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Table S2. Characteristics of the included RCT studies

(IL: influenza like illness; ARI: Acute respiratory illness, n: sample size)

Author Country Season Vaccine Efficacy Strain mismatch Symptoms Age Diagnostic

range tests

Liebowitiz 2020 USA 2012-2013 QIv 43% Matched ILI 18-65 PCR
Madhi 2014a South Africa 2011-2012 TIV 50.4% Mismatched ARI 18-38 PCR
Madhi 2014b South Africa 2011-2012 TIV 57.7% Unclear ILI 18-38 PCR
Macbride 2017a Australia 2008-2009 TIV 60.10% Matched ILI 18-64 PCR
Macbride 2017b Australia 2008-2009 TIV 42% Unclear ILI 18-64 PCR
Steinhoff 2017a Nepal 2011-2012 TIV 19% Matched ILI 15-40 PCR
Steinhoff 2017b Nepal 2012-2013 TIV 0% Unclear ILI 15-40 PCR
Petrie 2016a USA 2007-2008 TIV 70% Matched ILI 18-49 PCR
Petrie 2016b USA 2007-2008 LAIV 38 % Matched ILI 18-49 PCR



Table S3. Characteristics of the included TNS studies

(IL1: influenza like illness; ARI: Acute respiratory illness; RT: rapid test)

Effectiveness (95% CI)

Strain

Author Country Season Vaccine extracted from the paper mismatch Symptoms Age range Diagnostic tests
Kissling 2023 Europe 2021-2022 QIV and LAIV 41 (25-64) Mismatched H;iﬁ?d 15-64 PCR
Tenforde 2023 USA 2021-2022 QIv 29 (24-33) Mismatched ILI 18-64 PCR

Kim 2022 Canada 2021-2022 QIv not available Mismatched ILI 20-64 PCR
Price 2022 USA 2021-2022 QIv not available Mismatched ILI 18-49 PCR
Richard 2022a USA 2012-2013 LAIV not available Mismatched ILI 18-64 PCR, RT, culture
Richard 2022b USA 2013-2014 LAIV not available Mismatched ILI 18-64 PCR, RT, culture
Richard 2022¢ USA 2014-2015 LAIV not available Mismatched ILI 18-64 PCR, RT, culture
Richard 2022d USA 2012-2013 TIV not available Mismatched ILI 18-64 PCR, RT, culture
Richard 2022e USA 2013-2014 TIV not available Mismatched ILI 18-64 PCR, RT, culture
Richard 2022f USA 2014-2015 TIV not available Mismatched ILI 18-64 PCR, RT, culture
Sominina 2021 Russia 2018-2019 TIV 62 not adjusted Matched ARI 18-64 PCR
Hyder 2021a India 2018-2019 QIv 24 (-66—66) Mismatched ILI 18-49 PCR
Hyder 2021b India 2018-2019 QIv 49 (-78-85) Mismatched ILI 50-64 PCR
Sturmann 2021a Europe 2019-2020 TIV and QIV 29 (-3-53) Mismatched ARI 18-64 PCR
Stuurman 2021b Europe 2019-2020 TIV and QIV 30 (-8-71) Mismatched ILI 18-64 PCR
Grijalva 2021a USA 2019-2020 TIV and QIV 62 (27-81) Mismatched ARI 18-49 PCR
Grijalva 2021b USA 2019-2020 TIV and QIV 20 (-48-57) Mismatched ARI 50-64 PCR
Hu 2021 USA 2019-2020 Unclear 46 (36-55) Mismatched ILT 18-64 PCR
Martin 2020* USA 2016-2017 QLIv 31 (12.4-45) Matched ARI >18 PCR
Martin 2020b USA 2017-2018 QLIv 34.2 (21.9-44.6) Matched ARI >18 PCR
Stuurman 2020a Europe 2018-2019 QLIv 40 (2-63) Matched ARIEmd 18-64 PCR and RT
ARI and
Stuurman 2020b Europe 2018-2019 Qv 45 (18-63) Matched LI 18-64 PCR and RT
Rizzo 2020 Italy 2018-2019 QIv 40.5 (18.7-56.4) Mismatched ARI 18-64 PCR
Qahtami 2020 Saudi Arabia 2018-2019 TIV 42 (14-64) Unclear ILI 18 — working age PCR
Redlberger-Fritz 2020a Austria 2016-2017  QIV, TIV, aTIV,LAIV -7 (-131-51) Mismatched ILI 15-64 PCR
Redlberger-Fritz 2020b Austria 2017-2018  QIV, TIV, aTIV,LAIV 19 (-63-60) Mismatched ILI 15-64 PCR
Redlberger-Fritz 2020c Austria 2018-2019  QIV, TIV, aTIV,LAIV 51 (-2-76) Matched ILT 15-64 PCR



