 02
Injury, poisoning and procedural complications 0 00 0 0.0 0 00 2 04 2 04 2 04
Head injury ] 00 o 0.0 0 0.0 1 02 1 02 1 02
Subcutaneous haematoma 0 00 0 0.0 0 00 1 02 1 02 1 0.2
Nervous system disorders 2 04 2 0.4 1 04 0 00 0 00 0 0.0
Hypersomnia 1 02 1 02 1 02 0 00 0 00 0 0.0
Loss of consciousness 1 02 1 02 1 02 0 00 0 00 0 0.0
Psychiatric disorders 0 0.0 0 0.0 0 00 0 0.0 1 02 1 02
Restlessness 0 0.0 0 0.0 0 00 0 0.0 1 02 1 02
Every subject is counted a single tme for each applicable row and column
¥ Percentages were based on the number of subjects in the population with follow-up.
A system organ class or specific adverse event appears on this report only if its incidence in one or more of the columns meets the mcidence critenon in the repor title, after rounding
AL serious adverse events regardless of causaliry and deaths were collected for the duration of the srudy.
N =Number of vaccinated subjects. n = Number of subjects in sach category.
This table includes 3 cross-treaed subjects: AN 100470, AN 100323 and AN 101054, They are included in the group corresponding to the study vaccine recesved at Dose 1.

Adverse Events of Special Interest

Daily temperatures, diarrhoea, and vomiting were solicited for 7 days after each study vaccination in
this study. There were no statistically significant differences in any of the AEs of Special Interest
between the 2 vaccine groups (Table 9).

Intussusception was considered an ECI for this study. All cases of intussusception were to be reported
for the duration of the study. There were 2 cases of intussusception reported in this study, both in the
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VVMC formulation group (Table 10). The 2 cases met the Brighton Collaboration Level 1 case definition
of acute intussusception. Both cases occurred over 30 days Post dose 2 at ~5 months of age, the time

of peak incidence for naturally-occurring intussusception in the absence of rotavirus vaccination. The
first case involved a 5.1 month old male, who developed intussusception on Day 37 Post dose 2 of
study vaccine. The second case involved a 4.9 month old female, who developed intussusception on
Day 45 Post dose 2 of study vaccine. Neither event was considered vaccine-related by the investigator
and both subjects recovered. Because of the AE of intussusception, neither subject received a further
dose of study vaccine, per prescribing information for the product.

Table 9

Events of Special Interest
Days 1 to 7 Following any Vaccination
(All Subjects as Treated Population)

Growp 1: Group 2:
RotaTeq™ New Formulation RotaTeq™ Current Formvulation Risk Difference/
(N =1509) ¥ = 505)
Ovenall VR Ovenall VR! (Geoup 1 - Group 2)
n %t n Yat n % n %t (95% Confidence Interval)' Pvalue’
Diarrhoea (post any vaccination) 1+ 283 124 244 128 257 104 208 17(-28.817) 0338
Vaccination 1 102 201 87 171 M 168 66 132 32(16,804) 0.185
Vaccination 2 38 116 40 28 58 116 48 06 0.1(41.381) 0963
Vaccination 3 47 es3 30 79 41 83 30 6.1 12(-24.477) 0512
Vonuring (post any vaccimation) 84 165 6 128 Bl 184 68 136 -1.9(-6.6,2.80) 0427
Vaccination 1 7 112 45 80 56 112 30 7 00(-39,393) 0909
Vaccination 2 20 58 23 46 34 63 3 46 -1.1 (-4.2,2.00) 0.404
Vaccination 3 20 9 22 44 3 67 X 49 0.8(40,223) 0583
Elevated emperatre [rectal | 217 27 84 165 m 447 e 158 -20(-81.415 0528
temperanure =38.1° C(z1005" F) or
equivalent] (post amy vaccmation)
Vaccination 1 95 18.7 2 5T 101 202 31 62 -1.5(-65.336) 0537
Vaccination 2 107 13 41 82 111 123 36 72 -1.0(-61.415) 0.709
Vaccination 3 106 4 26 53 123 5.0 33 67 -36(-89.168) 0.182
Tmitability (pest any vaccination) 58 114 4 8.7 [ 128 ) o8 -1 4(...5.1.65) 0404
Vaccination 1 24 47 13 30 23 56 20 40 0.525
Vaccination 2 34 63 2% 52 35 70 30 60 0874
Vaccination 3 18 36 12 24 2 41 15 30 0.726
"Basad on Miettinen and Nurminen method.
VR = Vaccine-related Vaccine rek hip s di ined by the inv
| Difference was New Formulation Group minus Current Fornmulation Group. Risk difference, confidence intervals and p-value are based on the pooled incidence rates across all study centers
¥ Percentages were based on the mumber of subjects in the population with follow-up at the comesponding visit.
N =Number of vaccinated subjects, n = Number of subjects in each category.
This table inchudes 3 cross-treated subjects: AN 100470, AN 100323 and AN 101034 They are included in the group corresponding to the study vaccmne received at Dose |

Table 10
Adverse Events of Special Interest-Infussusception
Anytime During the Study
(Al Subjects as Treated Population)
Group 1: Group 2:
RotaTeq™ RotaTeq™ Risk Differencel
New Formulation Current Formulation
¥ = 509) (N = 505)
Overall VR? Overall VR (Group 1 - Group 2)
n %' n %' n %' n %' (95% Confidence P-value'
Interval)’
Intussusception  (post  amy | 2 04 0 0.0 0 0.0 0 0.0 04(-04,142) 0.161
vaccinanon)
Vaccination 1 0 0.0 0 0.0 0 0.0 0 0.0 N/A NA
Vaccination 2 2 04 0 0.0 0 0.0 0 00 0.4(-04,1.449) 0.159
Vaccination 3 0 0.0 0 0.0 0 0.0 0 0.0 N/A NA

' Based on Miertinen and Nurminen method.

