Figure S1: Forest plot illustrating the pooled prevalence of strains resistant to ciprofloxacin.

Study Events Total Proportion 95%-CI
Schonheyder 1995 0 15 E— 0.00 [0.00; 0.22]
Pigrau 1997 13 24 - aa 0.54 [0.33; 0.74]
Tee 1998 3 21 — 0.14 [0.03; 0.36]
Pacanovski 2008 50 157 e 0.32 [0.25; 0.40]
Fernandez-Cruz 2010 19 38 I 0.50 [0.33; 0.67]
Nielsen 2010 9 35 — e 0.26 [0.12; 0.43]
Feodoroff 2011 5 76 . 0.07 [0.02; 0.15]
Liao 2012 15 24 — mw 062 [0.41; 0.81]
Ben-Shimaol 2013 13 38 — e 0.34 [0.20; 0.51]
Hussein 2016 38 58 i — s 0.66 [0.52; 0.78]
O'Hara 2017 9 26 —a— 0.35 [0.17; 0.56]
Moffatt 2021 4 25 B Ra— 0.16 [0.05; 0.36]
Tinevez 2021 249 592 5 042 [0.38; 0.46]
Tau 2022 55 70 — 0.79 [0.67; 0.87]
Baek 2023 45 76 —=m 0.59 [0.47;0.70]
Graham 2024 14 28 B E— 0.50 [0.31; 0.69]
Sunnerhagen 2024 6 18 e 0.33 [0.13; 0.59]
Random effects model 547 1321 T 0.37 [0.25; 0.50]
Prediction interval [0.06; 0.84]

Heterogeneity: /* = 85%, t° = 1.0352, p < 0.01 ' ' ' ' !
0 02 04 06 08
Proportion of ciprofloxacin-R strains

Figure S2: Forest plot illustrating the pooled prevalence of strains resistant to erythromycin.

Study Events Total Proportion 95%-CI
Schonheyder 1995 2 15 0.13 [0.02; 0.40]
Pigrau 1997 4 58 — 0.07 [0.02; 0.17]
Tee 1998 0 21 — 0.00 [0.00; 0.16]
Pacanovski 2008 2 156 e 0.08 [0.04;0.13]
Fernandez-Cruz 2010 4 3 s 0.1 [0.03; 0.25]
Nielsen 2010 3 40 — 0.07 [0.02; 0.20]
Feodoroff 2011 0 76 E— 0.00 [0.00; 0.05]
Ben-Shimol 2013 0 17 — 0.00 [0.00; 0.20]
Hussein 2016 2 59 - 003 [0.00; 012]
O'Hara 2017 1 30 s 0.03 [0.00; 0.17]
Moffatt 2021 1 25 B 0.04 [0.00; 0.20]
Tinevez 2021 22 592 L3 0.04 [0.02; 0.06]
Tau 2022 2 69 - 0.03 [0.00; 0.10]
Baek 2023 3 73 . 0.04 [0.01;0.12]
Graham 2024 0 28 E—— 0.00 [0.00; 0.12]
Sunnerhagen 2024 1 18 1 0.06 [0.00; 0.27]
Random effects model 57 1314 < 0.04 [0.03; 0.06]
Prediction interval — [0.02; 0.08]

Heterogeneity: /> = 0%, 1 = 0.0652, p = 0.76 ' ' ' ' '
0 0.1 02 03 04
Proportion of erythromycin-R strains



Figure S3: Forest plot illustrating the pooled prevalence of strains resistant to tetracycline.

Study Events Total Proportion 95%-CI
Schonheyder 1995 0 15 E—— 0.00 [0.00; 0.22]
Pigrau 1997 0 58 & 0.00 [0.00; 0.06]
Feodoroff 2011 3 76 . 0.04 [0.01; 0.11]
Ben-Shimaol 2013 13 30 — 043 [0.25; 0.63]
Hussein 2016 28 48 — e 0.58 [0.43;0.72]
Tinevez 2021 167 592 - 0.28 [0.25; 0.32]
Baek 2023 13 46 — = 0.28 [0.16; 0.43]
Random effects model 224 865 i —— 0.12 [0.02; 0.51]
Prediction interval [0.00; 0.97]

Heterogeneity: /% = 83%, t° = 3.9041, p < 0.01 ' ' ' ' !
0 02 04 06 08
Proportion of tefracycline -R strains

Figure S4: Forest plot illustrating the pooled prevalence of strains resistant to gentamicin.