Rose 2020

Ando 2019
Segaloff 2019a
Segaloff 2019b
Flannery 2019
Kissling 2019

Blanchette 2019
Constantino 2019
Pebody 2019
Chon 2019
Molgaard-Nielsen 2019

Regan 2019
Kissling 2019a
Kissling 2019b
Kissling 2019¢
Kissling 2019d

Showronski 2019
Regan 2019a
Regan 2019b
Regan 2019c¢
Regan 2019d

Thompson 2018a

Thompson 2018b

Thompson 2018c

Thompson 2018d

Thompson 2018e

Thompson 2018f

Flannery 2018a
Flannery 2018b
Chan 2018
Seki 2018
Wu 2018
Yaron-Yakobi 2018a
Yaron-Yakobi 2018b
Showronski 2018

Europe

Japan
USA
USA
USA
Europe
Canada
Italia
United Kingdom
Japan
Dinamarca
Australia
Dinamarca
European Union
United Kingdom
Dinamarca
Canada
Australia
Australia
Australia
Australia
USA
USA
USA
USA
USA
USA
USA
USA
China
Japan
China
Israel
Israel
Canada

2019-2020

2018-2019
2014-2015
2015-2016
2018-2019
2016-2017
2010-2011
2018-2019
2017-2018
2015-2016
2010-2011
2016
2018-2019
2018-2019
2018-2019
2018-2019
2017-2018
2012
2013
2014
2015
2010-2011
2011-2012
2012-2013
2013-2014
2014-2015
2015-2016
2017-2018
2017-2018
2017-2018
2016-2017
2016-2017
2014-2015
2015-2016
2017-2018

QIV, TIV and LAIV

QIv
TIV
TIV
TIV and QIV
TIV
TIV
QIV and TIV
QIV and TIV
Qv
TIV
QIv
QIV and TIV
QIV and TIV
QIV and TIV
QIV and TIV
Unclear
TIV
TIV
TIV
TIV
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
QIV and TIV
QIV and TIV
QIV and TIV
Qv
TIV
QIV, TIV, LAIV
QIV, TIV, LAIV
QIV and TIV

36 (1-58)

43.4 (17.3-61.2
41.1 (1.7-64.7)

68.7 (44.6-82.5)
Not available

34 (18-46)

34 (20-40)
59.5(0.03-83.1)

12.2 (-16.8-34)
27.3 not adjusted
63.9 (29.1-81.6)

31 (3-51)

55 (44-64)

32 (-31-65)

37 (-20-67)

39 (14-67)

63 (46-75)
46% not adjusted
57% not adjusted
60% not adjusted
50% not adjusted

72 (-5-93)

47 (-98-86)

23 (-85-68)

51 (-30-82)

24 (-189-47)

40 (-33-72)

19 (0-34)

40 (24-53)

71 (42.7-85.8)

36.5%

4 (-284-76)
-53.7 (-116.8-91.4)
39.1 (7.8-59.8)
31 (6-49)

Mismatched

Unclear
Mismatched
Matched
Mismatched
Mismatched
Unclear
Matched
Unclear
Unclear
Unclear
Mismatched
Mismatched
Mismatched
Mismatched
Mismatched
Matched
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Unclear
Matched
Matched
Unclear
Matched
Mismatched
Mismatched
Mismatched
Unclear

ARI and
ILI
ILI
ARI
ARI
ILI
ILI
ARI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ARI
ARI
ARI
ARI
ARI
ARI
ILI
ILI
ILI
ILI
ILI
ILI
ILI
ILI

