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Supplemental Tables

Table S1. Baseline Participant Characteristics.

- IM MNP All
Characteristic (n=25) (n = 50) (n=75)

Age, year 28.0 (7.0) 26.0 (10.0) 27.0 (9.0)
BMI, kg/m? 24.8 (6.9) 24.8 (5.3) 24.8 (6.0)

<25 14 (56.0%) 26 (52.0%) 40 (53.3%)

25-<30 9 (36.0%) 17 (34.0%) 26 (34.7%)

>30-<35 2 (8.0%) 7 (14.0%) 9 (12.0%)
Sex

Female 11 (44.0%) 24 (48.0%) 35 (46.7%)

Male 14 (56.0%) 26 (52.0%) 40 (53.3%)
Race

White 12 (48.0%) 25 (50.0%) 37 (49.3%)

Black 8 (32.0%) 16 (32.0%) 24 (32.0%)

Other 5(20.0%) 9 (18.0%) 14 (18.7%)
Ethnicity

Not LatinX 22 (88.0%) 48 (96.0%) 70 (93.3%)

LatinX 3 (12.0%) 2 (4.0%) 5 (6.7%)
IIV in prior 2 seasons

No 17 (68.0%) 34 (68.0%) 51 (68.0%)

Yes 8 (32.0%) 16 (32.0%) 24 (32.0%)
Baseline HAI titer®

HINI 80.0 (80.0) 80.0 (140.0) 80.0 (120.0)

H3N2 40.0 (60.0) 40.0 (65.0) 40.0 (60.0)

B 40.0 (40.0) 20.0 (30.0) 40.0 (70.0)

Missing 0 2 (4%) 2 (2.7%)

BMI: body mass index; ITV: inactivated influenza vaccine; HAI: hemagglutination inhibition

*continuous variables: median (IQR); categorical variables: N (%)

“represented as inverse titers




Table S2A. Longitudinal Associations Between Alternative Cut Point Global Reaction Score and HAI

GMT.
Reaction Antigen Study Unadjusted GMR* value Adjusted GMR*" —value
Type & Group (95% CI) P (95% CI) P
0.96 0.93
NI M (0.51, 1.81) 0.90 (0.8, 1.51) 0.7
0.9 0.91
MNP (0.56, 1.58) 0.81 (0.64, 1.29) 0.59
0.97 0.84
Global M (0.57, 1.64) 0.90 (053, 1.33) 045
H3N2
>3vs<2) 0.81 0.78
MNP (0.53, 1.26) 0.35 (0.56, 1.10) 0-15
1.47 1.16
5 M 1.02,2.12) 0.04 (0.80, 1.69) 0.42
1.04 1.05
MNP (071, 1.53) 0.82 (0.76, 1.44) 0.7
0.85 0.81
NI M (039, 1.87) 0.68 (0.45, 1.45) 0.47
1.03 0.95
MNP (0.57, 1.86) 091 (0.64, 1.43) 0.82
0.82 0.73
Global - M (0.43, 1.58) 0.53 (0.42, 1.26) 0.25
>5vs<4) VN 1.00 o 0.94 076
(0.61, 1.64) : (0.64, 1.39) '
0.91 0.69
5 M (0.57, 1.45) 0.69 (0.4, 1.08) 0.10
0.1 0.90
MNP (0.59, 1.42) 0.68 (0.63, 1.28) 0.54

HALI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval; IM: intramuscular;
MNP: microneedle patch;

*Estimated geometric mean titer ratio for those in the higher score category compared with those in the lower score category

~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day




Table S2B. Longitudinal Associations Between Alternative Cut Point Systemic Reaction Score and HAI

GMT.
Reaction Antigen Study Unadjusted GMR* value Adjusted GMR*" —value
Type & Group (95% CI) P (95% CI) P
115 12
M (0.60, 2.18) 0.67 (0.70, 1.81) 0.63
HINT 0.81 0.8
MNP (0.49, 1.35) 0.42 (057, 1.13) 0.21
0.95 0.84
Systemic M (0.56, 1.63) 0.86 (0.53, 1.32) 0.44
H3N2
1vs0) VN 1.02 009 1.03 .
(0.66, 1.56) : (0.74, 1.44) :
1.54 122
5 M (1.07,2.22) 0.02 (0.84, 1.76) 0.29
0.87 0.89
MNP (0.60, 1.28) 0.48 (0.66, 1.21) 0.47
1.03 1.0
M (0.55, 1.93) 0.94 (0.63, 1.59) 0.99
HINI 1.04 .12
MNP (0.59, 1.84) 0.89 (0.76, 1.65) 0.56
0.79 0.72
Systemic BN M (0.47,1.33) 0.37 (0.46, 1.11) 0.13
G2vs<1) 0.99 0.99
MNP (0.61, 1.60) 0.95 (0.68, 1.44) 0.94
1.42 17
s M (0.99, 2.05) 0.06 (0.82, 1.67) 0.39
0.86 0.87
MNP (0.56, 1.33) 0.50 (0.62, 1.23) 0.43

HALI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval; IM: intramuscular;
MNP: microneedle patch;

*Estimated geometric mean titer ratio for those in the higher score category compared with those in the lower score category

~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day




Table S2C. Longitudinal Associations Between Alternative Cut Point Local Reaction Score and HAI GMT.

Reaction Anticen Study Unadjusted GMR* ~value Adjusted GMR*# ~value
Type & Group (95% CI) P (95% CI) P
1.40 134
NI M 0.71,2.73) 0.32 (0.81,2.21) 0.25
118 1.00
MNP (0.51,2.71) 0.69 (0.57, 1.77) 1.0
1.01 0.92
Local - M (0.58, 1.77) 0.97 (0.57, 1.49) 0.73
1vs0) VN 1.00 0.9 0.94 081
(0.49, 2.01) : (0.54, 1.63) :
118 0.95
s M (0.80, 1.76) 0.40 (0.64, 1.40) 0.79
119 RE
MNP (0.64,2.21) 0.59 (0.68, 1.87) 0.64
1.10 1.02
NI ™M (0.58,2.09) 0.78 (0.63, 1.66) 0.92
1.19 1.05
MNP (0.69, 2.05) 0.53 (0.72, 1.55) 0.79
122 1.05
Local - M (0.72,2.08) 0.46 (0.66, 1.67) 0-83
G2vs<1) 0.79 0.73
MNP (0.50, 1.26) 0.32 (0.50, 1.05) 0.09
1.20 0.92
5 M (0.83, 1.75) 0.33 (0.63, 1.34) 0.66
1.30 1.25
MNP (0.87, 1.96) 0.20 (0.89, 1.76) 0.19

HAI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval; IM: intramuscular;
MNP: microneedle patch;

*Estimated geometric mean titer ratio for those in the higher score category compared with those in the lower score category

"“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day




Table S3A. Reaction Score and HIN1 HAI GMT by Study Day.

