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Suppl-1. Unknown etiology.

Unknown Total Mean Difference Mean Difference
Study or Subgroup Mean Difference  SE Total Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Asai 2019 55 3.8 94 171 1.8% 55.00[47.55, 62.45] -
Chen 2022 47.1 2.2 248 527 1.9% 47.10 [42.79, 51.41] -
Fujii 2012 46.8 5.5 37 79 1.7% 46.80[36.02, 57.58] -
Fujiki 2007 39.1 3.1 97 248 1.8% 39.10[33.02, 45.18] -
Fukuyama 2014 38.1 2.7 122 320 1.8% 38.10[32.81, 43.39] -
Haga 2016 21.2 3.5 29 137 1.8% 21.20 [14.34, 28.06] -
Hifumi 2015 54.8 5.7 40 73 1.7% 54.80 [43.63, 65.97] -
Hirakata 2008 54.5 5.2 48 88 1.7% 54.50 [44.31, 64.69] -
Horie 2012 41.2 4.8 42 102 1.7% 41.20[31.79, 50.61] -
Ishida 1998 374 2.6 127 340 1.8% 37.40[32.30, 42.50] -
Ishiguro 2013 39.2 1.4 444 1134 1.9% 39.20 [36.46, 41.94] -
Ishikawa 2013 68.4 2.4 264 386 1.8% 68.40[63.70, 73.10] -
Ito 2020 50.5 1.8 374 740 1.9% 50.50 [46.97, 54.03] -
Kamata 2015 61.1 3.3 135 221 1.8% 61.10 [54.63, 67.57] -
Kasamatsu 2012 31.8 3.5 54 170 1.8% 31.80[24.94, 38.66] -
Kawai 2004 41.6 3.1 106 255 1.8% 41.60 [35.52, 47.68] -
Kohashi 2001 36.1 1.2 574 1592 1.9% 36.10 [33.75, 38.45] -
Kohno 2011 55.2 1.1 1089 1974 1.9% 55.20 [53.04, 57.36] -
Kohno 2013 373 2.2 184 493 1.9% 37.30[32.99, 41.61] -
Kohno 2015 24 6 12 50 1.7% 24.00 [12.24, 35.76] —_—
Komiya 2022 579 2.6 202 349 1.8% 57.90 [52.80, 63.00] -
Kosai 2014 46.4 4 70 151 1.8% 46.40 [38.56, 54.24] -
Kumagai 2016 51 1.2 833 1632 1.9% 51.00 [48.65, 53.35] -
Kurai 2016 39.6 4.8 40 101 1.7% 39.60 [30.19, 49.01] —_—
Maruyama 2010 0 25 0 51 1.8% 0.00 [-4.90, 4.90] -
Maruyama 2013 44.1 4.2 60 136 1.8% 44.10[35.87, 52.33] —_
Matsunuma 2014 63.2 3.1 148 234 1.8% 63.20[57.12, 69.28] -
Miki 2021 41.8 3.7 71 170 1.8% 41.80 [34.55, 49.05] -
Miyashita 2005 32.8 2 188 573 1.9% 32.80[28.88, 36.72] -
Miyashita 2012 379 1.7 298 786 1.9% 37.90 [34.57, 41.23] -
Motomura 2000 52.4 4.4 65 124 1.8% 52.40[43.78, 61.02] -
Motomura 2005 63.6 4.2 82 129 1.8% 63.60 [55.37, 71.83] -
Nakagawa 2014 68.1 2.4 258 379 1.8% 68.10[63.40, 72.80] -
Nakanishi 2011 35.3 5.7 24 68 1.7% 35.30 [24.13, 46.47] —
Okimoto 2003 50.6 5.4 42 83 1.7% 50.60 [40.02, 61.18] _—
Oshitani 2013 50 3.1 132 264 1.8% 50.00 [43.92, 56.08] -
Parrott 2017 38.8 4.7 40 103 1.7% 38.80[29.59, 48.01] -
Saito 2006 22.1 2.5 62 280 1.8% 22.10[17.20, 27.00] -
Sakoda 2014 749 29 161 215 1.8% 74.90 [69.22, 80.58] -
Sato 2002 29.1 3.7 43 148 1.8% 29.10 [21.85, 36.35] -
Seki 2011 0 5.2 0 22 1.7% 0.00 [-10.19, 10.19] -1
Shindo 2009 50.4 3.2 121 240 1.8% 50.40 [44.13, 56.67] -
Shindo 2013 39.7 1.5 412 1038 1.9% 39.70 [36.76, 42.64] -
Sugisaki 2012 21 1.8 109 519 1.9% 21.00[17.47, 24.53] -
Takagi 1995 48.7 3.2 114 234 1.8% 48.70[42.43, 54.97] -
Takaki 2014 23 16 3 131 1.9% 2.30 [-0.84, 5.44] —
Tamura 2014 55.7 4.4 68 122 1.8% 55.70[47.08, 64.32] —_
Tashiro 2008 71.7 2.6 210 293 1.8% 71.70[66.60, 76.80] -
Uchiyama 2003 62.5 8.1 20 32 1.5% 62.50 [46.62, 78.38] -
Ugajin 2014 53.5 3.4 114 213 1.8% 53.50 [46.84, 60.16] -
Umeki 2011 61 4.3 75 123 1.8% 61.00[52.57, 69.43] -
Watari 2000 49.4 3.2 116 235 1.8% 49.40 [43.13, 55.67] -
Yanagihara 2006 373 5.8 25 67 1.7% 37.30[25.93, 48.67] —_—
Yanagihara 2009 379 5.8 25 66 1.7% 37.90[26.53, 49.27] —_—
Yoshida 2011 47.1 10.9 8 17 1.3% 47.10 [25.74, 68.46] -
Yoshimoto 2005 52.6 5.6 40 76 1.7% 52.60[41.62, 63.58] i
Total (95% CI) 8399 18504 100.0% 44.06 [39.65, 48.48] ¢

Heterogeneity: Tau? = 268.20; Chi? = 2274.30, df = 55 (P < 0.00001); I> = 98%

Test for overall effect: Z = 19.58 (P < 0.00001) -100

-50

[Etiology] unknown
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Suppl-2-1. Frequency of S. pneumoniaeisolated in CAP in both inpatients and outpatients.

S. pneumoniae Total Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% ClI
1.1.1 No Inclusion Criteria
Hirakata 2008 18.2 4.1 16 88 8.0% 18.20[10.16, 26.24]
Kohno 2011 16.4 0.8 323 1974 22.2% 16.40[14.83,17.97] -
Miyashita 2005 206 1.7 118 573 17.8% 20.60[17.27,23.93] -
Motomura 2005 14.7 3.2 19 129 10.8% 14.70[8.43, 20.97] —_
Nakanishi 2011 25 5.2 17 68 5.7% 25.00[14.81, 35.19] e
Saito 2006 20.4 2.4 57 280 14.2% 20.40[15.70, 25.10] —
Takaki 2014 28.2 3.9 37 131 8.6% 28.20[20.56, 35.84] I
Yanagihara 2009 25.8 5.3 17 66 5.5% 25.80[15.41, 36.19] I —
Yoshida 2011 29.4 10.3 5 17 1.8% 29.40[9.21, 49.59]
Subtotal (95% CI) 609 3326 94.6% 20.21[17.23, 23.18] <

Heterogeneity: Tau? = 9.62; Chi? = 20.43, df = 8 (P = 0.009); I = 61%
Test for overall effect: Z = 13.30 (P < 0.00001)

1.1.2 Elderly Patients

Maruyama 2010 176 5.4 9 51 5.4% 17.60[7.02, 28.18] -
Subtotal (95% CI) 9 51 5.4% 17.60 [7.02, 28.18] -
Heterogeneity: Not applicable

Test for overall effect: Z = 3.26 (P = 0.001)

Total (95% CI) 618 3377 100.0% 19.99 [17.20, 22.79] <&
Heterogeneity: Tau? = 8.52; Chi? = 20.44, df = 9 (P = 0.02); I* = 56% §_50 =5 5 2%5 50
Test for overall effect: Z = 14.03 (P < 0.00001) [Etiology] proportion

Test for subgroup differences: Chi? = 0.22, df = 1 (P = 0.64), I*> = 0%
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Suppl-2-2. Frequency of H. influenzaeisolated in CAP in both inpatients and outpatients.

H. influenzae Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
1.2.1 No Inclusion Criteria
Hirakata 2008 159 4 14 88 8.5% 15.90 [8.06, 23.74]
Kohno 2011 5.2 0.5 103 1974 14.6% 5.20 [4.22, 6.18] -
Miyashita 2005 9.9 1.3 57 573 13.7%  9.90[7.35, 12.45] —
Motomura 2005 10.9 2.8 14 129 10.8% 10.90 [5.41, 16.39] —_—
Nakanishi 2011 10.3 3.9 7 68 8.7% 10.30 [2.66, 17.94] D —
Saito 2006 15.4 2.2 43 280 12.1% 15.40[11.09, 19.71] —
Takaki 2014 18.3 3.4 24 131 9.6% 18.30[11.64, 24.96] e —
Yanagihara 2009 15.2 455 10 66 7.6% 15.20 [6.38, 24.02] I —
Yoshida 2011 59 7.6 1 17 4.0% 5.90 [-9.00, 20.80] ——
Subtotal (95% CI) 273 3326 89.6% 11.79[8.03,15.55] -

Heterogeneity: Tau? = 22.54; Chi? = 54.27, df = 8 (P < 0.00001); I*> = 85%
Test for overall effect: Z = 6.15 (P < 0.00001)

1.2.2 Elderly Patients

Maruyama 2010 2 3 1 51 10.4% 2.00 [-3.88, 7.88] -

Subtotal (95% CI) 1 51 10.4% 00 [-3.88, 7.88] -
Heterogeneity: Not applicable

Test for overall effect: Z = 0.67 (P = 0.50)

Total (95% CI) 274 3377 100.0% 10.75 [7.26, 14.25] L
Heterogeneity: Tau? = 21.44; Chi? = 56.76, df = 9 (P < 0.00001); I* = 84% _2§0 —iO ) 1¢0 2§0

Test for overall effect: Z = 6.04 (P < 0.00001)

Etiolo roportion
Test for subgroup differences: Chi? = 7.56, df = 1 (P = 0.006), I = 86.8% [ v prop
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Suppl-2-3. Frequency of M. pneumoniaeisolated in CAP in both inpatients and outpatients.

M. pneumoniae Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
1.3.1 No Inclusion Criteria
Hirakata 2008 4.5 2.6 4 88 10.3%  4.50[-0.60, 9.60]
Kohno 2011 10.8 0.7 214 1974 14.6% 10.80[9.43, 12.17] -
Miyashita 2005 11.5 1.3 66 573 13.5% 11.50[8.95, 14.05] —_
Motomura 2005 23 1.6 3 129 12.8%  2.30[-0.84, 5.44] T
Nakanishi 2011 17.6 4.7 12 68 6.0% 17.60 [8.39, 26.81] e —
Saito 2006 43 1.3 12 280 13.5% 4.30[1.75, 6.85] —
Takaki 2014 5.3 2.1 7 131 11.6% 5.30[1.18, 9.42] —_—
Yanagihara 2009 10.6 4 7 66 7.2% 10.60 [2.76, 18.44] I —
Yoshida 2011 0 6.3 0 17 4.1% 0.00 [-12.35, 12.35] I E—
Subtotal (95% CI) 325 3326 93.7%  7.38 [4.32, 10.44] <o

Heterogeneity: Tau? = 15.26; Chi? = 52.03, df = 8 (P < 0.00001); I = 85%
Test for overall effect: Z = 4.73 (P < 0.00001)

1.3.2 Elderly Patients
Maruyama 2010 9.8 4.5 5 51 6.3% 9.80 [0.98, 18.62] s
Subtotal (95% Cl) 5 51 6.3% 9.80[0.98, 18.62] el
Heterogeneity: Not applicable

Test for overall effect: Z = 2.18 (P = 0.03)

Total (95% CI) 330 3377 100.0% 7.53[4.62, 10.44] L 2
Heterogeneity: Tau? = 14.61; Chi? = 52.09, df = 9 (P < 0.00001); I = 83% 7250 io 5 5
Test for overall effec.t: Z=15.07 (P. < 0.00001) [Etiology] proportion

Test for subgroup differences: Chi? = 0.26, df = 1 (P = 0.61), I> = 0%
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Suppl-2-4. Frequency of C. pneumoniaeisolated in CAP in both inpatients and outpatients.

C. pneumoniae Total Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 No Inclusion Criteria
Hirakata 2008 0 1.5 0 88 11.7% 0.00 [-2.94, 2.94] -
Kohno 2011 5.3 0.5 105 1974 14.3% 5.30 [4.32, 6.28] -
Miyashita 2005 6.8 1.1 39 573 12.9% 6.80 [4.64, 8.96] -
Motomura 2005 0.8 1.3 1 129 12.3% 0.80 [-1.75, 3.35] T
Nakanishi 2011 0 1.9 0 68 10.3% 0.00 [-3.72, 3.72] b
Saito 2006 5.4 1.4 15 280 12.0% 5.40 [2.66, 8.14] —_
Takaki 2014 0.8 1.3 1 131 12.3% 0.80 [-1.75, 3.35] T
Yanagihara 2009 1.5 2.4 1 66 8.8% 1.50 [-3.20, 6.20] -
Yoshida 2011 0 6.3 0 17 2.6% 0.00[-12.35, 12.35] —
Subtotal (95% CI) 162 3326 97.2% 2.75[0.78, 4.72] <

Heterogeneity: Tau? = 6.22; Chi® = 39.25, df = 8 (P < 0.00001); I> = 80%
Test for overall effect: Z = 2.74 (P = 0.006)

1.5.2 Elderly Patients
Maruyama 2010 25.5 6 13 51 2.8% 25.50[13.74, 37.26] e
Subtotal (95% Cl) 13 51  2.8% 25.50[13.74, 37.26] ]
Heterogeneity: Not applicable

Test for overall effect: Z = 4.25 (P < 0.0001)

Total (95% CI) 175 3377 100.0% 3.33 [1.14, 5.52] L 2

ity 2 _ - Chi?2 = - 12 = 4 4 4 4
Heterogeneity: Tau? = 8.47; Chi’* = 51.88, df = 9 (P < 0.00001); I° = 83% 30 10 0 10 20
Test for overall effect: Z = 2.98 (P = 0.003) [Etiology] proportion
Test for subgroup differences: Chi? = 13.98, df = 1 (P = 0.0002), I = 92.8%
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Suppl-2-5. Frequency of M. catarrhalisisolated in CAP in both inpatients and outpatients.

M. catarrhalis Total Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
1.6.1 No Inclusion Criteria
Hirakata 2008 0 1.5 0 88 3.9%  0.00 [-2.94, 2.94]
Kohno 2011 1.7 0.3 33 1974 61.4% 1.70[1.11, 2.29] | ]
Miyashita 2005 2.8 0.7 16 573 16.4% 2.80[1.43, 4.17] -
Motomura 2005 3.1 1.8 4 129 2.7% 3.10 [-0.43, 6.63] —
Nakanishi 2011 2.9 2.7 2 68 1.2%  2.90[-2.39, 8.19] -,
Saito 2006 1.8 0.9 5 280 10.3% 1.80 [0.04, 3.56] ™
Takaki 2014 6.1 2.2 8 131 1.8%  6.10[1.79, 10.41] I
Yanagihara 2009 3 28 2 66 1.1% 3.00 [-2.49, 8.49] T
Yoshida 2011 11.8 8.6 2 17 0.1% 11.80 [-5.06, 28.66] ]
Subtotal (95% CI) 72 3326  99.0% 2.08 [1.35, 2.82] ¢

Heterogeneity: Tau? = 0.19; Chi? = 9.41, df = 8 (P = 0.31); I> = 15%
Test for overall effect: Z = 5.58 (P < 0.00001)

1.6.2 Elderly Patients

Maruyama 2010 2 3 1 51 1.0%  2.00[-3.88, 7.88] T
Subtotal (95% Cl) 1 51 1.0% 00 [-3.88, 7.88] -
Heterogeneity: Not applicable

Test for overall effect: Z = 0.67 (P = 0.50)

Total (95% CI) 73 3377 100.0% 1.99 [1.40, 2.57] []

Heterogeneity: Tau? = 0.06; Chi? = 9.42, df = 9 (P = 0.40); I> = 4% _# _# +
Test for overall effect: Z = 6.65 (P < 0.00001) 20 [Elt(i)ologylo propor:'lt[i)on 20
Test for subgroup differences: Chi? = 0.00, df = 1 (P = 0.98), I> = 0%
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Suppl-2-6. Frequency of S. aureusisolated in CAP in both inpatients and outpatients.

S. aureus Total Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
1.4.1 No Inclusion Criteria
Hirakata 2008 6.8 2.9 6 88 2.8% 6.80[1.12, 12.48]
Kohno 2011 1.1 0.2 22 1974 33.2% 1.10[0.71, 1.49] L]
Miyashita 2005 2.4 0.7 14 573  20.9% 2.40[1.03, 3.77] -
Motomura 2005 0 1 0 129 14.7% 0.00 [-1.96, 1.96] -
Nakanishi 2011 44 3 3 68 2.6% 4.40[-1.48, 10.28] T
Saito 2006 29 1.1 8 280 13.1% 2.90 [0.74, 5.06] -
Takaki 2014 23 1.6 3 131 7.7% 2.30 [-0.84, 5.44] N
Yanagihara 2009 3 2.8 2 66 3.0% 3.00 [-2.49, 8.49] T
Yoshida 2011 0 6.3 0 17 0.6% 0.00 [-12.35, 12.35] I —
Subtotal (95% CI) 58 3326 98.6% 1.79 [0.87, 2.72] ¢
Heterogeneity: Tau? = 0.56; Chi® = 12.70, df = 8 (P = 0.12); I> = 37%
Test for overall effect: Z = 3.80 (P = 0.0001)
1.4.2 Elderly Patients
Maruyama 2010 7.8 4.2 4 51 1.4% 7.80[-0.43, 16.03] |
Subtotal (95% CI) 4 51 1.4% 7.80[-0.43, 16.03] i —
Heterogeneity: Not applicable
Test for overall effect: Z = 1.86 (P = 0.06)
Total (95% CI) 62 3377 100.0% 1.92 [0.94, 2.91] ¢

it 2 . i2 .2 1 1 1 I
Heterogeneity: Tau’ = 0.72; Chi* = 15.12, df = 9 (P = 0.09); I> = 40% —éO —iO 1‘0 2‘0

Test for overall effect: Z = 3.82 (P = 0.0001)

Etiolol roportion
Test for subgroup differences: Chi? = 2.02, df = 1 (P = 0.16), I> = 50.5% { 9v1 prop
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Suppl-2-7. Frequency of K. pneumoniaeisolated in CAP in both inpatients and outpatients.

K. pneumoniae Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.8.1 No Inclusion Criteria
Hirakata 2008 0 1.5 0 88 2.4%  0.00[-2.94, 2.94]
Kohno 2011 1.3 0.3 25 1974 59.6% 1.30[0.71, 1.89]
Miyashita 2005 1.4 0.5 8 573 21.5% 1.40 [0.42, 2.38] bl
Motomura 2005 0.8 1.3 1 129 3.2% 0.80 [-1.75, 3.35] -T—
Nakanishi 2011 44 3 3 68 0.6% 4.40 [-1.48, 10.28] T
Saito 2006 1.1 0.8 3 280 8.4%  1.10[-0.47, 2.67] ™
Takaki 2014 23 1.6 3 131 2.1%  2.30[-0.84, 5.44] T
Yanagihara 2009 0o 2 0 66 1.3% 0.00 [-3.92, 3.92] h
Yoshida 2011 0 6.3 0 17 0.1% 0.00 [-12.35, 12.35] I
Subtotal (95% CI) 43 3326 99.1% 1.28 [0.82, 1.73] (]

Heterogeneity: Tau? = 0.00; Chi? = 2.92, df = 8 (P = 0.94); I* = 0%
Test for overall effect: Z = 5.49 (P < 0.00001)

1.8.2 Elderly Patients

Maruyama 2010 0 25 0 51 0.9% 0.00 [-4.90, 4.90] T

Subtotal (95% CI) ) 51 0.9%  0.00 [-4.90, 4.90] e
Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

Total (95% CI) 43 3377 100.0% 1.27 [0.81, 1.72] ]

Heterogeneity: Tau? = 0.00; Chi? = 3.18, df = 9 (P = 0.96); I = 0% — — + +
Test for overall effect: Z = 5.47 (P < 0.00001) 20 [ét(ijology]o pmporlt?on 20

Test for subgroup differences: Chi? = 0.26, df = 1 (P = 0.61), I = 0%
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Suppl-2-8. Frequency of P. aeruginosaisolated in CAP in both inpatients and outpatients.