18-64

16-64
Adults
Adults

18-64

15-64

18-64

15-64

15-64

19-64

Pregnant women

18-64

18-64

18-64

18-64

18-64

20-64

18-64

18-64

18-64

18-64

18-50

18-50

18-50

18-50

18-50

18-50

18-49

50-64

18-64

15-65

18-59

18-64

18-64

20-64

PCR

RT
PCR
PCR
PCR
PCR
PCR
PCR
PCR

PCR and RT
Unclear
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR

RT
PCR
PCR
PCR
PCR



Stein 2017a
Stein 2017b
Pelody 2017
Showronski 2017a
Showronski 2017b
Kuliese 2017
Ma 2017
Seki 2017a
Seki 2017b
Seki 2017c
McAnerney 2016
Fielding 2016
Petrie 2016a
Petrie 2016b
Rizzo 2016
Lytras 2016
Rondy 2016
Gherasim 2016
Redlberger-Fritz 2016
Kelly 2016a
Kelly 2016b
Kelly 2016¢
Kelly 2016d
Kelly 2016e
Kelly 2016f
Bissielo 2016a
Bissielo 2016b
Cheng 2015
Levy 2015a
Levy 2015b
Levy 2015¢
Levy 2015d
McLean 2015
McAnerney 2015a
McAnerney 2015b
McAnerney 2015¢

Israel
Israel
United Kingdom
Canada
Canada
Lithuania
China
Japan
Japan
Japan
South Africa
Australia
USA
USA
Italy
Greece
Europe
Spain
Austria
Australia
Australia
Australia
Australia
Australia
Australia
New Zeland
New Zeland
Australia
Thailand
Thailand
Thailand
Thailand
USA
South Africa
South Africa
South Africa

2016-2017
2016-2017
2017-2018
2015-2016
2015-2016
2015-2016
2014-2015
2013-2014
2014-2015
2015-2016
2015
2015
2014-2015
2014-2015
2014-2015
2014-2015
2013-2014
2014-2015
2014-2015
2011
2011
2012
2012
2013
2013
2015
2015
2014
2009-2010
2010-2011
2011-2012
2012-2013
2012-2013
2010
2011
2012

QIV and TIV

QIV and TIV

QIV and TIV
TIV
TIV
TIV
TIV
QIv
QIvV
QIv
TIV
TIV
QIv
QIv
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV

12.5 (-108.7-63.7)
58.8 (.8-82.9)
12.2 not adjusted
not available
not available
61 (-345-97)
60 (-415-50)
56.3 (20.9-75.9)
7.7 (-64-48.1)
52.9 (20-72.3)
54.4 (-14.1-81.8)
52 (37-63)
67.4 (10.5-88.1)
9.7 (-126.5-64)
-6.3 (-133.6-51.6)
not available
not available
not available
54 (-13-82)
not available
not available
not available
not available
not available
not available
27 (-8-51)

46 (1-70)
49.7 (35.3-60.8)
not available
not available
not available
not available
47
48.4 (-22.2-78.2)
58.7 (9.7-81.1)
67.1 (-15.6-90.6)

Matched
Matched
Mismatched
Matched
Matched
Unclear
Mismatched
Unclear
Unclear
Matched
Unclear
Mismatched
Mismatched
Mismatched
Mismatched
Mismatched
Matched
Mismatched
Mismatched
Matched
Matched
Mismatched
Mismatched
Mismatched
Mismatched
Mismatched
Mismatched
Matched
Mismatched
Matched
Matched
Mismatched
Matched
Matched
Matched
Mismatched

ILT
ILT
ILT
ILT
ILT
ARI
ILT
ILT
ILT
ILT
ILT
ILT
ARI
ARI
ILT
ARI
ILT
ILT
ILT
ILT
ILT
ILT
ILI
ILT
ILT
ILT
ARI
ARI
ILT
ILT
ILT
ILT
ARI
ILT
ILT
ILT

18-44
45-64
18-64
20-49
50-64
18-64
18-59
15-65
15-65
15-65
18-64
18-64
18-49
50-64
15-64
15-59
18-64
15-64
15-64
18-64
18-64
18-64
18-64
18-64
18-64
18-64
19-64
16-64
18-64
18-64
18-64
18-64
18-64
18-64
18-64
18-64

PCR
PCR
PCR
PCR
PCR
PCR
PCR
RT
RT
RT
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR
PCR



