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COVID-NMA living systematic review COVID-NMA"#

* COVID-NMA living systematic review

 Complex process with daily searches to identify Randomized Controlled Trials
assessing COVID-19 vaccines

* All data are made available online (covid-nma.com)

e September 2021

* 323 registered RCTs assessing vaccin for COVID-19 (131 recruiting)
e 60 RCTs published
e 7 RCTs reporting data on variants of concern (VOC)

Results available online

https://covid-nma.com




RCT evidence on variants of concern - Alpha

Symptomatic Confirmed COVID-19

Study af:t:’z)c,)sse F;I'I)onv::;p Intervention 1 Intervention2 r1/N1  r2/N2 Vaccine Effectiveness [95% CI] Risk of bias
A B C D E Overall
Novavax S
Heath P, 2021, DE* 7-D2 4 NVX-CoV2373 Placebo 8/7020 58/7019 86.30% [71.30%,93.50%] o |
AstraZeneca/University of Oxford
Emary K, 2021, DE* 14-D2 3.49 ChAdOx1 nCoV-19 MenACWY 12/4244  40/4290 70.40% [43.60%,84.50%] .

Risk of Bias Domains: (* Post-hoc analysis)

Risk of bias ratings:

@ Low Risk of Bias A: Bias due to randomization DE= Direct evidence, |IE= Indirect evidence

Post-hoc analysis

B High Risk of Bias C: Bias due to missing data

D: Bias due to outcome measurement

[ !
| !
| !
Some Concerns |  B:Bias due to deviation from intended intervention |
! !
! !
| E: Bias due to selection of reported resuit |

Missing data
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RCT evidence on variants of concern - Beta

Symptomatic Confirmed COVID-19

Study N-days  Follow-up | .. vention1 Intervention2 ri/N1  r2iN2 Vaccine Effectiveness [95% CI] Risk of bias
after dose months A B C D E Overall
: : E—
Pfizer/BioNTech 3 4
Thomas S, 2021, DE 7-D2 35 BNT162b2 Placebo 0/291 8/276 100.00% [53.50%,100.00%] : | [
Janssen Pharmaceutical Companies
Sadoff J, 2021, IE (94.5%) 14-D 1.9 Ad26.COV2.S Placebo NA/2473  NA/2496 52.00% [30.30%, 67.40%)] —a— o B
Novavax é
Shinde V, 2021, DE* 7-D2 1.15 NVX-CoV2373 Placebo 14/1357  24/1327 43.00% [ 0.00%, 70.40%)] — 5] [
AstraZeneca/University of Oxford
Madhi S, 2021, DE 14-D2 3.97 ChAdOx1 nCoV-19  Saline 19/750  20/714 10.40% [ 0.00%, 54.80%] —— o .- .
——

Risk of Bias Domains: (* Post-hoc analysis)

DE-= Direct evidence, |IE= Indirect evidence

Risk of bias ratings:
@ Low Risk of Bias A: Bias due to randomization

B High Risk of Bias C: Bias due to missing data
D: Bias due to outcome measurement

| |
| |
| |
Some Concerns |  B:Bias due to deviation from intended intervention |
| |
| |
| |

E: Bias due to selection of reported result

| Post-hoc analysis
0 s@ oo Missing data

Vaccine effectiveness



RCT evidence on variants of concern - Delta

Double blind RCT
25 hospitals in India

Study N-days  Follow-up Intervention 1

after dose months

Intervention 2

Symptomatic Confirmed COVID-19
Type of variant: Delta (B.1.617.2)

ri/N1  r2/N2

Vaccine Effectiveness [95% Cl]

Risk of bias
A B C D E Overall

Bharat Biotech

Ella R, 2021, DE 14-D2 3.3* BBV152 Adjuvant 13/8471  37/8502 65.20% [33.10%,83.00%] i -
Risk of bias ratings: : Risk of Bias Domains: :
B Low Risk of Bias | A: Bias due to randomization | e . e o
Some Concerns | B: Bias due to deviation from intended intervention | DE= Diectevdense, [E=intiect evidence
B High Risk of Bias : C: B!as due to missing data | (* Median follow-up)
D: Bias due to outcome measurement |
: E: Bias due to selection of reported result |
_____________________ 4
, : , Post-hoc analysis
0 50 100

Effectiveness overall: 77.8 (65.2-86.4)

Vaccine effectiveness




Conclusions

* Limited evidence from RCTs on vaccine effectiveness on variants of
concern

* Methodological issues
* Post-hoc analyses
* Lack of power
* Missing outcome data
* Heterogenous measurements of outcome (indirect evidence)

e Data from observational studies will provide additional information



