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Agenda

> Study team / division of tasks

> METC protocol
—

Objectives / endpoints
—- Study design
—-

Study population
—-

Sample size

> Timeline

> Action points



1043837

Study team / division of tasks

EE Ep novpASL LG AHHH HUME A ssER Lf 2 RimicaSponsor/opdrachtgever

Protocol writing X X X

Data collection/logistics X

Data analysis X (PhD)

Data reporting X (PhD)

Project management x (EE) X
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Primary objective

> To estimate product-specific VE of COVID-19 vaccines used in the

Dutch national vaccination program against laboratory-confirmed
SARS-CoV-2 infection at 12 months by age and medical risk groups

—- Include symptoms in end point? Or just according to testing policy?
- Include positive tests based on population based screening, as now happening

in geographic areas in NL?

— Or 6 months?
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Secondary objectives

> Product-specific VE against severe COVID-19 (hosp. and death)

> Product-specific VE by time since vaccination and nr doses

> Relative VE of different vaccines (in primary objective?)

> Monitoring (long-term) adverse events following immunization

(definition, Lareb?)

> (Immunogenicity/ immunologic parameters = substudy)

> (Regular (self) testing to detect asymptomatic infections =>

substudy)
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Study design

> Prospective observational cohort study

> Inclusion participants preferably at least 2-4 weeks before

invitation COVID-19 vaccine

> COVID-19 vaccination given according to prioritization national

vaccination program, not as part of the study

> Participants can contribute unvaccinated as well as vaccinated time

(time varying exposure)

> Recruitment through BRP (stratified by age group and geographic
region?) or through GP if sampling on medical risk group
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Vaccinatiestrategie™
Afbeeiding:

Instellingsarts

Huisarts

GGD /huisarts

Werkgever

Lokale diensten ———— -

publieke gezondheid
TM

Cumisiieve geplande evering | Qq‘cries per bowel(x vmin)

Vaccinerende Zorgmedeweriers mogen iCwel nenten met net vacdn datzetoedienen. "De lolaie omyang van de groep mobile en niet moblele thulswonenden vanal 60 Jaar Dedrazgt lita 4.300.000 persanan.
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Data collection

> Baseline questionnaire including sociodem, health status, behavior regarding
COVID-19 measures

> Baseline self-administered fingerprick blood sample for SARS-CoV-2 antibodies

> Vaccination data through self-report and/or check/linkage with vaccination

register CIMS

> Follow-up for endpoints through questionnaires, app, GP dossier, hospital
—- Self reported positive SARS-CoV-2 test?

> Covariate information can change of time > questionnaire at time of

vaccination?
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Study population

> Community dwelling adults 18-80 years who become eligible for

COVID-19 vaccination

> Exclusion:

— Contraindication for COVID-19 vaccination?



Sample size calculation

Infection rate

Follow up period

Vaccination coverage

Vaccine effectiveness

Relative effectiveness

Subgroups

Power

Alpha

Sample size

FO ECRGELS)
27 per 100,000 per day (5-40)

12 months (6 months?)

90% (60-90%)

80% (70-90%); HO: 0%

2.5 fold difference? (80% vs 50%)

4-6 vaccines, 3 age groups, 2 medical risk

groups = 24-36 (equal?) strata

80%

5%

~50,000
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Statistical analysis

> Cox regression to compare incidence of infection in unvaccinated

and vaccinated person time

> By vaccine product, age group, medical risk group

> Adjustment/stratification for calendar time

> Adjustment/stratification for region, sociodem, health status,
behavior regarding measures (at time of vaccination?), e.g. using
propensity score matching

> Exclude participants with SARS-CoV-2 antibodies at baseline in

sensitivity analysis


