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eAppendix. Search Strategy

MEDLINE

1. Influenza, Human/

2. exp influenzavirus a/ or exp influenzavirus b/ or influenzavirus c/
3. Influenza Vaccines/

4. (influenza* or flu).tw,kf.

5.1or2or3or4

6. Injections, Intradermal/

7. (intradermal or intra-dermal).tw,kf.

8. ID injection*.tw,kf.

9. IDflu.tw,kf.

1

(@)

. (inject* adj5 (dermal or dermis)).tw,kf.

11. mantoux.tw,kf.

12. dose sparing.tw,kf.
13.6o0or7o0r8or9or10or1lorl2

14.5 and 13

15. animals/ not humans/

16. 14 not 15

17. limit 16 to (case reports or editorial or letter)
18. 16 not 17

19. limit 18 to yr="2010 -Current"

EMBASE
1. influenza/ or exp influenza a/ or influenza b/ or influenza c/ or seasonal influenza/

2. influenza virus/ or exp influenzavirus a/ or exp influenzavirus b/ or exp influenzavirus c/
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3
4.

ol

6.

\‘

8.
9.

1

(@)

11.
12.
13.
14.
15.
16.
17.
18.
19.
20.

21.

influenza vaccine/

(influenza* or flu).tw,kw.

lor2or3or4

intradermal drug administration/

(intradermal or intra-dermal).tw,kw.

ID injection*.tw,kw.

IDflu.tw, kw.

. (inject* adj5 (dermal or dermis)).tw,kw.
mantoux.tw,kw.

dose sparing.tw,kw.
6or7or8or9orl0orllorl?2

5and 13

exp influenza vaccine/dl [Intradermal Drug Administration]
14 or 15

animals/ not human/

16 not 17

limit 18 to (conference abstract or editorial or letter)
18 not 19

limit 20 to yr="2010 -Current"

Cochrane Central Register of Controlled Trials

1.

Influenza, Human/

2. exp influenzavirus a/ or exp influenzavirus b/ or influenzavirus c/

3.

Influenza Vaccines/

4. (influenza* or flu).tw.
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5.1or2o0r3or4

6. Injections, Intradermal/

7. (intradermal or intra-dermal).tw.
8. ID injection*.tw.

9. IDflu.tw.

10. (inject* adj5 (dermal or dermis)).tw.
11. mantoux.tw.

12. dose sparing.tw.
13.6o0or7o0or8or9or10orl1lorl2
14.5and 13

15. animals/ not humans/

16. 14 not 15
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eFigure 1. Quality Assessment of Randomized Clinical Trials

Author (Year) Domain 1 Domain 2 Domain 3 Domain 4 Domain 5 Overall Bias
Ansaldi et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2013)8 Concern Concern
Ansaldi et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2012)*7 Concern Concern
Arnou et al. Low Low Low
Some Concern Some Concern Some Concern
(2010)*° Concern Concern Concern
Boonak et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2017)%° Concern Concern
Camiloni et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2014)* Concern Concern
Carter et al. Low Low Low Low
Some Concern Some Concern
(2019)% Concern Concern Concern Concern
Chan et al. Low Low Low
Some Concern Some Concern Some Concern
(2014)= Concern Concern Concern
Chi et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2010)%4 Concern Concern
Chuaychoo et al. Some Concern Some Concern Low Low Some Concern Some Concern
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Author (Year) Domain 1 Domain 2 Domain 3 Domain 4 Domain 5 Overall Bias
(2019)* Concern Concern
Chuaychoo et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2016)%¢ Concern Concern
Chuaychoo et al. High Low Low High
Some Concern Some Concern
(2010)%" Concern Concern Concern Concern
Della Cioppa et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2014)%8 Concern Concern
Esposito et al. Low Low Low
Some Concern Some Concern Some Concern
(2011)*® Concern Concern Concern
Frenck et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2011)% Concern Concern
Garg et al. Low Low Low
Some Concern Some Concern Some Concern
(2016)% Concern Concern Concern
Gorse et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2013)* Concern Concern
Han et al. High Low High High
Some Concern Some Concern
(2013)% Concern Concern Concern Concern
Hung et al. Low Low Low Low
Some Concern Some Concern
(2016)% Concern Concern Concern Concern
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Author (Year) Domain 1 Domain 2 Domain 3 Domain 4 Domain 5 Overall Bias
Hung et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2014)3¢ Concern Concern
Hung et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2012)% Concern Concern
Leung et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2017)% Concern Concern
Levin et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2016)* Concern Concern
Levin et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2014)% Concern Concern
Nougaredet al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2014)38 Concern Concern
Patel et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2010)* Concern Concern
Seo et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2014)%0 Concern Concern
Song et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2013)* Concern Concern
Tsang et al. Some Concern Some Concern Low Low Some Concern Some Concern
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Author (Year) Domain 1 Domain 2 Domain 3 Domain 4 Domain 5 Overall Bias
(2014)*? Concern Concern
Van Damme et al. Low Low
Some Concern Some Concern Some Concern Some Concern
(2010)* Concern Concern
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eFigure 2. Seroconversion: 3 ug ID vs 15 ug IM

Intradermal Intramuscular
Author Events Sample Size Events Sample Size RR 95%-Cl
Strain = A/H1N1
Hung 2012 15 63 4 66 —— 3.93 [1.38; 11.20]
Song 2013 13 30 15 32 — N 0.92 [0.53; 1.60]
Random effect model 93 98 e ——— 1.77 [0.43; 7.27]

Heterogeneity: ?= 83%, p=0.02

Strain = A/H3N2

Hung 2012 41 63 27 66 - 159 [1.13; 2.24]
Song 2013 13 30 18 32 — 077 [0.46; 1.28]
Random effect model 93 98 ——— 1.14 [0.56; 2.31]

Heterogeneity: /% = 81%, p = 0.02

Strain = B Strain

Hung 2012 27 63 19 66 T— 149 [093; 2.39]
Song 2013 12 30 15 32 — 0.85 [0.48; 1.51]
Random effect model 93 98 1.15 [0.67; 1.99]
Heterogeneity: I° =53%, p = 0.14

0.1 05 1 2 10

eFigure 3. Seroconversion: 6 ug ID vs 15 ug IM

Intradermal Intramuscular
Author Events Sample Size Events Sample Size Risk ratio RR 95%-Cl
Strain = A/H1N1
Levin 2016 30 61 27 63 — 1.15 [0.78; 1.68]
Levin 2016 30 61 32 63 —— 0.97 [0.68; 1.38]
Song 2013 12 30 15 32 # 0.85 [0.48; 1.51]
Random effect model 152 158 1.01 [0.80; 1.28]