Study Events Total Proportion 95%-ClI
Schonheyder 1995 0 15 . — 0.00 [0.00; 0.22]
Pigrau 1997 0 58 B 0.00 [0.00; 0.06]
Tee 1998 0 21 R 0.00 [0.00; 0.16]
Pacanaovski 2008 4 147 -3 0.03 [0.01; 0.07]
Fernandez-Cruz 2010 2 35 e 0.06 [0.01;0.19]
Nielsen 2010 1 18 I 0.06 [0.00; 0.27]
Feodoroff 2011 0 76 B 0.00 [0.00; 0.05]
Ben-Shimal 2013 0 25 F— 000 [0.00; 0.14]
Hussein 2016 1 27 § - 0.04 [0.00; 0.19]
Tinevez 2021 3 592 > 0.01 [0.00; 0.01]
Baek 2023 2 6 0.33 [0.04; 0.78]
Random effects model 13 1020 & 0.01 [0.00; 0.05]
Prediction interval —_— [0.00; 0.25]

0 01020304050607
Proportion of gentamicin-R strains

Heterogeneity: I° = 53%, t° = 1.5852, p = 0.02



Figure S5: Forest plot illustrating the pooled prevalence of strains resistant to carbapenems.

Study Events Total Proportion 95%-CI
Pacanovski 2008 0 73 . 0.00 [0.00; 0.05]
Fernandez-Cruz 2010 0 30 = 0.00 [0.00;0.12]
Feodoroff 2011 0 76 & 0.00 [0.00; 0.05]
Liao 2012 0 24 — 0.00 [0.00; 0.14]
Ben-Shimol 2013 0 7 —— 0.00 [0.00; 0.41]
Hussein 2016 1 7 I — 0.14 [0.00; 0.58]
Tinevez 2021 0 592 ! 0.00 [0.00; 0.01]
Baek 2023 2 6 0.33 [0.04; 0.78]
Random effects model 3 815 T 0.00 [0.00; 0.32]
Prediction interval [0.00; 0.99]

0 02 04 06 08
Proportion of carbapenem-R strains

Heterogeneity: 1° = 0%, t° = 14.4592, p = 1.00



Figure S6: Forest plot illustrating the pooled prevalence of fever at the time of bloodstream
infection (BSI) diagnosis.

Study Events Total Proportion 95%-ClI
Guerrant 1978 84 91 - 0.92 [0.85; 0.97]
Schonheyder 1995 14 15 e 093 [0.68; 1.00]
Lastovica 1996 6 17 S E— 0.35 [0.14; 0.62]
Reed 1996 7 19 — 0.37 [0.16; 0.62]
Pigrau 1997 53 58 — . 0.91 [0.81;0.97]
Tee 1998 20 21 E— 095 [0.76; 1.00]
Pacanovski 2008 74 178 - 0.42 [0.34; 0.49]
Fernandez-Cruz 2010 55 68 — . 0.81 [0.70; 0.89]
Feodoroff 2011 64 76 e 0.84 [0.74; 0.92]
Liao 2012 14 24 — 0.58 [0.37; 0.78]
Ben-Shimal 2013 47 76 — s 0.62 [0.50; 0.73]
Hussein 2016 55 65 . 0.85 [0.74; 0.92]
O'Hara 2017 35 41 — . 0.85 [0.71; 0.94]
Liu2019 10 56 —EE 0.18 [0.09; 0.30]
Tinevez 2021 426 592 - 072 [0.68; 0.76]
Tau 2022 64 76 i 0.84 [0.74; 0.92]
Baek 2023 98 108 . 0.91 [0.84; 0.95]
Otsuka 2023 35 39 . 0.90 [0.76; 0.97]
Graham 2024 12 34 — 035 [0.20; 0.54]
Sunnerhagen 2024 24 29 — 0.83 [0.64; 0.94]
Random effects model 1197 1683 = 0.75 [0.63; 0.85]
Prediction interval [0.19; 0.98]

Heterogeneity: /* = 92%, t° = 1.4455, p < 0.01
02 04 06 08
Proportion of fever cases on presentation



Figure S7: Forest plot illustrating the pooled prevalence of gastrointestinal manifestations
at the time of bloodstream infection (BSI) diagnosis.

