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1.  Introduction 

On 13 January 2023, the MAH submitted a completed paediatric study for RotaTeq, in accordance with 

Article 46 of Regulation (EC) No1901/2006, as amended. 

A short critical expert overview has also been provided.  

2.  Scientific discussion 

2.1.  Information on the development program 

The MAH stated that study V260-074 “A Phase 3, Randomized, Open-Label, Clinical Trial to Study the 

Immunogenicity and Safety of Concomitant and Non-Concomitant Administration of V260 and 

Inactivated Poliomyelitis Vaccine (IPV) in Chinese Healthy Infants” is a stand-alone study.  

This study was designed to evaluate the immunogenicity and safety of concomitant administration of 

V260 and IPV in Chinese healthy infants to fulfill a post-marketing commitment for RotaTeq in China. 

2.2.  Information on the pharmaceutical formulation used in the study 

In the concomitant use group, an oral dose of V260 (2 mL/dose) was concomitantly administered 

(same day) with an intramuscular injection of IPV (0.5 mL/dose) at visit 2, visit 4, and visit 6, 

respectively.  

In the staggered-use group, an oral dose of V260 (2mL/dose) was administered at visit 1, visit 3, and 

visit 5, respectively. Furthermore, an intramuscular injection of IPV (0.5 mL/dose) was administered at 

visit 2, visit 4, and visit 6, respectively. Both V260 and IPV used in this study were single batch and 

locally sourced.  

2.3.  Clinical aspects 

2.3.1.  Introduction 

The MAH submitted a final report for: 

• Study V260-074 “A Phase 3, Randomized, Open-Label, Clinical Trial to Study the 

Immunogenicity and Safety of Concomitant and Non-Concomitant Administration of V260 and 

Inactivated Poliomyelitis Vaccine (IPV) in Chinese Healthy Infants”.  
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2.3.2.  Clinical study V260-074 

Description 

V260 is a live, oral, pentavalent vaccine developed by the MAH that contains five human-bovine 

reassortant rotavirus strains (G1, G2, G3, G4 and P1A). Since the initial approval in the US (United 

States) in 2006, V260 has been licensed in more than 100 countries worldwide. V260 was 

approved in China in April 2018. This study was designed to evaluate the immunogenicity and 

safety of concomitant administration of V260 and Sabin-IPV in Chinese infants. 

Methods 

Study participants/ Sample size 

Healthy Chinese infants 48-63 days of age were enrolled and randomly assigned in a 1:1 ratio to 

receive V260 and IPV in a concomitant (concomitant-use group) or non-concomitant (staggered-use 

group) administration schedule. 

The baseline and birth characteristics were generally comparable across study vaccination groups. The 

mean age of participants at the time of enrolment was 53.3 days. Only one participant from the 

concomitant-use group was reported as a preterm infant (gestational age <37 weeks).  

A total of 430 participants were screened for eligibility and 400 were randomized.  

Table 2 Participant Characteristic at Enrollment (All Randomized Participants)  

 Concomitant-use 

Group 

Staggered- use 

Group 

            Total 

N (%) N (%)  N (%)  

Participants in population     200  200     400 

Sex 

Male        114 (57.0)         107 (53.5)        221 (55.3) 

Female         86 (43.0) 93 (46.5)        179 (44.8) 

Age (Days) 

Mean 53.3 53.3 53.3 

SD 4.8 4.6 4.7 

Median 52.0 52.5 52.0 

Range 48 to 63 48 to 63 48 to 63 

Race 

Asian         200 (100.0) 200 (100.0)        400 (100.0) 

Weight (kg) 

Participants with data    200   200    400 

Mean 5.3 5.3 5.3 

SD 0.6 0.6 0.6 

Median 5.3 5.3 5.3 

Range 3.5 to 7.6 3.9 to 7.0 3.5 to 7.6 

Height (cm) 

Participants with data   200   200   400 

Mean 57.6 57.5 57.6 

SD 2.2 2.1 2.1 

Median 57.5 57.5 57.5 

Range 52.0 to 63.0 51.0 to 62.5 51.0 to 63.0 
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Feeding status 

Breast Feeding Only 

Formula Feeding Only 

Combination of Breast Feeding 

and Formula Feeding 

72 

29 

99 

(36.0) 

(14.5) 

(49.5) 

73 

18 

109 

(36.5) 

(9.0) 

(54.5) 

145 

47 

208 

(36.3) 

(11.8) 

(52.0) 

SD=Standard deviation. 