McAnerney 2015d
McAnerney 2015¢
Rondy 2015
Mclean 2015

Filipovic 2014

Turner 2014a
Turner 2014b
Levy 2014a
Levy 2014b
Levy 2014c¢
Yang 2014
Sullivan 2014
Skowronski 2014a
Skowronski 2014b
Skowronski 2014¢
Kavanagh 2013
Castilla 2013

South Africa
South Africa
Europe
USA

Croatia

New Zeland
New Zeland
Australia
Australia
Australia
China
Australia
Canada
Canada
Canada
Scotland
Spain

2013
2014
2012-2013
2012-2013

2010-2011

2014
2014
2010
2011
2012
2012-2013
2012
2011-2012
2013-2014
2012-2013
2010-2011
2011-2012

TIV
TIV
TIV
TIV

TIV

TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV
TIV

90.7 (36.8-98.6)

42.7 (-106.7-84.1)

not available
not available

-19.5 (-240.6-58.1) not

adjusted
not available
not available
60 (-1-84)
40 (-22-70)
47 (19-65)
not available
12 (-22-36)
56 (26-74)
not available
not available
100 (-349-100)
44 (-11-72)

Matched
Mismatched
Mismatched

Matched

Matched

Unclear
Unclear
Matched
Matched
Matched
Matched
Mismatched
Mismatched
Matched
Mismatched
Matched
Matched

ILT
ILT
ILT
ARI

ILT

ARI
ILT
ILT
ILT
ILT
ILT
ILT
ILT
ILT
ILT
ILT
ILT

18-64
18-64
Adultos
18-64

18-64

18-64
18-64
18-64
18-64
18-64
18-59
18-64
18-64
18-64
18-64
18-64
15-59

PCR
PCR
PCR
PCR

PCR

PCR
PCR
PCR
PCR
PCR
Virus isolation
PCR
PCR
PCR
PCR
PCR
PCR




Table S4. ROBINS-I overall assessment of the included TND studies by domain

(0: No information; 1: Low; 2: Moderate; 3: Serious; 4: Critical)

DOMAIN
Author Year Deviation from . Overall bias
Confounding bias Selection bias Classification intended Missing Outcome Selection of
intervations subgroup
Kissling et al 2023 1 4 0 1 1 1 1 0
Tenforde et al 2023 0 1 1 1 1 1 1 0
Kim et al 2022 4 1 4 1 1 1 1 4
Price et al 2022 4 1 3 1 1 1 1 4
Richard et al 2022 4 1 0 1 1 4 1 0
Sominina A. Et al 2021 4 1 4 1 1 1 1 4
Mir, Hyder et al 2021 1 1 3 1 1 1 1 3
Stuurmann, A et al 2021 1 1 3 1 1 1 1 3
Grijalva C.G. et al 2021 1 1 1 1 1 1 1 1
Hu, Wemping et al 2021 1 1 3 1 1 1 1 3
Martin E. T. et al 2020 1 1 2 1 1 4 1 4
Stuurman A. L. et al 2020 1 1 1 1 3 4 1 4
Rizzo C. et al 2020 1 4 1 1 1 1 1 4
Qahtami A.A.A. Et al 2020 1 1 1 1 1 1 1 1
Redlberger-Fritz M. et al 2020 1 1 0 1 1 1 1 0
Rose A. Et al 2020 1 1 0 1 1 1 1 0
Ando S. 2019 1 1 0 1 1 1 1 0
Segaloff H. et al 2019 1 1 4 1 1 1 1 4
Flannery B. et al 2019 4 1 4 1 1 1 1 4
Kissling E. et al 2019 1 1 4 1 3 1 1 4
Blanchette, p et al 2019 1 1 1 1 1 1 1 1
Constantino C. Et al 2019 1 1 1 1 1 1 1 1
Pebody R et al 2019 1 1 4 1 1 1 1 4
Chon I. et al 2019 4 1 0 1 1 4 1 0
Molgaard-Nielsen et al 2019 1 1 1 1 3 4 1 4
Regan A et al 2019 1 1 1 1 1 1 1 1
Kissling E. et al 2019 1 1 0 1 0 1 1 0
Showronski D et al 2019 1 1 4 1 1 1 1 4
Regan A. Et al 2019 1 1 1 1 1 1 1 1
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