Heterogeneity: ?=0% [0%:; 74%], p = 0.67

Strain = A/H3N2

Levin 2016 30 61 24 63 I 1.29 [0.86; 1.94]
Levin 2016 30 61 44 63 —E 0.70 [0.52; 0.95]
Song 2013 15 30 18 32 — 0.89 [0.56; 1.42]
Random effect model 152 158 ——— 0.92 [0.63; 1.33]

Heterogeneity: ? = 64% [0%; 90%)], p = 0.06

Strain = B Strain

Levin 2016 22 61 12 63 —— 1.89 [1.03; 3.48]
Levin 2016* 22 61 20 63 — 1.14 [0.69; 1.86]
Song 2013 12 30 15 32 —_— 0.85 [0.48; 1.51]
Random effect model 152 158 ——— 1.21 [0.79; 1.85]
Heterogeneity: %= 44% [0%; 83%)], p = 0.17
L
0.5 1 2
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eFigure 4. Seroconversion: 7.5 ug ID vs 15 ug IM

Intradermal Intramuscular
Author Events Sample Size Events Sample Size Risk ratio RR 95%-Cl
Strain = A/H1IN1
Levin 2016 30 61 27 63 — 1.15 [0.78; 1.68]
Levin 2016~ 30 61 32 63 — 0.97 [0.68; 1.38]
Song 2013 12 30 15 32 f 0.85 [0.48; 1.51]
Random effect model 152 158 1.01 [0.80; 1.28]

Heterogeneity: % =0% [0%; 74%], p = 0.67

Strain = A/H3N2

Levin 2016 30 61 24 63 - 1.29 [0.86; 1.94]
Levin 2016* 30 61 44 63 — 0.70 [0.52; 0.95]
Song 2013 15 30 18 32 — 0.89 [0.56; 1.42]
Random effect model 152 158 —_— 0.92 [0.63; 1.33]

Heterogeneity: 12 =64% [0%; 90%], p = 0.06

Strain = B Strain

Levin 2016 22 61 12 63 —=— 1.89 [1.03; 3.48]
Levin 2016* 22 61 20 63 — T 1.14 [0.69; 1.86]
Song 2013 12 30 15 32 — 0.85 [0.48; 1.51]
Random effect model 152 158 ——— 1.21 [0.79; 1.85]
Heterogeneity: 1% = 449, [0%; 83%], p = 0.17
T 1
0.5 1 2
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eFigure 5. Seroconversion: 9 ug ID vs 15 ug IM

T Soluvia Microneedle

Intradermal
Author

Strain = A/H1N1

Amou 2010 722 1255
Carter 2019 22 49
Chuaychoo 2016 38 75
Chuaychoo 2019 34 41
Esposito 2011 36 38
Gorse 2013 1577 2581
Han 2013 49 60
Hung 2012 17 68
Hung 20121 11 65
Nougarede 2014 25 38
Random effect model 4270

Heterogeneity: I* = 59% [18%; 80%], p < 0.01

Strain = A/H3N2

Amou 2010 835 1255
Carter 2019 20 49
Chuaychoo 2016 43 79
Chuaychoo 2019 27 41
Esposito 2011 a7 38
Gorse 2013 1938 2581
Han 2013 52 60
Hung 2012 41 68
Hung 2012t 38 65
Nougarede 2014 25 38
Random effect model 4270

Heterogeneity: I?=38% [0%; 70%], p = 0.10

Strain = B Strain

Amou 2010 712 1255
Carter 2019 15 49
Chuaychoo 2016 20 75
Chuaychoo 2019 3 41
Esposito 2011 2 38
Gorse 2013 1189 2581
Han 2013 3 60
Hung 2012 30 68
Hung 2012+ 22 65
Nougarede 2014 24 38
Random effect model 4270

Heterogeneity: I*=57% [13%; 79%], p = 0.01

Intramuscular

Events Sample Size Events Sample Size

237 421
26 56
49 74
24 39
33 a7

776 1287
55 60

4 66
4 66
26 42
2148

292 421
34 56
41 74
27 39
36 37

960 1287
52 60
27 66
27 66
25 42

2148

236 421
3 56
18 74

5 39
12 a7

696 1287
36 60
19 66
19 66
26 42

2148
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in All Population

Risk ratio

0.1

RR

1.02
0.97
077
1.35

1.01
0.89

— 412

279
1.06
1.02

0.96
0.67
1.08
0.95
1.00
1.01
1.00
1.47
1.43
1.1
1.01

0.93
0.95
1.10
0.57
1.79
0.85
0.86
1.53
1.18
1.02
0.95

95%-Cl

[0.93;
[0.64;
[0.58;
[1.01;
[0.93;
[0.96; 1.07]
[0.77; 1.03]
[1.47;11.61]
[0.94; 8.32]
[0.76; 1.48]
[0.93; 1.12]

1.13]
1.47]
1.01]
1.79]
1.22]

[0.89;
[0.45;
[0.82;
[0.70;
[0.93;
[0.97:
[0.87:
[1.04;
[1.00;
[0.79;
[0.95;

[0.85;
[0.34;
[0.63;
[0.15;
[1.04;
[0.80;
[0.63;
[0.96;
[0.71; 1.96]
[0.73; 1.43]
[0.84; 1.08]

1.02]
0.90]
1.90]
2.23]
3.06]
0.91]
1.19]
2.44]



eFigure 6. Seroconversion: in Older Adults 9 ug ID vs 15 ug IM

Intradermal Intramuscular
Author Events Sample Size Events Sample Size Risk ratio RR 95%-CI
Strain = A/H1N1
Chuaychoo 2016 38 75 49 74 — 0.77 [0.58; 1.01]
Chuaychoo 2019 34 41 24 39 E— 1.35 [1.01; 1.79]
Random effect model 116 113 —_— 1.01 [0.58; 1.77]

Heterogeneity: 12 =87%, p <0.01

Strain = A/H3N2

Chuaychoo 2016 45 75 41 74 = 1.08 [0.82; 1.43]
Chuaychoo 2019 27 41 27 39 —&— 0.95 [0.70; 1.29]
Random effect model 116 113 > 1.02 [0.83; 1.25]