. Day 0 Day 28 Day 180
e | Groap | OMR* | Bl aMre B GuRe | B
yp P (95% CI) (95% CI) (95% CI)
Unadjusted
10 ] I
M 0424 | 2 | 0525 | % | ©0s2n | 77
Global B 07 0.7
MNP 0623 | % | (04,14 036 1 (04, 1.4) 0.35
0.6 0.9 0.8
. M 02,14 | %2 0.4,2.1) 0.78 03, 1.9) 0.58
Systemic 15 07 0.7
MNP 05,42 | 948 (0.2,2.0) 0.0 1 03, 2.1) 0.56
1.0 05 04
M 0333 | % | (01,15 0191 (0.1,13) 0.14
Local 1.6 1.5 1.5
MNP 09,29 | %% | (08,28 0.18 (0.8,2.8) 0.18
Adjusted”
0.9 10 10
M 04,22 | 9% | (04,23 0.98 (0.4,2.4) 0.92
Global 12 07 07
MNP 0622 | %% | (04,14 0321 (04, 1.4) 0.31
0.5 0.8 0.7
. M 02,12 | *B (03, 1.9) 0.9 | 93,1.7) 0.41
Systemic 14 07 0.7
MNP 0539 | 9 02, 1.9) 0421 2,2.0) 0.48
11 05 04
™M 03,33 | 9 02,15 | %% | 0113 | O
Local 1.6 1.5 1.5
MNP 09,29 | % | 0828 | % | ©s28 | P

HAI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval;
IM: intramuscular; MNP: microneedle patch;

*Estimated geometric mean titer ratio for those in the higher score category compared with those in the lower score
category

“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day




Table S3B. Reaction Score and H3N2 HAI GMT by Study Day.

e | b | e | | ae || dhee | n
(95% CI) (95% CI) (95% CI)

Unadjusted
- M (0.2;'21.1) 0.09 o %;2 " 0.82 o %’22) 0.93
MNP 04,15 | %3 (0.4, 1.4) 0321 (05, 1.6) 0.69
Systmic M (0';1)’-3) 9 0.03 o 5}%3) 0.96 (0_%)"21. 4 0.25
MNP (0.5,3.6) 0.63 (0.5,4.1) 0.47 (0.6, 4.4) 0.40
. M (0.%2).9) 0.03 (0%:1_9) 0.48 (0%':1.3) 0.13
MNP (0.4,12) 0.16 0.4, 1.3) 0.29 (0.4, 1.4) 0.43

Adjusted”
Global ™ (0-22:1-0) 0.06 (0%%.2) 0.95 (0.42,.22,1) 0.85
MNP 04,15 | O (0.4, 1.3) 0261 (05, 1.6) 0.60

. ) 0.5

Systemic M (0%-8) ot (0.4(11),3.9) 07 02.1.) 0.12
MNP 05,35 | 063 (0.5, 4.0) 047 1 (0.6,43) 0.40
. M (0.:;'2).8) 0.01 (0'%’.21'6) 0.28 (0.12"31) 0.07
MNP 0310 | 0% | o4ty | OB | ga1a | 02

HAI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval;
IM: intramuscular; MNP: microneedle patch;
*Estimated geometric mean titer ratio for those in the higher score category compared with those in the lower score

category

“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day




Table S3C. Reaction Score and B HAI GMT by Study Day.

. Day 0 Day 28 Day 180
e | Groap | OMR* | Bl aMre B GuRe | B
yp P (95% CI) (95% CI) (95% CI)
Unadjusted

12 12 12
M 0623 | " | 0623 | ¥ | 0623 | *P

Global 0.6 11 0.9
MNP ©3,1.0 | %0 (0.6, 1.9) 084 1 (05, 1.6) 0.66

0.9 11 12
. M 0518 | % 0.6,2.1) 080 | (06 2.4) 0.60

Systemic ) 09 0.7
MNP 04,25 | *2 | (04,25 0.90 1 92 1.7) 0.39

12 0.8 12
M 0530 | %% | (03,20 0.68 (0.5,2.9) 0.73

Local 0.7 1.1 1.1
MNP 04,13 | %% | (0.6, 20 0.71 (0.6, 2.0) 0.65

Adjusted”

10 0.9 0.9
M 0518 | %% | (05,18 0.85 (0.5, 1.8) 0.87

Global 0.6 1 09
MNP 03,100 | " | 0619 | % | (0515 | %

0.7 0.8 0.9
. M 0414 | 932 | (04,16 0.9 | (95,18 0.80

Systemic 0.9 09 06
MNP 04,22 | 981 03.,2.2) 0.78 02,1.5) 0.29

1.0 0.7 1.0
™M 0425 | | 03,17 | “* | 04249 | B

Local 0.7 1.1 12
MNP 0413 | %2 | (07,20 0-62 1 (07.2.0) 0.57

HAI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval;
IM: intramuscular; MNP: microneedle patch;
*Estimated geometric mean titer ratio for those in the higher score category compared with those in the lower score

category

“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day




Table S4A. Reaction Score and HIN1 HAI Titer Fold Change by
Study Day.

Reaction Study 1%2811{2*8 p- D;ééio p-
Type Group (95% CI) value (95% CI) value
Unadjusted
11 I
M 03,37 | *%2 | (03,39 0.85
Global 0.6 06
MNP 03,14 | *% | (03,14 | ¥
1.5 1.4
. M 04,56 | %1 (0.4, 5.0) 0.63
Systemic 05 05
MNP 01,18 | 2 | 19 | 93!
04 0.4
™M ©1,24) | % | o122 | 928
Local 10 10
MNP 04,20 | 91 0421 | 9
Adjusted”®
1.0 10
M 03,31 | %% | (03,33 0.99
Global 07 07
MNP 03,14 | 3 | 0314 | *®
11 1.0
. M 03,400 | % | (03,35 1.0
Systemic 0.6 06
MNP 02,20 | " | 221y | W
04 0.4
™M 01,22 | %32 | (01,20 | %
Local 1o 10
MNP 0522 | 99 | (052 | 090

HALI: hemagglutination inhibition; FCR: fold change ratio; CI: confidence interval; IM:
intramuscular; MNP: microneedle patch;

*Estimated fold change ratio for those in the higher score category compared with those in
the lower score category

"“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race,
ethnicity, and study day




Table S4B. Reaction Score and H3N2 HAI Titer Fold Change by
Study Day.