 

Serum samples for immunogenicity assays were collected from each participant. In the concomitant-

use group, serum samples were obtained at visit 1 (Study Day 1) prior to vaccination and Visit 8 

(Study Month 3.5), respectively. In the staggered-use group, serum samples were obtained at Visit 1 

(Study Day 1) prior to vaccination, Visit 7 (Study Month 3), and Visit 8 (Study Month 3.5).  

Figure 1 Study Diagram 

 

Objectives and Endpoints 

Primary Objective Primary Endpoint 

To demonstrate that the immunogenicity of IPV in the 

concomitant-use group is non-inferior to that in the staggered-

use group. 

Hypothesis (H1): The seroconversion percentage at 1 month 

post Dose 3 for each of poliovirus types 1, 2, and 3 in the 

concomitant-use group is non-inferior to those in the 

staggered-use group. The statistical criterion for non-inferiority 

requires that the lower bound of two-sided 95.0% confidence 

interval for the difference (concomitant-use group minus 

staggered-use group) in seroconversion percentages be 

greater than -10% for each poliovirus type. 

Neutralizing antibody 

seroconversion to each of 

poliovirus types 1, 2, and 3. 

Secondary Objectives Secondary Endpoints 

To evaluate immune responses to IPV at 1 month post Dose 3 

in the concomitant-use and staggered-use groups as measured 

by geometric mean titers (GMTs) of neutralizing antibodies to 

poliovirus types 1, 2, and 3. 

Neutralizing antibody titer to each 

of poliovirus types 1, 2, and 3. 
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To evaluate immune responses to IPV at 1 month post Dose 3 

in the concomitant-use and staggered-use groups as measured 

by the proportions of participants with neutralizing antibody 

titer ≥1:8 and ≥1:64 for each of poliovirus types 1, 2, and 3. 

Neutralizing antibody responses to 

each of poliovirus types 1, 2, and 

3. 

To evaluate the safety of concomitant administration of V260 

and IPV based on the proportions of participants experiencing 

solicited injection-site adverse events (AEs), solicited systemic 

AEs, and serious AEs (SAEs). 

Solicited injection-site AEs 

(following vaccination of IPV) 

Solicited systemic AEs 

SAEs 

Randomisation and blinding (masking) 

The enrolled participants were randomly assigned in a 1:1 ratio to either concomitant-use or 

staggered-use group. No stratification based on age, sex or other characteristics was used in this 

study. This was an open-label study. Therefore, the sponsor, investigator, and participant knew the 

vaccines administered. 

Statistical Methods 

Results 

Participant flow / Treatments 

In the concomitant-use group, each participant received 1 dose of V260 and IPV concomitantly at visit 

2, 4, and 6, respectively. In the staggered-use group, each participant received 1 dose of V260 at visit 

1, 3, and 5, respectively, and 1 dose of IPV at visit 2, 4, and 6, respectively. The first dose of V260 

was given by 12 weeks of age (84 days of age) and the third dose of V260 should be given by 32 

weeks of age (224 days of age). The minimum and maximum interval between each dose of V260 was 

4 weeks (28 days) and 10 weeks (70 days), respectively. The minimum age for the first dose of IPV 

was 2 months of age. The minimum interval between each dose of IPV was 1 month (30 days). In the 

staggered-use group, the minimum interval between V260 and subsequent IPV was 15 days. 
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Recruitment 

Healthy Chinese infants 48-63 days of age were enrolled in this study where the participant´s legally 

acceptable representative provided written informed consent.  

Baseline data 

The baseline and birth characteristics were generally comparable across study vaccination groups. The 

mean age of participants at the time of enrolment was 53.3 days (range: 48 to 63 days), refer to table 

2. Only 1 participant from the concomitant-use group was reported as a preterm infant (gestational 

age <37 weeks).  