VR = Vaccine-related Vaccine relationship is determined by the investigator

| Difference was New Formmiation Group minus Current Formulaton Group. Risk difference, confidence intervals and p-value are based on the pooled incidence
rates across all study centers

’Pecenngs were based on the number of subjects in the population with follow-up at the corresponding visit.

N = Number of vaccinated subjects, n = Number of subjects in each category.

This table includes 3 cross-treated subjects: AN 100470, AN 100323 and AN 101054. They are included in the group comresponding to the study vaccine received at
Dose 1.
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Stool Testing For Rotavirus

Stool samples were collected from subjects who experienced moderate-to-severe diarrhoea and/or
vomiting (defined as 3 or more looser-than-normal stools in 24 hours, 1 watery stool in 24 hours,
and/or forceful vomiting) within 14 days of study vaccination for rotavirus testing. Stool samples that
were positive for rotavirus using an enzyme immunoassay (EIA) rotavirus antigen test, were further
tested using real-time rotavirus polymer chain reaction assay (RT-PCR), assays specific for rotavirus
VP6 genotype, VP4 genotype, and VP7 genotype. Of the 1014 subjects who received at least 1 dose of
study vaccine, 115 (54 in the VVMC formulation and 61 in the current formulation group) had an AE of
moderate-to severe diarrhoea and/or vomiting within 14 days of vaccination. Stool was tested for 51
subjects with moderate or severe diarrhoea and/or vomiting within 14 days of vaccination. Of the 51
subjects who had stool samples tested, 47 (92.2%) were negative for rotavirus by EIA. All 4 subjects
(2 subjects Post dose 1 and 1 subject Post dose 2 in the VVMC formulation group; and 1 subject Post
dose 1 in the current formulation group) with rotavirus EIA-positive stool specimens were determined
to have vaccine strain rotavirus by RT-PCR. This was not an unexpected occurrence since faecal
shedding of vaccine virus is known to occur post vaccination

Discussion on clinical aspects

The data demonstrated that the VVMC formulation of RotaTeq was non-inferior to the current
formulation of RotaTeq with respect to immunogenicity. The primary immunogenicity hypothesis of
non-inferiority was met for all 5 serotypes. The IgA GMT and the proportion of subjects with = 3-fold
rise in antibody titre (SNA and IgA) at 42 days post dose 3 were also similar in the new formulation
and the current formulation groups. However, the GMT for G3 was 3.2 fold higher in the new
formulation group compared to the current formulation group. It is the applicant’s opinion that the
increased immunogenicity of the G3 reassortant may be due to improved stability in the VVMC
formulation at multiple temperatures as well as less potency loss over time compared to the current
formulation.

Over 95% of subjects (97.3% in the new formulation and 95.2% in the current formulation group) had
a = 3-fold rise in serum anti-rotavirus IgA after completing the 3 dose regimen, and the 95% Cls

overlapped.

Although the VVMC formulation of RotaTeq™ appeared to be well-tolerated and had a generally similar
safety profile as the current formulation of RotaTeq™, the incidence of adverse events like injection
site erythema, dermatitis and urticaria appeared to be slightly higher in the VVMC formulation.

The incidence of serious adverse events, albeit low, appeared to be somewhat higher in the VVMC
formulation (3.9% vs 2.4%), nevertheless there were no vaccine-related serious adverse experiences
and no deaths.

It is notable that in a comparatively small population of patients, 2 cases of acute intussusception were
reported in the VVMC formulation group. Both cases occurred more than 30 days (Day 37 and Day 45)
post-dose 2 at around 5 months of age. However, it should be noted that this period is the time of
peak incidence for naturally-occurring intussusception in the absence of rotavirus vaccination, as
reported in the literature. Nevertheless, neither event was considered vaccine-related by the
investigator and both subjects recovered. In particular, the timing of the 2 cases of intussusception
relative to time post-vaccination and the age of the subjects does not appear to suggest a causal link
of the cases to vaccination.
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2. CHMP overall conclusion and recommendation

This study appeared to demonstrate that the VVMC formulation of RotaTeq which is thermostable with
a shelf life of three years, was non-inferior to the current formulation of RotaTeq with respect to
immunogenicity. The VVMC formulation of RotaTeq appeared to be well-tolerated and had a generally
similar safety profile as the current formulation of RotaTeq. Accordingly, there is no change to the
benefit/risk assessment between the two formulations.

Overall conclusion

The submission is satisfactory in terms of addressing the requirements of the MAH under Article 46 of
Regulation (EC) No1901/2006, as amended.

Recommendation

X Fulfilled:
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