P. aeruginosa Total Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.7.1 No Inclusion Criteria
Hirakata 2008 0 1.5 0 88 2.2%  0.00[-2.94, 2.94]
Kohno 2011 1.3 0.3 25 1974 54.5% 1.30[0.71, 1.89] -
Miyashita 2005 1.4 0.5 8 573 19.6% 1.40[0.42, 2.38] d
Motomura 2005 23 1.6 3 129 1.9% 2.30 [-0.84, 5.44] T
Nakanishi 2011 0 1.9 0 68 1.4%  0.00[-3.72,3.72] b
Saito 2006 0.4 0.6 1 280 13.6% 0.40 [-0.78, 1.58] T
Takaki 2014 0o 1 0 131 4.9%  0.00[-1.96, 1.96] T
Yanagihara 2009 0o 2 0 66 1.2% 0.00 [-3.92, 3.92] -1
Yoshida 2011 0 6.3 0 17 0.1% 0.00 [-12.35, 12.35] —
Subtotal (95% CI) 37 3326 99.5% 1.09 [0.65, 1.52] (]

Heterogeneity: Tau? = 0.00; Chi? = 5.14, df = 8 (P = 0.74); I> = 0%
Test for overall effect: Z = 4.90 (P < 0.00001)

1.7.2 Elderly Patients

Maruyama 2010 2 3 1 51 0.5%  2.00[-3.88, 7.88] i
Subtotal (95% Cl) 1 51 0.5% 2.00[-3.88, 7.88] -
Heterogeneity: Not applicable

Test for overall effect: Z = 0.67 (P = 0.50)

Total (95% CI) 38 3377 100.0% 1.09 [0.66, 1.53] (]

4

Heterogeneity: Tau? = 0.00; Chi? = 5.23, df = 9 (P = 0.81); I> = 0% _# _# + +
Test for overall effect: Z = 4.93 (P < 0.00001) 20 [ét?ology]o proporlt(i)on 20
Test for subgroup differences: Chi? = 0.09, df = 1 (P = 0.76), I> = 0%
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Suppl-2-9. Frequency of influenza virus isolated in CAP in both inpatients and outpatients.

Influenza virus Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.10.1 No Inclusion Criteria
Hirakata 2008 0 1.5 0 88 6.7%  0.00 [-2.94, 2.94] s
Kohno 2011 0 0.1 0 1974 30.1% 0.00 [-0.20, 0.20] K
Miyashita 2005 0 0.2 0 573 28.8% 0.00 [-0.39, 0.39] N
Motomura 2005 0 1 0 129 11.9% 0.00 [-1.96, 1.96] -
Nakanishi 2011 019 0 68 4.6%  0.00[-3.72,3.72] b
Saito 2006 11.1 1.9 31 280 4.6% 11.10[7.38, 14.82] —_—
Takaki 2014 1.5 1.4 2 131 7.5% 1.50 [-1.24, 4.24] T
Yanagihara 2009 0o 2 0 66 4.2% 0.00 [-3.92, 3.92] e
Yoshida 2011 0 6.3 0 17 0.5% 0.00 [-12.35, 12.35] I
Subtotal (95% CI) 33 3326 98.8% 0.61[-0.24, 1.47] »

Heterogeneity: Tau? = 0.61; Chi? = 35.16, df = 8 (P < 0.0001); I> = 77%
Test for overall effect: Z = 1.41 (P = 0.16)

1.10.2 Elderly Patients

Maruyama 2010 5.9 3.9 3 51 1.2% 5.90 [-1.74, 13.54] T
Subtotal (95% CI) 3 51 1.2% 5.90 [-1.74, 13.54] el
Heterogeneity: Not applicable

Test for overall effect: Z = 1.51 (P = 0.13)

Total (95% CI) 36 3377 100.0% 0.69 [-0.17, 1.56] 3

4

Heterogeneity: Tau? = 0.64; Chi? = 37.43, df = 9 (P < 0.0001); I = 76% t + t +
i -20 -10 0 10 20

Test for overall effec't. Z=1.57 (P.Z= 0.12) R [Etiology] proportion

Test for subgroup differences: Chi* = 1.81, df = 1 (P = 0.18), I* = 44.9%
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Suppl-2-10. Frequency of L. pneumophila isolated in CAP in both inpatients and

outpatlents.
L. pneumophila Total Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
1.11.1 No Inclusion Criteria
Hirakata 2008 0 1.5 0 88 1.4%  0.00 [-2.94, 2.94]
Kohno 2011 0.5 0.2 10 1974 76.9% 0.50[0.11, 0.89]
Miyashita 2005 105 6 573 12.3% 1.00 [0.02, 1.98] i
Motomura 2005 0o 1 0 129 3.1% 0.00 [-1.96, 1.96] T
Nakanishi 2011 0 1.9 0 68 0.9% 0.00 [-3.72, 3.72] -
Saito 2006 3.2 1.1 9 280 2.5% 3.20[1.04, 5.36] -
Takaki 2014 1.5 1.4 2 131 1.6% 1.50 [-1.24, 4.24] T
Yanagihara 2009 0o 2 0 66 0.8% 0.00 [-3.92, 3.92] e
Yoshida 2011 0 6.3 0 17 0.1% 0.00 [-12.35, 12.35] 1
Subtotal (95% CI) 27 3326 99.5% 0.62 [0.27, 0.96] #

Heterogeneity: Tau? = 0.00; Chi? = 7.60, df = 8 (P = 0.47); I* = 0%
Test for overall effect: Z = 3.50 (P = 0.0005)

1.11.2 Elderly Patients

Maruyama 2010 0 25 0 51 0.5%  0.00 [-4.90, 4.90] T
Subtotal (95% CI) 0 51 0.5%  0.00 [-4.90, 4.90] P
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% CI) 27 3377 100.0% 0.61 [0.27, 0.96] ]

ity: 2 _ . 2 - - L2 = 4 4 4 4
Heterogeneity: Tau® = 0.00; Chi 7.66,df =9 (P = 0.57); | 0% 5o 1o ) 0 3

Test for overall effect: Z = 3.49 (P = 0.0005)

Etiolo roportion
Test for subgroup differences: Chi? = 0.06, df = 1 (P = 0.81), I = 0% { v prop
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Suppl-3-1. Frequency of S. pneumoniae isolated in CAP requiring hospitalization.

S. pneumoniae Total Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
2.1.1 No Inclusion Criteria
Asai 2019 11.1 2.5 19 171 2.3% 11.10 [6.20, 16.00] —_
Fujiki 2007 18.1 2.5 45 248 2.3% 18.10[13.20, 23.00] -
Fukuyama 2014 23.8 2.4 76 320 2.3% 23.80[19.10, 28.50] —_
Horie 2012 30.4 4.5 31 102 1.8% 30.40[21.58, 39.22] —
Ishida 1998 22.1 2.2 75 340 2.3% 22.10[17.79, 26.41] -
Ishiguro 2013 21.7 1.2 246 1134 2.5% 21.70[19.35, 24.05] -
Ishikawa 2013 9.3 1.5 36 386 2.4% 9.30 [6.36, 12.24] -
Ito 2020 21.4 1.5 158 740 2.4% 21.40[18.46, 24.34] -
Kamata 2015 19.5 2.7 43 221 2.2% 19.50[14.21, 24.79] -
Kasamatsu 2012 182 3 31 170 2.1% 18.20[12.32, 24.08] —_
Kawai 2004 8.6 1.8 22 255 2.4% 8.60 [5.07, 12.13] -
Kohashi 2001 10.1 0.8 160 1592 2.5% 10.10[8.53, 11.67] -
Kohno 2013 26.4 2 130 493 2.4% 26.40 [22.48,30.32] -
Kohno 2015 28 6.2 14 50 1.4% 28.00[15.85, 40.15]
Kosai 2014 20.5 3.3 31 151 2.1% 20.50 [14.03, 26.97] —_—
Kumagai 2016 214 1 350 1632 2.5% 21.40[19.44, 23.36] -
Kurai 2016 17.8 3.8 18 101 1.9% 17.80[10.35, 25.25] —_—
Maruyama 2013 22.8 3.6 31 136 2.0% 22.80 [15.74, 29.86] —_—
Matsunuma 2014 15.4 2.4 36 234 2.3% 15.40[10.70, 20.10] I
Miki 2021 15.7 2.2 45 286 2.3% 15.70[11.39, 20.01] —_
Miyashita 2012 20.6 1.4 162 786 2.5% 20.60[17.86, 23.34] -
Motomura 2000 16.9 3.4 21 124 2.0% 16.90 [10.24, 23.56] -
Oshitani 2013 26.9 2.7 71 264 2.2% 26.90[21.61, 32.19] —_
Parrott 2017 18.4 3.8 19 103 1.9% 18.40 [10.95, 25.85] -
Sakoda 2014 9.8 2.1 21 215 2.3% 9.80 [5.68, 13.92] -
Sato 2002 24.3 3.5 36 148 2.0% 24.30[17.44, 31.16] I
Seki 2011 59.1 9.7 13 22 0.8% 59.10 [40.09, 78.11]
Shindo 2009 183 2.5 44 240 2.3% 18.30[13.40, 23.20] —_
Shindo 2013 146 1.1 152 1038 2.5% 14.60 [12.44, 16.76] -
Sugisaki 2012 9.4 1.3 49 519 2.5% 9.40 [6.85, 11.95] -
Takagi 1995 6 1.6 14 234 2.4% 6.00 [2.86, 9.14] -
Tamura 2014 24.6 3.9 30 122 1.9% 24.60 [16.96, 32.24] I
Tashiro 2008 133 2 39 293 2.4% 13.30[9.38,17.22] -
Uchiyama 2003 6.3 5.2 2 32 1.6% 6.30 [-3.89, 16.49] T
Ugajin 2014 20.2 2.8 43 213 2.2% 20.20 [14.71, 25.69] —_—
Umeki 2011 9.8 2.8 12 123 2.2% 9.80 [4.31, 15.29] -
Watari 2000 16.6 2.4 39 235 2.3% 16.60[11.90, 21.30] —_
Yoshimoto 2005 13.2 4 10 76 1.9% 13.20[5.36, 21.04] —_—
Subtotal (95% CI) 2374 13549 82.1% 17.70 [15.61, 19.78] ¢
Heterogeneity: Tau® = 34.94; Chi® = 374.44, df = 37 (P < 0.00001); I* = 90%
Test for overall effect: Z = 16.64 (P < 0.00001)
2.1.2 Elderly Patients
Chen 2022 13.2 1.5 71 538 2.4% 13.20[10.26, 16.14] -
Haga 2016 3.6 1.8 5 137 2.4% 3.60[0.07, 7.13] _.7
Komiya 2022 5.2 1.2 18 349 2.5% 5.20 [2.85, 7.55] -
Nakagawa 2014 9.8 1.5 37 379 2.4% 9.80 [6.86, 12.74] -
Okimoto 2003 2.4 2.2 2 83 2.3% 2.40 [-1.91, 6.71] T
Yanagihara 2006 28.4 5.4 19 67 1.5% 28.40[17.82, 38.98]
Subtotal (95% CI) 152 1553 13.6% 8.91 [4.56, 13.26] L 2
Heterogeneity: Tau? = 24.41; Chi? = 45.43, df = 5 (P < 0.00001); 1> = 89%
Test for overall effect: Z = 4.01 (P < 0.0001)
2.1.3 Elderly Patients with Mechanical Ventilation
Fujii 2012 2.5 23 2 79 2.3% 2.50[-2.01, 7.01] T
Hifumi 2015 11 3.8 8 73 1.9% 11.00 [3.55, 18.45] —
Subtotal (95% CI) 10 152 4.2% 6.21[-2.05, 14.47] e
Heterogeneity: Tau? = 26.26; Chi? = 3.66, df = 1 (P = 0.06); I = 73%
Test for overall effect: Z = 1.47 (P = 0.14)
Total (95% CI) 2536 15254 100.0% 16.15 [14.08, 18.21] *
Heterogeneity: Tau® = 43.18; Chi® = 566.74, df = 45 (P < 0.00001); I = 92% r 33 ) 7

Test for overall effect: Z = 15.31 (P < 0.00001)

Etiolo roportion
Test for subgroup differences: Chi? = 17.92, df = 2 (P = 0.0001), I = 88.8% [Etiology] prop
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H. influenzae Total

Mean Difference

Mean Difference

Suppl-3-2. Frequency of H. influenzaeisolated in CAP requiring hospitalization.

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
2.2.1 No Inclusion Criteria

Asai 2019 7 2 12 171 2.1%  7.00[3.08, 10.92] -
Fujiki 2007 8.5 1.8 21 248 2.3% 8.50 [4.97, 12.03] -
Fukuyama 2014 19.1 2.2 61 320 2.0% 19.10 [14.79, 23.41] -
Horie 2012 7.8 2.8 8 102 1.6%  7.80[2.31, 13.29] —_—
Ishida 1998 7.1 1.4 24 340 2.6% 7.10 [4.36, 9.84] -
Ishiguro 2013 4 0.6 45 1134 3.2% 4.00 [2.82, 5.18] -
Ishikawa 2013 39 1 15 386 2.9% 3.90 [1.94, 5.86] -

Ito 2020 10.7 1.1 79 740 2.8% 10.70 [8.54, 12.86] -
Kamata 2015 3.6 1.4 8 221 2.6% 3.60 [0.86, 6.34] -
Kasamatsu 2012 3.5 1.6 6 170 2.4% 3.50 [0.36, 6.64] I~
Kawai 2004 11 2 28 255 2.1% 11.00 [7.08, 14.92] -
Kohashi 2001 9.5 0.7 152 1592 3.1%  9.50[8.13, 10.87] -
Kohno 2013 83 1.3 41 493 2.7% 8.30 [5.75, 10.85] -
Kohno 2015 18 5.5 9 50 0.6% 18.00 [7.22, 28.78]

Kosai 2014 73 2.2 11 151 2.0%  7.30[2.99, 11.61] _—
Kumagai 2016 5.8 0.6 95 1632 3.2% 5.80 [4.62, 6.98] -

Kurai 2016 5 2.4 5 101 1.8% 5.00[0.30, 9.70] I
Maruyama 2013 5.9 2.2 8 136 2.0%  5.90[1.59,10.21] —_
Matsunuma 2014 11.5 2.1 27 234 2.0% 11.50(7.38, 15.62] -
Miki 2021 10.1 1.8 29 286 2.3% 10.10[6.57, 13.63] -
Miyashita 2012 9 1 71 786 2.9% 9.00 [7.04, 10.96] -
Motomura 2000 15.3 3.3 19 124 1.3% 15.30[8.83, 21.77] _—
Oshitani 2013 6.4 1.6 17 264 2.4% 6.40 [3.26, 9.54] -
Parrott 2017 13.6 3.4 14 103 1.2% 13.60 [6.94, 20.26] e —
Sakoda 2014 33 1.3 7 215 2.7% 3.30[0.75, 5.85] —

Sato 2002 14.2 2.9 21 148 1.5% 14.20[8.52, 19.88] —_—
Seki 2011 9.1 7.1 2 22 0.4% 9.10 [-4.82, 23.02] ]

Shindo 2009 7.1 1.7 17 240 2.3% 7.10 [3.77, 10.43] -
Shindo 2013 8.9 0.9 92 1038 3.0%  8.90(7.14, 10.66] -
Sugisaki 2012 58 1 30 519 2.9% 5.80 [3.84, 7.76] -
Takagi 1995 6 1.6 14 234 2.4% 6.00 [2.86, 9.14] -
Tamura 2014 25 1.7 3 122 2.3% 2.50 [-0.83, 5.83] ™
Tashiro 2008 4.4 13 13 293 2.7% 4.40[1.85, 6.95] -
Uchiyama 2003 12.5 6.2 4 32 0.5% 12.50[0.35, 24.65]

Ugajin 2014 33 1.3 7 213 2.7% 3.30[0.75, 5.85] —
Umeki 2011 8.1 2.6 10 123 1.7% 8.10 [3.00, 13.20] -
Watari 2000 3.8 1.4 9 235 2.6% 3.80[1.06, 6.54] -
Yoshimoto 2005 2.6 2.4 2 76 1.8%  2.60[-2.10, 7.30] T
Subtotal (95% CI) 1036 13549 83.6% 7.29 [6.24, 8.33] [}
Heterogeneity: Tau? = 7.26; Chi’ = 182.62, df = 37 (P < 0.00001); I* = 80%

Test for overall effect: Z = 13.64 (P < 0.00001)

2.2.2 Elderly Patients

Chen 2022 3.5 0.8 19 538 3.1% 3.50[1.93, 5.07] -

Haga 2016 5.1 2.1 7 137 2.0% 5.10 [0.98, 9.22] -
Komiya 2022 4 1.1 14 349 2.8% 4.00 [1.84, 6.16] -
Nakagawa 2014 7.7 1.4 29 379 2.6% 7.70 [4.96, 10.44] -
Okimoto 2003 7.2 3.1 6 83 1.4% 7.20[1.12, 13.28] —
Yanagihara 2006 9 3.7 6 67 1.1%  9.00[1.75, 16.25] —_—
Subtotal (95% CI) 81 1553 13.0% 5.19 [3.47, 6.92] ¢
Heterogeneity: Tau? = 1.89; Chi? = 9.26, df = 5 (P = 0.10); I> = 46%

Test for overall effect: Z = 5.89 (P < 0.00001)

2.2.3 Elderly Patients with Mechanical Ventilation

Fujii 2012 2.5 2.3 2 79 1.9% 2.50[-2.01, 7.01] T
Hifumi 2015 55 3 4 73 1.4% 5.50[-0.38, 11.38] —
Subtotal (95% CI) 6 152 3.3% 3.61[0.03, 7.19] L 2
Heterogeneity: Tau? = 0.00; Chi* = 0.63, df = 1 (P = 0.43); I> = 0%

Test for overall effect: Z = 1.98 (P = 0.05)

Total (95% CI) 1123 15254 100.0% 6.93 [6.00, 7.87] )
Heterogeneity: Tau® = 6.81; Chi* = 206.38, df = 45 (P < 0.00001); I> = 78% [50 72¢5 2¢5 50’
Test for overall effect: Z = 14.52 (P < 0.00001) [Etiology] proportion
Test for subgroup differences: Chi? = 6.86, df = 2 (P = 0.03), I* = 70.9%
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Suppl-3-3. Frequency of S. aureusisolated in CAP requiring hospitalization.