Number analysed 

A total of 375 (93.8%) participants completed the study. 25 participants (15 from the 

concomitant-use group, 10 from the staggered-use group) discontinued early from the study 

because of withdrawal by parents of participants, including 11 participants from concomitant-use 

group discontinued from the study before visit 2, which was the first dose vaccination visit in 

concomitant-use group. 

Efficacy results 

Immunogenicity 

Immune responses to IPV were evaluated as primary and secondary endpoints in this study.  

Primary Immunogenicity Endpoint: 

• In the per protocol immunogenicity (PPI) population for IPV, the neutralizing antibody 

seroconversion percentages for each of poliovirus types 1, 2, and 3 at 1 month post Dose 3 in 

the concomitant-use group were non-inferior to those observed in the staggered-use group. 

The differences (concomitant-use group minus staggered-use group) ranged from -1.1% to 

0.5% depending on the poliovirus types, with the lower bound of two-sided 95% CI greater 

than -10% and p-value<0.001 for each poliovirus type. Thus, the primary immunogenicity 

objective was met (Table 3). 

Table 3 

Secondary Immunogenicity Endpoints: 

• In the PPI population for IPV, the GMTs of neutralizing antibodies to each of poliovirus  

types 1, 2, and 3 at 1 month post Dose 3 in the concomitant-use group were generally  

comparable with those observed in the staggered-use group. 
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• In the PPI population for IPV, all participants were reported with neutralizing antibodies  

titer ≥1:8 and ≥1:64 for each of poliovirus types 1, 2, and 3 at 1 month post Dose 3 in 

both concomitant-use and staggered-use groups (Table 4). 

Table 4 

Exploratory Immunogenicity Endpoint 

The anti-rotavirus type-specific IgA antibody GMTs to rotavirus serotypes G1, G2, G3, G4, and P1A and 

the proportions of participants with 3-fold rise to each serotype at 1 month post Dose 3 in the 

concomitant-use group were generally comparable with those in the staggered-use group (Table 5). 

Table 5 
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Safety results 

• The proportions of participants in the concomitant-use group with injection-site AEs and 

systemic AEs across all dose periods were generally comparable to those in the staggered-use 

group (Table 6). Injection-site AEs are not relevant for RotaTeq as it is an oral vaccine.  

• The proportion of participants with vaccine-related (V260 or IPV) systemic AEs across all dose 

periods was 32.8% and 48.5% in the concomitant-use and staggered-use groups, respectively 

(Table 6). 

• The majority of systemic AEs were mild to moderate in intensity for both concomitant-use 

group and staggered-use group. 

• A total of 21 SAEs were reported in 18 participants (7 from the concomitant-use group and 11 

from the staggered-use group) during the entire study period (Table 7). One participant from 

the staggered-use group had an SAE (enteritis, moderate/Grade 3, resolved) that was 

considered to be related to V260 by the investigator (Table 8). Enteritis is not listed as an 

adverse reaction in the current RotaTeq SmPC. The description of the case is consistent with 

the listed adverse reaction term of diarrhea. The Sponsor considered that the event was 

unlikely related to the study vaccine and that there were no important changes to the safety 

profile.  

• No intussusception was reported in any participant during the entire study period. 

• No participants died during the entire study period. 

• No participants discontinued the study vaccination due to AEs. 

Table 6 
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Table 7 

Table 8 

2.3.3.  Discussion on clinical aspects 

Study V260-074 evaluated the immunogenicity and safety of concomitant administration of V260 and 

IPV in Chinese healthy infants and fulfils a post-marketing commitment for RotaTeq in China. No 

changes to the product information were proposed. The immune responses to RotaTeq (rotavirus, live, 

oral pentavalent vaccine) were generally comparable when administered concomitantly and non-

concomitantly with IPV in Chinese healthy infants. Concomitant and non-concomitant (staggered) 

administration of RotaTeq and IPV in Chinese healthy infants were generally well tolerated. No new 

safety concerns have been identified. The results of this study are in line with the safety profile of 

RotaTeq as reflected in the product information and are consistent with the current benefit/risk profile 

of Rotateq.  

3.  CHMP overall conclusion and recommendation 

The results of this study indicate no new safety concern.  

  Fulfilled: 

No regulatory action required. 


