B) Test Non test 0dds Ratio 0Odds Ratio
A) Study or Subgroup__Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Test Standard test Odds Ratio 0Odds Ratio 221 Before sfier stixios
Study or Subgroup Events Total Events _Total Weight M.H,Random, 95% CI M.H, Random, 95% CI Keske etal 2018 40 139 53 119 24.3% 0.50(0.30,0.84) =
13.1USA Rogers etal 2015 555 771 268 365 28.2% 0.93(0.70,1.23] -
Beal etal 2020 10 208 16 132 12.0% 025(011,057) —— Subtotal (95% CI) 910 484 52.5% 0.71[0.39, 1.29] -
Iroh Tamet al 2017 59 156 59 112 160% 0.55(0.33, 0.89) ——| Total events 595 4
Lee etal 2019 (BA) 1239 3878 646 1264 19.3% 0.45(0.39,0.51] - Heterogeneity: Tau*= 0.14; Chi*= 4.21, df= 1 (P = 0.04); F= 76%
Subtotal (95% CI) 4332 1508  47.3% 0.45[0.36, 0.56] * Testfor overall effect Z=1.12 (P = 0.26)
Total events 1308 kil
Heterogeneity: Tau*= 0.01; Ch*= 2.53, df= 2 (P = 0.28), F= 21% 2.2.2 Retrospective studies
Testfor overall effect: Z= 7.02 (P < 0.00001) McCulloh etal 2014 434 809 422 918 293% 1.36(1.13,1.64) ud
Walls etal 2017 104 146 84 91 181% 0.21(0.09,0.48] ——
1.3.2 KOR, JAP Subtotal (95% CI) 955 1009  47.5% 0.56 [0.09, 3.54] ‘»
Kim etal 2021 (84) 453 594 251 321 17.8% 0.90(0.65, 1.24] - Total events 538 506
Yoshida et al 2021 64 85 a1 96 9.8% 0.17 [0.06, 0.47) — 2= P= - < r=
HERE T e AR RRE - e o
Heterogeneity: Tau®= 1.26; Chi*= 9.38, df= 1 (P = 0.002); F=89% Total (95% CI) 1865 1493 100.0% 0.68[0.38, 1.21] -
Testfor overall effect: Z=1.04 (P = 0.30) Total events 133 827
1.3.3 DEU, GRC. Heterogeneity: Tau*= 0.28; Chi*= 28.82, df= 3 (P < 0.00001); = 80% b1 o 10 100
Dimopoulou et al 2021 5 30 4 s 69% 230(057,9.35] — Testfor overall effect Z=131 (P = 0.19) Favours Test Favours Non test
Reischl et al 2020 (B4) 145 322 197 464 182% 111[083.1.48) - Testfor subaroup differences: Chi*= 0.06, df=1 (P = 0.80), F= 0%
Subtotal (95% CI) 352 514 25.1% 1.14[0.86, 1.51] >
Total events 150
Heterogeneity: Tau*= 0.00; Ch*= 0.9, df=1 (P=0.32), #= 0% C) Test Non test Odds Ratio Odds Ratio
Testfor overall effect: Z= 093 (P = 0.35) ‘Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
May etal 2019 3 32 " 39 418% 0.26(0.07,1.04]
Totel (S8 Ch 363 243 1000%  059[0.37,092) > Rao etal 2021 115 452 83 456 58.2% 143(1.04,1.95]
Total events 1264
Heterogeneity: Tau*= 0.28; Ch*= 53.81, df= 6 (P < 0.00001); #= 89% b1 o 10 100 Total (95% CI) 484 495 100.0% 0.70 [0.14, 3.62]
Testfor overall effect: Z= 2.30 (P = 0.02) Favours Test Favours Standard Test  Total events 118 99
Testfor subaroup differences: Chi*= 26.51, df= 2 (P < 0.00001), = 92.5% Heterogeneity: Tau?=1.17; Chi*= 551, df= 1 (P = 0.02); F= 82%
Testfor overall effect Z= 0‘42 P=0. 57‘) ' oot Fo;vuuys Tes(‘ Favours NL?‘ test 100
Figure S1. Forest Plot of prescription of antibiotics after implementation of FA-RP: A) FA-RP versus Standard test stratified for different countries; B) FA-RP versus clinical diagnosis in