Heterogeneity: 2= 0%, p = 0.54

Strain = B Strain

Chuaychoo 2016 20 75 18 74 — N 1.10 [0.63; 1.90]
Chuaychoo 2019 3 41 5 39 ‘ 0.57 [0.15; 2.23]
Random effect model 116 113 + 1.00 [0.60; 1.67]
Heterogeneity: %= 0%, p=0.38

0.2 05 1 2 5
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eFigure 7. Seroconversion: 15 pg ID vs 15 ug IM
(*Inflexa vs Inflexa, ** Intanza vs Inflexa,tInflexa vs Fluad, fIntanza vs Fluad, +
Adjuvanted)

Intradermal Intramuscular
Author Events Sample 5ize Events Sample Size Risk ratio RR 95%-CI
Strain = A/HIN1 |
Ansaldi 2012 12 24 10 23 T 1.15 [062; 2.13]
Camiloni 2014 17 40 20 40 - 085 [0.53; 1.37]
Chan 2014 ag 50 18 50 |—-— 1.67 [1.08;, 2.57]
Esposito 2011 33 v 33 ar | 1.08 [0.B& 1.24]
Garg 2015 21 40 24 40 + 0.8 [0.58; 1.20]
Han 2013 50 aa 47 60 1.06 [0.B&; 1.27]
Hung 2014 18 H 11 30 1.68 [0.81; 2.77]
Hung 2018 23 40 22 40 127 [0ed; 1.80]
Levin 2018" 40 81 27 B3 183 [1.08; 2.15]
Levin 2018™ az 80 27 63 124 [0.86; 1.80]
Levin 20181 40 a1 a2 63 128 [085; 1.75]
Levin 20183 a2 80 a2 B3 * 1.05 [075; 1.47]
Seo 2014 47 111 44 113 L 1.08 [078; 1.46]
Seo 20144 47 111 60 i | 078 [0.58; 1.03]
Tsang 2014 453 638 183 3T ; 1.7 [1.08; 1.28]
Wan Damme 2010 272 385 287 385 085 [0.B7; 1.04]
Random effect model 1817 1508 It 140 [1.04; 1.20]
Heterogeneity: I = 50% [12%; 72%], p = 0.0
Strain = AJH3IN2
Ansaldi 2012 15 25 15 25 = 1.00 [0.64; 1.57]
Ansaldi 2013 12 24 B 23 S 144 [07Z; 2.BE]
Camiloni 2014 24 40 18 40 = 126 [0B84; 1.01]
Chan 2014 15 50 B 50 +— 1.88 [0.B7; 4.02]
Esposito 2011 v v 35 ar ¢ 1.03 [0.87; 1.08]
Garg 2015 22 40 23 40 * 006 [0.65 1.41]
Han 2013 50 aa 47 60 1.06 [0.B&; 1.27]
Hung 2014 1 H 5 30 —— 213 [0.B4; 5.40]
Hung 2018 7 40 7 40 -1 1.00 [O0.38; 2.50]
Levin 2018" ar 81 24 B3 == 160 [0 2.31]
Levin 2018™ 35 80 24 63 = 1.53 [1.05; 2.24]
Levin 20181 w a1 44 63 ; 087 [06T; 1.13]
Levin 20183 35 80 44 B3 - 084 064, 1.00
Seo 2014 43 111 30 113 =+ 183 [1.12; 2.37]
Seo 20144 43 111 50 i i 086 [071; 1.26]
Tsang 2014 283 638 120 3T k 1.08 [0.8Z; 1.20]
Wan Damme 2010 188 385 188 385 084 [0.81; 1.08]
Random effect model 1842 1533 1.07 [0.5%; 147]
Haterogeneity: I© = 43% [ 0%; 65%], p = 0.03
Strain = B Strain
Ansaldi 2013 1" 24 D 23 ———— 22.06 [1.2B; 353.58]
Camiloni 2014 18 40 4 40 —_— 400 [1.47; 10.83]
Chan 2014 10 50 3 50 333 [0.88; 11.40]
Esposito 2011 23 a 12 ar =+ 182 [1.13% 3.29]
Garg 2015 19 40 24 40 = 0.7 [0.52; 1.20]
Han 2013 33 80 g 60 087 [075 1.27]
Hung 2014 3 H 5 30 —|-|— 058 [0.15; 2.23]
Hung 2018 27 40 20 40 - 1.35 [083; 1.87]
Levin 2013" 21 g1 12 63 — 1.81 [0.BE; 3.39]
Levin 2018™ 23 aa 12 B3 - 245 [1.38; 4.36]
Lewin 20181 bl | 81 20 63 - 1.08 [0.66; 1.78]
Levin 20181 23 aad 20 63 = 147 084, 231]
Seo 2014 8 111 2 113 — 407 [0.88; 18.75]
Seo 2014 | 111 B i —t— 1.00 038 2.57]
Tsang 2014 a2 638 | T el 148 [1.01; 2.17]
Wan Damime 2010 i 285 Ed 385 1.02 [078; 1.33]
Random effect model 1817 1508 * 140 [1.13; 1.73]
Haterpgeneity: [ = 50% [209%: 76%], 0 < 0.0 : : : :

oM o1 1 10 100
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eFigure 8. Seroconversion: in Older Adults 15 ug ID vs 15 ug IM
(*Inflexa vs Inflexa, ** Intanza vs Inflexa,tInflexa vs Fluad, fIntanza vs Fluad, +

Adjuvanted)

Intradermal Intramuscular

Author Ewvents Sample Size Events Sample Size Risk ratio RR 95%-CI
Strain = A/H1N1 |

Ansaldi 2013 12 24 10 23 - 1.15 [0.62; 2.13]
Boonnak 2017 58 111 44 110 | 1.31 [0.98;, 1.79]
Camiloni 2014 17 40 20 40 - 0.85 [0.53; 1.37]
Chan 2014 30 50 18 50 |—'— 1.67 [1.08; 2.57]
Han 20131 50 60 47 60 1.06 [0.89; 1.27]
Levin 2016* 40 61 27 63 |—— 1.53 [1.09; 2.1%9]
Levin 2016** 32 B0 27 63 il 1.24 [0.86; 1.80]
Levin 20161 40 61 32 63 E 1.29 [D95; 1.79]
Levin 20161 32 60 3z 63 F 1.05 [0.75; 1.47]
Seo 2014 47 111 44 113 ' 1.08 [0.79; 1.49]
Seo 2014 47 111 60 111 5 0.78 [0.59; 1.03]
T=zang 2014 453 636 193 n7 : 117 [1.086; 1.29]
Van Damme 2010 272 395 287 395 0.95 [0.87; 1.04]
Random effect model 1780 1471 " 141 [1.00; 1.24]