S. aureus Total Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% ClI

2.3.1 No Inclusion Criteria

Asai 2019 6.4 2 11 171 2.0% 6.40 [2.48, 10.32]
Fujiki 2007 6.5 1.6 16 248 2.3% 6.50 [3.36, 9.64]
Fukuyama 2014 0.6 0.6 2 320 2.9% 0.60 [-0.58, 1.78]
Horie 2012 0 1.3 0 102 2.5% 0.00 [-2.55, 2.55]
Ishida 1998 2.1 0.9 7 340 2.7% 2.10 [0.34, 3.86]
Ishiguro 2013 103 11 1134 2.9% 1.00 [0.41, 1.59]
Ishikawa 2013 3.4 1 13 386 2.7% 3.40 [1.44, 5.36]
Ito 2020 1.9 0.5 14 740 2.9% 1.90 [0.92, 2.88]
Kamata 2015 3.6 1.4 8 221 2.4% 3.60 [0.86, 6.34]
Kasamatsu 2012 4.7 1.8 8 170 2.1% 4.70[1.17, 8.23]
Kawai 2004 9.8 1.9 25 255 2.1%  9.80[6.08, 13.52]
Kohashi 2001 8.6 0.7 137 1592 2.8% 8.60 [7.23, 9.97]
Kohno 2013 9.1 1.3 45 493 2.5% 9.10 [6.55, 11.65]
Kohno 2015 2 3.1 1 50 1.4% 2.00 [-4.08, 8.08]
Kosai 2014 6 2.1 9 151 1.9% 6.00 [1.88, 10.12]
Kumagai 2016 29 04 47 1632 2.9% 2.90[2.12, 3.68]
Kurai 2016 6.9 2.7 7 101 1.6% 6.90 [1.61, 12.19]
Maruyama 2013 0.7 1.2 1 136 2.5% 0.70 [-1.65, 3.05]
Matsunuma 2014 4.7 1.5 11 234 2.3% 4.70[1.76, 7.64]
Miki 2021 0.7 0.7 2 286 2.8% 0.70 [-0.67, 2.07]
Miyashita 2012 3.4 0.7 27 786 2.8% 3.40[2.03, 4.77]
Motomura 2000 4 2 5 124 2.0% 4.00 [0.08, 7.92]
Oshitani 2013 3.8 1.3 10 264 2.5% 3.80[1.25, 6.35]
Parrott 2017 4.9 2.4 5 103 1.8% 4.90 [0.20, 9.60]
Sakoda 2014 0.9 0.9 2 215 2.7% 0.90 [-0.86, 2.66]
Sato 2002 2 1.4 3 148 2.4% 2.00 [-0.74, 4.74]
Seki 2011 4.5 6.2 1 22 0.5% 4.50[-7.65, 16.65]
Shindo 2009 5.8 1.6 14 240 2.3% 5.80 [2.66, 8.94]
Shindo 2013 8.5 0.9 88 1038 2.7% 8.50 [6.74, 10.26]
Sugisaki 2012 12.7 1.5 66 519 2.3% 12.70[9.76, 15.64]
Takagi 1995 6 1.6 14 234 2.3% 6.00 [2.86, 9.14]
Tamura 2014 33 1.9 4 122 2.1% 3.30[-0.42, 7.02]
Tashiro 2008 3.8 1.2 11 293 2.5% 3.80[1.45, 6.15]
Uchiyama 2003 0 3.8 0 32 1.1% 0.00 [-7.45, 7.45]
Ugajin 2014 2.8 1.3 6 213 2.5% 2.80[0.25, 5.35]
Umeki 2011 33 1.9 4 123 2.1% 3.30[-0.42, 7.02]
Watari 2000 2.1 1.1 5 235 2.6% 2.10 [-0.06, 4.26]
Yoshimoto 2005 2.6 2.4 2 76 1.8% 2.60 [-2.10, 7.30]
Subtotal (95% CI) 642 13549 87.1% 4.01 [3.08, 4.95]

Heterogeneity: Tau? = 6.31; Chi? = 292.74, df = 37 (P < 0.00001); I* = 87%
Test for overall effect: Z = 8.40 (P < 0.00001)

2.3.2 Elderly Patients

Chen 2022 7.1 1.1 38 538 2.6% 7.10 [4.94, 9.26]
Haga 2016 26.3 3.7 36 137 1.1% 26.30[19.05, 33.55]
Komiya 2022 149 1.9 52 349 2.1% 14.90[11.18, 18.62]
Nakagawa 2014 2.9 09 11 379 2.7% 2.90 [1.14, 4.66]
Okimoto 2003 10.8 3.6 9 83 1.2% 10.80 [3.74, 17.86]
Yanagihara 2006 119 4.1 8 67 1.0% 11.90 [3.86, 19.94]
Subtotal (95% CI) 154 1553 10.6% 11.71[6.32,17.09]

Heterogeneity: Tau? = 38.02; Chi? = 67.55, df = 5 (P < 0.00001); I> = 93%
Test for overall effect: Z = 4.26 (P < 0.0001)

2.3.3 Elderly Patients with Mechanical Ventilation

Fujii 2012 12.7 3.9 10 79 1.0% 12.70 [5.06, 20.34]
Hifumi 2015 8.2 3.5 6 73 1.2% 8.20 [1.34, 15.06]
Subtotal (95% CI) 16 152 2.3% 10.21 [5.10, 15.31]

Heterogeneity: Tau? = 0.00; Chi® = 0.74, df = 1 (P = 0.39); I> = 0%
Test for overall effect: Z = 3.92 (P < 0.0001)

Total (95% CI) 812 15254 100.0% 4.86 [3.89, 5.83]

>

+

Heterogeneity: Tau? = 8.29; Chi? = 405.12, df = 45 (P < 0.00001); I* = 89% f
Test for overall effect: Z = 9.78 (P < 0.00001)
Test for subgroup differences: Chi? = 12.70, df = 2 (P = 0.002), I = 84.3%

0 25
[Etiology] proportion

50



Suppl-3-4. Frequency of M. pneumoniaeisolated in CAP requiring hospitalization.

i

M. pneumoniae Total

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
2.4.1 No Inclusion Criteria
Asai 2019 0 0.8 0 171 2.7% 0.00 [-1.57, 1.57] T
Fujiki 2007 6 1.6 15 248 2.0% 6.00 [2.86, 9.14] -
Fukuyama 2014 2.8 1 9 320 2.5% 2.80[0.84, 4.76] -
Horie 2012 116 1 102 2.0% 1.00 [-2.14, 4.14] T
Ishida 1998 4.7 1.2 16 340 2.4% 4.70 [2.35, 7.05] -
Ishiguro 2013 9.3 0.9 105 1134 2.6%  9.30([7.54, 11.06] -
Ishikawa 2013 0 0.4 0 386 3.0%  0.00[-0.78,0.78]
Ito 2020 1.4 0.5 10 740 2.9% 1.40 [0.42, 2.38] -
Kamata 2015 7.2 1.8 16 221 1.8% 7.20 [3.67, 10.73] -
Kasamatsu 2012 9.4 23 16 170 1.5% 9.40 [4.89, 13.91] e
Kawai 2004 6.3 1.6 16 255 2.0% 6.30 [3.16, 9.44] -
Kohashi 2001 8.2 0.7 131 1592 2.8% 8.20[6.83, 9.57] -
Kohno 2013 3 0.8 15 493 2.7% 3.00[1.43, 4.57] -
Kohno 2015 0 25 0 50 1.3% 0.00 [-4.90, 4.90] o
Kosai 2014 12.6 2.7 19 151 1.2% 12.60[7.31, 17.89] —_
Kumagai 2016 1.3 03 22 1632 3.0% 1.30[0.71, 1.89] -
Kurai 2016 4 2.3 4 101 1.5% 4.00 [-0.51, 8.51] —
Maruyama 2013 8.1 2.4 11 136 1.4%  8.10[3.40, 12.80] —_
Matsunuma 2014 0 0.6 0 234 2.9%  0.00[-1.18,1.18] T
Miki 2021 3.1 1.1 9 286 2.5% 3.10 [0.94, 5.26] -
Miyashita 2012 9 1 71 786 2.5% 9.00 [7.04, 10.96] -
Motomura 2000 3.2 1.9 4 124 1.7% 3.20 [-0.52, 6.92] —
Oshitani 2013 0.8 0.7 2 264 2.8% 0.80[-0.57, 2.17] ™
Parrott 2017 1.9 1.8 2 103 1.8% 1.90 [-1.63, 5.43] ™
Sakoda 2014 4.7 1.5 10 215 2.1% 4.70 [1.76, 7.64] -
Sato 2002 149 3 22 148 1.1% 14.90[9.02, 20.78] I
Seki 2011 0 5.2 0 22 0.5% 0.00[-10.19, 10.19] e
Shindo 2009 0.8 0.8 2 240 2.7% 0.80 [-0.77, 2.37] ™
Shindo 2013 1.1 0.3 11 1038 3.0% 1.10[0.51, 1.69] -
Sugisaki 2012 0 03 0 519 3.0% 0.00 [-0.59, 0.59]
Takagi 1995 7.7 1.8 18 234 1.8% 7.70[4.17, 11.23] -
Tamura 2014 41 2 5 122 1.7% 4.10[0.18, 8.02] —
Tashiro 2008 2.7 1 8 293 2.5% 2.70[0.74, 4.66] ~
Uchiyama 2003 12.5 6.2 4 32 0.3% 12.50 [0.35, 24.65]
Ugajin 2014 0 0.6 0 213 2.9%  0.00[-1.18,1.18] T
Umeki 2011 24 1.7 3 123 1.9% 2.40[-0.93, 5.73] ™
Watari 2000 6 1.6 14 235 2.0% 6.00 [2.86, 9.14] -
Yoshimoto 2005 0 1.7 0 76 1.9% 0.00 [-3.33, 3.33] T
Subtotal (95% CI) 591 13549 81.0% 3.65 [2.73, 4.56] ]
Heterogeneity: Tau? = 6.04; Chi? = 412.35, df = 37 (P < 0.00001); I = 91%
Test for overall effect: Z = 7.81 (P < 0.00001)
2.4.2 Elderly Patients
Chen 2022 0 03 0 538 3.0% 0.00 [-0.59, 0.59]
Haga 2016 0 1 0 137 2.5%  0.00[-1.96, 1.96] T
Komiya 2022 0 0.4 0 349 3.0%  0.00[-0.78,0.78]
Nakagawa 2014 0.3 0.4 1 379 3.0%  0.30[-0.48, 1.08] [
Okimoto 2003 0 1.6 0 83 2.0%  0.00([-3.14, 3.14] -T-
Yanagihara 2006 0 1.9 0 67 1.7% 0.00 [-3.72, 3.72] 1T
Subtotal (95% CI) 1 1553 15.3% 0.07 [-0.32, 0.46]
Heterogeneity: Tau? = 0.00; Chi? = 0.42, df = 5 (P = 0.99); I = 0%
Test for overall effect: Z = 0.37 (P = 0.71)
2.4.3 Elderly Patients with Mechanical Ventilation
Fujii 2012 0 1.7 0 79 1.9%  0.00[-3.33, 3.33] T
Hifumi 2015 0 1.8 0 73 1.8% 0.00 [-3.53, 3.53] T
Subtotal (95% CI) (V) 152 3.7%  0.00 [-2.42, 2.42] {}
Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 1.00); I = 0%
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% CI) 592 15254 100.0% 2.90 [2.15, 3.65] [}

. 2 _ . 2 _ _ .12 — 90 I 4 4 |
Heterogeneity: Tau® = 4.73; Chi* = 459.66, df = 45 (P < 0.00001); I* = 90% Yo BT ) 25 50

Test for overall effect: Z = 7.60 (P < 0.00001)

Test for subgroup differences: Chi? = 49.83, df = 2 (P < 0.00001), I> = 96.0%

[Etiology] proportion
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K. pneumoniae Total

Mean Difference

Suppl-3-5. Frequency of K. pneumoniaeisolated in CAP requiring hospitalization.

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.5.1 No Inclusion Criteria

Asai 2019 4.1 1.7 7 171 1.9% 4.10[0.77, 7.43] —
Fujiki 2007 2 1 5 248 2.6% 2.00 [0.04, 3.96] ~
Fukuyama 2014 34 1.1 11 320 2.5% 3.40 [1.24, 5.56] -
Horie 2012 2 1.8 2 102 1.8% 2.00 [-1.53, 5.53] ™
Ishida 1998 4.1 1.1 14 340 2.5% 4.10 [1.94, 6.26] -
Ishiguro 2013 0 0.1 0 1134 3.1% 0.00 [-0.20, 0.20]

Ishikawa 2013 34 1 13 386 2.6% 3.40 [1.44, 5.36] -
Ito 2020 1.1 0.4 8 740 3.0% 1.10[0.32, 1.88] il
Kamata 2015 0.5 0.8 1 221 2.7%  0.50[-1.07, 2.07] T
Kasamatsu 2012 4.1 1.7 7 170 1.9% 4.10[0.77, 7.43] —
Kawai 2004 47 1.4 12 255 2.2% 4.70 [1.96, 7.44] -
Kohashi 2001 7 0.6 112 1592 2.9% 7.00 [5.82, 8.18] -
Kohno 2013 4.5 1 22 493 2.6% 4.50 [2.54, 6.46] -
Kohno 2015 2 3.1 1 50 1.0%  2.00 [-4.08, 8.08] T
Kosai 2014 1.3 13 2 151 2.3% 1.30 [-1.25, 3.85] e
Kumagai 2016 1.4 0.3 23 1632 3.0% 1.40[0.81, 1.99] -
Kurai 2016 0 13 0 101 2.3% 0.00 [-2.55, 2.55] T
Maruyama 2013 1.5 1.4 2 136 2.2% 1.50 [-1.24, 4.24] T
Matsunuma 2014 1.3 09 3 234 2.6% 1.30 [-0.46, 3.06] ™
Miki 2021 0.7 0.7 2 286 2.8% 0.70 [-0.67, 2.07] T
Miyashita 2012 2.7 0.6 21 786 2.9% 2.70[1.52, 3.88] -
Motomura 2000 011 0 124 2.5%  0.00([-2.16, 2.16] -+
Oshitani 2013 3.4 1.2 9 264 2.4% 3.40[1.05, 5.75] -
Parrott 2017 1.9 1.8 2 103 1.8%  1.90[-1.63, 5.43] ™
Sakoda 2014 0.5 0.8 1 215 2.7% 0.50 [-1.07, 2.07] T
Sato 2002 1.4 1.3 2 148 2.3% 1.40 [-1.15, 3.95] '
Seki 2011 0 5.2 0 22 0.5% 0.00 [-10.19, 10.19] D —
Shindo 2009 1.7 1 4 240 2.6% 1.70 [-0.26, 3.66] ™
Shindo 2013 7.4 0.8 77 1038 2.7% 7.40 [5.83, 8.97] -
Sugisaki 2012 4.8 1 25 519 2.6% 4.80 [2.84, 6.76] -
Takagi 1995 5.1 1.5 12 234 2.1% 5.10 [2.16, 8.04] -
Tamura 2014 25 1.7 3 122 1.9%  2.50[-0.83, 5.83] *
Tashiro 2008 1.7 0.9 5 293 2.6%  1.70[-0.06, 3.46] ~
Uchiyama 2003 0 3.8 0 32 0.8%  0.00 [-7.45, 7.45] -
Ugajin 2014 6.1 1.7 13 213 1.9% 6.10[2.77,9.43] -
Umeki 2011 0.8 1.3 1 123 2.3%  0.80[-1.75, 3.35] ™
Watari 2000 1.3 0.9 3 235 2.6%  1.30[-0.46, 3.06] .
Yoshimoto 2005 6.6 3.1 5 76 1.0% 6.60 [0.52, 12.68] —
Subtotal (95% CI) 430 13549 86.4% 2.54 [1.78, 3.30] ()
Heterogeneity: Tau? = 4.02; Chi? = 353.13, df = 37 (P < 0.00001); I = 90%

Test for overall effect: Z = 6.58 (P < 0.00001)

2.5.2 Elderly Patients

Chen 2022 8 1.2 43 538 2.4% 8.00 [5.65, 10.35] -
Haga 2016 139 3 19 137 1.1% 13.90[8.02, 19.78] I
Komiya 2022 6 1.3 21 349 2.3% 6.00 [3.45, 8.55] -
Nakagawa 2014 1.8 0.8 7 379 2.7% 1.80[0.23, 3.37] ~
Okimoto 2003 7.2 3.1 6 83 1.0% 7.20[1.12, 13.28] I
Yanagihara 2006 1.5 2.4 1 67 1.4% 1.50 [-3.20, 6.20] T—
Subtotal (95% CI) 97 1553 10.8% 6.00 [2.73, 9.28] <&
Heterogeneity: Tau? = 12.84; Chi? = 33.36, df = 5 (P < 0.00001); I = 85%

Test for overall effect: Z = 3.59 (P = 0.0003)

2.5.3 Elderly Patients with Mechanical Ventilation

Fujii 2012 0 1.7 0 79 1.9% 0.00 [-3.33, 3.33] T-
Hifumi 2015 8.2 3.5 6 73 0.9% 8.20 [1.34, 15.06] —
Subtotal (95% CI) 6 152 2.8% 3.53[-4.43,11.49] .
Heterogeneity: Tau? = 26.05; Chi? = 4.44, df = 1 (P = 0.04); I> = 77%

Test for overall effect: Z = 0.87 (P = 0.38)

Total (95% CI) 533 15254 100.0% 2.89 [2.14, 3.63] [)

Heterogeneity: Tau® = 4.65; Chi® = 435.20, df = 45 (P < 0.00001); I* = 90%
Test for overall effect: Z = 7.60 (P < 0.00001)
Test for subgroup differences: Chi? = 4.11, df = 2 (P = 0.13), 1> = 51.3%
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SR2 i

Suppl-3-6. Frequency of P. aeruginosaisolated in CAP requiring hospitalization.

P. aeruginosa Total Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
2.6.1 No Inclusion Criteria
Asai 2019 1.2 1.1 2 171 2.4%  1.20[-0.96, 3.36] ™
Fujiki 2007 3.2 1.2 8 248 2.3% 3.20 [0.85, 5.55] —
Fukuyama 2014 3.8 1.1 12 320 2.4% 3.80 [1.64, 5.96] -
Horie 2012 3.9 2.2 4 102 1.1% 3.90 [-0.41, 8.21] —
Ishida 1998 2.4 09 8 340 2.8% 2.40[0.64, 4.16] ~
Ishiguro 2013 29 05 33 1134 3.7% 2.90[1.92, 3.88] -
Ishikawa 2013 1.6 0.7 6 386 3.3% 1.60 [0.23, 2.97] ™
Ito 2020 1.4 0.5 10 740 3.7% 1.40[0.42, 2.38] o
Kamata 2015 14 1 3 221 2.6%  1.40[-0.56, 3.36] ™
Kasamatsu 2012 8.8 2.2 15 170 1.1% 8.80 [4.49, 13.11] —_
Kawai 2004 3.1 1.2 8 255 2.3% 3.10 [0.75, 5.45] —
Kohashi 2001 4.1 0.5 65 1592 3.7% 4.10[3.12, 5.08] -
Kohno 2013 3.2 0.8 16 493 3.1% 3.20[1.63, 4.77] -
Kohno 2015 0 2.5 0 50 0.9%  0.00 [-4.90, 4.90] -1
Kosai 2014 1.3 1.3 2 151 2.1% 1.30 [-1.25, 3.85] s
Kumagai 2016 1.9 0.3 31 1632 4.0% 1.90[1.31, 2.49] -
Kurai 2016 2 1.9 2 101 1.3%  2.00[-1.72,5.72] ™
Maruyama 2013 0.7 1.2 1 136 2.3% 0.70 [-1.65, 3.05] T
Matsunuma 2014 0 0.6 0 234 3.5% 0.00 [-1.18, 1.18] T
Miki 2021 0.3 0.6 1 286 3.5% 0.30 [-0.88, 1.48] r
Miyashita 2012 2 0.5 16 786 3.7% 2.00[1.02, 2.98] -
Motomura 2000 4 2 5 124 1.2% 4.00 [0.08, 7.92] _ﬁ
Oshitani 2013 1.5 0.9 4 264 2.8% 1.50 [-0.26, 3.26] ™~
Parrott 2017 19 1.8 2 103 1.4% 1.90 [-1.63, 5.43] T
Sakoda 2014 23 1.2 5 215 2.3%  2.30[-0.05, 4.65] —
Sato 2002 2 1.4 3 148 1.9%  2.00[-0.74, 4.74] —
Seki 2011 0 5.2 0 22 0.2% 0.00 [-10.19, 10.19] I
Shindo 2009 1.7 1 4 240 2.6% 1.70 [-0.26, 3.66] ™
Shindo 2013 3.2 0.6 33 1038 3.5% 3.20[2.02, 4.38] -
Sugisaki 2012 54 1 28 519 2.6% 5.40 [3.44, 7.36] -
Takagi 1995 21 1.1 5 234 2.4% 2.10 [-0.06, 4.26] ™
Tamura 2014 2.5 1.7 3 122 1.5% 2.50[-0.83, 5.83] ™
Tashiro 2008 1.4 0.8 4 293 3.1% 1.40[-0.17, 2.97] ~
Uchiyama 2003 0 3.8 0 32 0.4%  0.00 [-7.45, 7.45] -
Ugajin 2014 52 1.6 11 213 1.7% 5.20 [2.06, 8.34] -
Umeki 2011 33 1.9 4 123 1.3% 3.30[-0.42, 7.02] —
Watari 2000 0 0.6 0 235 3.5%  0.00[-1.18, 1.18] T
Yoshimoto 2005 79 33 6 76 0.6%  7.90[1.43,14.37] —_—
Subtotal (95% CI) 360 13549 89.0% 2.23[1.74, 2.72] [}
Heterogeneity: Tau? = 1.15; Chi? = 98.77, df = 37 (P < 0.00001); I = 63%
Test for overall effect: Z = 8.91 (P < 0.00001)
2.6.2 Elderly Patients
Chen 2022 5 1 27 538 2.6% 5.00 [3.04, 6.96] -
Haga 2016 14.6 3.1 20 137 0.6% 14.60 [8.52, 20.68] -
Komiya 2022 3.4 1 12 349 2.6% 3.40 [1.44, 5.36] -
Nakagawa 2014 2.1 0.8 8 379 3.1% 2.101[0.53, 3.67] I~
Okimoto 2003 8.4 3.3 7 83 0.6% 8.40 [1.93, 14.87] —_—
Yanagihara 2006 10.4 3.9 7 67 0.4% 10.40 [2.76, 18.04] —_
Subtotal (95% ClI) 81 1553 9.9% 5.77 [3.14, 8.41] L 2
Heterogeneity: Tau? = 6.80; Chi? = 23.06, df = 5 (P = 0.0003); I = 78%
Test for overall effect: Z = 4.30 (P < 0.0001)
2.6.3 Elderly Patients with Mechanical Ventilation
Fujii 2012 11.4 3.7 9 79 0.5% 11.40 [4.15, 18.65] _—
Hifumi 2015 55 3 4 73 0.7% 5.50[-0.38, 11.38] —
Subtotal (95% CI) 13 152  11%  8.05[2.32,13.78] o
Heterogeneity: Tau? = 6.06; Chi’ = 1.53, df = 1 (P = 0.22); I> = 35%
Test for overall effect: Z = 2.75 (P = 0.006)
Total (95% CI) 454 15254 100.0% 2.57 [2.05, 3.09] []
Heterogeneity: Tau? = 1.65; Chi? = 140.41, df = 45 (P < 0.00001); I* = 68% ?_50 _2§5 5 2§5

Test for overall effect: Z = 9.71 (P < 0.00001)

Etiolot roportion
Test for subgroup differences: Chi? = 10.49, df = 2 (P = 0.005), I* = 80.9% L 9V prop



Suppl-3-7. Frequency of M. catarrhalis isolated in CAP requiring hospitalization.

i

M. catarrhalis Total

Mean Difference

Mean Difference

Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
2.7.1 No Inclusion Criteria