Reaction Study 1%2811{2*8 p- D;ééio p-
Type Group (95% CI) value (95% CI) value
Unadjusted
2.1 2
M a4 | %03 (1.0, 3.9) 0.04
Global 0.9 1
MNP 0516 | % | (0619 | %8
24 15
. M 2,50 | "0 0.7,3.1) 0.27
Systemic 11 12
MNP 04,29 | 7 | ©s31 | %9
22 1.4
™M 08,57 | %% | (0538 | 9%
Local 11 B
MNP 06,19 | *° | 721y | 8
Adjusted”®
2.0 19
M 1.0, 3.7) 0.04 (1.0,3.5) 0.05
Global 0.9 1
MNP 06,16 | 8 07,19 | 06
1.9 12
. M 1.0,38 | %07 | (06,24 | %6
Systemic 13 12
MNP 0630 | " | (0633 | %4
2 13
™M 08,49 | % | (0532 | 938
Local 11 B
MNP 0710 | 06 | (0130 | 04

HALI: hemagglutination inhibition; FCR: fold change ratio; CI: confidence interval; IM:
intramuscular; MNP: microneedle patch;

*Estimated fold change ratio for those in the higher score category compared with those in
the lower score category

"“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race,
ethnicity, and study day




Table S4C. Reaction Score and B HAI Titer Fold Change by Study
Day.

Reaction Study 1%2811{2*8 p- D;ééio p-
Type Group (95% CI) value (95% CI) value
Unadjusted
1.0 1.0
M 0423 | 7 | (04,24 0.99
Global 1o 6
MNP 1.0,36) | %0 08,30 | *16
12 13
. M 05,29 | %7 (0.5,3.2) 0.58
Systemic 10 07
MNP 03,29 | % | 0220 | ¥
0.7 1.0
™M 0222 | %% | (03,3 | *%
Local s 16
MNP 08,29 | %7 | (0829 | O
Adjusted”®
0.8 0.8
M ©04,16) | %% | (04 16) 0.48
Global 18 15
MNP a1,3y | 0 (0.9, 2.6) 0.14
0.9 0.9
. M 04,19 | %70 | (04,21 | 088
Systemic 11 08
MNP 0429 | %77 | (03,20 | %6
0.5 0.7
™M 02,15 | %% | (03,21 | 98
Local 13 13
MNP 0722 | 9% | (0133 | 03

HALI: hemagglutination inhibition; FCR: fold change ratio; CI: confidence interval; IM:
intramuscular; MNP: microneedle patch;

*Estimated fold change ratio for those in the higher score category compared with those in
the lower score category

"“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race,
ethnicity, and study day




Table S5. Extreme Reaction Scores and HAI GMT by Study Day.

. Day 0 Day 28 Day 180
Mne | Antigen | % GMRe | B GvRe | B Gvre | B
yP P (95% cn (95% CI) (95% CI)
0.9 0.8 0.9
™M 03,28 | Y | 0325 | 7 | (0328 | *Y
HINI 1.7 16 1.4
MNP 0553 | " | 0548 | " | 0442 | 0
0.6 12 11
M 02,16 | 28 04,34 | O3 04,32 | %
Global H3N2 2 -2 -2
MNP 0215 | " | 0319 | " | 0324 | P
0.9 12 15
M 04,18 | ©68 05,25 | °68 07,32 | %%
B 0.8 1.0 11
MNP 04,18 | °60 05,23 | 99 05,24 | %
05 0.7 0.5
M 02,17 | 0 | 0223 | | 0216 | %%
HINI 15 0.8 0.6
MNP 0545 | " | 03,23 | %% | 0218 | O¥
0.4 12 08
. ™M 01,13 | *M 04,38 | °7° 0224 | 96
Systemic H3N2 05 0.6 07
MNP 02,11 | 008 03,14 | 923 03,15 | 938
1.0 15 15
5 M (0.4,2.6) 1.0 06,40 | 936 ©06,40) | 936
12 0.7 0.6
MNP 0624 | 9 | (0415 | 4 03,13 | 020
44 03 0.6
™M aiizy | O 01,11 | %07 02,26 | %4
HINI 12 12 1.4
MNP 05,29 | %6 ©0s27 | %73 06,31 | oY
0.2 0.3 0.2
™M 01,08 | %% | oLy | %% | 01,08 | "0
Local H3N2 05 056 07
MNP 02,14 | 7 | 0218 | % | o218 | 2%
2.0 0.9 1.4
M 09,43 | ©08 04,20 | %2 | 0731y | *Y
B
MNP 0.8 0.63 0.9 0.87 13 0.58
(0.4, 1.9) : (0.4,2.1) ' (0.5,2.9) :

HALI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval; IM:

intramuscular; MNP: microneedle patch;

*Estimated geometric mean titer ratio for those in the higher score category compared with those in the lower score category




Table S6. Extreme Reaction Scores and HAI Titer Fold Change by Study Day.

' Day 0 Day 28
P P | (9s%ch) (95% CI)
0.9 1.0
™ (0.2,5.3) 0.92 (02, 5.9) 1.0
HINI1 09 o
MNP osos | O | a5 | O
2.1 2
™M ’ 0.06 0.09
Global H3N2 (“} ;‘7) (0.91, 2.4)
MNP s | %O | oess | O
1.4 1.7
™M ©0s8.24 | P | o3y | 006
B 1.3 13
MNP 0530 | % | s | O
1.3 0.9
™ (0.2,8.4) 0.78 (0.1, 6.0) 0.92
HINI -t L6
MNP 021 | OB iy | O
2.8 1.8
M 0.02 0.15
Systemic H3N2 a 21’ 36‘5) (O-fia :-2)
MNP 0626 | %% | 0730 | 0
1.5 1.5
™M 0733 | B | 0133 | 9
B 0.6 0.5
MNP 031 | % ] 02y | O
0.1 0.1
™ ©0.05 | " | o1z | 007
HINI1 09 o
MNP 033 | %1 ] sz | 088
14 1.1
™M 0.52 0.87
Local H3N2 (0'51’ ;'2) (0-‘:,2-2)
MNP 0632 | 92 | (0633 | 048
0.5 0.7
™ 0212 | O | a9 | 047
B 1.1 15
MNP 04300 | 07 | 64y | 038

HALI: hemagglutination inhibition; FCR: fold change ratio; CI: confidence interval; IM: intramuscular;
MNP: microneedle patch;
*Estimated fold change ratio for those in the higher score category compared with those in the lower score

category




Table S7. Reaction Severity and Longitudinal HAI GMT.