Heterogeneity: P =57% [21%; T7%], p < 0.01

Strain = A/H3NZ

Ansaldi 2012 15 25 15 25 -+ 1.00 [D.64; 1.57]
Angaldi 2013 12 24 8 23 i 144 [0.72; 2.88]
Boonnak 2017 [it:] 111 54 110 1.25 [0.98; 1.59]
Camiloni 2014 24 40 19 40 ™= 1.26 [0.84; 1.91]
Chan 2014 15 50 8 50 — 1.88 [0.87; 4.07]
Han 20131 50 &0 47 60 1.06 [0.89; 1.27]
Levin 2016* ar 61 24 63 -+ 1.58 [1.10; 2.31]
Levin 2016** 35 60 24 63 & 1.53 [1.05; 2.24]
Levin 201671 ar 61 44 63 | 0.87 [0.67; 1.13]
Levin 20161 35 B0 44 63 =+ 0.84 [0.84; 1.09]
Seo 2014 48 111 30 113 -+ 163 [1.12; 2.37]
Seo 2014 48 111 50 111 E 098 [0.71; 1.29]
Tsang 2014 263 636 120 7 | 1.08 [D92; 1.29]
Van Damme 2010 186 395 198 395 0.94 [0.81; 1.08]
Random effect model 1805 1496 " 1.42 [1.00; 1.25]
Heterogeneity: P =52% [12%; T4%], p = 0.01

Strain = B Strain

Angaldi 2013 11 24 1} 23 —— 22.06 [1.38; 353.58]
Boonnak 2017 B8 111 62 110 1.08 [0.87; 1.38]
Camiloni 2014 16 40 4 40 — 400 [1.47; 10.92]
Chan 2014 10 50 3 50 —— 3.33 [0.98; 11.400
Han 20131 38 60 39 60 097 [0.75; 1.27]
Levin 2016* 21 61 12 63 e 1.81 [0.98; 3.39]
Levin 2016** 28 B0 12 63 - 245 [1.358;, 4.38]
Levin 201671 21 61 20 63 - 1.08 [0.66; 1.79]
Levin 20161 28 60 20 63 i 147 [0.94; 2.31]
Seo 2014 8 111 2 113 — 4.07 [0.88; 18.79]
Seo 2014 8 111 8 111 —_— 1.00 [0.39; 2.57]
T=zang 2014 92 636 3 n7 s 148 [1.01; 2.17]
Van Damme 2010 91 395 89 395 1.02 [0D.79; 1.37]
Random effect model 1780 1471 * 1.41 [1.13; 1.75]
Heterogeneity: = 50% [24%; T8%], p < 0.01

I T T 1

001 04 1 10 100
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eFigure 9. Seroprotection: 3 ug ID vs 15 ug IM

Intradermal Intramuscular
Author Events Sample Size Events Sample Size
Strain = A/H1N1
Frenck 2011 291 395 336 394
Hung 2012 57 63 47 66
Song 2013 24 30 28 32
Random effect model 488 492

Heterogeneity: 1% = 88% [65%; 96%], p < 0.01

Strain = A/JHIN2

Frenck 2011 387 395 393 394
Hung 2012 57 63 61 66
Song 2013 21 30 27 32
Random effect model 488 492

Heterogeneity: ?=0% [ 0%; 85%)], p = 0.49

Strain = B Strain

Frenck 2011 255 395 320 394 —ma—
Hung 2012 53 63 44 66 —a
Song 2013 18 30 23 32
Random effect model 488 492 i
Heterogeneity: 1> =88% [67%; 96%], p < 0.01
0.75 1 15
eFigure 10. Seroprotection: 6 ug ID vs 15 ug IM
Intradermal Intramuscular
Author Events Sample Size Events Sample Size Risk ratio
Strain = A/H1N1
Chuaychoo 2010 75 81 70 75 —B—
Frenck 2011 300 392 336 394 —
Levin 2014 49 55 52 54 —
Random effect model 528 523 |
Heterogeneity: 12=37% [0%; 80%], p = 0.20
Strain = A/H3N2
Chuaychoo 2010 71 81 66 75 ——
Della Chioppa 2014 88 43 93 43
Frenck 2011 391 392 393 394
Levin 2014 54 55 51 b4 ——
Random effect model 571 566 y
Heterogeneity: ?=0% [0%; 80%], p = 0.59
Strain = B Strain
Chuaychoo 2010 55 81 54 75 —_—
Frenck 2011 294 392 320 394 —
Levin 2014 40 55 46 54 ———=——
Random effect model 528 523 i
Heterogeneity: 2=0% [0%; 66%], p = 0.74
T
0.8 1 1.25
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RR 95%-Cl

0.86 [0.80; 0.93]
1.27 [1.07; 1.51]
0.91 [0.73; 1.14]
1.00 [0.78; 1.28]

0.98 [0.97; 1.00]
0.98 [0.88; 1.09]
0.83 [0.63; 1.10]
0.98 [0.97; 1.00]

0.79 [0.73; 0.87]
1.26 [1.03; 1.54]
0.83 [0.58; 1.20]
0.94 [0.68; 1.32]

RR 95%-Cl

0.99 [0.91; 1.08]
0.90 [0.84; 0.96]
0.93 [0.83; 1.03]
0.93 [0.88; 0.99]

1.00 [0.89; 1.12]

1.00 [0.99; 1.01]
1.04 [0.97; 1.12]
1.00 [0.99; 1.01]

0.94 [0.77;:1.16]
0.92 [0.86;0.99]
0.85 [0.70; 1.04]
0.92 [0.86; 0.98]



eFigure 11. Seroprotection: 7.5 ug ID vs 15 ug IM

Intradermal Intramuscular
Author Events Sample Size Events Sample Size Risk ratio RR 95%-Cl
Strain = A/H1N1
Levin 2016 60 61 56 63 e 1.11 [1.01; 1.21]
Levin 2016* 60 61 59 63 1 1.05 [0.98; 1.13]
Song 2013 27 30 28 32 —— 1.03 [0.86; 1.23]
Random effect model 152 158 - 1.07 [1.01; 1.13]