Asai 2019 2.3 1.4 4 171 1.5% 2.30 [-0.44, 5.04] ™
Fujiki 2007 0.8 0.8 2 248 2.9% 0.80 [-0.77, 2.37] T
Fukuyama 2014 6.3 1.4 20 320 1.5% 6.30 [3.56, 9.04] -
Horie 2012 3.9 2.2 4 102 0.8% 3.90 [-0.41, 8.21] —
Ishida 1998 1.8 0.8 6 340 2.9% 1.80[0.23, 3.37] m
Ishiguro 2013 0.9 0.3 10 1134 4.5% 0.90 [0.31, 1.49] r
Ishikawa 2013 3.6 1 14 386 2.3% 3.60 [1.64, 5.56] -
Ito 2020 3.8 0.7 28 740 3.2% 3.80[2.43,5.17] -
Kamata 2015 0.9 0.9 2 221 2.6% 0.90 [-0.86, 2.66] ™
Kasamatsu 2012 1.2 1.1 2 170 2.1% 1.20 [-0.96, 3.36] ™
Kawai 2004 2 1 5 255 2.3% 2.00 [0.04, 3.96] ™~
Kohashi 2001 1.7 0.3 27 1592 4.5% 1.70[1.11, 2.29] -
Kohno 2013 1.6 0.6 8 493 3.5% 1.60 [0.42, 2.78] ™
Kohno 2015 16 5.3 8 50 0.2% 16.00[5.61, 26.39]

Kosai 2014 0.7 1.1 1 151 2.1% 0.70 [-1.46, 2.86] ™
Kumagai 2016 2.6 0.4 42 1632 4.2% 2.60[1.82, 3.38] -
Kurai 2016 2 19 2 101 1.0% 2.00[-1.72,5.72] T
Maruyama 2013 0 1 0 136 2.3% 0.00 [-1.96, 1.96] T
Matsunuma 2014 0.9 0.8 2 234 2.9% 0.90 [-0.67, 2.47] ™
Miki 2021 2.1 1 6 286 2.3% 2.10 [0.14, 4.06] ™
Miyashita 2012 2.7 0.6 21 786 3.5% 2.70[1.52, 3.88] -
Motomura 2000 4 2 5 124 0.9% 4.00 [0.08, 7.92] —
Oshitani 2013 0.8 0.7 2 264 3.2% 0.80 [-0.57, 2.17] T
Parrott 2017 11.7 33 12 103 0.4% 11.70[5.23, 18.17] -
Sakoda 2014 2.3 1.2 5 215 1.9% 2.30[-0.05, 4.65] ™
Sato 2002 2.7 1.6 4 148 1.3% 2.70 [-0.44, 5.84] ™
Seki 2011 13.6 7.7 3 22 0.1% 13.60 [-1.49, 28.69] b
Shindo 2009 0 0.6 0 240 3.5% 0.00[-1.18, 1.18] T
Shindo 2013 3.1 0.5 32 1038 3.8% 3.10 [2.12, 4.08] -
Sugisaki 2012 2.1 0.7 11 519 3.2% 2.10[0.73, 3.47] I~
Takagi 1995 1.7 1 4 234 2.3% 1.70 [-0.26, 3.66] ™
Tamura 2014 1.6 1.5 2 122 1.4% 1.60 [-1.34, 4.54] T
Tashiro 2008 0.3 0.6 1 293 3.5% 0.30 [-0.88, 1.48] T
Uchiyama 2003 6.3 5.2 2 32 0.2% 6.30[-3.89, 16.49] I e —
Ugajin 2014 0.9 0.9 2 213 2.6% 0.90 [-0.86, 2.66] ™
Umeki 2011 0.8 1.3 1 123 1.7% 0.80 [-1.75, 3.35] T
Watari 2000 4.3 1.4 10 235 1.5% 4.30 [1.56, 7.04] -
Yoshimoto 2005 0 17 0 76 1.2% 0.00 [-3.33, 3.33] -T-
Subtotal (95% CI) 310 13549 85.6% 1.89 [1.43, 2.34] }

Heterogeneity: Tau? = 0.96; Chi? = 97.43, df = 37 (P < 0.00001); I = 62%

Test for overall effect: Z = 8.16 (P < 0.00001)

2.7.2 Elderly Patients

Chen 2022 2.4 0.7 13 538
Haga 2016 0 1 0 137
Komiya 2022 2.9 1 10 349
Nakagawa 2014 29 0.9 11 379
Okimoto 2003 0 1.6 0 83
Yanagihara 2006 45 3 3 7
Subtotal (95% ClI) 37 1553

Heterogeneity: Tau? = 0.76; Chi? = 8.38, df = 5 (P = 0.14); I> = 40%
Test for overall effect: Z = 3.40 (P = 0.0007)

2.7.3 Elderly Patients with Mechanical Ventilation

Fujii 2012 0 17 0 79
Hifumi 2015 0 1.8 0 73
Subtotal (95% CI) 0 152

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 1.00); I’ = 0%
Test for overall effect: Z = 0.00 (P = 1.00)

Total (95% CI) 347 15254
Heterogeneity: Tau? = 0.91; Chi? = 108.39, df = 45 (P < 0.00001); I
Test for overall effect: Z = 8.78 (P < 0.00001)

Test for subgroup differences: Chi? = 2.31, df = 2 (P = 0.31), I> = 13.

3.2%
2.3%
2.3%
2.6%
1.3%
0.4%
12.2%

1.2%
1.1%
2.2%

100.0%
=58%

5%

2.40[1.03, 3.77]
0.00 [-1.96, 1.96]
2.90 [0.94, 4.86]
2.90 [1.14, 4.66]
0.00 [-3.14, 3.14]
4.50[-1.38, 10.38]
1.97 [0.84, 3.11]

0.00 [-3.33, 3.33]
0.00 [-3.53, 3.53]
0.00 [-2.42, 2.42]

1.85 [1.44, 2.26]
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Suppl-3-8. Frequency of C. pneumoniae isolated in CAP requiring hospitalization.

i

C. pneumoniae Total

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.8.1 No Inclusion Criteria

Asai 2019 0 0.8 0 171 2.5% 0.00 [-1.57, 1.57] T
Fujiki 2007 3.2 1.2 8 248 1.8% 3.20[0.85, 5.55] —
Fukuyama 2014 2.2 09 7 320 2.3% 2.20[0.44, 3.96] ™
Horie 2012 29 2 3 102 0.9% 2.90 [-1.02, 6.82] ~
Ishida 1998 3.2 1 11 340 2.1% 3.20[1.24, 5.16] -
Ishiguro 2013 1.9 04 22 1134 3.4% 1.90[1.12, 2.68] -
Ishikawa 2013 0 0.4 0 386 3.4%  0.00[-0.78,0.78]

Ito 2020 2 0.5 15 740 3.2% 2.00[1.02, 2.98] -
Kamata 2015 0 0.6 0 221 3.0%  0.00[-1.18,1.18] T
Kasamatsu 2012 6.5 2 11 170 0.9% 6.50 [2.58, 10.42] —_
Kawai 2004 1.6 0.9 4 255 2.3%  1.60[-0.16, 3.36] ~
Kohashi 2001 1.9 0.4 30 1592 3.4% 1.90[1.12, 2.68] M
Kohno 2013 1.2 0.6 6 493 3.0% 1.20[0.02, 2.38] [
Kohno 2015 0 2.5 0 50 0.6%  0.00 [-4.90, 4.90] -1
Kosai 2014 1.3 13 2 151 1.6% 1.30 [-1.25, 3.85] T
Kumagai 2016 3.5 0.5 57 1632 3.2% 3.50[2.52, 4.48] -
Kurai 2016 0 13 0 101 1.6% 0.00 [-2.55, 2.55] T
Maruyama 2013 3.7 1.8 5 136 1.1% 3.70[0.17, 7.23] _'*
Matsunuma 2014 0 0.6 0 234 3.0% 0.00[-1.18, 1.18] T
Miki 2021 0 0.5 0 286 3.2% 0.00 [-0.98, 0.98]

Miyashita 2012 2.9 0.6 23 786 3.0% 2.90[1.72, 4.08] -
Motomura 2000 011 0 124 1.9% 0.00[-2.16, 2.16] -+
Oshitani 2013 0 0.5 0 264 3.2%  0.00[-0.98, 0.98]

Parrott 2017 0 1.3 0 103 1.6%  0.00 [-2.55, 2.55] T
Sakoda 2014 0 0.6 0 215 3.0%  0.00[-1.18,1.18] T
Sato 2002 9.5 2.5 14 148 0.6% 9.50 [4.60, 14.40] -
Seki 2011 0 5.2 0 22 0.2% 0.00 [-10.19, 10.19] D —
Shindo 2009 5.4 1.5 13 240 1.4% 5.40 [2.46, 8.34] -
Shindo 2013 3 0.5 31 1038 3.2% 3.00[2.02, 3.98] -
Sugisaki 2012 0 03 0 519 3.6% 0.00 [-0.59, 0.59]

Takagi 1995 0 0.6 0 234 3.0% 0.00 [-1.18, 1.18] T
Tamura 2014 0 1.1 0 122 1.9%  0.00 [-2.16, 2.16] T
Tashiro 2008 0.3 0.6 1 293 3.0%  0.30[-0.88, 1.48] r
Uchiyama 2003 0 3.8 0 32 0.3%  0.00 [-7.45, 7.45] -
Ugajin 2014 0 0.6 0 213 3.0%  0.00[-1.18,1.18] T
Umeki 2011 2.4 1.7 3 123 1.1% 2.40[-0.93,5.73] ™
Watari 2000 1.3 0.9 3 235 2.3%  1.30[-0.46, 3.06] "
Yoshimoto 2005 0 1.7 0 76 1.1% 0.00 [-3.33, 3.33] -T-
Subtotal (95% CI) 269 13549 83.6% 1.30 [0.81, 1.80] (

Heterogeneity: Tau? = 1.44; Chi? = 152.63, df = 37 (P < 0.00001); I = 76%

Test for overall effect: Z = 5.20 (P < 0.00001)

2.8.2 Elderly Patients

Chen 2022 0 0.3 0 538
Haga 2016 0 1 0 137
Komiya 2022 0 0.4 0 349
Nakagawa 2014 1.1 0.6 4 379
Okimoto 2003 0 1.6 0 83
Yanagihara 2006 0 1.9 0 67
Subtotal (95% CI) 4 1553

Heterogeneity: Tau? = 0.00; Chi? = 2.93, df = 5 (P = 0.71); I = 0%
Test for overall effect: Z = 0.65 (P = 0.51)

2.8.3 Elderly Patients with Mechanical Ventilation

Fujii 2012 0 17 0 79
Hifumi 2015 0 1.8 0 73
Subtotal (95% CI) ) 152

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 1.00); I> = 0%
Test for overall effect: Z = 0.00 (P = 1.00)

Total (95% CI) 273 15254

3.6%
2.1%
3.4%
3.0%
1.2%
1.0%
14.2%

1.1%
1.1%
2.2%

100.0%

Heterogeneity: Tau® = 1.24; Chi® = 171.03, df = 45 (P < 0.00001); I* = 74%

Test for overall effect: Z = 5.10 (P < 0.00001)

Test for subgroup differences: Chi? = 12.71, df = 2 (P = 0.002), 12 = 84.3%

0.00 [-0.59, 0.59]
0.00 [-1.96, 1.96]
0.00 [-0.78, 0.78]
1.10 [-0.08, 2.28]
0.00 [-3.14, 3.14]
0.00 [-3.72, 3.72]
0.14 [-0.28, 0.56]

0.00 [-3.33, 3.33]
0.00 [-3.53, 3.53]
0.00 [-2.42, 2.42]

1.11 [0.68, 1.53]
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Suppl-3-9. Frequency of L. pneumophilaisolated in CAP requiring hospitalization.

i

L. pneumophila Total

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.9.1 No Inclusion Criteria

Asai 2019 06 1 1 171 1.5% 0.60 [-1.36, 2.56] ™
Fujiki 2007 0 0.5 0 248 3.3% 0.00 [-0.98, 0.98]

Fukuyama 2014 0 0.4 0 320 3.8% 0.00 [-0.78, 0.78]

Horie 2012 116 1 102 0.7%  1.00[-2.14, 4.14] e
Ishida 1998 0.6 0.6 2 340 2.8% 0.60 [-0.58, 1.78] r
Ishiguro 2013 4.7 0.6 53 1134 2.8% 4.70[3.52, 5.88] -
Ishikawa 2013 0 0.4 0 386 3.8% 0.00 [-0.78, 0.78]

Ito 2020 2.2 0.6 16 740 2.8% 2.20[1.02, 3.38] -
Kamata 2015 14 1 3 221 1.5%  1.40[-0.56, 3.36] ~
Kasamatsu 2012 0 0.8 0 170 2.1% 0.00 [-1.57, 1.57] T
Kawai 2004 0 0.5 0 255 3.3%  0.00[-0.98, 0.98]

Kohashi 2001 0.5 0.2 8 1592 4.8% 0.50[0.11, 0.89]

Kohno 2013 1 0.5 5 493 3.3% 1.00 [0.02, 1.98] [
Kohno 2015 0 2.5 0 50 0.3% 0.00 [-4.90, 4.90] -1
Kosai 2014 0 0.9 0 151 1.8%  0.00[-1.76, 1.76] T
Kumagai 2016 1.3 0.3 22 1632 4.3% 1.30[0.71, 1.89] "
Kurai 2016 013 0 101 1.0%  0.00 [-2.55, 2.55] T
Maruyama 2013 0.7 1.2 1 136 1.2% 0.70 [-1.65, 3.05] T
Matsunuma 2014 0 0.6 0 234 2.8% 0.00 [-1.18, 1.18] T
Miki 2021 0 0.5 0 286 3.3%  0.00[-0.98, 0.98]

Miyashita 2012 29 0.6 23 786 2.8% 2.90 [1.72, 4.08] -
Motomura 2000 0 1.1 0 124 1.3%  0.00[-2.16, 2.16] T
Oshitani 2013 0.8 0.7 2 264 2.4% 0.80[-0.57, 2.17] I
Parrott 2017 116 1 103 0.7% 1.00 [-2.14, 4.14] T
Sakoda 2014 0.5 0.8 1 215 2.1% 0.50 [-1.07, 2.07] T
Sato 2002 0 0.9 0 148 1.8%  0.00 [-1.76, 1.76] T
Seki 2011 0 5.2 0 22 0.1% 0.00 [-10.19, 10.19] e —
Shindo 2009 0.4 0.7 1 240 2.4% 0.40 [-0.97, 1.77] T
Shindo 2013 0.7 0.3 7 1038 4.3% 0.70[0.11, 1.29] r
Sugisaki 2012 0 0.3 0 519 4.3% 0.00 [-0.59, 0.59]

Takagi 1995 0 0.6 0 234 2.8% 0.00 [-1.18, 1.18] T
Tamura 2014 0.8 1.3 1 122 1.0%  0.80[-1.75, 3.35] ™
Tashiro 2008 0.3 0.6 1 293 2.8%  0.30[-0.88, 1.48] r
Uchiyama 2003 0 3.8 0 32 0.1% 0.00 [-7.45, 7.45] i
Ugajin 2014 0.5 0.8 1 213 2.1% 0.50 [-1.07, 2.07] T
Umeki 2011 0.8 1.3 1 123 1.0% 0.80 [-1.75, 3.35] T
Watari 2000 2.1 1.1 5 235 1.3% 2.10 [-0.06, 4.26] ™~
Yoshimoto 2005 2.6 2.4 2 76 0.4% 2.60 [-2.10, 7.30] T
Subtotal (95% CI) 158 13549 85.0% 0.71 [0.38, 1.04]

Heterogeneity: Tau? = 0.51; Chi? = 95.52, df = 37 (P < 0.00001); I> = 61%
Test for overall effect: Z = 4.19 (P < 0.0001)

2.9.2 Elderly Patients

Chen 2022 0 0.3 0 538 4.3%
Haga 2016 0 1 0 137 1.5%
Komiya 2022 0 0.4 0 349 3.8%
Nakagawa 2014 0.8 0.6 3 379 2.8%
Okimoto 2003 0 1.6 0 83 0.7%
Yanagihara 2006 0 1.9 0 67 0.5%

Subtotal (95% CI) 3 1553 13.7%
Heterogeneity: Tau? = 0.00; Chi? = 1.55, df = 5 (P = 0.91); I = 0%
Test for overall effect: Z = 0.48 (P = 0.63)

2.9.3 Elderly Patients with Mechanical Ventilation

Fujii 2012 0 1.7 0 79 0.7%
Hifumi 2015 0 1.8 0 73 0.6%
Subtotal (95% CI) 0 152 1.3%

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 1.00); I = 0%
Test for overall effect: Z = 0.00 (P = 1.00)

Total (95% CI) 161 15254 100.0%
Heterogeneity: Tau? = 0.42; Chi? = 102.48, df = 45 (P < 0.00001); I> = 56%
Test for overall effect: Z = 4.22 (P < 0.0001)

Test for subgroup differences: Chi? = 5.11, df = 2 (P = 0.08), I* = 60.8%

0.00 [-0.59, 0.59]
0.00 [-1.96, 1.96]
0.00 [-0.78, 0.78]
0.80 [-0.38, 1.98]
0.00 [-3.14, 3.14]
0.00 [-3.72, 3.72]
0.10 [-0.32, 0.52]

0.00 [-3.33, 3.33]
0.00 [-3.53, 3.53]
0.00 [-2.42, 2.42]

0.62 [0.33, 0.91]

4
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Suppl-3-10. Frequency of E. coliisolated in CAP requiring hospitalization.

E. coli Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.11.1 No Inclusion Criteria
Asai 2019 23 1.4 4 171 0.7% 2.30 [-0.44, 5.04] ’*
Fujiki 2007 1.2 09 3 248 1.5% 1.20 [-0.56, 2.96] [
Fukuyama 2014 0 0.4 0 320 4.4% 0.00[-0.78, 0.78]
Horie 2012 013 0 102 0.8% 0.00 [-2.55, 2.55] T
Ishida 1998 0.9 0.6 3 340 2.8% 0.90 [-0.28, 2.08] "
Ishiguro 2013 0 0.1 0 1134 7.9%  0.00 [-0.20, 0.20]
Ishikawa 2013 1.6 0.7 6 386 2.2% 1.60 [0.23, 2.97] ™
Ito 2020 0.7 0.4 5 740 4.4% 0.70 [-0.08, 1.48] il
Kamata 2015 0 0.6 0 221 2.8% 0.00[-1.18, 1.18] T
Kasamatsu 2012 4.1 1.7 7 170 0.5% 4.10[0.77, 7.43] -
Kawai 2004 0 0.5 0 255 3.5%  0.00[-0.98, 0.98] r
Kohashi 2001 0 0.1 0 1592 7.9%  0.00 [-0.20, 0.20]
Kohno 2013 0 0.3 0 493 5.5%  0.00[-0.59, 0.59]
Kohno 2015 4 35 2 50 0.1% 4.00 [-2.86, 10.86] T
Kosai 2014 0.7 1.1 1 151 1.1% 0.70 [-1.46, 2.86] T
Kumagai 2016 0.6 0.2 10 1632 6.8% 0.60 [0.21, 0.99] r
Kurai 2016 116 1 101 0.6% 1.00 [-2.14, 4.14] T
Maruyama 2013 0.7 1.2 1 136 0.9%  0.70 [-1.65, 3.05] T
Matsunuma 2014 0 0.6 0 234 2.8%  0.00[-1.18, 1.18] T
Miki 2021 0.3 0.6 1 286 2.8%  0.30[-0.88, 1.48] r
Miyashita 2012 0.8 0.4 6 786 4.4% 0.80[0.02, 1.58] d
Motomura 2000 0 11 0 124 1.1% 0.00 [-2.16, 2.16] T
Oshitani 2013 0.4 0.6 1 264 2.8%  0.40[-0.78, 1.58] r
Parrott 2017 013 0 103 0.8%  0.00[-2.55, 2.55] T
Sakoda 2014 0 0.6 0 215 2.8%  0.00[-1.18, 1.18] T
Sato 2002 0 0.9 0 148 1.5% 0.00 [-1.76, 1.76] T
Seki 2011 0 5.2 0 22 0.1% 0.00 [-10.19, 10.19] -1
Shindo 2009 0.4 0.7 1 240 2.2% 0.40[-0.97, 1.77] T
Shindo 2013 2.5 0.5 26 1038 3.5% 2.50[1.52, 3.48] -
Sugisaki 2012 2.5 0.7 13 519 2.2% 2.50[1.13, 3.87] -
Takagi 1995 2.6 1.2 6 234 0.9% 2.60 [0.25, 4.95] ~
Tamura 2014 1.6 1.5 2 122 0.6% 1.60 [-1.34, 4.54] T
Tashiro 2008 0 0.5 0 293 3.5%  0.00[-0.98, 0.98] r
Uchiyama 2003 0 3.8 0 32 0.1% 0.00 [-7.45, 7.45] B
Ugajin 2014 1.9 1.1 4 213 1.1% 1.90 [-0.26, 4.06] ™~
Umeki 2011 0.8 1.3 1 123 0.8%  0.80[-1.75, 3.35] i
Watari 2000 0 0.6 0 235 2.8%  0.00[-1.18, 1.18] T
Yoshimoto 2005 2.6 2.4 2 76 0.3%  2.60[-2.10, 7.30] T
Subtotal (95% CI) 106 13549 91.5% 0.52 [0.28, 0.76]

Heterogeneity: Tau? = 0.16; Chi? = 73.96, df = 37 (P = 0.0003); I> = 50%

Test for overall effect: Z = 4.19 (P < 0.0001)

2.11.2 Elderly Patients

Chen 2022 23 1.4 19 538
Haga 2016 3.6 1.8 5 137
Komiya 2022 2.3 09 8 349
Nakagawa 2014 0.3 0.4 1 379
Okimoto 2003 0 1.6 0 83
Yanagihara 2006 019 0 67
Subtotal (95% CI) 33 1553

Heterogeneity: Tau? = 0.76; Chi? = 8.33, df = 5 (P = 0.14); I?
Test for overall effect: Z = 2.09 (P = 0.04)

2.11.3 Elderly Patients with Mechanical Ventilation

Fujii 2012 1.3 2 1 79
Hifumi 2015 6.8 3.3 5 73
Subtotal (95% CI) 6 152

Heterogeneity: Tau? = 7.68; Chi? = 2.03, df = 1 (P = 0.15); I?
Test for overall effect: Z = 1.28 (P = 0.20)

Total (95% CI) 145 15254

0.7%
0.4%
1.5%
4.4%
0.6%
0.4%
8.0%

= 40%

0.4%
0.1%
0.5%

=51%

100.0%

2.30 [-0.44, 5.04]
3.60[0.07, 7.13]
2.30[0.54, 4.06]

0.30[-0.48, 1.08]

0.00 [-3.14, 3.14]

0.00 [-3.72, 3.72]
1.23 [0.07, 2.39]

1.30[-2.62, 5.22]
6.80 [0.33, 13.27]
3.42 [-1.82, 8.67]

0.58 [0.34, 0.82]

Heterogeneity: Tau? = 0.18; Chi® = 89.56, df = 45 (P < 0.0001); I = 50%

Test for overall effect: Z = 4.73 (P < 0.00001)

Test for subgroup differences: Chi? = 2.54, df = 2 (P = 0.28), I> = 21.3%

=25

0 25
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Suppl-4-1. Frequency of S. pneumoniae isolated in CAP using PCR to search for

pathogenic microorganisms.