14

Reaction Anticen Study Unadjusted GMR* value Adjusted GMR** value
& Group (95% CI) P (95% CI) P
] Il
M (0.6,2.2) 0.69 (0.6,2.2) 0.75
HINI 2 2
MNP (0.7,2.3) 0.42 (0.8,2.5) 0.30
0.9 08
Severe - M (0.5, 1.6) 0.80 (0.5, 1.5) 0.52
(Yes vs. No) 0.8 0.8
MNP (0.5, 1.3) 0.41 (0.5, 1.3) 0.38
1.4 ]
™ 09.2.0) 0.11 0817 0.58
B ] 12
MNP 0.7,1.7) 0.7 (0.8, 1.8) 0.47

HALI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval; IM: intramuscular;
MNP: microneedle patch;

*Estimated geometric mean titer ratio for those in the higher severity category compared with those in the lower severity category

~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day



Table S8. Reaction Severity and HAI Titer Fold Change by Study Day.

Stud Day 28 ) Day 180 )
Reaction Antigen Grouy FCR* ve?lue FCR* ve?lue
P (95% cny (95% CI)
Unadjusted
0.7 0.7
M 02,20 | % | (0223 | %
HINI 2 2.2
MNP | 0, |0z | 2 | 0o
17 15
Severe ™M (0.9,3.2) 0.12 (0.8,2.8) 0.23
(Yes vs. No) H3N2 0.9 1.5
MNP 0.5, 1.7) 080 | 1827 0.20
1.0 11
M 0.5,2.3) 0.91 0.5, 2.4) 0.82
B 1.0 12
MNP | s | 096 | 065 | 066
Adjusted”®
0.6 0.7
™ 0210 | 040 | o35y | 083
HINI = =
MNP | er | | o
15 1.4
Severe M (0.8, 2.8) 0.17 0.7,2.5) 0.32
(Yes vs. No) H3N2 1.0 1.6
MNP 0.6, 1.7) 0.99° 1 99,27 0.09
1.0 11
5 M 05210 | 09 05,22 | 080
11 12
MNP |6 | 08T | o055 | 046

HAI: hemagglutination inhibition; FCR: fold change ratio; CI: confidence interval; IM: intramuscular; MNP:
microneedle patch;

*Estimated fold change ratio for those in the higher severity category compared with those in the lower
severity category

“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and
study day
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Table S9. Reaction Duration and Longitudinal HAT GMT.

Reaction Anticen Study Unadjusted GMR* value Adjusted GMR** value
& Group (95% CI) P (95% CI) P
1.0 1.0
M (0.6, 2.0) 0.90 (0.5,2.0) 0.94
HINI 2 -
MNP (0.8,2.3) 0.26 (0.8,2.3) 0.34
™ 1.2 0.58 Il 0.85
Prolonged H3N2 (0.7,2.0) ) (0.6,1.9) )
(Yes vs. No) 1.0 1.0
MNP (0.6, 1.5) 0.89 (0.6, 1.6) 1.0
13 1.0
™ 09 19) 0.18 0715 0.99
B 0.9 1.0
MNP (0.6, 1.4) 0.7 (0.7, 1.5) 0.94

HALI: hemagglutination inhibition; GMT: geometric mean titer; GMR: geometric mean titer ratio; CI: confidence interval; IM: intramuscular;
MNP: microneedle patch;

*Estimated geometric mean titer ratio for those in the prolonged category compared with those not in the prolonged category

~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day




Table S10. Reaction Duration and HAI Titer Fold Change by Study Day.

Stud Day 28 . Day 180 )
Reaction Antigen Grouy FCR* ve?lue FCR* ve?lue
P 1 (95% cny (95% CI)
Unadjusted
0.7 0.8
M 02,2.2) 0.55 03,2.5) 0.72
HINI .2 2
MNP | 000 | 08 | gatgy | 0S8
11 15
Prolonged ™M (0.6,2.1) 0.72 (0.8,2.9) 0.19
(Yes vs. No) H3N2 1.1 1.4
MNP (0.6, 1.8) 082 | (08.23) 0.25
11 13
M 0.5,2.5) 0.2 1 (06,238) 0.55
B 0.9 1.0
MNP || ese | g | o
Adjusted”®
0.9 10
™ 0328 | O | (0332 | 09
HINI i 3
MNP e | 03| o5, | 08
12 1.6
Prolonged ™M (0.6,2.2) 0.62 | 99,30 0.14
(Yes vs. No) H3N2 0.9 1.1
MNP 0.5, 1.5) 0.66 | 7,19 0.58
13 1.4
M 0626 | " | (0729 | %3
B 0.6 0.6
MNP | oy |0 || oo

HAI: hemagglutination inhibition; FCR: fold change ratio; CI: confidence interval; IM: intramuscular; MNP:
microneedle patch;

*Estimated fold change ratio for those in the prolonged category compared with those not in the prolonged
category

“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and
study day




Table S11. Longitudinal Associations Between Reaction Score and HAI Seroprotection.
Reaction Anticen Study Unadjusted RR* ~value Adjusted RR*# value
Type £ Group (95% CI) P (95% CI) P
1.01 0.99
NI M (0.90, 1.12) 0.88 (0.89, 1.12) 0.92
1.03 1.02
MNP (0.94, 1.13) 0-55 (0.93, 1.12) 0.66
0.88 0.87
M 0.41 0.33
Global - (0.64, 1.20) (0.65, 1.15)
0.94 0.93
MNP (0.74, 1.18) 0.58 (0.75, 1.14) 0.47
1.02 0.96
s M (0.87, 1.19) 0.83 081, 1.15) 0.67
0.98 1.00
MNP (0.80, 1.20) 0.83 (0.82, 1.22) 0.99
0.92 0.92
M (0.79, 1.07) 0.28 (0.80, 1.07) 0.28
HINI 1.01 0.99
MNP (0.86, 1.19) 0.92 (0.84, 1.15) 0.86
0.75 0.74
M 0.16 0.11
Systemic | 13N (0.419,116 13) 0.5 11113 07)
MNP (0.96, 1.40) 0.11 (0.97, 1.33) 0.12
0.99 0.92
5 M (0.84, 1.18) 0.94 (0.78, 1.10) 0.37
1.00 0.98
MNP (0.69, 1.46) 1.0 (0.65, 1.48) 0.92
0.93 0.91
M (0.76, 1.14) 0.50 (0.76, 1.09) 0.32
HINI 1.08 1.08
MNP (100, 1.18) 0.06 (0.98, 1.19) 0-10
0.63 0.61
M (033, 1.21) 0.17 (035, 1.09) 0.10
Local H3N2 0.84 0.81
MNP (0.66, 1.06) 0.15 (0.65, 1.02) 0.07
0.99 0.95
s ™M (0.80, 1.24) 0.96 (0.73,1.23) 0.70
1.00 1.02
MNP (0.82, 1.22) 1.0 (0.84, 1.25) 0.81