Heterogeneity: 1#=0% [0%; 78%], p = 0.63

Strain = A/H3N2

Levin 2016 60 61 59 63 = 1.05 [0.98; 1.13]
Levin 2016* 60 61 63 63 0.98 [0.95;1.02]
Song 2013 27 30 27 32 —— 1.07 [0.88; 1.29]
Random effect model 152 158 > 1.01 [0.96; 1.06]

Heterogeneity: 12 =37% [0%; 80%], p = 0.21

Strain = B Strain

Levin 2016 27 61 17 63 ————+— 1.64 [1.00; 2.69]
Levin 2016 27 61 24 63 — T 1.16 [0.76;1.77]
Song 2013 18 30 23 32 — 0.83 [0.58; 1.20]
Random effect model 152 158 ? 1.13 [0.78; 1.66]
Heterogeneity: 12 =58% [0%; 88%], p = 0.09 ‘ | I

0.5 1 2
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eFigure 12. Seroprotection: 9 ug ID vs 15 ug IM

(T Soluvia Microneedle, * Two Injections)

Author

Strain = A/H1N1
Amou 2010

Chi 2010

Chi 2010*
Chuaychoo 2016
Chuaychoo 2019
Esposito 2011
Frenck 2011
Gorse 2013

Han 2013

Hung 2012
Hung 2012+
Nougarede 2014
Random effect model

Intradermal

Intramuscular

Events Sample Size Events Sample Size

1094 1255
42 63
43 65
48 []
39 4
35 38

316 390

2350 2581
55 60
59 68
53 65
37 38

4739

Heterogeneity: I° = 34% [0%; 67%], p = 0.12

Strain = A/H3N2
Amou 2010

Chi 2010

Chi 2010*
Chuaychoo 2016
Chuaychoo 2019
Esposito 2011
Frenck 2011
Gorse 2013

Han 2013

Hung 2012
Hung 2012+
Nougarede 2014
Random effect model

1173 1255
46 63
48 65
61 []
38 4
37 38

388 390

2335 2581
59 60
62 68
60 65
38 38

4739

Heterogeneity: 1 = 0% [0%; 0%], p = 0.96

Strain = B Strain
Amou 2010

Chi 2010

Chi 2010*
Chuaychoo 2016
Chuaychoo 2019
Esposito 2011
Frenck 2011
Gorse 2013

Han 2013

Hung 2012

Hung 2012t
Nougarede 2014
Random effect model

915 1255
10 63
16 65
3 []

4 41

21 38
297 390
2252 2581
60 60
55 68
53 65
29 38
4739

Heterogeneity: 12 = 50% [3%; 74%], p = 0.02

363 421
42 65
42 65
58 74
36 39
32 37

336 394

176 1287
59 60
A7 66
A7 66
41 42

2616

402 421
49 63
49 63
59 74
33 39
35 37

393 394

1174 1287
59 60
61 66
60 66
42 42

2616

315 421
17 65
17 65
27 74

5 39
12 37

320 394

1147 1287
60 60
44 66
44 66
40 42

2616
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Risk ratio

]

T

- -

| N
L
T 1
05 1

RR

1.01
1.03
1.02
0.82
1.03
1.06
095
1.00
0.93
1.22
1.15
1.00
1.00

0.98
097
0.98
1.02
1.10
1.03
1.00
0.99
1.00
0.99
1.02
1.00
1.00

0497
0.61
0.94
1.13
0.76
1.70
0.94
0.98
1.00
1.21
1.22
0.80
0.99

95%-CI

[0.97: 1.06]
[0.80; 1.33]
[0.80; 1.31]
[0.66; 1.01]
[0.92; 1.16]
[0.91; 1.25]
[0.89; 1.01]
[0.98; 1.02]
[0.86; 1.01]
[1.02; 1.46]
[0.94; 1.39]
[0.93; 1.07]
[0.97; 1.03]

[0.95; 1.00]
[0.79; 1.19]
[0.80; 1.20]
[0.87; 1.19]
[0.93; 1.28]
[0.94; 1.13]
[0.99; 1.01]
[0.97: 1.01]
[0.95; 1.05]
[0.89; 1.09]
[0.92; 1.13]
[0.95; 1.05]
[0.99; 1.00]

[0.91; 1.04]
[0.30; 1.22]
[0.52; 1.70]
[0.76; 1.70]
[0.22; 2.63]
[0.99; 2.94]
[0.87; 1.01]
[0.96; 1.00]
[0.97: 1.03]
[0.99; 1.49]
[1.00; 1.50]
[0.66; 0.97]
[0.95; 1.03]



eFigure 13. Seroprotection Older Adults: 9 ug ID vs 15 ug IM

# Two Injections

Intradermal

Author

Strain = A/H1N1

Chi 2010 42 63
Chi 2010# 43 65
Chuaychoo 2016 48 75
Chuaychoo 2019 39 41
Random effect model 244

Heterogeneity: 1% = 24% [0%; 88%], p = 0.27

Strain = A/JH3N2

Chi 2010 46 63
Chi 2010# 48 65
Chuaychoo 2016 61 75
Chuaychoo 2019 38 41
Random effect model 244

Heterogeneity: ?=0% [0%; 60%], p = 0.76

Strain = B Strain

Chi 2010 10 63
Chi 2010# 16 65
Chuaychoo 2016 31 75
Chuaychoo 2019 4 41
Random effect model 244

Heterogeneity: >=0% [0%; 81%], p = 0.49

Intramuscular

Events Sample Size Events Sample Size

42 65
42 65
58 74
36 39
243

49 65
49 65
59 74
33 39
243

17 65
17 65
27 74
5 39
243
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Risk ratio

- LH

RR 95%-Cl

1.03 [0.80; 1.33]
1.02 [0.80; 1.31]
0.82 [0.66; 1.01]
1.03 [0.92; 1.16]
0.98 [0.88; 1.09]

0.97 [0.79; 1.19]
0.98 [0.80; 1.20]
1.02 [0.87; 1.19]
1.10 [0.93; 1.28]
1.02 [0.94; 1.12]

0.61 [0.30; 1.22]
0.94 [0.52; 1.70]
1.13 [0.76; 1.70]
0.76 [0.22; 2.63]
0.95 [0.71; 1.27]



eFigure 14. Seroprotection: 15 ug ID vs 15 ug IM
(*Inflexa vs Inflexa, ** Intanza vs Inflexa,tInflexa vs Fluad, fIntanza vs Fluad, +
Adjuvanted)