S. pneumoniae Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Kurai 2016 18 3.9 18 100 50.0% 18.00[10.36, 25.64] -+
Takaki 2014 28.2 3.9 37 131 50.0% 28.20[20.56, 35.84] b
Total (95% CI) 55 231 100.0% 23.10 [13.10, 33.10] <o
Heterogeneity: Tau® = 36.81; Chi’ = 3.42, df = 1 (P = 0.06); I’ = 71% + t J

k
Test for overall effect: Z = 4.53 (P < 0.00001) -100 -0 [Etiology] proportionso 100
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Suppl-4-2. Frequency of H. influenzaeisolated in CAP using PCR to search for pathogenic

microorganisms.

H. influenzae Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Kurai 2016 5 2.4 5 100 51.6% 5.00 [0.30, 9.70]
Takaki 2014 18.3 3.4 24 131 48.4% 18.30[11.64, 24.96] R
Total (95% CI) 29 231 100.0% 11.43 [-1.59, 24.46]
Heterogeneity: Tau? = 79.79; Chi? = 10.21, df = 1 (P = 0.001); I> = 90% F — t + {
Test for overall effect: Z = 1.72 (P = 0.09) 100 >0 >0 100

0
[Etiology] proportion
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Suppl-4-3. Frequency of HEV/HRYV isolated in CAP using PCR to search for pathogenic

microorganisms.

HEV/HRV Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Kurai 2016 423 4 100 51.9% 4.00[-0.51, 8.51]
Takaki 2014 15.3 3.2 20 131 48.1% 15.30[9.03, 21.57] =«
Total (95% CI) 24 231 100.0% 9.43[-1.63,20.50]
Heterogeneity: Tau? = 56.08; Chi? = 8.22, df = 1 (P = 0.004); I> = 88% = — t + {
Test for overall effect: Z = 1.67 (P = 0.09) 100 >0 0 >0 100

[Etiology] proportion
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Suppl-4-4. Frequency of M. pneumoniae isolated in CAP using PCR to search for

pathogenic microorganisms.

M. pneumoniae Total Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight 1V, Random, 95% CI IV, Random, 95% CI
Kurai 2016 423 4 100 45.5% 4.00[-0.51, 8.51]
Takaki 2014 53 2.1 7 131 54.5% 5.30[1.18, 9.42] L]
Total (95% CI) 11 231 100.0% 4.71[1.67, 7.75] ¢

Heterogeneity: Tau? = 0.00; Chi? = 0.17, df = 1 (P = 0.68); I> = 0%
Test for overall effect: Z = 3.04 (P = 0.002)

" '
-100 -50 0 50 100
[Etiology] proportion
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Suppl-4-5. Frequency of hMPV isolated in CAP using PCR to search for pathogenic

microorganisms.

hMPV Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% ClI 1V, Random, 95% CI
Kurai 2016 6 2.6 6 100 34.8% 6.00[0.90, 11.10] el
Takaki 2014 3.8 1.9 5 131 65.2% 3.80[0.08, 7.52]
Total (95% CI) 11 231 100.0% 4.57 [1.56, 7.57] ¢

4
1 T

P 2 _ . 2 _ - - 12 = ;
Heterogeneity: Tau’ = 0.00; Chi* = 0.47, df = 1 (P = 0.49); I = 0% 00 o

Test for overall effect: Z = 2.98 (P = 0.003)

0 50 100
[Etiology] proportion



A2 A4 FZ 4 v 2024 Online Supplement
SR2  Thihfiligic 351 2 KA

Suppl-4-6. Frequency of S. aureus isolated in CAP using PCR to search for pathogenic

micCroorganisms.
S. aureus Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Kurai 2016 7 2.7 7 100 39.3% 7.00[1.71, 12.29] &
Takaki 2014 23 1.6 3 131 60.7% 2.30 [-0.84, 5.44]
Total (95% CI) 10 231 100.0% 4.15[-0.35, 8.65]
Heterogeneity: Tau? = 6.12; Chi? = 2.24, df = 1 (P = 0.13); I? = 55% = — T + {
Test for overall effect: Z = 1.81 (P = 0.07) 100 50 0 50 100

[Etiology] proportion
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Suppl-4-7. Frequency of RSV isolated in CAP using PCR to search for pathogenic

microorganisms.

RSV Total Mean Difference Mean Difference
Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Kurai 2016 3 21 3 100 50.0% 3.00([-1.12,7.12]
Takaki 2014 5.3 2.1 7 131 50.0% 5.30[1.18, 9.42] L
Total (95% CI) 10 231 100.0% 4.15 [1.24, 7.06] (3
Heterogeneity: Tau? = 0.00; Chi? = 0.60, df = 1 (P = 0.44); I> = 0% f + T y
Test for overall effect: Z = 2.79 (P = 0.005) 100 >0 0 >0

[Etiology] proportion
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Suppl-4-8. Frequency of M. catarrhalisisolated in CAP using PCR to search for pathogenic

microorganisms.

M. catarrhalis Total Mean Difference Mean Difference
Study or Subgroup Mean Difference SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% Cl
Kurai 2016 2 1.9 2 100 53.7% 2.00[-1.72,5.72]
Takaki 2014 6.1 2.2 8 131 46.3% 6.10 [1.79, 10.41] =
Total (95% CI) 10 231 100.0% 3.90[-0.11, 7.91]
Heterogeneity: Tau? = 4.18; Chi? = 1.99, df = 1 (P = 0.16); I*> = 50% E — t + {
Test for overall effect: Z = 1.91 (P = 0.06) 100 >0 0 >0 100

[Etiology] proportion



Suppl-5. Frequency of MRSA in CAP.

MRSA proportion Total Mean Difference Mean Difference

Study or Subgroup  Mean Difference SE Total Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Takagi 1995 28.6 11.1 4 14 3.5% 28.60 [6.84, 50.36] 1995 I —
Okimoto 2003 44.4 139 4 9 3.2% 44.40[17.16, 71.64] 2003
Yanagihara 2006 25 13.7 2 8 3.3% 25.00 [-1.85, 51.85] 2006
Fujiki 2007 18.8 9.7 3 16 3.6%  18.80[-0.21, 37.81] 2007 S
Tashiro 2008 72.7 12.2 8 11 3.4% 72.70 [48.79, 96.61] 2008 I —
Shindo 2009 143 9.8 2 14 3.6% 14.30 [-4.91, 33.51] 2009 T
Maruyama 2010 100 15.4 4 4 3.1% 100.00 [69.82, 130.18] 2010 —
Umeki 2011 100 15.4 4 4 3.1% 100.00 [69.82, 130.18] 2011 —
Seki 2011 0 22.2 0 1 2.6% 0.00 [-43.51, 43.51] 2011 I S —
Kasamatsu 2012 100 10.7 8 8 3.5% 100.00 [79.03, 120.97] 2012 —_—
Fujii 2012 80 12.1 8 10 3.4% 80.00 [56.28, 103.72] 2012 —
Miyashita 2012 18,5 7.5 5 27 3.7% 18.50 [3.80, 33.20] 2012 I —
Sugisaki 2012 242 5.2 16 66 3.8% 24.20[14.01, 34.39] 2012 —_—
Ishiguro 2013 27.3 12.2 3 11 3.4% 27.30[3.39,51.21] 2013 —
Oshitani 2013 20 12.1 2 10 3.4% 20.00 [-3.72, 43.72] 2013 T
Ugajin 2014 100 12.6 6 6 3.4% 100.00 [75.30, 124.70] 2014 I
Kosai 2014 44.4 13.9 4 9 3.2% 44.40 [17.16, 71.64] 2014 s —
Matsunuma 2014 100 8.7 11 11 3.6% 100.00 [82.95, 117.05] 2014 —
Nakagawa 2014 18.2 11.4 2 11 3.4% 18.20 [-4.14, 40.54] 2014 N e —
Sakoda 2014 0 19.4 0 2 2.8%  0.00[-38.02, 38.02] 2014 —
Hifumi 2015 33.3 15.6 2 6 3.1% 33.30[2.72, 63.88] 2015 e —
Kamata 2015 0 10.7 0 8 3.5% 0.00 [-20.97, 20.97] 2015 I a—
Kohno 2015 0 22.2 0 1 2.6% 0.00 [-43.51, 43.51] 2015 —
Kurai 2016 0 11.6 0 7 3.4% 0.00 [-22.74, 22.74] 2016 I e—
Haga 2016 639 7.7 23 36 3.7%  63.90 [48.81, 78.99] 2016 _—
Kumagai 2016 213 59 10 47 3.8% 21.30[9.74, 32.86] 2016 —_
Parrott 2017 20 15.8 1 5 3.1% 20.00[-10.97, 50.97] 2017 ]
Asai 2019 54.5 12.9 6 11 3.3% 54.50[29.22, 79.78] 2019
Miki 2021 0 19.4 0 2 2.8% 0.00 [-38.02, 38.02] 2021
Komiya 2022 65.4 6.4 34 52 3.8%  65.40[52.86, 77.94] 2022 —_—
Total (95% CI) 172 427 100.0% 40.72 [29.01, 52.42] E

ity 2 _ - Chi? = - 2= H 4 ' .
Heterogeneity: Tau® = 905.14; Chi® = 268.43, df = 29 (P < 0.00001); I° = 89% '—100 750 ) Sb 100‘

Test for overall effect: Z = 6.82 (P < 0.00001) [Etiology] proportion
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Suppl-1. EERAIZSRN=E.

NQ Other Abx Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl Year M-H, Random, 95% CI
G. Hoeffken 2001 1 169 180 164 174 3.8% 1.00[0.95, 1.08] -
5. Hoeffken 2001 2 167 177 164 174 4.0% 1.00[0.95,1.08] -1
5. Paukner 20221 321 345 326 364 4.4% 1.04 [1.00,1.09] ™
5. Paukner 2022 2 181 185 188 209  3.4% 1.03[0.97,1.10] T
. Carhon 1932 100 113 94 109  1.7% 1.03[0.93,1.13] 1992  —
H. Lode 19951 269 310 121182 2.0% 1.09[0.99,1.19] 1995 T
H. Lode 1995 2 269 310 135 188 2.5% 1.02[0.94,1.10] 1995 b —
J F Plouffe 1936 100 109 103 118 21% 1.05[0.96,1.14] 1996 T
A Orovist 1996 124 13 106 133 1.9% 1.19[1.08,1.31] 1996 I
G. R. Donowitz 1997 112 168 118 162 08% 0.94[0.81,1.09] 1997 e
T. M. File 19497 217 226 206 230 4.0% 1.07 [1.02,1.13] 1997 -
B. &'Doherty 1997 a7 114 as 1M 0.9% 1.00[0.86,1.14] 1997 I E—
M. Aubier 1998 125 159 131 170 1.4% 1.021[0.91,1.14] 1998 I e
J. Ramirez 1989 133 150 144 162 2.4% 1.00[0.92,1.08] 1999 b —
5. Moola 19589 147 163 148 167  2.7% 1.021[0.94,1.10] 1999 T
L. D Dresser 2001 el 99 95 106 2.8% 1.07 [1.00,1.18] 2001 —
P. Petitpretz 2001 162 177 166 185  31% 1.02[0.95,1.09] 2001 T
W. Petermann 2001 177 20 164 193 2.5% 1.04 [0.96,1.12] 2001 T
E. Frank 2002 g0 84 72 78 2.3% 1.020.94,1.11] 2002 -
H. Lode 2002 107 116 113 12 2.8% 0.99[0.92 1.06] 2002 T
M. H. Gotfried 2002 107 124 113 128 1.8% 0.98[0.89,1.07] 2002 .
R. Finch 2002 241 258 239 280 3.5% 1.08[1.03,1.16] 2002 i
W. M. Sokal 2002 63 1] 74 85 1.8% 1.10[0.99,1.21] 2002 T
J. G Corréa 2003 74 76 70 T 24% 1.07[0.99,1.16] 2003 T
M. F. Drummond 2003 283 am 73 AN 3T7% 1.10[1.04,1.16] 2003 e
A Torres 2003 201 215 2117 2N 4.2% 1.00[0.95,1.04] 2003 -
E. Katz 2004 90 108 a0 113 1.2% 1.05[0.92,1.19] 2004  —
H. Lode 2004 198 228 186 234 2.3% 1.08[1.01,1.19] 2004 —
M. Zervos 2004 67 74 75 82 1.7% 0.98[0.88 1.08] 2004 T
P. Léophonte 2004 122 128 108 121 2.8% 1.06[0.99,1.14] 2004 o
. Erard 2004 72 79 34 7 1.3% 099088 1.12] 2004 i —
H. Partier 2005 131 151 120 138 2.0% 1.00[0.91,1.09] 2005 -
J. D'lghazio 2005 177 189 1686 174 3.3% 1.04[0.98,1.11] 2005 ha
T.Wvelte 2005 138 161 135 186 21% 0.99[0.91,1.08] 2005 I
5. Xu 2006 18 20 19 20 0.7% 0.85[0.79,1.13] 2006 —
T.*. Lin 2007 18 23 17 22 D.2% 1.01 [0.74,1.38] 2007
M. Dartois 2008 103 130 112 125 1.6% 0.88[0.80,0.98] 2008 —
5. M. Bhavnani 2008 130 169 136 172 1.4% 097 [0.87,1.09] 2008 I
. Tanaseanu 2009 116 136 128 144 2.0% 0.96 [0.88, 1.05] 2009 I
. Bergallo 2008 136 156 126 138 2.4% 0.96 [0.89,1.04] 2009 T
J.H. Lee 2012 16 17 16 19 0.4% 1.121[0.89,1.40] 2012 —
D. Oldach 2013 45 84 a4 58 1.1% 0.901[0.78 1.03 2013 B
A Torres 2021 268 206 73 295 4% 0.981[0.93,1.03] 2021 -
Total (95% CI) 6689 6446 100.0% 1.02 [1.01, 1.04] »
Total events 5956 a611

Heterogeneity: Tau®=0.00; Chi*= 6428, df= 42 (P=002); F=35%
Test for overall effect Z=313 (P=0.002)

\ \
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Suppl-2. EEVIERIZERNK.
NQ Other Abx Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
G. Hoeffken 2001 1 28 40 29 41 1.7% 1.02[0.78,1.39] T
G. Hoeffken 2001 2 ar 47 29 41 1.8% 141 [0.87,1.42] I
C. Carbon 1892 90 £ 62 o 4.6% 1.02[0.97,1.07] 1992 T
BE. O'Doherty 19597 32 36 32 45 1.7% 1.25[1.00,1.56] 1997 ——
G.R. Donowitz 1997 115 168 100 162 6.1% 1.11[0.95,1.20] 1947 T
T. M. File 1987 125 128 122 144 6.9% 114[1.07,1.24] 1997 -
J. Ramirez 1939 64 GE 74 a1 4.0% 1.06[0.98,1.15] 1989 ™
S. Maoola 1999 32 40 29 40 1.7% 1.10[0.86,1.41] 1999 -
F. Petitpretz 2001 B1 68 a6 o] 3.3% 1.09[0.95 1.258] 2001 T
W, Petermann 2001 126 147 129 142 7.8% 0.94[0.87,1.03] 2001 ™
E. Frank 2002 33 36 33 35 2.0% 0.97[0.86,1.10] 2002 -
H. Lode 2002 a8 G4 ot} 63 3.3% 1.04[0.92,1.17] 2002 I
M. H. Gotfried 2002 a5 97 a0 93 4.9% 1.02[0.91,1.14] 2002 -1
R. Finch 2002 EO 64 a8 71 3.3% 114 1[1.01,1.30] 2002 —
WM. Sokal 2002 64 67 a5 95 42% 1.07[0.98,1.16] 2002 ™
J G Corréa 2003 28 29 30 33 1.7% 1.10[0.97,1.24] 2003 T
M. F. Drummond 2003 282 3mM 262 3N 151% 1.14[1.08,1.22] 2003 -
E. Katz 2004 18 22 17 28 0.9% 1.35[0.94,1.83] 2004 T
H. Lode 2004 BY 78 e 94 4.2% 1.04[0.91,1.18] 2004 T
P. Léophonte 2004 52 54 45 49 2.8% 1.05[0.951.16] 2004 T
H. Partier 2005 23 30 23 Nl 1.3% 1.03[0.78,1.38] 2004 I —
J. D'lgnazio 2005 120 130 97 107 6.3% 1.02[0.94,1.10] 2004 -
S.%u 2006 q 10 7 8 0.5% 1.03[0.74,1.44] 2006 e —
T.. Lin 2007 9 14 B 17 0.3% 1.70[0.79, 3.65] 2007
C. Tanaseanu 2008 a a a i} Mat estimahle 2009
JH Lee 2012 4 4 7 7 0.3% 1.0000.71,1.41] 2012 S
O, Oldach 2013 10 13 12 14 0.7% 0.96 [0.65,1.42] 2013 I —
A Torres 2021 124 147 149 163 2.4% 1.00[0.932,1.07] 2021 -
Total (95% CI) 1992 2064 100.0% 1.07 [1.04, 1.10] t
Total events 1768 1712
Heterogeneity: Chi®= 38.88, df= 26 (P = 0.048); IF= 33% DIS DI? 155 f
Testfor overall effect: 2= 540 (P = 0.00001) Fa'\-'-ju.rs Othér.i.:x Fa'-;-:nuré NO
Suppl-3. ABEHAR].
NQ Other Abx Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
0. F. Postma 20151 [ 3 888 5 3 B8 M.0% 0.00 [0.30,0.30] b
0. F. Postma 20152 6 3 888 6 444 739 19.8% 0.00 [-0.38, 0.38] T
J F Plouffe 1996 61 49 146 64 54 1582  83%  -0.30[1.47,087) 1996 -
H. Lode 2002 g 23 184 9 326 172 0.5% -1.00 [-6.98, 4.98) 2002 —
R. Finch 2002 945 F29 301 1041 F48 3 8.3% -0.92 [2.08, 0.24] 2002 7
M. F. Drummond 2003 TH4 513 301 8484 528 321 124%  -090[1.72-0.08] 2003 -]
A Torres 2003 7 3, 233 7207 244 0.6% 0.00 [5.159, 5159 2003 I E—
M. Zervos 2004 84 648 75 7747 82 41% 0.70 [1.16, 2.56] 2004 -
Y. Erard 2004 8 533 79 10 18.3 37 0% -2.00[F15.30,11.300 2004
G.P. Samsa 20048 8.8 7 82 73T 81 4.7% 1.80[0.08, 3.52] 2005 —
T.*. Lin 2007 74 31 26 68 21 24 B1% 0.60 [-0.86, 2.06] 2007 T
5. M. Bhavnani 2008 7 962 169 7103 172 33% 0.00F211,211] 2008 I
R Mokabberi 2010 4 1.82 a0 8.7 205 3| 10.7% -1.70[-2.64,-0.76) 2010 -
Total (95% CI) 3387 3036 100.0% -0.25 [-0.67, 0.17] L

Heterageneity: Tau®= 0.19; Chi*= 2387, df=12 (P =002}, F=50%
Testfor overall effect Z2=118 (P=0.24)
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Suppl-4. FHAERERIZ .