HALI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP: microneedle patch;

*Estimated risk ratio for those in the higher score category compared with those in the lower score category
~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day
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Table S12. HAI Seroprotection* by Vaccine Route and Day.
Antigen Study M MNP~ All

Day (n=25) (n=48) (n=73)
0 21 (84.0%) 35 (72.9%) 56 (76.7%)
HINI 28 25 (100.0%) 48 (100.0%) 73 (100.0%)
180 25 (100.0%) 48 (100.0%) 73 (100.0%)
0 18 (72.0%) 29 (60.4%) 47 (64.4%)
H3N2 28 25 (100.0%) 47 (97.9%) 72 (98.6%)
180 20 (80.0%) 39 (81.25%) 59 (80.8%)
0 19 (76.0%) 23 (47.9%) 42 (57.5%)
B 28 25 (100.0%) 47 (97.9%) 72 (98.6%)
180 23 (92.0%) 38 (79.2%) 61 (83.6%)

*Number (%) of participants with hemagglutination inhibition antibody titer > 1:40

A2 participants had missing outcome data
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Table S13A. Longitudinal Associations Between Alternative Cut Point Global Reaction Score and HAI

Seroprotection.
Reaction Antigen Study Unadjusted RR* ~value Adjusted RR* —value
Type & Group (95% CI) P (95% CI) P
101 0.99
M 091, 1.12) 0.79 (0.88, 1.10) 0.79
HINI 1.05 1.04
MNP (0.96, 1.16) 0.31 (0.94, 1.15) 0.47
0.98 0.94
Global BN M (0.76, 1.26) 0.89 (0.73, 1.20) 0.60
=3vs<2) 0.96 0.95
MNP (0.79, 1.17) 0.70 (0.79, 1.14) 0.57
1.09 0.99
M (0.92, 1.30) 0.30 (0.83, 1.17) 0.87
B L12 115
MNP (0.90, 1.39) 0.30 (0.94, 1.41) 0.18
0.98 0.98
M (0.6, 1.13) 0.80 (0.85, 1.13) 0.77
HINI 1.01 1.01
MNP 091, 1.12) 0-85 091, 1.12) 0.89
0.85 0.83
Global - M (0.56, 1.27) 0.42 (0.8, 1.21) 0.33
>5vs<4) 0.97 0.95
MNP (0.76, 1.22) 0.7 (0.77, 1.18) 0.66
0.96 0.90
5 ™M (0.80, 1.16) 0.69 (0.75, 1.09) 0.28
1.00 1.02
MNP (0.82, 1.22) 1.0 (0.82, 1.26) 0.86

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP: microneedle patch;
*Estimated risk ratio for those in the higher score category compared with those in the lower score category
~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day
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Table S13B. Longitudinal Associations Between Alternative Cut Point Systemic Reaction Score and HAI

Seroprotection.
Reaction Antigen Study Unadjusted RR* ~value Adjusted RR* —value
Type & Group (95% CI) P (95% CI) P
1.02 1.01
M (0.92, 1.14) 0.67 (0.90, 1.13) 091
HINT 1.00 1.00
MNP (091, 1.10) 0.98 (091, 1.10) 0.99
101 0.97
Systemic M (0.78, 1.31) 0.92 (0.76, 1.24) 081
H3N2
1vs0) VN 1.03 041 1.03 078
(0.84, 1.25) : (0.86, 1.23) :
112 1.02
5 M (0.93, 1.34) 0.22 (0.85, 1.21) 0.86
1.02 1.05
MNP (0.83, 1.25) 0.86 (0.87, 1.28) 0.59
1.00 0.98
M (0.90, 1.10) 0.93 (0.88, 1.08) 0.68
HINI 1.06 1.04
MNP (0.97, 1.16) 0.20 (0.95, 1.13) 0.37
0.92 0.90
Systemic BN M 0.72, 1.19) 0.54 071, 1.14) 0.37
=2vs<1) 0.99 0.97
MNP (0.80, 1.24) 0.95 (0.79, 1.19) 0.7
L12 1.04
s M (0.96, 1.30) 0.16 (0.89, 121) 0.64
1.08 1.08
MNP (0.88, 1.34) 0.45 (0.88, 1.31) 0.47

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP: microneedle patch;
*Estimated risk ratio for those in the higher score category compared with those in the lower score category
~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day
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Table S13C. Longitudinal Associations Between Alternative Cut Point Local Reaction Score and HAI

Seroprotection.
Reaction Antigen Study Unadjusted RR* ~value Adjusted RR* —value
Type & Group (95% CI) P (95% CI) P
1.05 1.03
M (0.93, 1.18) 0.45 091, 1.17) 0.63
HINI 1.06 1.08
MNP (0.89, 1.25) 0.54 (0.92, 1.27) 0.32
0.9 0.91
Local M (0.74, 1.20) 0.63 0.71,1.17) 0.47
& 1vs0) H3N2 VN 1.00 0.9 1.00 008
(0.73, 1.36) : (0.77, 1.29) :
0.96 0.86
M (0.83, 1.12) 0.62 (0.73, 1.01) 0.06
B 114 1.16
MNP (0.76, 1.71) 0.53 (0.83, 1.62) 0.39
0.98 0.97
M (0.88, 1.09) 0.67 (0.87, 1.08) 0.57
HINI 1.03 1.05
MNP (0.93, 1.15) 0.53 (0.94, 1.17) 0.42
0.99 0.96
Local - M (0.76, 1.28) 0.92 (0.75,1.23) 0.74
z2vs<1) 0.89 0.89
MNP (0.74, 1.06) 0.18 (0.74, 1.07) 021
1.01 0.92
M (0.87, 1.18) 0.87 (0.78, 1.09) 0-35
B RE 115
MNP (0.87, 1.47) 0.37 (0.88, 1.51) 031

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP: microneedle patch;
*Estimated risk ratio for those in the higher score category compared with those in the lower score category
~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day



Table S14. Longitudinal Associations Between Reaction Score and HAI Seroconversion.