observational studies; C) FA-RP versus clinical diagnosis in randomized controlled trial
A) Test Non test 0dds Ratio 0dds Ratio
Study or Subgroup Events Total Events Total Weight M-H, R: 95% CI M-H,R 95% CI
6.3.1USA
Abanses etal 2006 (RCT) 102 288 215 719 11.4% 1.29(0.96,1.72) [
Patel et al 2020 (BA) 245 2786 199 2521 11.6% 1.13[0.93,1.37) ™
Poehling et al 2006 (RCT) 43 135 49 170 108% 1.15[0.71,1.89] T
Subtotal (95% Cl) 3209 3410 33.7% 1.17 [1.00, 1.37] »
Total events 390 463
Heterogeneity: Tau®= 0.00; Chi*= 0.56, df= 2 (P = 0.75); F= 0%
Testfor overall effect: Z= 2.01 (P = 0.04)
6.3.2 European countries
Cohen et al 2007 {prospective) 33 346 10 256 9.9% 2.59[1.25,5.37) —
Jacob etal 2021 (retrospective) 15 295 176 1156 10.6% 0.30[0.17,0.51] e
Jennings et al 2009 {(prospective) 336 7685 131 725 115% 0.21[0.17,0.26] .=
Nitsch-Osuch et al 2013 (prospective) 8 115 22 14 9.4% 0.40[0.17,0.95] —
(Ozkaya et al 2009 (single blinded trial) 34 50 47 47 31% 0.02[0.00,0.38) 4—————
Vecino-Ortiz et al 2018 (BA) 101 300 97 274 11.2% 0.93 [0.66, 1.31] -
Subtotal (95% CI) 8791 2599 55.7% 0.45[0.19, 1.10] -
Total events 527 483
Heterogeneity: Tau®= 1.01; Chi*= 88.36, df= 5 (P < 0.00001); F= 94%
Test for overall effect: Z=1.76 (P = 0.08)
6.3.3 KOR
Jun etal 2016 (BA) 32 78 74 128 105% 0.51 [0.29, 0.90] =
Subtotal (95% Cl) 78 128  10.5% 0.51[0.29, 0.90] L 2
Total events 32 74
Heterogeneity: Not applicable
Test for overall effect: Z=2.33 (P =0.02)
Total (95% Cl) 12078 6137 100.0% 0.64 [0.36, 1.15] B
Total events 949 1020
Heterogeneity: Tau®= 0.76; Chi*= 196.63, df= 9 (P < 0.00001); F= 95% b t t |
Test for overall effect Z=1.48 (P=0.14) 001 o1 10 100
- . o Favours Test Favours Non test
Test for subaroup differences: Chi*= 11.48, df= 2 (P = 0.003), F= 82.6%
B Test positive  Test standard positive 0Odds Ratio Odds Ratio
Study or Subgroup Events  Total Events Total Weight M-H, R: 95% CI M-H, F 95% CI
9.2.1USA
Noyola et al 2000 24 56 28 56 29.9% 0.75[0.36, 1.58] —
Sharma etal 2002 1 47 ] 25 5.8% 0.07[0.01,061) &————————————
Subtotal (95% CI) 103 81 35.6% 0.28[0.03, 2.90] e —
Total events 25 34
Heterogeneity: Tau®= 2.21; Chi*= 4.19, df=1 (P = 0.04), F=76%
Test for overall effect: Z=1.06 (P = 0.29)
9.2.2 European countries
Li-Kim-Moy et al 2016 78 236 35 65 39.4% 0.42[0.24,0.74] —a—
Nitsch-Osuch etal 2017 7 11 14 15 4.9% 0.13[0.01,1.34]
Van Essoetal 2019 4 a9 101 1079 201% 0.45[0.16,1.24] —
Subtotal (95% CI) 338 1159  64.4% 0.41[0.25, 0.66] -
Total events 89 150
Heterogeneity: Tau®*= 0.00; Chi*=1.00, df=2 (P=0.61); F=0%
Test for overall effect: Z= 3.67 (P = 0.0002)
Total (95% CI) 411 1240 100.0% 0.43[0.25,0.74] -
Total events 114 184
T oe 2 = o 2= - - SR = ! L 1 1
Heterogeneity: Tau®=0.12; Chi*=5.83,df=4 (P=0.21); F=31% o o i 100