NQ Other Abx Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
5. Paukner 20221 288 345 303 364 25.0% 1.04 [0.98,1.11] I e —
5. Paukner 2022 2 171 195 174 2089 149% 1.06[0.97,1.14] N
C. M. Barrera 2016 338 434 333 426 191% 1.00[0.93,1.07] 2016 ——
T. b File 2016 358 388 338 391 M0% 1.07[1.02,1.12] 2016 —a—
Total (95% CI) 1362 1390 100.0% 1.05 [1.01, 1.08] -
Total events 1167 1148

Heterogeneity: Tau®= 0.00; Chi*=2.95, df=3{(P=040); F=0%

0.85

0.9

g

{
Testfor overall effect 2= 2.85 (F = 0.004) Favours Other Abx  Favours Nz] 12
Suppl-5. EIfEHFEAER.
NG Other antibacterial agents Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
G. Hoeffken 2001 1 82 228 =l 232 4.5% 0.98[0.77,1.25] -
G. Hoeffken 2001 2 a4 224 =l 232 4.5% 1.03[0.81,1.31] T
. Carbon 1952 o 125 18 121 2.0% 1.53[0.91, 2.56] 1992 T
A Ortgwist 1996 TE 184 it 1449 4.6% 1.11[0.88,1.40] 1996 T
E. O'Doherty 1997 41 127 33 137 2.9% 1.34[0.91,1.98] 19497 T
G, R. Donowitz 1997 11 24 g 24 1.2% 1.38 [0.67, 2.81] 19497 T
T.M. File 1897 17 295 25 285 1.7% 0.68[0.38,1.23] 19497 —
F. Trémoliéres 1898 28 173 18 1649 1.9% 1.67[0.91,2.72] 1998 T
J. Ramirez 1999 42 167 47 175 3.2% 0.94 [0.65,1.34] 15999 -
P. Petitpretz 2001 a6 200 42 208 3.3% 1.39[0.98,1.97] 2001 ™
W, Petermann 2001 118 258 110 262 8.1% 1.09[0.90,1.32] 2001 T
E. Frank 2002 B 113 11 118 0.8% 0.57[0.22,1.459] 2002 1
H. Lode 2002 118 169 107 172 8.7% 1.12[0.96,1.31] 2002 ™
M. H. Gotfried 2002 28 143 41 156 2.7% 0.77[0.81,1.17] 2002 e
R. Finch 2002 17 30 125 321 8.1% 1.00[0.82,1.22] 2002 T
A Taorres 2003 a5 274 a6 274 3.9% 0.65[0.459, 0.87] 2003 -
J. G Corréa 2003 23 a5 18 a5 1.9% 1.281[0.75, 2.19] 2003 T
E. Katz 2004 30 1687 27 168 2.3% 1.12[0.70,1.800 2004 T
M. Zervos 2004 34102 43 110 3.2% 0.88 [0.62,1.25] 2004 -
P. Léophonte 2004 M 167 ki 143 2.6% 0.81[0.583,1.25] 2004 e
. Erard 2004 3 Ta 0 ar 0.1% 3.33[0.18 62.78] 2004
H. Partier 20045 42 17 a0 175 3.3% 0.86 [0.60,1.22] 2005 -1
J. D'lgnazio 2005 65 212 a4 21 4.3% 0.77 [0.585,1.00] 2005 ]
T.\Welte 2005 G5 200 T 187 4.2% 0.84 [0.65,1.10] 2005 =
5. ¥u 2006 2 20 1 20 0.1% 2.001[0.20,20.33] 2006
M. Dartois 2008 46 183 T 186 3.8% 0.62[0.45 0.83] 2008 -
. Bergallo 2009 96 210 107 208 8.1% 0.89[0.73,1.08] 2009 -
. Tanaseanu 2009 62 212 96 216 4.3% 0.66 [0.51, 0.85] 2009 -
R tokahbberi 2010 0 a0 2 ki 0.1% 0.23[0.01, 4661 2010
J H. Lee 2012 B 20 7 20 0.8% 0.86 [0.35, 2100 2012 I
D. Oldach 2013 13 it 7 G4 0.9% 1.75[0.74, 4100 2013 T
C. M. Barrera 2016 154 434 185 426 5.3% 0.98[0.82,1.17] 2016 T
T.M. File 2016 17 428 25 434 1.6% 0.69 [0.38,1.26] 2016 —
A Torres 2021 B3 3N 34 326 2.9% 1.821[1.24, 269 2021 -
Total (95% CI) 6096 6101 100.0% 0.97 [0.89, 1.06] [
Total events 1666 1745
Heterngeneity, Tau®= 0.03; Chi*= 71.04, df= 33 (P = 0.0001); F= 54% 0.102 011 1=D 5=D

Testfor averall effect Z=0.73 (P = 0.456)

Fa'v'-:lurs MNC Favours Other Abx
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Suppl-6. EIfEIC X 2 Hil=.

NG Other antibacterial agents Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl _Year M-H, Random, 95% CI
G. Hoeffken 2001 2 11 224 11 222 4T% 0.991[0.44, 2.24] T
G. Hoeffken 2001 1 7229 11 222 389% 0.62[0.24, 1.56] — T
H. Lode 1995 1 14 401 5 199 34% 1.39[0.51, 3.800 1995 -1
H. Lode 1995 2 14 401 16 208 59% 0.45[0.23,091] 1995 I
A Ortgvist 1996 9 154 5 143 31% 1.74[0.60,5.08] 1996 i
JF Plouffe 1996 12 148 15 152 56% 0.83[0.40,1.72] 1996 b
B. 0'Doherty 1997 8 127 2 137 1.7% 4.31[0.93,19.94] 1997
G. R. Donowitz 1997 11 168 3 162 4.2% 1.33[0.55, 3.21] 1997 - T
T. M. File 1997 8 2495 ] 295 3.8% 0.89[0.35, 2.27] 1997 — T
F. Trémaoligres 1998 4 173 1 169  0.9% 3.91[0.44, 34.60] 1998 —
M. Aubier 1998 4 159 2 170 1.4% 2.141[0.40,11.51] 1998 7
5. Moola 1999 6 251 3 253 3.2% 0.76[0.27,2.15] 1999 e
L. D. Dresser 2001 7o ] 142 37% 0.78[0.30,2.058] 2001 T
P. Petitpretz 2001 8 200 3 208 37% 1.04[0.40,2.72] 2001 -t
W, Peterrmann 2001 13 258 3 262 43% 1.65[0.70,3.91] 2001 -
M. H. Gotfried 2002 1 143 2 156 0.7% 0.55 [0.05, 5.95] 2002 —
R. Finch 2002 15 301 13 321 56% 1.23[0.60, 2.54] 2002 b
A Torres 2003 25 274 23 279 8.0% 1.11[0.64,1.90] 2003 -
J.C. Corrga 2003 1] 84 1] 84 Mot estimable 2003
E. Katz 2004 19 167 [ 168 41% 3.19[1.30,7.78] 2004 e
H. Lode 2004 10 228 11 234 45% 0.93[0.40,2.15] 2004 T
M. Zervos 2004 3 102 10 110 2.3% 0.32[0.09,1.14] 2004 r
P. Léophonte 2004 14 167 15 153 589% 0.86[0.43,1.71] 2004 1
T.\Welte 2005 11 200 18 197 56% 0.60[0.29,1.24] 2005 T
5. XU 2006 0 z0 0 20 Mot estimable 2006
C. Tanaseanu 2009 5 M2 4 216 2.2% 1.27[0.35, 4.68] 2009 I —
JoH. Lee 2012 2 20 0 20 05% 5.00[0.26,98.00] 2012 e
D. Oldach 2013 6 &8 0 64 05% 12.25[0.70,213.08] 2013
A Torres 2021 23 3N 16 326 6.8% 1.42[0.76, 2.63] 2021 T
Total {95% Cl) 5645 5299 100.0% 1.06 [0.86, 1.30] L]
Total events 270 236
Heterogeneity: Tau®= 0.06; Chi*= 3340, df= 26 (P =0.15); F= 22% ﬁ_ 0'1 1'0 EDﬁ

Testfor averall effect 2= 0.54 (P = 0.59)

FG"v"JLII'S MNC Favours Other Abx
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Suppl-1. .

Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CIl

Odds Ratio
IV, Random, 95% Cl

1.1.1 CAP drug resistant pathogens

kim, M.E. 2021 0oz 002 3E% 1.02 [0.98, 1.08]
Lee, 52018 0.02 0025 26.8% 1.02[0.97,1.07]
Wang, P 2016 1.338 0647 01% 3.81[1.07,13.55]
Subtotal (95% Cl) 58.4% 1.02 [0.97,1.08]

Heterogeneity: Tau®= 0.00; Chif= 415, df=2(P=013); F=52%
Testfor overall effect Z=0.80 (F = 0.43)

1.1.2 MDR/ESBL Organisms

Kirsch, M 2021 -0.01 0018 336% 0.99 [0.96,1.03]
Subtotal (95% CI) 33.6% 0.99 [0.96, 1.03]

Heterogeneity: Mot applicable
Testfor overall effect 2= 056 (P = 0.58)

1.1.3 P.aeruginosa

Metersky, M P 2016 -0.084 0064 8.0% 0.91 [0.80,1.03]
Subtotal (95% Cl) 8.0% 0.91 [0.80, 1.03]

Heterogeneity: Mot applicable
Testfor overall effect Z=147 (F=0.14)

Total {95% CI) 100.0% 1.00 [0.96, 1.04]
Heterogeneity: Tau®= 0.00; Chi®=8.25 df= 4 (P =0.08), F=52%

Testfor overall effeck Z=010 (P =0.92)

Test for subaroup differences: Chi*= 2.96, df= 2 (P=0.23), F= 32.3%

Suppl-2. H1%.

Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI

-

Lo

Odds Ratio
IV, Random, 95% CI

07 o08s 1 1.2 15
Decreasedrisk Increasedrisk

2.1.1 CAP drug resistant pathogens

Kim, M.E. 2021 1.2 0448 247% 3.32[1.28, 7.99]
Lee 52018 04875 0489 229% 265([1.02 6.91]
Subtotal (95% CI) A7.6% 3.00 [1.57, 5.72]

Heterogeneity: Tau®= 0.00; Chi*=012, df=1 (P=073); F=0%
Testfor averall effect: £= 332 (P = 0.0009)

2.1.2 MDR/ESBL Organisms

Kirsch, M 2021 -0.494 0E13 181% 061 [0.18, 2.03]
Subtotal {(95% CI) 18.1% 0.61 [0.18, 2.03]

Heterogeneity: Mot applicable
Testfor overall effect: =081 (FP=042)

2.1.3 P.aeruginosa

Metersky, MP. 2016 014 0256 34.3% 1.15[0.70,1.40]
Subtotal {(95% Cl) 34.3% 1.15 [0.70, 1.90]
Heterogeneity: Mot applicable

Testfor overall effect: Z=0.45 (F = 0.58)

Total (95% CI) 100.0% 1.61 [0.82, 3.18]

Heterogeneity: Tau®=0.28; Chi*=7.73, df= 3 (P=0.05); F=61%
Testfor overall effect: £=1.38(F=017)
Testfor subaroup diferences: Chi*= 761, df=2 (P=002), F=73.7%
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Suppl-3. {K BML

Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 95% CI

3.1.1 CAP drug resistant pathogens

Kim, M.E. 2021 0.779 0,417 391% 2.18[0.96, 4.93]
Lee, 52018 -0.105 0.062 60.9% 0.90[0.80,1.02]
Subtotal (95% CI) 100.0% 1.27 [0.55, 2.96]

Heterogeneity: Tau®= 0.30; Chi*= 4.40, df=1 (F = 0.04), F=77%
Testfor overall effect: 2= 0.56 (F = 0.58)

—

———

Total {95% CI) 100.0%  1.27 [0.55, 2.96] —-’-—
Heterogeneity: Tau®=0.30; Chi*=4.40, df=1 (P=0.04), F=77% D=2 UIS 1| t %
Test for overall effect: Z= 056 (P = 0.68) : Decreaéed risk Increased risk
Test for subgroup differences: Mot applicable
Suppl-4. PSI Class V.
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1 CAP drug resistant pathogens
Kirn, M.E. 2021 0.351 0422 62.5% 1.42 [0.62, 3.29] ——
Wang, P 2016 1.25 0616 375% 3.48711.04,11.67] L E—
Subtotal (95% CI) 100.0%  1.99 [0.85, 4.67] —eaiiii—
Heterageneity: Tau®= 013, Chi*=1.45 df=1{P=023)F= 1%
Testfor overall effect Z=1.58{F=011)
Total {95% CI) 100.0%  1.99[0.85, 4.67] —eall—
Heterogeneity, Tau®= 0.13; Chi*=1.45, df=1 (P=0.23); F= 31% f t t ! } t
o1 02 0.4 2 g 10
Testfor overall effect Z=158 P =011} Decreaesd risk Increased risk
Test for subgroup differences: Mot applicable
= FEHEHL L A
Suppl-5. St AFTE.
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
9.1.1 CAP drug resistant pathogens
Kirgch, M 2021 3148 093 456% 2329([3.76,144.14] —a—
Subtotal (95% CI) 45.6% 23.29 [3.76, 144.14] ——apiiii——
Heterogeneity: Mot applicahle
Testfor overall effect: Z=3.38 (F = 0.0007)
9.1.2 P.aeruginosa
Metersky, M P. 2016 0.086 0187 54.4% 1.09[0.76,1.47] :
Subtotal (95% CI) 54.4% 1.09 [0.76, 1.57]
Heterogeneity: Mot applicable
Test for overall effect: Z= 046 ({F = 0.65)
Total {95% Cl) 100.0%  4.40 [0.22, 87.39] -—_——

Heterageneity Tau®= 4.24: Chif= 10.42, df=1 (F = 0.001); F= 80%
Testfor overall effect: Z=097 (F=0.33)
Testfor subgroup differences: Chif=1042 df=1 (P=0001), F=5304%

0.1 1 11
Decreasedrisk Increased risk
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Suppl-6. % DIt HE.

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
11.1.1 CAP drug resistant pathogens
Shindo, ¥ 2013 089 0564 ST1% 245081, 7.40] ——
Subtotal (95% CI) 57.1% 245 [0.81, 7.40] el
Heterogeneity: Mot applicable
Testfor overall effect Z=159(P=011)
11.1.2 MDR/ESBL Organisms
Kirsch, b 2021 281 0945 428% 18.3G6([288 117.00] —
Subtotal (95% CI) 42.9% 18.36 [2.88,117.00] —
Heterogeneity: Mot applicable
Test for overall effect Z=3.08 (P=0.002)
Total {95% Cl) 100.0% 5.81 [0.82, 41.02] el
Heterogeneity: Tau : 142, Chi*=335df =1 (P=007), F=70% D.'D1 D:'I 1'D 1I'JD
Testfor overall effect Z=1.77 (P =0.08) Decreased risk Increased riks

Test for subgroup differences: Chi*= 3.35,df=1 (F=007), F=701%

Suppl-7. &R ERIE L.

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
13.1.1 CAP drug resistant pathogens
Shindo, ¥ 2013 0.01 03458 344% 1.01 [0.51, 2.000
Subtotal (95% CI) 34.4% 1.01 [0.51, 2.00]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.03 (P=0.98)
13.1.2 P.aeruginosa
etersky, . . . . . B1, 2.
Metersky, W P 2016 0621 0075 B5E% 186 [1.61, 216 i
Subtotal (95% CI) 65.6%  1.86[1.61,2.16] <
Heterogeneity: Mot applicable
Test for overall effect Z=8.28 (P = 0.00001)
Total {95% Cl) 100.0% 1.51 [0.85, 2.66] —~en——
Heterogeneity: Tau®=0.12; Chi*= 283, df=1 (P = 0.09); F= 66% f f f f
] 0.2 0.4 2 5
Testfor overall effect Z=1.41 (P=0.16) Decreaesd risk Increased riks

Test for subgroup differences: Chi*= 2,83, df=1 (F=0.08), F=§5.9%
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X% Suppl-1.
A R fiT.

early induction of mechanical ventilation

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI

Odds Ratio
IV, Random, 85% Cl

EEIRIIRT 48 & HIT X 20728 <D CAP drug resistant pathogens DK Z & D

Metersky ML 2015 1.374 0063 B01% 3,05 [3.49, 4.47]
Restrepo Wi 2018 0,846 0246 39.9% 2.33[1.44,3.77]
Total (95% CI) 100.0%  3.20 [1.93,5.31]

Heterogeneity Tau*=0.11; Chi*=4.32, df=1 {(P=0.04); F=77%
Test for overall effect; 2= 4.50 (P = 0.00001)

immunosuppression

Odds Ratio

Study or Subgroup  log[Odds Ratio] ~ SE Weight IV, Random, 95% Cl

0.2

1
0.5
Decreasedrisk Increasedrisk

Odds Ratio

Lewvis PO 2021 0836 0737 26.6% 2.585[0.60,10.81]
Metersky ML 2016 -0128 0118 734% 0.88[0.70,1.11]
Total (95% Cl) 100.0% 1.17 [0.46, 2.94]

Heterogeneity: Tau®= 029 Chi*= 203, df=1 (P=018); F=51%

IV, Random, 95% Cl
I

0z

[T

0s 1

0.1 2 10
Testfor averall effect Z=0.33 (P=0.74) Decreased risk Increased risk
chemotherapy

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Metersky ML 2016 0.03 0061 56.8% 1.03[0.91,1.16]
Wl CL 2013 S0.744 0,292 43.2% 0.481[0.27, 0.84] —
Total (95% CI) 100.0% 0.74 [0.35, 1.56]
Heterogeneity, Tau®= 0.26; Chif= 6.73, df=1 (P = 0.009); F= 85% DIS DI? ] 155 é
Testfar averall effect Z=0.79 (P = 0.43) Decreased risk Increased risk
bronchiectasis

0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% C| IV, Random, 95% CI
Lewis PO 2021 0.239 0516 36.2% 1.27 [0.46, 3.49] L
Restrepo Ml 2018 1.058 0.285 B3.8% 2.88 [1.65, 5.04] —i—
Total (95% CI) 100.0%  2.14[0.99, 4.63] ——enil——
Heterogeneity: Tau*=016; Chi®=1.93,df=1 (P=016);, F= 48% 052 DTS ﬁ é

Testfor overall effect: Z=1.93 (F = 0.09)

Decreasedrisk Increased risk
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prior hospitalization

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% CI
Metersky ML 2016 0307 0062 428% 1.36101.20,1.53] —a—
Soedarsono 5 2021 0552 014 2958% 1.741.32,2.29] —
W CL 2013 0B7a 0181 277% 1961 46, 2 64]  —
Total (95% CI) 100.0% 1.62 [1.27, 2.06] -
Heterogeneity: Tau®= 0.03; Chi*= 6.69, df = 2 (P = 0.04) F= 70% 0?5 D?? ”5 é

Test for overall effect; £= 3.94 (P = 0.0001)

history of cancer

Study or Subgroup log[Odds Ratio]

Odds Ratio

SE Weight IV, Random, 95% Cl

Decreasedrisk Increased risk

Odds Ratio
IV, Random, 95% Cl

Metersky ML 2016 0.03 0061 37.0%
Soedarsono 8 2021 0758 0195 31.2%
Wiy CL 2013 0.BO7 0185 31.8%

Total (95% CI) 100.0%

1.03[0.91,1.16]
213[1.46,3.13]
1.83[1.28, 2.64]

1.55 [0.93, 2.60]

Heterogeneity: Tau®= 0.18; Chi*= 19.67, df=2 (P = 0.0001); F=90%

Testfor overall effect. £=1.68 (P = 0.09)

—

-

05 07 1 14 2
Decreased risk Increased risk

COPD

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Lewis PO 2021 0231 0108 411% 1.261.02, 1.56] ——
Metersky ML 2016 0621 0075 447% 1.86 [1.61, 2.16] -+
Restrepo Ml 2018 1.015 0403 142% 2TR[1.25, 6.08)]
Total {95% CI) 100.0% 1.68 [1.18, 2.39] -l
Heterogeneity: Tau®= 0.07, Chi*=10.31, df= 2 (F = 0.006);, F=81% 052 DIS é %
Test for overall effect 2= 2.86 (F=0.004) ’ Decrea.sed risk Increased risk
neurologic disorders

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Metersky ML 2016 A48 0179 39.9% 1.73[1.22, 2.46) — &
Wy CL 2013 0486 0146 B01% 1.63[1.22, 2.16] —i—
Total {95% CI) 100.0% 1.67 [1.34, 2.08] .
Heterogeneity; Tau®= 0.00; Ch#= 0.07, df=1 (F= 0.78) F= 0% EIIS DIT 155 é
Testfor averall effect £=4.51 (P = 0.00001) D'ecreasled sk Increasled risk
chronic renal disease