Intradermal Intramuscular

Author Events Sample Size Events Sample Size Risk ratio RR 95%-CI
Strain = AHIN1

Ansaldi 2013 15 24 13 23 —_— 111 [0.68;1.78]
Boonnak 2017 a5 1 46 110 —_— 140 [1.07:1.83]
Camiloni 2014 23 40 28 40 —_— D27 [0.73:126]
Chan 2014 43 50 45 50 i 107 [0.86;1.19]
Esposito 2011 35 k) 32 v e 108 [DB4:127]
Garg 2015 27 40 28 40 — D23 [0.70; 1:24]
Han 2013 57 a0 53 G0 i 1.08 [0.86;1.20]
Hung 2014 25 k)| 21 30 - 115 [0.B6; 1.54]
Hung 2018 el] 40 T 40 1= 105 [0.85:1.17]
Levin 2018 &0 a1 56 63 = 111 [1.01:1221]
Levin 2018 58 a0 56 63 T 105 [D.84:1.17]
Levin 20161 a0 a1 50 63 105 [0.88;1.13]
Levin 2018% 58 a0 ] 63 -+ 100 [@.81;1.08]
Seo 2014 a3 m 82 113 T 108 [D.B84:127]
Se0 2014 a3 1 o4 111 —=T D24 [0.83;1.06]
Teang 2014 558 638 253 n7 + 110 [1.03:1.17]
Van Damme 2010 322 395 345 385 = D23 [0.B8;0.84]
Random effect model 1928 1618 e 105 [1.01; 1.09]
Hetarngenalty: /¥ = £4% [0%; 68%], p = 0.03

Strain = AMHIN2

Ansaldi 2012 22 25 21 25 —— 105 [D.B4:1.31]
Ansaldi 2013 17 24 11 23 - — 148 [0.80; 2.44]
Boonnak 2017 107 1 28 110 . 108 [1.00;1.17]
Camiloni 2014 ar 40 35 40 E 106 [081:122]
Chan 2014 43 50 48 50 ¥ D28 [0.81;1.08]
Esposito 2011 33 T 35 v - 103 [DB4:1.13]
Garg 2015 27 40 25 40 —|-'— 1.0B [0.7E; 1.40]
Han 2013 &0 a0 5B G0 i 1.03 [0.88;1.08]
Hung 2014 k]| H 2B 1] I 103 [087:1.10]
Hung 2018 33 40 am 40 - D27 [0.BB: 1.06]
Levin 2018 80 a1 ] 63 M= 105 [0.88:1.13]
Levin 2016 54 a0 50 63 M= 105 [0.88;1.13]
Levin 20181 &0 a1 63 63 | D28 [0.85;1.02]
Levin 2018% 34 a0 &3 &3 D28 [0.85;1.02]
Sen 2014 23 1 82 113 = 115 [1.00; 1.33]
Seo 2014: 23 1 i) 111 - D24 [0.B5:1.04]
Tsang 2014 622 633 308 T | 1.00 [0.88;1.02]
Van Damme 2010 383 395 386 385 D20 [DA7:1.02]
Random effect model 19353 1643 ] 1.04 [0.99: 1.02]
Heterogenaity: I* = 26% [D%; 58%], p = 0.15

Strain = B Strain

Ansaldi 2013 24 24 23 23 = 1.00 [0.82;1.00]
Boonnak 2017 23 1 2] 110 - 104 [0.82:1.17]
Camiloni 2014 30 40 30 40 s 100 [0.78;1.28]
Chan 2014 45 50 43 50 —H— 105 @B81:121]
Espaosito 2011 23 I 12 ar —_— 182 [1.13:3.25]
Garg 2015 24 40 28 40 — D23 [0.68;1.26]
Han 2013 &0 a0 &0 G0 1.00 [D.87:1.03]
Hung 2014 23 H 28 a0 — D23 [0.B2:1.07]
Levin 2018 24 a1 17 G3 —_ 146 [0.B7;243]
Levin 2018 35 a0 17 63 ——— 216 [1.37:3.42]
Levin 20161 24 a1 24 63 —_— 103 [0.66;1.61]
Levin 2018% 35 a0 24 63 —_— 153 [1.05;2.24]
Seo 2014 2 m 20 113 s L 107 [0.61;1.86]
Se0 2014 21 1 27 111 —_— D78 [D47:120]
Teang 2014 408 638 104 n7 - 105 [D.84:1.16]
Van Damme 2010 2M 395 21 385 D21 [0.80; 1.04]
Random effect model 1838 1378 1.03 [0.87: 1.09]
Hetarngenalty: I¥ = £5% [8%; 71%], p = 0.02

05 1 2
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eFigure 15. Seroprotection in Older Adults: 15 ug ID vs 15 ug IM
(*Inflexa vs Inflexa, ** Intanza vs Inflexa,tInflexa vs Fluad, fIntanza vs Fluad, +

Adjuvanted)

Intradermal
Author

Strain = A/H1N1

Angaldi 2013 15 24
Boonnak 2017 65 111
Camiloni 2014 28 40
Chan 2014 48 =0
Han 20131 a7 G0
Levin 2016* G0 61
Levin 2016** 1 LE11]
Levin 20161 =11 B1
Levin 20163 o6 G0
Seo 2014 &8 111
Seo 2014+ &8 111
Tsang 2014 558 636
Van Damme 2010 322 3485
Random effect model 1780

Heterogeneity: I* = 55% [16%; 76%], p < 0D.01

Strain = A/HINZ

Ansaldi 2012 22 25
Ansaldi 2013 17 24
Boonnak 2017 107 111
Camiloni 2014 kT 40
Chan 2014 48 a0
Han 20131 60 60
Levin 2016* =11 B1
Levin 2016** 29 G0
Levin 20161 G0 61
Levin 20163 =9 LE11]
Seo 2014 93 111
Seo 2014+ 93 111
Tsang 2014 622 636
Van Damme 2010 383 395

Random effect model 1805
Heterogeneity: I* = 30% [0%; 67%]. p = 007

Strain = B Strain

Ansaldi 2013 24 24
Boonnak 2017 93 111
Camiloni 2014 30 40
Chan 2014 45 50
Han 20131 L=11] LE11]
Levin 2016* 24 B1
Levin 2016** 35 G0
Levin 20161 24 61
Levin 20163 35 =11
Seo 2014 21 111
Seo 2014+ 21 111
Tsang 2014 408 636
Van Damme 2010 201 385
Random effect model 1780