Testfor overall effect: Z=3.02 (P = 0.003)
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Test for subaroun differences: Chi*=0.09, df=1 (P=0.77). F=0%

Figure S2. Forest Plot of prescription of antibiotics after implementation of RIDT: A) RIDT vs
clinical diagnosis stratified by countries; B) RIDT positive vs standard test positive stratified
by countries
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Test Non test Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
6.4.1 Before-after studies

Junetal 2016 32 78 74 128 135% 0.51 [0.29, 0.90] ==

Patel etal 2020 245 2786 199 2521 14.6% 1.13[0.93,1.37] ™
Vecino-Ortiz et al 2018 101 300 97 274 14.3% 0.93 [0.66, 1.31] ==
Subtotal (95% CI) 3164 2923  42.4% 0.88 [0.60, 1.28] L 3

Total events 378 370

Heterogeneity: Tau®= 0.07; Chi*= 6.98, df= 2 (P=0.03); F=71%
Test for overall effect. Z= 0.68 (P = 0.50)

6.4.2 Prospective, retrospective studies

Cohen et al 2007 33 346 10 256 12.8% 2.59[1.25,5.37] —
Jacoh et al 2021 15 295 176 1156 13.6% 0.30[0.17,0.51] =

Jennings et al 2009 336 7685 131 725 146% 0.21[0.17,0.26] s

Nitsch-Osuch etal 2013 8 115 22 141 12.2% 0.40[0.17, 0.95] —
Subtotal (95% CI) 8441 2278 53.2% 0.49[0.17, 1.38] -

Total events 392 339

Heterogeneity: Tau®= 1.02; Chi*= 46.61, df= 3 (P < 0.00001); F= 94%
Test for overall effect Z=1.35(P=0.18)

6.4.3 Cross sectional, single blinded trial

Ozkaya etal 2009 34 50 47 47 4.4% 0.02[0.00,038 ———
Subtotal (95% CI) 50 47  4.4% 0.02[0.00, 0.38]
Total events 34 47

Heterogeneity: Not applicable
Test for overall effect: Z= 2.63 (P =0.009)

Total (95% CI) 11655 5248 100.0% 0.53[0.26, 1.08] -
Total events 804 756

Heterogeneity: Tau®= 0.89; Chi*= 166.51, df= 7 (P < 0.00001); F= 96% =0.01 0?1 1=D 100
Testfor overall effect Z=1.75 (P = 0.08) Favours Test Favours Non test

Test for subgroup differences: Chi*=7.19, df=2 (P=0.03), F=72.2%

Test Non test Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ahanses etal 2006 102 288 215 719 74.2% 1.29[0.96,1.72]
Poehling et al 2006 43 135 49 170 25.8% 1.15[0.71,1.89]
Total (95% CI) 423 889 100.0% 1.25[0.97, 1.60]
Total events 145 264

Heterogeneity: Tau®= 0.00; Chi#= 0.14, df= 1 (P = 0.71); F= 0% f

0.01 01 1 10 100
Testfor overall effect: Z= 1.76 (P = 0.08) U T ..

Figure S3. Forest Plot of prescription of antibiotics after implementation of RIDT: A) RIDT vs clinical diagnosis in observational

studies; B) RIDT vs clinical diagnosis in RCT



A)

B)

Test Standard test Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rand 95% CI M-H, Random, 95% CI
10.2.1 USA
Beal etal 2020 6 29 27 36 206% 0.09 [0.03, 0.28] e
Echavarria etal 2018 2 13 1 43 12.2% 0.76 [0.07,8.57]
Lee etal 2019 124 3878 23 1264 251% 1.78[1.14,2.79] —
Subtotal (95% CI) 4020 1343 57.8% 0.49 [0.05, 4.66]  — e R ——
Total events 132 51
Heterogeneity: Tau®= 3.40; Chi*= 22.36, df= 2 (P < 0.0001); F=91%
Test for averall effect: Z=0.62 (P = 0.54)
10.2.2 European countries
Dimopoulou et al 2021 16 30 33 50 22.3% 0.59[0.23,1.49] T
Reischl etal 2020 6 322 4 464 19.8% 2.18[0.61, 7.80]
Subtotal (95% CI) 352 514  42.2% 1.05[0.29, 3.76] —~caiiiin—
Total events 22 37
Heterogeneity: Tau®= 0.54, Chi*= 2.66, df=1 (P=0.10);, F=62%
Test for overall effect: Z=0.08 (P = 0.94)
Total (95% CI) 4372 1857 100.0% 0.70[0.22, 2.24] ~l—
Total events 154 88
Heterogeneity: Tau® = 1.35; Chi*= 25.35, df= 4 (P < 0.0001); F=84% o1 051 150 100’
Test for overall effect: 2= 0.60 (P = 0.55) Favours Test Favours Standard test
Test for subaroup differences: Chi*= 0.33, df=1 (P = 0.56), F= 0%
Test Standard test Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Rand 95% CI IV, Rand 95% CI
16.3.1 Before-after studies
Kim etal 2021 31 42 594 34 43 321 339% -0.30[-0.88,60.29)
Kitano et al 2020 856 513 149 1282 962 1132 326% -4.26[-5.26,-3.26) ——
Reischl et al 2020 91 54 322 86 44 464 335% 0.50 [-0.21,1.21)
Subtotal (95% CI) 1065 1917 100.0% -1.32[-3.70, 1.06]
Heterogeneity: Tau®= 4.27; Chi*= 61.77, df= 2 (P < 0.00001); F= 97%
Test for overall effect. Z=1.09 (P=0.28)
10 -5 0 5 10

Favours Test Favours Standard test

Figure S4. Forest Plot A) of prescription of oseltamivir after implementation of FA-RP versus Standard test stratified for

different countries; B) of days of therapy after implementation of FA-RP versus Standard Test