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 85% Cl IV, Random, 85% CI
Lewis PO 2024 0,737 0271 454% 2.09[1.23, 3.58) —a—
Metersky ML 2016 -0.128 0.069 54.6% 0.88[0.77,1.01]
Taotal {95% CI) 100.0% 1.30 [0.56, 3.03]
Heterageneity; Tau®= 0.34; Chif= 9.57, df=1 (P = 0.002); F= 90% IU P 055 ] é

Test for overall effect: Z= 061 (P = 0.54)

Decreasedrisk Increasedrisk
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alcohol use

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio]  SE Weight IV, Random, 95% CI IV, Random, 95% Cl
Lewis PO 2021 0.038 0228 240% 1.04 [0.67, 1.53] =
Metersky ML 2015 0.095 0128 7EO% 1.10[0.86, 1.41] L

Total (95% CI) 100.0% 1.08 [0.87, 1.35] -—_—-

Heterogeneity: Tau®= 0.00; Chi*=0.05, df=1 {P=0.83), F=0% T 1

07 085 1 1.2 15
Test for overall effect: Z= 073 {F = 0.468) Decreasedrisk increased risk

illicit substance use

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Lewis PO 2021 05831 0156 51.7% 1.70[1.25, 2.31] —i—
Metersky ML 2016 -0.821 0294  48.3% 0.44[0.25, 0.78] ——
Total (95% CI) 100.0% 0.89 [0.24, 3.33]

Heterogeneity, Tau™= 0.86, Chi®=16.590, df=1 (P = 0.0001}), "= 94% T ! I I

y
0.z 0.5 1 2 5
Testfor overall effect: Z= 018 {P = 0.86) Decreased risk Increased risk

diabetes mellitus

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_ Weight IV, Random, 95% CI IV, Random, 95% CI
Lewis PO 2021 0122 0116 461% 1.13[0.90,1.42] e e
Metersky ML 2016 -0.198 0074 53.8% 0.82[0.71, 0.85] —u—

Total (95% Cl} 100.0% 0.95 [0.70, 1.30] —*—

Heterogeneity, Tau®= 0.04;, Chi*= 541, df=1 (P=0.02);, F=82% T

y y , ,
07 085 1 1.2 1.5
Testfor overall effect: Z=032 (P =0.75) Decreased risk Increased risk

SCHRAS 1 2720 DEF-

THH Odds ratio (95% CI)
prior infection/colonization 16.1 (9.48-27.35)
tracheostomy 6.5 (2.61-16.19)
prior use of antibiotics 1.14 (1.00-1.51)
heart disease 1.744 (1.174-2.591)
prior influenza virus infection 2.34 (1.18-4.67)
inhaled corticosteroid 1.4 (1.23-1.61)
residence in a nursing home 1.09 (0.75-1.56)
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X152 Suppl-2. EFIRIIMTZE & HIWT X 7= TD MRSA O Z & D A X fEhT.

immunosuppression
Odds Ratio
SE Weight IV, Random, 95% Cl

Study or Subgroup log[Odds Ratio]

Odds Ratio
IV, Random, 5% CI
T

Lewis PO 2021 0936 0737 17.4% 2.55[0.60,10.81]
Metersky ML 2016 0.03 0.093 B82.6% 1.03[0.86,1.24]
Total (95% CI) 100.0% 1.21 [0.62, 2.37]

Heterogeneity: Tau®=0.13; Chi=1.49 df=1 (P=022); 7= 33%
Test for overall effect: Z= 055 {F = 0.58)

chronic renal disease

01 02 05 1 2 5 10
Decreaedrisk Increased risk

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Lewis PO 2021 0737 0271 43.0% 2.091[1.23, 3.55] ——
Metersky ML 2016 0049 0087 57.0% 1.051[0.88, 1.25]
Total (95% CI) 100.0% 1.41 [0.72, 2.75]
Heterogeneity: Tau®=0.20; Chi*=5.84, df=1 (P=0.02), F=83% EITS El!? 1| 1!5 é

Test for overall effect: Z=1.01 {F = 0.21)

alcohol use

Decreased risk increasedrisk

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Lewis PO 2021 0039 0228 338% 1.04 [0.67, 1.63] =
tetersky ML 2016 0.239 0163 6B62% 1.27[0.92,1.75] L
Total (95% CI) 100.0% 1.19 [0.92, 1.54] —*—
Heterogeneity, Tau®= 0.00; Chi*= 0581, df=1 (P=048), F=0% 07 0G5 4 T s

Testfor averall effect £=1.29(F = 0.20)

Decreasedrisk Increased risk

COPD

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Lewis PO 2021 0.231 0109 41.1% 1.261.02, 1.56] —
Metersky ML 2016 0174 0031 589% 1.19[1.00,1.42] ——
Total (95% CI) 100.0% 1.22 [1.06, 1.40] —=enli——
Heterogeneity Tau®= 0.00; Chi*=0.16, df=1 (P = 0.69); F= 0% o7 1he e =

Teast for overall effect: £= 2.83 (P = 0.005)

illicit substance use

Decreasedrisk Increasedrisk

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
Lewis PO 2021 0531 0186 T21% 1.7001.25, 2.31] ——
Metershy ML 2016 0351 0251 2749% 1.42[0.87,2.37] N e —
Total (95% CI) 100.0% 1.62 [1.25, 2.10] e
Heterogeneity: Tau®= 0.00;, Chi®= 037, df=1 (P=0.54), F=0% t

Test for overall effect: 2= 3.63 (P =0.0003)

05 07 15 2
Decreasedrisk Increased risk
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diabetes mellitus

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% ClI IV, Random, 95% CI
Lewis PO 2021 0122 0116 1.13[0.80,1.42] L
Metersky ML 2016 0166 009 1.18[0.93,1.41] —i—
Total (95% Cl) 1.16 [1.01, 1.33] ——enli——
Heterogeneity: Tau®= 0.00; Chif= 0.09, df=1 (P = 0.76); F= 0% oha T

Teastfor overall effact: Z=2.10 {F = 0.04)

SCHRAS 1 D720 DT

Decreasedrisk Increasedrisk

JHH

Odds ratio (95% CI)

early induction of mechanical

ventilation

3.8 (3.18-4.55)

prior hospitalization

1.62 (1.38-1.91)

prior use of antibiotics

1.3 (1.08-1.56)

history of cancer

1.03 (0.78-1.21)

chemotherapy

1.03 (0.78-1.21)

bronchiectasis

1.27 (0.46-3.48)

neurologic disorders

1.14 (0.67-1.93)

prior influenza virus infection

2.34 (1.18-4.67)

residence in a nursing home

1.96 (1.37-2.81)

inhaled corticosteroid

1.11 (0.91-1.34)
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B3 Suppl-3. ERRAIMZ & BIWT X 728 CORRNRE DR Z & D X X figiffr.

early induction of mechanical ventilation

Odds Ratio Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
Metersky ML 2016 1.374 0063 EB0.1% 3.95[3.49, 4.47] . o
Restrepo Ml 2018 0846 0246 39.9% 2.33[1.44 377] —
Total (95% Cl) 100.0% 3.20[1.93, 5.31] —
Heterogeneity: Tau®=0.11; Chi*= 4.32, df=1 (P = 0.04); F= 77% ID 2 DIS é 55
Test for overall effect. £2= 4490 (F = 0.00001) ’ Decre.ased risk Increasad risk
bronchiectasis

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 85% CI
Lewis PO 2021 1.813 0309 487% B.13[3.34,11.23] ——
Restrepo Ml 2018 1.058 0285 51.3% 288 1[1.65, 5.04] —i—
Total (95% CI) 100.0% 4,16 [1.99, 8.72] —~aglii——
Heterogeneity: Tau : 020, Chi*=3.23 df=1 (P=0.07), F=69% Df1 Ufz UTS ﬁ é 1-0
Test for overall effect; 2= 3.78 (P = 0.0002) Decreasedrisk Increased risk
illicit substance use

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% ClI IV, Random, 95% CI
Lewsis PO 2021 -0.223 0.244 538% 0.80[0.50,1.29] ——
Metersky ML 2016 -0.821 0294 46.2% 0441025078 — B ————
Total {95% Cl) 100.0% 0.61 [0.34, 1.09] ——
Heterogeneity, Tau®= 0.11; Chif= 2.45, df=1 (P=0.12); F= 53% EIIS DI? 155 é
Testfor overall effect: Z=1.68 (F = 0.09) Decfeaseﬂ risk Increésed lisk
diabetes mellitus

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% ClI IV, Random, 95% CI
Lewis PO 2021 -0.494 0147 408% 061 [0.46, 0.81] ——
Metersky ML 2016 -0.198 0074 59.2% 0.821[0.71, 0.95] ——
Total {95% CI) 100.0% 0.73 [0.55, 0.97] —eanglii—
Heterogeneity: Tau®= 0.03; Chif= 3.23, df=1 (P = 0.07); F= 63% EIIS DI? 155 é
Testfor overall effect Z=219{F=003) . Decreésed risk Increased risk

COPD

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% CI
Lewis PO 2021 061 0135 23.0% 1.841.41, 2.40] .
Metersky ML 2016 0621 0078 T44% 1.86[1.61, 2.16] ——
Restrepo MI 2018 1.015 0403 26% 276 [1.25, 6.08] EEE—
Total (95% CI) 100.0% 1.88 [1.65, 2.13] L

[T z_ . 2 _ _ 2= } } } t

Heterogeneity: Tau*= 0.00; Chif= 085 df=2 (P=062; F=0% 05 07 15 ]

Testfor averall effect £=9.71 (F = 0.00001}

Decreased risk Increased risk
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chronic renal disease
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Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% CI
Lewis PO 2021 0058 0415  27% 1.06 [0.47, 2.39]
Metersky ML 2016 -0128 0069 973%  088[077,1.01] = B
Total (95% CI) 100.0% 0.88 [0.77,1.01] L
ity Tau= “ChiE= = = Ez } f f f
Heterogeneity: Tau®= 0.00; Chi*= 020, df=1 (P = 0.EB); F=0% 0's 07 15 :

Testfor averall effect Z=1.81 (F=0.07)

alcohol use

Study or Subgroup  log[Odds Ratio]

SE Weight IV, Random, 95% Cl

Decreased risk Increased risk

Lewis PO 2021 -1.139 0 046 436%
Metersky ML 2016 0.095 0128 56.4%
Total (95% CI) 100.0%

Heterogeneity: Tau®= 0.65, Chif= 668, df=1 (P=0.010); F= 85%

Testfor averall effect Z=072 (F=0.47)

SCHRAS 1 D720 DK+

Odds Ratio Odds Ratio
IV, Random, 95% CI
naz[o13 07y ——— BB ——
1.10[0.86,1.41]
0.64 [0.19,2.13]
0.2 R 1 5

Decreased risk Increased risk

JHH

Odds ratio (95% CI)

prior infection/colonization

16.1 (9.48-27.35)

tracheostomy

6.5 (2.61-16.19)

prior hospitalization

1.36 (1.21-1.54)

immunosuppression

1.39 (1.22-1.58)

prior use of antibiotics

1.14 (1.00-1.51)

history of cancer

1.03 (0.92-1.17)

chemotherapy

1.03 (0.92-1.17)

neurologic disorders

1.73 (1.22-2.46)

prior influenza virus infection

0.73 (0.23-2.32)

residence in a nursing home

1.09 (0.75-1.56)

inhaled corticosteroid

1.4 (1.23-1.61)
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SCHRAS 1 2720 DT
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Odds ratio (95% CI)

12.34 (5.05-30.14)

JHH

prior infection/colonization

early induction of mechanical
ventilation

3.42 (1.47-7.97)

prior hospitalization

1.737 (1.32-2.286)

history of cancer

2.134 (1.455-3.131)

heart disease

1.744 (1.174-2.591)

COPD

2.69 (1.1-6.55)
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(4% Suppl-5. FEERAE CHIHIE % 15 7 R P 288 T D CAP drug resistant pathogens D

K12 L DX X,

prior infection/colonization

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Alberti 5 2016 1.619 0362 43.0% 505 [2.48,10.26] —a—
Shindo ¥ 2013 0904 0566 32.3% 2470081, 7.49] I
Wehb BJ 2016 3006 0745 247% 2021 [4.68, 87.02] s
Total (95% CI) 100.0% 5.65 [2.13, 14.96] "*"
Heterogeneity: Tau®= 0.44; Chi*= 5.06, df= 2 (P = 0.08); F=60% ; f } }
. 0.05 0.2 L} 20
Test for overall effect: £= 3.48 (F = 0.000%) Decreasedrisk Increased risk
immunosuppression
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Park 8C 2012 0392 0342 258% 1.48 [0.76, 2.84] -
Park 5C 2013 0293 0286 29.0% 1.34[0.77, 2.39] -1
Schreiberr WP 2010 1678 0399 227% 4.85[2.22,10.60] - &
Shindoy 2013 0837 0404 225% 231 [1.08,5.10] I E—
Total (95% Cl) 100.0% 2.08[1.19, 3.63] -
Heterogeneity: Tau®= 0.20; Chi*= 7.76, df= 3 (P = 0.04); F= 1% f f t f ! f
Testfor overall effect £Z=258 (P =0010) 01 D.Ez)eu:reagésd risk Inu:reaESed risks 1o
tube feeding
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% ClI
Park 5C 2012 2727 0665 243% 15289[415 56.28] I —
Park 5C 2013 1.863 0471 304% B.44 [2 86 16.22] —
Shindo ¥ 2013 0.8a8 0368 336% 243118, 5.00] —
Wehb BJ 2016 3644 1281 11.7% 3461 [2.81,42612] E————
Total (95% CI) 100.0% 6.97 [2.52, 19.31] i
Heterogeneity Tau®= 0.67; Chi*= 9.22, di= 3 (P = 0.03); F= 67% n 502 051 150 SID
Testfor overall effect 2= 3.74 (P=0.0002) ’ Detgreased fisk Increased risk
history of cancer
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 85% CIl
Park 5C 2012 -0.446 0459 37.0% 0.64 [0.26,1.57] L
Park SC 2013 <0174 0352 B3.0% 0.54[0.42, 1.68] ——
Total (95% CI) 100.0% 0.76 [0.44, 1.31] -—*—
Heterogenaity Tau®= 0.00; Chif= 022, df=1 (P=0.64) "= 0% 0:5 D:? } 115 é
Testfor overall effect Z= 098 (F=0.33) Decréased risk Increésed risk
chemotherapy
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Park 5C 2012 -0.446 0459 37.0% 064 [0.26,1.57] L
Park 5C 2013 -0174 0352 B32.0% 0.84[0.42, 1.69] ——
Total (95% CI) 100.0%  0.76 [0.44,1.31] —*—
Heterogeneity; Tau®= 0.00; Chif= 0,22, df=1 (P = 0.64);, F=0% 052 DI ] é é

Test for overall effect: Z=0898 {F=0233)

Decreasedrisk Increased risk
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prior hospitalization

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Alberti 5 2016 0104 0188 164% 1.11[0.75,1.64] -
Aliberti 5 2012 14883 0479  97% 4.87[1.90,12.45] —
Jeong BH 2014 0843 032 134% 2.32[1.24,4.39] I —
Park 5C 2012 082 0313 136% 2,81 [1.36, 4.63] —
Park 5C 2013 1.081 0242 154% 2.86[1.78, 4.60] e —
Shindo ¥ 2013 0723 0262 1449% 2.06[1.23, 3.44] —
Shorr AF 2008 1.437 0193 166% 4,21 [2.88,6.14)] —
Total (95% Cl) 100.0% 2.50 [1.65, 3.79] B
Heterogeneity Tau®= 023, Chi®= 26.72, df= 6 (P = 0.0002); F=T8% f t f

01 02 05 b & 10
k

Testfor averall effect £=4.33 (P = 0.0001% Decreased risk Increased ris

prior use of antibiotics

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Alberti 8 2016 0432 0246 181% 1.654 [0.95, 2.49] T
Barreto W 2022 1.484 0473 7.9% 4.41[1.75,11.15]
Jeong BH 2014 0993 03457 11.8% 2.701[1.34,5.43] —
Park 5C 2012 0.854 0415 9% 2.35[1.04, 5.30] —
Park 5C 2013 085 0389 1045% 2.341.08, 5.01] —
Prina E 2015 0908 0236 18.8% 2.481[1.56, 3.84] —
Shindo ¥ 2013 0895 0247 18.0% 2.451[1.41, 3.88] —
Wehh BJ 2016 2,351 05492 a.48% 10.50[3.29, 33.49] —_—
Total (95% CI) 100.0%  2.57 [1.91, 3.45] -
Heterogeneity, Tau®= 0.06; ChiR=11.24, df= 7 (P = 0.13); F= 38% 051 IJ:E 055 é % 150

Testfor averall effect £=6.26 (F = 0.00001} Decreased risk Increased risk

low ADL status

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Alberti 8 2016 0419 0293 289% 1.52[0.86, 2.70] -
Barreto JY 2022 1.703 0485 160% 549212 14.20] —_—
Jeong BH 2014 1.066 0332 255% 2.8011.51, 5.57] . —
Shindo ¥ 2013 0896 0286 295% 2.451(1.40,4.29] —
Total (95% Cl) 100.0% 2.54 [1.61, 3.99] ~ll-
Heterogeneity: Tau®= 0.10; Chif= 5.67, di= 3 (P=013) F=47% DIE DIS é é
Test for overall effect: 2= 4.02 (P = 0.0001) ’ Decrea.ed risk Increaed risk
chronic lung disease

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
Cilloniz © 2018 0815 0303 201% 2.26[1.25, 4.09] — =+
Jeong BH 2014 0678 0309 195% 1.97 [1.08, 3.61] —_—
Prina E 2015 0788 0.246 26.6% 2.201[1.36, 3.56] . ———
Shindoy 2013 0122 0261 246% 1.13[0.68, 1.88] I I —
YWebh BJ 2016 1131 0496  93% 3100117, 8.19] —_—
Total (95% CI) 100.0% 1.90 [1.38, 2.60] B
Heterageneity: Tau®= 0.04: Chi®= 562, df= 4 (P =0.23; F= 28% 0?5 D?? 1?5 é

Taestfor overall effect: 2= 3.97 (F = 0.0001) Decreased risk Increased risk



A2 A4 FZ 4 v 2024 Online Supplement
rithFEENi2¢ (CAP, HCAP, NHCAP % & 7 fifi 5 #f) MTERE © U 2 7 AT 134 2> ?