Reaction Anticen Study Unadjusted RR* ~value Adjusted RR*# value
Type £ Group (95% CI) P (95% CI) P
1.05 1.05
M (0.59, 1.87) 0.86 0.62, 1.78) 0.85
HINI 0.96 0.98
MNP (0.75, 1.24) 0.7 (0.78, 1.24) 0.86
1.65 1.59
™M (0.99, 2.76) 0.05 (0.96,2.63) 0.07
Global H3N2
MNP 0.97 0.89 0.97 0.85
(0.65, 1.45) : (0.71,133) '
1.29 1.20
M (037, 4.41) 0.69 (0.43,331) 0.73
B
MNP 1.53 0.07 1.38 0.15
(0.96, 2.43) : (0.89, 2.14) '
1.10 1.06
M (0.59,2.05) 0.76 (0.59, 1.91) 0.84
HINI 0.97 1.04
MNP (0.69, 1.37) 0.87 (0.71,1.52) 0.83
1.69 1.53
M 0.02 0.11
Systemic | 13N (1.0?,225.65) 0.9 11 ,5%).58)
MNP (0.64,2.45) 0.52 (.21, 1.85) <0.01
2.26 1.83
M (0.69, 7.39) 0.18 (0.70, 4.79) 0.22
B 1.10 1.26
MNP (0.53, 2.30) 0.80 (0.72, 2.20) 0.41
0.51 0.52
M (0.10,2.54) 041 (0.11,2.53) 041
HINI 1.02 1.00
MNP (081, 1.29) 0.87 (0.79, 1.26) 0.99
1.54 157
M 0.09 0.13
Local - (o.9f,,126.55) (0.8;3,026.80)
MNP (0.82, 1.64) 0.40 (0.80, 1.40) 0.70
1.47 135
™M (026, 8.29) 0.66 (0.28, 6.55) 0.71
B 1.52 114
MNP (0.95,2.43) 0.08 (0.69, 1.90) 0.61

HALI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP: microneedle patch;

*Estimated risk ratio for those in the higher score category compared with those in the lower score category
~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day
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Table S15A. Reaction Score and HIN1 HAI Seroconversion by
Study Day.

Reaction Study Dg{zg p- D;le*SO p-
Type Group (95% CI) value (95% CI) value
Unadjusted
0.9 15
M 0514 | *° | (0635 0.38
Global I 0.9
MNP 08,12 | " | 0516 | %7
0.8 1.8
. M 0414 | | (08,41 0.15
Systemic 11 08
MNP 1.0,12) | % | 0322 | %®
04 0.7
™M 01,19 | | 39 | %7
Local 10 11
MNP (0.9, 1.2) 10 07,1y | 8
Adjusted”®
0.9 15
M ©0s5.14) | %2 | (07,33 0.33
Global 10 09
MNP 08,12 | *® | (0615 | 8
0.8 18
. M 04,14 | o4 08,39 | %14
Systemic 11 09
MNP ©9,14) | %18 | (03,24 | 078
0.4 0.8
™M 01,200 | %% | (02,39 | %7
Local 1o 10
MNP 0812 | 0% | o7le | 0

HALI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM:
intramuscular; MNP: microneedle patch;

*Estimated risk ratio for those in the higher score category compared with those in the
lower score category

"“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race,
ethnicity, and study day




Table S15B. Reaction Score and H3N2 HAI Seroconversion by
Study Day.

Reaction Study Dg{zg p- D;le*SO p-
Type Group (95% CI) value (95% CI) value
Unadjusted
12 77
M 08,18 | **? | (0622 | %9
Global 09 4
MNP 06,13 | O 05,40 |
15 32
. M a,20 | "' | w6179 | *1°
Systemic 0.9 24
MNP 0517 | % | 0876 | %97
14 24
™M a8 | "' | 04166 | €
Local 1 17
MNP (0.8, 1.4) 0.8 06,46 | 33
Adjusted”®
I 73
M ©08,1.7) | %° | (09,565 | 06
Global 0.9 4
MNP 06,12 | 937 | (05,36 0.52
13 238
. ™M 09,18 | " | (05165 | %%
Systemic 11 2.9
MNP 08,16 | 7 | a460 | 00
14 25
™ 10,19 | "% | 03178 | %Y
Local 0.9 s
MNP 0113 | 07 0635 | 038

HALI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM:
intramuscular; MNP: microneedle patch;

*Estimated risk ratio for those in the higher score category compared with those in the
lower score category

"“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race,
ethnicity, and study day




Table S15C. Reaction Score and B HAI Seroconversion by Study
Day.

Reaction Study Dg{zg p- D;le*SO p-
Type Group (95% CI) value (95% CI) value
Unadjusted
15 0.9
M 05,48 | O% (0.1,6.9) 0.88
Global 3 21
MNP ©9,20) | 1 09,51y | I
1.9 32
. M 0657 | ** | w6179 | *°
Systemic 12 0.9
MNP 0622 | %9 | 254 | %7
1.0 24
™M 02,58 | %% | (04,166 | 3¢
Local 13 23
MNP 08,19 | %% | (09,58 | *V7
Adjusted”®
13 0.7
M 05,33 | 992 0.1,63) 0.79
Global 13 20
MNP 08,20 | 932 (0.9, 4.4) 0.11
16 27
. ™M 07,39 | °% | ©s15y | %%
Systemic 13 10
MNP 07,27 | " | (03,36 | %%
11 25
™ 02,50 | %92 | (04,156 | O
Local 10 10
MNP 0ol | 9% | 7am | 018

HALI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM:
intramuscular; MNP: microneedle patch;

*Estimated risk ratio for those in the higher score category compared with those in the
lower score category

"“Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race,
ethnicity, and study day




27

Table S16A. Longitudinal Associations Between Alternative Cut Point Global Reaction Score and HAI

Seroconversion.
Reaction Antigen Study Unadjusted RR* p-value Adjusted RR* p-value
Type Group (95% CI) (95% CI)

