SUPPLEMENTARY MATERIALS

Journal: Drug Safety

Post-marketing Benefit Risk Assessment of Rotavirus Vaccination in Japan:

A Simulation and Modelling Analysis

Edouard Ledent'", Alfons Lieftucht?, Hubert Buyse®, Keiji Sugiyama*, Michael Mckenna® and

Katsiaryna Holl®

IClinical Statistics, GSK Vaccines, Rixensart, Belgium

2Chief Medical Office, GSK UK Ltd, Uxbridge, United Kingdom

3Safety Department, GSK Vaccines, Wavre, Belgium

4Japan Vaccine Co., Ltd., Tokyo, Japan

®Health Economics Department, GSK Vaccines, Wavre, Belgium

#Current Address: Otsuka Europe Development and Commercialisation Ltd, Wexham, United
Kingdom.

*Corresponding author: Edouard Ledent; Email: edouard.y.ledent@gsk.com



mailto:edouard.y.ledent@gsk.com

Abstract
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Supplementary Table 1. Estimated benefit and risk of vaccination with Rotarix™ in a cohort of

1 million Japanese children over a period of 5 years post-vaccination (main analysis)

Estimate Parameter Mean Median 2.5% and 97.5% pc.
RVGE-hospital. 17,833 17,925 (11,715; 23,276)
Benefit?
RVGE-deaths 6.3 6.3 (4.1, 8.2)
IS-hospital. 69 50 (7.2; 237)
Risk?
IS-deaths 0.025 0.017 (0.0020; 0.097)
Hospital. 592 350 (69; 2,510)
B-R ratio
Deaths 705 366 (59; 3,271)
Hospital. 17,764 17,855 (11,643; 23,213)
B-R difference
Deaths 6.3 6.3 (4.1; 8.2)

aNumber of vaccine-prevented RV GE-related hospitalizations and deaths per 1 million vaccinated children
followed from birth to 5 years of age; "Overall number of IS-related events caused during two risk windows
of 7 days post-dose 1 and post-dose 2 of Rotarix™. RVGE, rotavirus gastroenteritis; 1S, intussusception;
hospital., hospitalization; B-R, benefit-risk.



Supplementary Table 2. Sensitivity analysis of the estimated benefit and risk of vaccination with

Rotarix™ in a cohort of 1 million Japanese children over a period of 5 years post-vaccination,

considering a 21-day risk period instead of 7 days for the IS increased risk

Estimate Parameter Mean Median 2.5% and 97.5% pc.
RVGE-hospital. 17,833 17,925 (11,715; 23,276)
Benefit
RVGE-deaths 6.3 6.3 (4.1; 8.2)
IS-hospital.? 246 189 (32; 772)
Risk
IS-deaths? 0.090 0.064 (0.008; 0.327)
Hospital .2 142 93 (21; 561)
B-R ratio
Deaths? 169 97 (17; 748)
Hospital .2 17,568 17,661 (11,425; 23,430)
B-R difference
Deaths? 6.2 6.2 (4.0; 8.2)

RVGE, rotavirus gastroenteritis; IS, intussusception; Hosp., hospitalization; prev., prevented; B-R, benefit-

risk. #These results are different from the main analysis as a result of our sensitivity analysis considering a

21-day window for the increased-risk in intussusception instead of a 7-day window (main analysis).



Supplementary Figure 1. The distribution of vaccine efficacy post-dose 1
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Supplementary Figure 2. Age distribution of children at first dose of Rotarix™, as derived

from unpublished market survey data
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Supplementary Figure 3. Distribution of the delays before administration of the second dose, as

derived from unpublished market survey data
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Supplementary Figure 4. Reduction in the number of RVGE-hospitalizations (a) and in the
number of RVGE-deaths (b) in a cohort of 1 million vaccinated Japanese children followed for 5

years post-vaccination with 2 doses of Rotarix™
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Supplementary Figure 5. Overall increase in numbers of 1S-hospitalizations (a) and 1S-deaths

(b) in a cohort of 1 million vaccinated Japanese children
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Supplementary Figure 6. Benefit-risk ratio expressed as number of hospitalizations
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