Study Events Total Proportion 95%-CI
Guerrant 1978 38 91 — e 042 [0.32; 0.53]
Skirrow 1993 170 254 . 0.67 [0.61;0.73]
Schonheyder 1995 8 15 — 053 [0.27; 0.79]
Lastovica 1996 160 238 3 = 0.67 [0.61;0.73]
Reed 1996 15 19 — 0.79 [0.54; 0.94]
Pigrau 1997 18 58 — e 0.31 [0.20; 0.45]
Tee 1998 18 21 — 0.86 [0.64; 0.97]
Pacanovski 2008 58 178 T 0.33 [0.26; 0.40]
Fernandez-Cruz 2010 58 68 — . 0.85 [0.75;0.93]
Nielsen 2010 27 46 —a 0.59 [0.43; 0.73]
Feodoroff 2011 60 76 e 0.79 [0.68; 0.87]
Liao 2012 15 24 — 062 [0.41;0.81]
Ben-Shimol 2013 45 76 —a— 0.59 [0.47; 0.70]
Hussein 2016 34 65 —a 0.52 [0.40; 0.65]
O'Hara 2017 34 41 — 0.83 [0.68; 0.93]
Liu2019 9 56 — 0.16 [0.08; 0.28]
Moffatt 2021 23 25 — 092 [0.74; 0.99]
Tinevez 2021 233 592 = 0.39 [0.35; 0.43]
Tau 2022 50 76 —— 066 [0.54; 0.76]
Baek 2023 65 108 —Er 0.60 [0.50; 0.69]
Otsuka 2023 21 39 — 0.54 [0.37;0.70]
Graham 2024 22 34 — 065 [0.46; 0.80]
Sunnerhagen 2024 20 29 — 0.69 [0.49; 0.85]
Random effects model 1201 2229 g 0.61 [0.52; 0.70]
Prediction interval [0.21; 0.90]

Heterogeneity: /* = 91%, t° = 0.6847, p < 0.01
02 04 06 08
Proportion of Gl manifestations



Figure S8: Forest plot illustrating the pooled prevalence of concomitant positive stool
cultures at the time of bloodstream infection (BSI) diagnosis.

Study Events Total Proportion 95%-ClI
Schonheyder 1995 8 10 s 0.80 [0.44; 0.97]
Reed 1996 0 1 0.00 [0.00; 0.97]
Pigrau 1997 15 37 — e 0.41 [0.25; 0.58]
Tee 1998 21 21 — = 1.00 [0.84; 1.00]
Pacanovski 2008 13 61 —E 0.21 [0.12; 0.34]
Fernandez-Cruz 2010 8 68 L 0.12 [0.05; 0.22]
Liao 2012 1 24 - 0.04 [0.00; 0.21]
Ben-Shimal 2013 10 36 — e 0.28 [0.14; 0.45]
Hussein 2016 4 21 — 0.19 [0.05; 0.42]
Tinevez 2021 160 592 L) 027 [0.23; 0.31]
Tau 2022 14 76 - 0.18 [0.10; 0.29]
Graham 2024 27 34 — 0.79 [0.62; 0.91]
Sunnerhagen 2024 6 29 e 0.21 [0.08; 0.40]
Random effects model 287 1010 = 0.34 [0.15; 0.59]
Prediction interval [0.01; 0.95]

0 02 04 06 08 1
Proportion of concurrent positive stool samples

Heterogeneity: 1* = 80%, t° = 2.6517, p < 0.01

Figure S9: Forest plot illustrating the pooled prevalence of secondary localizations.

Study Events Total Proportion 95%-ClI
Pigrau 1997 11 57 B E— 0.19 [0.10; 0.32]
Tee 1998 4 21 —— 0.19 [0.05; 0.42]
Pacanovski 2008 43 178 — 0.24 [0.18; 0.31]
Fernandez-Cruz 2010 0 68 — 0.00 [0.00; 0.05]
Nielsen 2010 1 46 - 0.02 [0.00; 0.12]
Feodoroff 2011 1 76 s — 0.01 [0.00; 0.07]
Liao 2012 3 24 B E— 012 [0.03; 0.32]
Hussein 2016 6 65 e 0.09 [0.03; 0.19]
Liu 2019 1 56 -y 0.02 [0.00; 0.10]
Tinevez 2021 80 592 - 0.14 [0.11; 0.17]
Baek 2023 3 108 — 0.29 [0.20; 0.38]
Otsuka 2023 6 39 e 0.15 [0.06; 0.31]
Random effects model 187 1330 i 0.09 [0.04; 0.18]
Prediction interval [0.01; 0.57]

Heterogeneity: /% = 74%, t° = 1.2671, p < 0.01 ' r ' ' !
0 01 02 03 04 05
Proportion of secondary localizations other than endocarditis



Figure $10: Forest plot illustrating the pooled prevalence of infective endocarditis.