NI M (0.617',019 76) 0.73 (0.715',211.93) 0.43

MNP (0.6%,8?.04) 0.11 (0.6%',816 06) 0.16

>c;110b112 - M (0.62-,2272) 0.94 (0.529;:?.64) 0.95

G3vw=2 MNP (0.62, 1.24) 0.46 (0.64, 17.18) 0.36

5 M (0.4(%,2%.69) 0.49 (0.53,3.88) 0.40

MNP (0.58, 1.52) 0.80 (0.53, 1.32) 0.45

NI M (0.4%,926.05) 0-92 (0.4%,917.98) 0-93

MNP (0.81).,0;1.35) 0.79 (0.719',012.31) 0-87

>csﬂobil4 - M (1.1?2',725.74) 0.01 (0.913',6%86) 0.09

Gave=9 MNP (0.73',0?60) 0.69 (0.77',01.41) 0.78

5 ™M (0.311-,3;26) 0.68 (0.3%,2 31.81) 0.74

MNP (1.11)',721.68) 0.02 (0.911',4 22.22) 0.13

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP: microneedle patch;
*Estimated risk ratio for those in the higher score category compared with those in the lower score category
~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day
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Table S16B. Longitudinal Associations Between Alternative Cut Point Systemic Reaction Score and HAI

Seroconversion.
Reaction Antigen Study Unadjusted RR* ~value Adjusted RR* —value
Type & Group (95% CI) P (95% CI) P
1.06 115
M (0.64, 1.73) 0.83 071, 1.87) 0.57
HINI 0.94 0.95
MNP (075, 1.18) 0.60 (0.77, 1.16) 0.60
1.04 1.02
Systemic M 0.61, 1.75) 0-89 0.61,1.71) 0.93
H3N2
1vs0) VN 1.04 083 1.03 ™
(0.73, 1.47) : (0.77, 1.37) :
2.00 2.16
5 M (0.45, 8.83) 0.36 (0.58, 8.05) 0.25
0.93 0.86
MNP (0.57, 1.50) 0.76 (0.58, 1.29) 0.47
0.89 0.95
M (0.55, 1.46) 0-65 (0.60, 1.50) 081
HINI 0.93 1.04
MNP (0.71,1.22) 0.60 (0.80, 1.35) 0.79
0.99 1.06
Systemic - M (0.58, 1.71) 0.98 (0.65, 1.74) 0.81
=2vs<1) 0.87 0.98
MNP (0.58, 1.32) 0.52 071, 1.35) 0.90
1.52 13
™M (0.42, 5.44) 0.52 (0.62,5.23) 0.28
B 101 138
MNP (0.60, 1.70) 0.97 (0.87,2.20) 0.17

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP: microneedle patch;
*Estimated risk ratio for those in the higher score category compared with those in the lower score category
~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day
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Table S16C. Longitudinal Associations Between Alternative Cut Point Local Reaction Score and HAI

Seroconversion.
Reaction Antigen Study Unadjusted RR* ~value Adjusted RR* —value
Type & Group (95% CI) P (95% CI) P
0.75 0.74
M (0.49, 1.14) 0.17 (050, 1.11) 0-15
HINT 0.96 0.87
MNP 0.61, 1.51) 0.86 (0.56, 1.34) 0.52
0.88 1.02
Local M (0.53, 1.46) 0.63 (0.65, 1.60) 0.95
& 1vs0) H3N2 VN 1.02 009 0.93 076
(0.57, 1.83) : (0.61, 1.44) :
0.94 1.01
5 M (0.27,3.30) 0.92 (0.37,2.77) 0.98
0.74 0.42
MNP (0.49, 1.10) 0.14 (0.24,0.72) <0.01
1.24 1.28
M (0.77, 1.99) 0.39 (0.81,2.03) 0.30
HINI 1.07 0.98
MNP (0.82, 1.41) 061 (0.77,1.25) 0.88
1.64 1.54
Local - M (0.99,2.71) 0.05 (0.97, 2.46) 0.07
E2vs<1) 0.94 0.87
MNP (0.66, 1.33) 0.72 (0.64, 1.17) 0.35
2.10 1.75
M (0.63,7.01) 0.23 (0.65, 4.69) 0.27
B 136 0.81
MNP (0.83,2.23) 0.22 (0.47, 1.40) 0.44

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP: microneedle patch;
*Estimated risk ratio for those in the higher score category compared with those in the lower score category
~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and study day



Table S17A. Alternative Cut Point Global Reaction Score and HAI
Seroconversion by Study Day.

. Day 28 Day 180
Reaction Antigen Study RR* p- RR* p-
Type Group (95% CI) value (95% CI) value
Unadjusted
1.0 14
NI M 0614 | " | (0535 | 9!
1.0 0.7
MNP 081y | %7 | 04100 | 0%
0.9 24
Global - M 06,13 | * | 03107 | %
>3vs<2) VN 0.9 038 0.9 o
0.7,1.2) : (03,2.4) :
13 24
5 M 04,43 | % | 03197 | O
0.9 I
MNP 06,13 | %% | 04,30 | 978
Adjusted”®
11 15
. ™ 011y | 97 | 0eam | 034
1.0 0.7
MNP | ey | 08T | i) | 007
03 23
Global - M 0513 | P | 03,185 | 4
(>3vs<2) MNP 0.9 037 0.8 0.74
(0.6, 1.2) : (03,2.2) :
1.4 2.6
5 ™M 0541 | ¥ | 0325 | 38
0.8 1.0
MNP 05,13 | 98 | 0425 | *?
Unadjusted
0.7 15
NI M 03,15 | % | ©e3n | %Y
1 11
MNP 0.8,1.2) 0.76 0.7,1.9) 0.59
1.4 4.0
Global BN M a9 | " | 07,28 | %!
>5vs<4) VNP 0.9 070 17 a1
(0.6, 1.3) ' (0.6, 4.9) :
13 13
5 M (0.4,4.7) 0.66 | 02103 | 078
1.4 2.6
MNP |0y | 006 | s | 03
Adjusted”
0.7 15
NI M 0415 | % | 0736 | *!
1.0 11
MNP T 0812 | %7 | 07,18 | 060
13 37
Global BN M 09,18 | ' | 6,212 | %14
>5vs<4) VN 0.9 040 16 031
(0.6, 1.2) : (0.6, 4.2) :
12 12
5 M 04,33 | 72 02,9.3) 0.86
12 22
MNP ©08.20) | * | (0,51 0.05

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP:

microneedle patch;

*Estimated risk ratio for those in the higher score category compared with those in the lower score category




~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and
study day
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Table S17B. Alternative Cut Point Systemic Reaction Score and HAI
Seroconversion by Study Day.