Heterogenseity: I* = 45% [0%; T1%]. p =0.04

Intramuscular

Events Sample Size Events Sample Size

13 23

46 110

29 40

45 50

a3 60

56 63

56 63

59 63

59 63

a2 113

94 111

233 M7
345 395
1471

21 25

11 23

98 110

a5 40

49 50

58 &0

59 63

29 63

63 63

B3 63

g2 113

99 111

309 M7
386 395
1496

23 23

a9 110

30 40

43 50

60 60

17 63

17 63

24 63

24 63

20 113

27 111

194 M7
pracy | 395
1471
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Risk ratio

S

4+

T

£

RR

1.1
1.40
0497
1.07
1.08
1.1
1.05
1.05
1.00
1.09
0.94
1.10
0.93
1.04

1.05
148
1.08
1.06
0.98
1.03
1.05
1.05
0.98
0.98
1.13
0.94
1.00
0.99
1.01

1.00
1.04
1.00
1.05
1.00
1.46
2.16
1.03
1.53
1.07
0.7a
1.05
0.91
1.03

95%-Cl

[0.59; 1.78]
[1.07; 1.83]
[0.73; 1.28]
[0.96; 1.19]
[0.96; 1.20]
[1.01; 1.21]
[0.94; 1.17]
[0.98; 1.13]
[0.91; 1.09]
[0.94; 1.27]
[0.83; 1.08]
[1.03; 1.17]
[0.58; 0.99]
[1.00; 1.09]

[0.84; 1.31]
[0.90; 2.44]
[1.00; 1.17]
[0.91; 1.22]
[0.91; 1.05]
[0.95; 1.08]
[0.98; 1.13]
[0.98; 1.13]
[0.95; 1.02]
[0.95; 1.02]
[1.00; 1.33]
[0.85; 1.04]
[0.98; 1.02]
[0.97; 1.02]
[0.99; 1.03]

[0.92; 1.09]
[0.92; 1.17]
[0.78; 1.29]
[0.91;1.21]
[0.97; 1.03]
[0.57; 2.43]
[1.37; 3.42]
[0.66; 1.61]
[1.05; 2.24]
[0.61; 1.86]
[0.47; 1.29]
[0.94; 1.18]
[0.50; 1.04]
[0.97; 1.09]



eFigure 16. GMT: 3 ug ID vs 15 pug IM

Study TE seTE ROM 95%-ClI
Strain = A/H1N1

Frenck 2011 -0.31 0.0036 0.74 [0.73;0.74]
Hung 2012 0.49 0.0124 . 1.64 [1.60; 1.68]
Song 2013 -0.20 0.0419 - 0.82 [0.76; 0.89]
Random effect model ———m—— ] 00 [0.54; 1.84]

Heterogeneity: 1?=100% [100%; 100%], p =0

Strain = A/IH3N2

Frenck 2011 -0.23 0.0026 0.79 [0.79; 0.80]
Hung 2012 0.16 0.0209 i 1.17 [1.12;1.22]
Song 2013 -0.25 0.0369 S B 0.78 [0.73; 0.84]
Random effect model ——— 0.90 [0.68; 1.18]

Heterogeneity: 12 = 99% [99%; 100%], p < 0.01

Strain = B Strain

Frenck 2011 -0.46 0.0029 0.63 [0.63; 0.64]
Hung 2012 0.30 0.0169 1.35 [1.31; 1.40]
Song 2013 -0.53 0.0347 —— 0.59 [0.55; 0.63]
Random effect model e —— 0.80 [0.46; 1.38]

Heterogeneity: 1?=100% [100%; 100%], p =0

I I
0.75 1 1.5
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eFigure 17. GMT: 6 ug ID vs 15 pug IM

Study TE seTE Ratio of Means
Strain = A/H1N1

Chuaychoo 2010 -0.11 0.0183

Frenck 2011 -0.14 0.0036

Random effect model
Heterogeneity: 12 = 65%, p =0.09

Strain = A/IH3N2

Chuaychoo 2010 -0.09 0.0193

Della Chioppa 2014 0.40 0.0323

Frenck 2011 -0.05 0.0025

Random effect model

Heterogeneity: 12 = 99% [98%; 99%], p < 0.01

Strain = B Strain

Chuaychoo 2010 -0.31 0.0217 L

Frenck 2011 -0.10 0.0030

Random effect model ——eei—

Heterogeneity: 12 = 99%, p <0.01

[
0.75
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1

1.5

ROM 95%-Cl

0.90 [0.86; 0.93]
0.87 [0.86; 0.87]
0.88 [0.85; 0.90]

0.92 [0.88; 0.95]
1.49 [1.40; 1.59]
0.95 [0.95; 0.96]
1.09 [0.90; 1.32]

0.74 [0.70;0.77]
0.91 [0.90; 0.91]
0.82 [0.66; 1.01]



eFigure 18. GMT: 9 ug ID vs 15 pug IM
(* Two Doses, tSoluvia Device)

Study TE seTE
Strain = A/H1N1

Arnou 2010 -0.03 0.0021
Chi 2010 -0.12 0.0204
Chi 2010* -0.11 0.0192
Chuaychoo 2016 -0.33 0.0206
Chuaychoo 2019 0.38 0.02739
Frenck 2011 -0.04 0.0035
Gorse 2013 0.08 0.0007
Han 2013 -0.21 0.0236
Hung 2012 0.45 0.0128
Hung 2012+ 0.29 0.0134
Mougarede 2014 0.10 0.0402

Random effect model
Heterogeneity: I* = 100% [100%; 100%], p =0

Strain = A/H3N2

Arnou 2010 0.01 0.0018
Chi 2010 -0.32 0.0202
Chi 2010* -0.09 0.0202
Chuaychoo 2016 0.12 0.0193
Chuaychoo 2019 0.56 0.0356
Frenck 2011 0.04 0.0026
Gorse 2013 0.07 0.0008
Han 2013 0.05 0.0220
Hung 2012 0.37 0.0212
Hung 2012+ 0.14 0.0217
Mougarede 2014 0.10 0.0271