Study Events Total Proportion 95%-CI
Schonheyder 1995 1 15 0.07 [0.00; 0.32]
Tee 1998 0 21 T 0.00 [0.00; 0.16]
Pacanovski 2008 6 178 b 0.03 [0.01; 0.07]
Fernandez-Cruz 2010 0 68 & 0.00 [0.00; 0.05]
Nielsen 2010 1 46 - 0.02 [0.00; 0.12]
Feodoroff 2011 0 76 s 0.00 [0.00; 0.05]
O'Hara 2017 1 41 ‘ 0.02 [0.00; 0.13]
Tinevez 2021 12 592 B 0.02 [0.01; 0.04]
Random effects model 21 1037 & 0.02 [0.01; 0.03]
Prediction interval — [0.01; 0.03]
Heterogeneity: 1= 0%, t° =0, p =095 ' ' ! ! ! ] !
0 0050101502025 03
Proportion of endocarditis
Figure S11: Forest plot illustrating the pooled prevalence of relapses.

Study Events Total Proportion 95%-CI
Schonheyder 1995 1 15 i 0.07 [0.00; 0.32]
Pigrau 1997 1 58 - 0.02 [0.00; 0.09]
Tee 1998 0 21 E—————— 0.00 [0.00; 0.16]
Nielsen 2010 0 46 E—— 0.00 [0.00; 0.08]
Hussein 2016 3 65 —E 0.05 [0.01;0.13]
Tinevez 2021 18 592 = 003 [0.02; 0.05]
Tau 2022 0 76 E—— 0.00 [0.00; 0.05]
Random effects model 23 873 & 0.03 [0.02; 0.04]

Prediction interval [0.02; 0.04]

Heterogeneity: £ 0%, f = 0, p =097

0 0050101502025 03
Proportion of relapses



Figure $12: Forest plot illustrating the pooled prevalence of persistent cases of BSI.

Study Events Total Proportion 95%-ClI
Tee 1998 1 21 _— 0.05 [0.00; 0.24]
Fernandez-Cruz 2010 0 68 3 0.00 [0.00; 0.05]
Feodoroff 2011 0 76 3 0.00 [0.00; 0.05]
Liao 2012 9 24 ; — s 0.38 [0.19; 0.59]
Tau 2022 0 76 3 0.00 [0.00; 0.05]
Graham 2024 1 34 - 0.03 [0.00; 0.15]
Random effects model 1 299 C}— 0.01 [0.00; 0.27]
Prediction interval [0.00; 0.97]

0 02 04 06 08
Proportion of persistent cases of BSI

Heterogeneity: I~ = 54%, = 6.9327, p = 0.05

Figure S13: Forest plot showing the risk difference in adverse outcomes between appropriate
and inappropriate therapy.

Appropriate therapy Inappropriate therapy

Study Events Total Events Total Risk Difference RD 95%-Cl Weight
Tee 1988 4 20 0 1 0.20 [-0.43; 0.83] 1.0%
Fernandez-Cruz 2010 3 25 8 41 ; -0.08 [-0.25; 0.10] 9.4%
Feodoroff 2011 1 50 1 26 - -0.02 [-0.10; 0.07] 22.3%
Hussein 2016 3 43 0 22 {—*— 0.07 [-0.03; 0.17] 19.1%
Moffatt 2021 0 15 0 10 —~— 0.00 [-0.15; 0.15] 11.9%
Tinevez 2021 42 426 27 125 —'—‘ -0.12 [-0.19; -0.04] 23.6%
Baek 2023 3 27 11 78 —— -0.03 [-0.17; 0.11] 12.8%
Random effects model 56 606 a7 303 < -0.03 [-0.09; 0.04] 100.0%
Prediction interval — [-0.19; 0.13]
Heterogeneity: /12 = 38% [0%; 74%], ° = 0.0027, p = 0.14
-0.5 0 0.5

Better appropriate Better inappropriate



Figure S14: Meta-regression analysis of ciprofloxacin resistance in Campylobacter over time.
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Figure 515: Meta-regression analysis of tetracycline resistance in Campylobacter over time.
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Figure S16: Doi Plot regarding proportion of C. jejuni.
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Figure 517: Doi Plot regarding Mortality.
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Figure S18: Forest plot illustrating the pooled analysis of mortality outcome according WHO
region.