Reaction Antigen Study Dﬁ/{iS p- D;le*SO p-
Type Group (95% CI) value (95% CI) value
Unadjusted
1.0 12
M (0.7, 1.5) 1.0 0530 | °7
HINI - >3
MNP 081y | % | 0614 | Y
0.9 2
Systemic M 06,14 | *° | 02,166 | *2
G 1vs0) H3N2 VN 0.9 e 15 048
(0.7, 1.3) : (0.5,4.4) :
2.0 2.0
5 M 0580 | 3 | 02166 | *?
0.9 10
MNP 06,14 | 9 | (0425 | 98
Adjusted”®
11 13
™M 071y | 9O | s | 059
HINI = >
MNP | ety |07 06 14 | 066
0.9 2.0
Systemic M 0614 | %% | 02160 | 92
G 1vs0) H3N2 0.9 15
MNP 0712 | 903 | (0539 | 9%
22 22
5 M 0676 | °2 | ©3177 | 8
0.9 0.9
MNP T 06,13 | %% | 421y | 086
Unadjusted
0.9 0.9
M 0613 | % | (04,22 | O
HINI > -
MNP 08,12 | ¥ 0.5, 1.5) 0.59
0.3 32
Systemic M 0513 | 3| 04,22 | *28
H3N2
2vs<1) VNP 1.0 052 0.6 o4
(0.7,1.4) ' (0.1,2.4) :
1.8 11
5 M 0560 | °3 | 0265 | %%
MNP Il 0.67 0.8 0.71
0.7,1.7) : (03,2.5) :
Adjusted”
0.9 1.0
M 0614 | 7 | (04,22 | 92
HINI ] .2
MNP | ooty | 0 |9, | oss
08 35
Systemic ™M 0513 | " | 04,275 | %
H3N2
G2vs<1) VN 11 s 0.7 05
(0.8, 1.5) : (0.2,2.4) :
2.0 12
5 M ©07.55 | %18 0.2,6.9) 0.84
15 11
MNP 09,23 | %12 (0.4, 3.0) 0.89

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP:

microneedle patch;

*Estimated risk ratio for those in the higher score category compared with those in the lower score category
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~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and
study day
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Table S17C. Alternative Cut Point Local Reaction Score and HAI
Seroconversion by Study Day.

. Day 28 Day 180
Reaction Antigen Study RR* p- RR* p-
Type Group (95% CI) value (95% CI) value
Unadjusted
0.7 0.8
™M 0.03 0.67
NI (0.5, 1.0) (03,2.0)
12 0.7
MNP T 08190 | %% | 0412 | *%
0.3 1.4
Local BN M 0512 | 3 | 0205 | %7
& 1vs0) 1.0 12
MNP | e | 096 | o0y | 087
0.8 1.4
5 ™M 0225 | %% | 02115 | °7
0.6 14
MNP 05,08 | <"1 | 0236 0.72
Adjusted”®
0.7 08
. ™M 0310 | 00 | oulg | 066
1.1 0.6
MNP | oo | 0TS | gaty, | 008
0.9 1.6
Local N M 0614 | °70 | 02,128 | %64
& 1vs0) 0.9 I
MNP T 06,14 | %% | 02,54 | 0%
0.9 17
5 M 04,23 | 8 | (02,139 | 6
0.4 0.8
MNP T 02,06 | <% | 01,58 | %
Unadjusted
1.0 13
NI ™M (0.7, 1.5) 1.0 07,43 | P
11 1.0
MNP ©9,14) | 9% 0.6, 1.7) 0.97
13 45
Local BN M ©9.20) | OB | (05374 | 16
G2vs<1) VNP 0.9 030 12 075
0.7,1.2) ' (0.4,3.9) :
15 45
5 M 0547 | " | (05374 | %1°
1.0 55
MNP T 0615 | 9% | 08382 | %
Adjusted”
1.0 1.9
NI M 07,16 | | (0843 | O
1.0 0.9
MNP T 08,12 | %8 0615 | 7
13 42
Local BN M 09,19 | °?* | 05,333 |
z2vs<1) VN 0.3 ol Il ™
(0.6, 1.1) : (0.4,3.4) :
1.4 42
5 M 06,34 | O | (05358 | P
0.7 38
MNP 04110 | OB | (0521 | 20

HAI: hemagglutination inhibition; RR: risk ratio; CI: confidence interval; IM: intramuscular; MNP:

microneedle patch;

*Estimated risk ratio for those in the higher score category compared with those in the lower score category
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~Adjusted for body mass index category, sex, prior inactivated influenza vaccination, race, ethnicity, and
study day
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Supplemental Figures

Adverse Events by Vaccine Route
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Figure S1. Adverse Events by Vaccine Route. Bar graph of the fraction of participants in the intramuscular (IM,
red) and microneedle patch (MNP, teal) group who developed each type of adverse event. Fraction refers to the
number of participants with a given adverse event in each group divided by the number of participants in the group.
Adverse events are ordered on the X-axis by cumulative number of participants who reported the event.
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A Redness Over Time by Vaccine Route
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Figure S2. Select Local Adverse Events by Time and Vaccine Route. Smoothed conditional means graphs of
redness (A) and swelling (B) diameter in millimeters over time after vaccination for those in the intramuscular (IM,

red) and microneedle patch (MNP, teal) groups.
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Global Reaction Score Systemic Reaction Score
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Figure S3. Reaction Score Univariable Distributions. Histograms of the number of participants who scored at each
level of the Global (A), Systemic (B), and Local (C) reaction scores. Vertical red lines depict the dichotomization
cut points chosen for the primary analyses.
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Global vs. Systemic Reaction Scores Local vs. Systemic Reaction Scores
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Figure S4. Reaction Score Bivariable Distributions. Scatterplots of the Global and Systemic (A), Local and
Systemic (B), and Global and Local (C) reaction scores. Red lines depict the dichotomization cut points chosen for
the primary analyses. Each point represents an individual participant.
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Adjusted H3N2 Geometric Mean Titer (GMT)
A by Study Day and Systemic Reactogenicity
Intramuscular Arm
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Figure S5. H3N2 HAI Titer by Time and Reaction Score. Estimated adjusted geometric mean titer against the H3N2
antigen of intramuscular seasonal inactivated influenza vaccine by study day, comparing low and high score levels
for systemic reactogenicity (A) and local reactogenicity (B). * denotes p = 0.01 and ns denotes a comparison that is
not statistically significant between the low and high score levels at the indicated time point.