Random effect model
Heterogeneity: I* =99% [99%; 99%], p =0

Strain = B Strain

Amou 2010 -0.02 0.0016
Chi 2010 -0.42 00162
Chi 2010* -0.04 0.0171
Chuaychoo 2016 0.14 0.0183
Chuaychoo 2019 0.03 0.0215
Frenck 2011 -0.05 0.0030
Gorse 2013 -0.21 0.0006
Han 2013 -0.09 0.0146
Hung 2012 0.37 0.0167
Hung 20121 0.18 0.0167
Nougarede 2014 -0.67 0.0278 —+

Random effect model

Ratio of Means

L

Heterogeneity: /% = 100% [100%:; 100%], p = 0
[

0.5
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eFigure 19. GMT: in Older Adults 9 ug ID vs 15 ug IM

Study TE seTE Ratio of Means ROM 95%-Cl
Strain = A/H1N1

Chi 2010 -0.12 0.0204 0.89 [0.85;0.92]
Chi 20104 -0.11 0.0192 0.90 [0.86; 0.93]
Chuaychoo 2016 -0.33 0.0206 0.72 [0.69; 0.75]
Chuaychoo 2019 0.38 0.0279 = 1.46 [1.39; 1.55]
Random effect model ——eE—— 0.96 [0.74; 1.23]

Heterogeneity: 14 =99% [99%; 100%)], p < 0.01

Strain = A/H3N2

Chi 2010 -0.32 0.0202 0.73 [0.70; 0.76]
Chi 20104 -0.09 0.0202 0.92 [0.88; 0.95]
Chuaychoo 2016 0.12 0.0193 1.13 [1.09; 1.17]
Chuaychoo 2019 0.56 0.0356 — 1.76 [1.64; 1.88]
Random effect model ———— 1.07 [0.80; 1.44]

Heterogeneity: 2= 99% [99%; 100%], p < 0.01

Strain = B Strain

Chi 2010 -0.42 0.0162 0.65 [0.63; 0.68]
Chi 20104 -0.04 0.0171 0.96 [0.93; 1.00]
Chuaychoo 2016 0.14 0.0183 | 1.15 [1.11; 1.19]
Chuaychoo 2019 0.03 0.0215 1.03 [0.99; 1.08]
Random effect model —f— 0.93 [0.72; 1.20]
Heterogeneity: > =100% [99%; 100%], p < 0.01 : | |

0.75 1 1.5
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Study

Strain = A/H1N1
Ansaldi 2013
Boonnak 2017
Camiloni 2014
Chan 2014

Han 2013

Hung 2014
Hung 2016

Seo 2014

Seo 2014
Tsang 2014
Van Damme 2010

Random effect model

TE seTE

0.41 0.0502
041 0.0166
0.10 0.0521
0.10 0.0428
-0.20 0.0265
0.51 0.0354
0.10 0.0313
0.09 0.0097
-0.22 0.0097
0.41 0.0029
-0.12 0.0031

Heterogeneity: I = 100% [100%; 100%],

Strain = A/H3IN2
Ansald 2012
Ansald 2013
Boonnak 2017
Camiloni 2014
Chan 2014

Han 2013

Hung 2014

Hung 2016

Seo 2014

Seo 20144
Tsang 2014

Wan Damme 2010

Random effect model

0.48 0.0379
0.23 0.0131
0.45 0.0524
-0.03 0.0305
-0.23 0.0254
0.59 0.0296
-0.05 0.0157
0.42 0.0088
-0.20 0.0089
0.21 0.0024
-0.27 0.0028

eFigure 20. GMT: 15 ug ID vs 15 pug IM

p=0

Heterogeneity: 1 = 100% [100%; 100%], p =0

Strain = B Strain
Ansaldi 2013
Boonnak 2017
Camiloni 2014
Chan 2014

Han 2013

Hung 2014

Hung 2016

Seo 2014

Seo 2014

Tsang 2014

Van Damme 2010

Random effect model
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eFigure 21. GMT in Older Adults: 15 pg ID vs 15 ug IM
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eFigure 22. Local Adverse Events: 3 ug ID vs 15 ug IM

Intradermal

Intramuscular

Author Events Sample Size Events Sample Size Risk ratio RR
Adverse_event = Erythema
Frenck 2011 288 395 12 394 = 2394
Hung 2012 28 63 1 66 ——— 2933
Patel 2010 25 25 15 25 1.65
Random effect model 483 485 | —eeom—— 9.62
Heterogeneity: 12=97% [94%; 99%], p < 0.01
Adverse_event = Pain
Frenck 2011 4 395 21 394 —m— 0.19
Hung 2012 2 63 1 66 —_— T 210
Levin 2014 6 54 21 54 —— 0.29
Patel 2010 9 25 23 25 & 0.39
Random effect model 537 539 > 0.34
Heterogeneity: 1> = 22% [ 0%; 88%], p = 0.28
Adverse_event = Swelling
Frenck 2011 59 395 5 394 —_ 177
Hung 2012 54 63 1 66 —— 56.57
Random effect model 458 460 —— 20.16
Heterogeneity: 1° = 51%, p =0.15
T T T 1
0.01 01 1 10 100
eFigure 23. Local Adverse Events: 6 ug ID vs 15 ug IM
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eFigure 24. Local Adverse Events: 9 ug ID vs 15 ug IM
(t1Two Doses, 1Soluvia Device)
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eFigure 25. Local Adverse Events: 15 ug ID vs 15 ug IM
(*Inflexa vs Inflexa, ** Intanza vs Inflexa,tInflexa vs Fluad, fIntanza vs Fluad, +
Adjuvanted)
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eFigure 26. Systemic Adverse Events: 3 ug ID vs 15 ug IM
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eFigure 27. Systemic Adverse Events: 6 ug ID vs 15 ug IM
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eFigure 28. Systemic Adverse Events: 9 ug ID vs 15 ug IM

(¥ Soluvia, T1Two Doses)
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eFigure 29. Systemic Adverse Events: 15 ug ID vs 15 ug IM
(*Inflexa vs Inflexa, ** Intanza vs Inflexa,tInflexa vs Fluad, fIntanza vs Fluad, +
Adjuvanted)
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eFigure 30. Funnel Plot of Seroconversion: 9 pg ID vs 15 ug IM
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eFigure 31. Funnel Plot of Seroprotection: 9 ug vs 15 ug
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eFigure 32. Funnel Plot of GMT: 9 ug ID vs 15 pg IM
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eFigure 33. Funnel Plot of Seroconversion: 15 ug ID vs 15 ug IM
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eFigure 34. Funnel Plot of Seroprotection:
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eFigure 35. Funnel Plot of GMT: 15 ug ID vs 15 ug IM
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