Study Deaths Total Proportion 95% C.1.

WHO_Region = AMR

Guerrant 1978 18 91 ! 0.20 [0.12; 0.29]
WHO_Region = EUR i

Skirrow 1993 1 394 ! 0.00 [0.00; 0.01]
Schonheyder 1995 1 15 _..— 0.07 [0.00; 0.32]
Pigrau 1997 6 57 - 0.11 [0.04; 0.22]
Pacanovski 2008 27 178 f - 0.15 [0.10; 0.21]
Fernandez-Cruz 2010 11 68 | 0.16 [0.08; 0.27]
Nielsen 2010 2 46 I'— 0.04 [0.01; 0.15]
Feodoroff 2011 2 76 - 0.03 [0.00; 0.09]
Ben-Shimol 2013 0 76 l—{ 0.00 [0.00; 0.05]
Hussein 2016 3 65 -+ 0.05 [0.01; 0.13]
O'Hara 2017 2 41 ‘._ 0.05 [0.01; 0.17]
Tinevez 2021 69 592 R 0.12 [0.09; 0.15]
Tau 2022 9 76 E—I— 0.12 [0.06; 0.21]
Graham 2024 1 34 - 0.03 [0.00; 0.15]
Sunnerhagen 2024 0 28 l—f— 0.00 [0.00; 0.12]
Random effects model 134 1747 > 0.04 [0.02; 0.09]
Heterogeneity: /% = 60%, p < 0.01 ;

WHO_Region = AFR :

Reed 1996 3 19 -E—l— 0.16 [0.03; 0.40]
WHO_Region = WPR E

Tee 1998 3 21 1:—.— 0.14 [0.03; 0.36]
Liao 2012 2 24 - 0.08 [0.01; 0.27]
Liu 2019 3 56 il— 0.05 [0.01; 0.15]
Moffatt 2021 0 25 - 0.00 [0.00; 0.14]
Baek 2023 14 108 !—l— 0.13 [0.07; 0.21]
Otsuka 2023 0 39 - 0.00 [0.00; 0.09]
Random effects model 22 273 'b— 0.06 [0.02; 0.17]
Heterogeneity: 12 = 0%, p =077 E

Random effects model 177 2130 - 0.05 [0.03; 0.09]
Prediction interval se— [0.01; 0.36]

Heterogeneity: 1% = 50%, p <0.01 ‘ ! ' I I !
Test for subgroup differences: Xg =16.70,df=3 (p<0.01) O 02 04 06 038 1
Proportion of deaths



Missing pattern across studies.

Figure 519

pink cells indicate missing values. Columns represent

.
)

Blue cells indicate available data

variables, rows represent individual studies.
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Figure 520: Influence analysis of mortality.

Omitting Guerrant 1978
Omitting Pacanovski 2008
Omitting Fernandez-Cruz 2010
Omitting Baek 2023
Omitting Tinevez 2021
Omitting Tau 2022

Omitting Reed 1996
Omitting Tee 1998

Omitting Pigrau 1997
Omitting Liao 2012
Omitting Schonheyder 1995
Omitting Liu 2019

Omitting O'Hara 2017
Omitting Hussein 2016
Omitting Nielsen 2010
Omitting Graham 2024
Omitting Feodoroff 2011
Omitting Moffatt 2021
Omitting Sunnerhagen 2024
Omitting Otsuka 2023
Omitting Ben-Shimol 2013
Omitting Skirrow 1993
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Figure S21: Influence analysis of the pooled odds ratio for appropriate treatment.
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Figure S22: Influence analysis of the pooled risk difference for appropriate treatment.

S:,orted by Effect Size

Omitting Hussein 2016 —-t—-— 8- =-0.05[-0.11-0.00]; /= 0%
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