SR5

wound care

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 85% CIl
Alberti S 2016 1122 0423 50458% 307 [1.10, 8.56] ——
Park 5C 2013 0.642 1.409 7.0% 1.80[0.12,30.07] +
Shindo ¥ 2013 0365 04587 425% 1.44[0.47, 4.40] L
Total {95% CI) 100.0% 2.15[1.04, 4.46] ——ugii—
Heterogeneity: Tau®= 0.00; Chif= 0.97, df= 2 (P = 0.62); F= 0% { t f ) I t
Testfor overall effect Z= 2.06 (F=0.04) 0.1 DQDECFEEIEESI:I risk Increagsel:l risk 5 10
severity of disease

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Alberti 5 2016 0626 0229 235% 1.87[1.149, 2.93] - &
Barreto W 2022 0245 0223 247% 1.281[0.83,1.88] — 1 &
Cillaniz C 2016 0615 0313 126% 1.851[1.00, 3.42] +
Shorr AF 2008 0.482 0177 39.3% 1.62[1.14,2.29] —
Total (95% CI) 100.0% 1.61 [1.29, 2.00] <l
Heterogeneity; Tau®= 0.00; Chif=1.70, df= 3 (P = 0.64); F= 0% 055 EIIT 155 é
Test for overall effect; 2= 4.27 (P = 0.0001) Décreaséd risk Inn:reas'ed risk
heart disease

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Alberti 5 2016 0.464 0306 503% 1.59[0.87, 2.90] —1T
Shindo ¥ 2013 0819 0308 497% 1.68[0.92, 3.07] ]
Total {95% CI) 100.0% 1.63 [1.07, 2.50] ——auglii—
Heterogeneity; Tau®= 0.00; Chif= 0,02, df=1 (P = 0.90%; F= 0% DIS DIT 155 é
Test for overall effect: Z= 226 (F=0.02) Deﬁreaséd risk Increaéed fisk
chronic renal disease

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Park 5C 2012 1.068 061 11.3% 2.91[0.88, 9.62] +
Park 5C 2013 -0.236 0592 12.0% 0.79[0.25, 2.52]
Prina E 2015 09588 0335 3745% 261 [1.35,5.03] —
Shindo ¥ 2013 0.802 07481 7h% 2231[081,977) +
Shorr AF 2008 0747 0365 31.6% 211 [1.03, 4.32] EE E—
Total (95% CI) 100.0% 211 [1.41, 3.16] .
Heterogeneity: Tau®= 0.00; Chif= 3.44, df= 4 (P = 0.49); F=0% 05_2 0?5 é é

Test for overall effect: Z= 3.65 (P = 0.0003)

Decreasedrisk Increased risk
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residence in a nursing home

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 85% CI IV, Random, 95% CI
Alberti 8 2016 0542 0336 123% 1.72[0.89, 3.37] ]
Aliberti 5 2012 1.267 0588 B.2% 3685([1.12,11.24] +
Barreto Jv 2022 -0.403 DBBY  51% 067 [0.18, 2.48]
Jeong BH 2014 1.418 0363 11.4% 413[2.03, 8.41] e —
Park 5C 2012 0207 049 B0% 1.23[0.47, 3.21] B
Park 8C 2013 1115 0376 11.0% 3.05[1.46,6.37] e —
Schreiberr MP 2010 0859 0.394 10.4% 2.36[1.09, 5.11] s —
Shindo Yy 2013 0122 0297 138% 1.13[0.63, 2.07] I
Shorr AF 2008 1.012 0233 165% 275[1.74,4.34] —
Wehh BJ 2016 1.361 0642 54% 38001.11,13.73] +
Total (95% CI) 100.0% 2.16 [1.55, 3.02] -
Heterogeneity: Tau®= 0.12; Chi*=16.32, df= 9 (P = 0.06); F= 45% 052 DIS é %

Test for averall effect. £=4.56 (P = 0.00001) Decreased risk Increased risk

CHRAS 1 2720 DT

HH Odds ratio (95% CI)
use of gastric-acid suppressive agents 2.22 (1.39-3.57)
COPD 2 (0.91-4.41)
neurologic disorders 1.36 (0.8-2.29)
indwelling catheter 0.84 (0.4-1.8)

low albumin 1.3 (0.81-2.09)
Charlson’s Index 1.174 (0.994-1.387)
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prior hospitalization

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% CI
Aliberti 5 2016 0104 0198 508% 1.11[0.75, 1.64]
Shorr AF 2008 0854 0223 491% 2.351[1.52, 3.64] ——
Total (95% CI) 100.0% 1.60 [0.77, 3.34]
Heterogeneity: Tau®= 0.24: Chi®=6.32, df=1 (P=0.01% 7= 84% f f T t t

. 0z 0s 1 2 5

Testfor overall effect: Z=1.26(F=0.21) Decreasedrisk Increased risk
residence in a nursing home

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
Aliherti S 2016 0542 0336 36.3% 1.721[0.88, 3.32] I
Shorr AF 2008 0631 0223 505% 1.881[1.21, 2.91] —i—
Wehh BJ 2016 2008 0711 13.2% T.45[1.85 30.01] —_—*
Total (95% CI) 100.0%  2.18[1.25,3.82] ~ il
Heterogeneity. Tau = 011, Chi*=3.70, df=2 (P=0.16);, F= 46% DH sz D!S ﬁ é 1-0
Test for overall effect: 7= 2.73 (P = 0.006) Decreased risk Increased risk
severity of disease

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
Aliherti 5 2016 0626 0229 41.3% 1.8711.19, 2.93] ——
Shorr AF 2008 056 0182 587% 1.751[1.20, 2.55] —i—
Total (95% CI) 100.0%  1.80[1.35, 2.40] ~a—
Heterageneity: Tau®= 0.00; Chi®= 0.05, df=1 (P =083 F=0% 055 D:? 155 é
Test for overall effect: £= 3.99 (F = 0.0001) Dec-rease.l:l risk Increa-sed risk
wound care

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl

iherti . . . . 10, 8.

Alibherti 5 2016 1122 0523 B39% 3.07[1.10, 8.56] ——
Webh BJ 2016 1.567 0696 361% 4.79[1.22,18.75] —
Total (95% CI) 100.0% 3.61 [1.59, 8.18] -
Heterogeneity: Tau®= 0.00; Chi*= 026, df=1 (P=0E1); F=0% o1 0 0 100

Testfor overall effect: £=3.07 (F=0.002) Decresed risk Increased risk

SCHRDY 1 o7 T o [HF

THH Odds ratio (95% CI)
prior infection/colonization 5.05 (2.48-10.26)
prior use of antibiotics 1.54 (0.95-2.49)

low ADL status 1.52 (0.86-2.71)
heart disease 1.59 (0.87-2.89)
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chronic lung disease

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Cilloniz ¢ 2016 1.244 0288 480% 347 [1.97,6.10] —i—
Prina E 2015 0815 0303 434% 2.26[1.25, 4.09] —a—
Webh BJ 2016 1.723 0679 B6% 5.60[1.48, 21.20] EE———
Total (95% CI) 100.0% 3.00 [2.03, 4.44] B
Heterogeneity: Tau®= 0.00; Chi*=1.98, df=2 (P=037); F=0% o 0= 05 3 : 0

Testfor overall effect: £= 551 (F = 0.00001) Decreasedrisk Increased risk

prior use of antibiotics

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
Prina E 2015 07586 0.268 E29% 213 [1.26, 3.60] ——
Webh BJ 2016 1.671 0537 371% 5.32[1.86,15.23] —
Total (95% CI) 100.0% 2.99 [1.26, 7.11] ot
Heterogeneity: Tau®=0.24; Chi*= 232, df=1 (P=013); F=57% 0hs 0= : B

Testfor overall effect: 2= 248 (F=0.01)

SCHRDY 1 27 T o [HF

Decreasedrisk Increasedrisk

THH Odds ratio (95% CI)
prior infection/colonization 5.24 (1.56-17.66)
tube feeding 12.93 (2.28-73.37)
respiratory failure 2.36 (1.28-4.36)
prior influenza virus infection 0.39 (0.21-0.72)
severity of disease 1.85 (1.00-3.41)
inhaled corticosteroid 3.47 (1.97-6.09)
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SRk 1 o7 T HEF

THH Odds ratio (95% CI)
prior hospitalization 4.87 (1.9-12.4)
prior use of antibiotics 3.32 (1.07-10.31)
residence in a nursing home 3.55 (1.12-11.24)
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Suppl-1. Streptococcus pneumoniae.

Study or Subgroup _ Mean Difference

Maruyama 2008
Shindo 2009
Tani 2009
Kawasaki 2011
Umeki 2011
‘Watanabe 2011
Ishida 2012
Miyashita 2012
Sugisaks 2012
Fukuyama 2013
Kaku 2013
Maruyama 2013
Oshitani 2013
Shindo 2013
Kosai 2014
Nakagawa 2014
Sakoda 2014
Noguchi 2015
Matsuda 2016
Parrott 2017
Yamazoe 2019
Yamagata 2020
Imamura 2022

Total (85% CI)

Streptococcus pneumoniae Al

SE

3333333 5.443311 25
13.47518 2875507 19
2.040816 1.166181 3
10.14493 3.634722 7
15.1B987 4.038196 12
5.128205 2.039193 6
12 44344 1570014 55
1368948 1.404468 B2
4.891304 159008 9
2083333 2930893 40
5.555556 2.204145 6
3302181 2624011 106
1593291 1.67572 76
1273764 1.453668 87
2352941 5.143068 16
5962521 0.977342 35
14 28671 2.456007 28
1219512 3.613645 10
7.407407 2520051 8
1262136 3272179 13
4787234 1.101022 18
1554468 1.267632 127
6879195 1036738 41

810

Heterogeneity: Tau® = 35.92; Chi* = 281.50, df = 22 (P < 0.00001); I* = 92%

Suppl-2. Klebsiella pneumoniae.

Study or Subgrou,
Maruyama 2008
Shindo 2009
Tani 2009
Kawasaki 2011
Umeki 2011
‘Watanabe 2011
Ishida 2012
Miyashita 2012
Sugisaki 2012
Fukuyama 2013
Kaku 2013
Maruyama 2013
Oshitani 2013
Shindo 2013
Kosal 2014
Nakagawa 2014
Sakoda 2014
Noguchi 2015
Matsuda 2016
Parroli 2017
Yamazoa 2018
Yamagata 2020
Imamura 2022

Total (95% CI)

75
141
147

69

79
117
442

184

108
321
477
526

587
203

108
103
378
817

6417

Kiebsiella pneumoniae Al

Mean Difference SE

4 2262742 3

1] 1] 1]
6.122449 1.977356 9
8695652 3.392128 3]
1012658 3.39417 8
1] 0 1]

a o )

a 0 a
17.93478 2.828256 33
9.895833 2.155004 19
1] 1] 1]
3.738318 1.058796 12
a 0 a
1558835 1.581684 a2
8823529 3.439601 5]
3918228 0.800841 23
3448276 1.280658 7
1] 0 0
5.555556 2204145 6
6796117 2479869 7
10.37234 1572409 38
4 283966 0.708442 35
6.208054 0.988411 a7
332

Heterogeneity: Tau® = 10.45; Chi* = 90.18, df = 15 (P < 0.00001); # = 83%

A A K7 4~ 2024 Online Supplement

Mean Difference

Total Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

28% 33.33 (2266, 44.00)
42%  13.48[784,18.11]
4.9% 2.04[-0.24, 4.33)
37%  10.14[3.02,17.27)
35%  15.19[7.28, 23.10)
46% 5.13(1.13,9.12)
4.8% 1244 [9.37,1552]
49% 1369 [10.94, 16.44)
4.8% 4.89[1.77, 8.01]
4.1% 2083 [15.09, 26.58]
4.5% 5.56 [1.24, 9.88]
4.3% 33.02(27.88, 38.17]
48% 15.93[12.85, 18.22)
48%  12.74 [9.89, 15.59]
30% 23.53(13.45, 33.61)
5.0% 5.96 (4.05, 7.88]
44%  14.29[9.47,198.10)
38%  12.20(5.11,19.28)
4.4% 7.41[247,12.35)
39%  1262(6.21,19.03)
5.0% 4.70 (2,83, 6.95]
4.9% 15.54 [13.06, 18.03)
5.0% 6.88 [4.85, 8.91)
100.0%  12.39 [9.73, 15.05)

75 5.8%
141 0.0%
147 B8.3%

69 41%

79 41%
117 0.0%
442 0.0%
599 0.0%
184 49%
192 60%
108  0.0%
a 7.8%
477 0.0%
526 T0%

68 40%
587  8.1%
203 75%

82 0.0%
108 59%
103 54%
78 T0%
817 B2%
596 T9%

4451 100.0%

Mean Difference

Total Total Weight IV, Random, 95% CI

- .1“1{{|‘i‘4

100
Streplococcus pneumon|

Mean Difference
IV, Random, 95% CI

4.00 [-0.43, 8.43)
0.00 [2.86, 11.33]
6.12 [2.25, 10.00]
8.70 [2.05, 15.34]
10.13[3.47, 16.78]
0.00[1.13,9.12)
0.00 [2.05, 5.64)
0.00 [1.51, 4.17)
17.93 [12.39, 23.48)
9.90 [5.67, 14.12)
0.00 (0.14, 7.27)
3.74[1.66, 5.81)
0.00 [0.81, 3.38)
15.59 [12.49, 18.69)
8.82 [2.08, 15.57)
3.92 [2.35, 5.49)
3.45 [0.94, 5.96)
0.00[5.11, 19.28]
5.56 [1.24, 9.88]
6.80 [1.94, 11,66]
10.37 [7.29, 13.45)
4.28 [2.80, 5.67)
6.21(4.27, 8.15)

7.43 [5.57, 9.29)

boe

1-+4

-
-
-
-

‘

\ SR " |

50 100
Klebsiella pneumoniase
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Suppl-3. MRSA.

Study or Subgroup _Mean Difference SE _Total Total Weight IV, Random, 95% CI

Maruyama 2008
Shindo 2009
Tani 2009
Kawasaki 2011
Umeki 2011
‘Watanabe 2011
Ishida 2012
Miyashita 2012
Sugisaki 2012
Fukuyama 2013
Kaku 2013
Maruyama 2013
Oshitani 2013
Shindo 2013
Kosal 2014
Nakagawa 2014
Sakoda 2014
Noguchi 2015
Matsuda 2016
Parratt 2017
Yamazoe 2018
Yamagata 2020
Imamura 2022

Total (95% CI)

1.333333 1324415
3.546099 1.557492
23.12025 3477785
27.53623 5.377596
11.39241 3574618
0.854701 085104
3.167421 0.833014
7679466 1.087931
20.1087 2.954832
1.041667 0.732723
2777778 1.58132
6.853583 1.410228
7.966457 1.239785
10.8385 1.355331
11.76471 3.907124
4.429302 0.849202
2.955665 1.188679
1463415 3.903183
0.925026 0.921629
1.941748 1.359627
4.787234 1.101022
1.346389 0.40321
4026846 0.805257

MRSA Al
1 75
5 141
34 147
19 69
9 79
1 117
14 442
46 599
37 184
2 192
3 108
22 3
38 477
57 526
B8 68
26 587
6 203
12 82
1 108
2 103
18 376
11 B17
24 586

396 6417 100.0%

A A K7 4~ 2024 Online Supplement

Mean Difference

Mean Difference

48% 1.33[-1.26, 3.93)
48% 3.55 [0.49, 6.60]
27% 23.13[16.31, 29.95]
15% 27.54 [17.00, 38.08]
26%  11.39[4.39, 18.40)
53%  0D.85[-0.81,252
53% 3.17 [1.53, 4.80)
5.1% 7.68 [5.55, 9.81)
31% 20.11 [14.32, 25.90]
53%  1.04[-0.39, 2.48]
46%  278[-0.32,588)
4T% 6.85 [4.09, 9.62]
49%  7.97[554, 10.40)
48%  10.84[8.18, 13.49)
23% 11.76[4.11, 19.42)
53% 4.43(2.76,6.09)
50% 2.06 [0.63, 5.29]
23% 1463 [6.98, 22.28)
52%  0.03[-0.88,273)
4.8% 1.94 [-0.72, 4.61)
5.0% 4.79[2.63, 6.95]
55% 1.35 [0.56, 2.14]
53% 4.03[2.45,561)

5.87 [4.34, 7.40)

Heterogeneity: Tau® = 10.87; Chi* = 226.62, df = 22 (P < 0.00001); I* = 90%

Suppl-4. Pseudomonas aeruginosa.

Study or Subgrou,

Maruyama 2008
Shindo 2009
Tani 2009
Kawasaki 2011
Umeki 2011
‘Walanabe 2011
Ishida 2012
Miyashita 2012
Sugisaki 2012
Fukuyama 2013
Kaku 2013
Maruyama 2013
Oshitani 2013
Shindo 2013
Kosal 2014
Nakagawa 2014
Sakoda 2014
Noguchi 2015
Matsuda 2016
Parrott 2017
Yamazoe 2018
Yamagata 2020
Imamura 2022

Total (35% CI)

Pseudomonas aeruginosa  All
Mean Difference SE

1333333 1.324415
0 1]
5442177 1.871011
2898551 2.019662
2531646 1.767338
0 0
520362 1.056422
5008347 0.891203
17.3913 2794281
46875 1525439
0925026 0921629
6853583 1410228
5.660377 1.058081
B8.745247 1231745
4411765 2490313
4940375 0.804456
3448276 1.280658
19.5122 4.376341
2777778 1.58132
6.796117 2479869
5053191 1.129612
3059978 0.602559
5872483 0963044

Heterogeneity: Tau® = 4.73; Chi* = 83.51, df = 20 (P < 0.00001}; I = 76%

IV, Random, 95% CI
b

Mean Difference
Total Total Weight IV, Random, 95% CI

—

.
=
L

.

'
e
0 50 100

MRSA

Mean Difference

1 75 52% 1.33(-1.26,3.93)
0 141 00%  000[235 1042
B 147 41% 544 [1.78,9.11]
2 69 38% 2.90 (1,06, 6.86]
2 79 43% 253093, 6.00]
o 17 0.0% 0.00 [0.61, 7.94]
23 442 5T%h 5.20(3.13,7.27)
30 599 61% 5.01(3.26, 6.76)
32 184 27% 17.39(11.91, 2287
9 192 47% 4,69 (1.70,7.68)
1 108 60% 0.93(-0.88,2.73)
22 321 50% .85 [4.00,9.62]
27 477 5% 5.66 [3.59,7.73)
46 526 54% 8.76[6.33, 11.16]
3 68 31% 4.41[-0.47,8.29
23 587  B.0% 4.84(3.19,6.69)
7 203 52% 3.45(0.94, 5,96
16 82  14% 19.51[10.93, 28.09)
3 108 48% 2.780.32, 5.88]
7 103 314%  6.80[1.94, 11.66]
19 3768 56% 5.05 [2.84,7.27)
25 B17 6.6% 3.06 [1.88, 4.24)
35 596 59% 5.87 [3.98, 7.78)
347 6159 100.0% 5.04 [3.90, 6.17]

IV, Random, 95% CI
.

50 100
Pseudomonas aeruginos
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Suppl-5. Haemophilus influenzae.

Study or Subgrou,
Maruyama 2008
Shindo 2009
Tani 2009
Kawasaki 2011
Umeki 2011
‘Watanabe 2011
Ishida 2012
Miyashita 2012
Sugisaki 2012
Fukuyama 2013
Kaku 2013
Maruyama 2013
Oshitani 2013
Shindo 2013
Kosal 2014
Nakagawa 2014
Sakoda 2014
Noguchi 2015
Matsuda 2018
Parrott 2017
Yamazoe 2019
Yamagata 2020
Imamura 2022

Total (95% C1)

Mean Difference

Haemophilus influenzae  All
Total Total Weight

a
2.836879
2721088
7.248377
2531646

0

361991
6.343007
7.065217
19.27083
3.703704
3.426791
3.354298
4 942066
4411765
3407155
2.955665
1097561

462083

7.76699
4.787234
5875153
6.543624

1]
1.398175
1.341908
3.121055
1.767338

0
0.888447

0.99594
1.889048
2846524
1.817235
1.015358

0.82438
0.945133
2490313
0.748772
1.188679
3451929
2021939
2637248
1.101022
08227117
1.012856

E‘:&-‘Eﬁonmhao

wBalay

88 ovoal

g

Heterogeneity: Tau® = 2.81; Chi* = 57.58, df = 20 (P < 0.0001); ¥ = 65%

Suppl-6.

Study or Subgrou
Maruyama 2008
Shindo 2009
Tani 2008
Kawasaki 2011
Umeki 2011
‘Watanabe 2011
Ishida 2012
Miyashita 2012
Sugisaki 2012
Fukuyama 2013
Kaku 2013
Maruyama 2013
Oshitani 2013
Shindo 2013
Kosal 2014
Nakagawa 2014
Sakoda 2014
Noguchi 2015
Matsuda 2016
Parrott 2017
Yamazoe 2018
Yamagaia 2020
Imamura 2022

Total (35% CI)

Heterogeneity: Tau® = 5.19; Chi* = 106.73,

MSSA.

Mean Difference
2 666667
6.382679
3.401361
10.14493
3797468
4273504
4298643
6.176962
10.86957

1.5625
5.555556
4.672897
4821803
‘0.885832
2941176

306644
3.448276
1341463
3.703704
2812621
7978723
5263158
1.1744587

Mean Difference

IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

75 00%  0.00(-1.26,393
141 50% 2,84 [0.10, 5.58]
147 52% 2.72[0.08, 5.35]

69 190%  7.25[1.13,13.36]

78 40% 2.53[-0.93, 6.00]
17 0.0% 0.00 [0.61, 7.94]
42 66% 3.621.88, 5.36]
599 B3% 6.34 [4.39, 8.30]
184 37%  7.07[3.36,10.77]
192 22% 19.27[13.69, 24.85)
108 39% 370[0.14,7.27]
321 6.2% 3.43[1.44,5.42]
477 68% 3.35[1.74, 4.97]
526 64% 4.94 [3.09, 8.80]

68 26%  4.41(-047,929)
587 7.1% 3.41[1.94,4.87]
203 56% 2.96 [0.63, 5.28]

82 186% 1098[4.21,17.74
108 35% 4,63 [0.67, 8.50]
103 24%  7.77[260,12.94]
376 59% 4.79[2.63, 6.95]
817 68% 5.88 [4.26, 7.49]
596 62% 6.54 [4.56, 8.53]

6225 100.0% 4.89 [3.93,5.84]

Mean Difference
IV, Random, 95% CI

=

50 100
Haemophilus influenzae

Mean Difference
1V, Random, 95% CI|

MSSA Al

SE _ Total Total Weight
1.860307 2 75 39%
2058636 9 141 35%
1.495041 5 147 45%
3634722 7 69 18%
2150437 3 79 34%
1.869886 5 117 38%
0.964747 19 442 55%
0983623 37 598 54%
2204617 20 184  32%
0.895034 3 192 58%
2204145 6 108 33%
1.17801 1§ 321 51%
0.880876 23 477 54%
1.301404 52 526 48%
2048913 2 68 36%
0.711599 18 587 59%
1.280658 T 203 49%
3763611 1 82 17%
1.817235 4 108 39%
1.658032 3 103 42%
1.397388 30 376 4T%
0781217 43 B17 58%
0441303 7 596 62%

331 6417 100.0%

df = 22 (P < 0.00001); P =79%

267 [-0.98, 6.31)]
6.38 [2.35, 10.42)
3.40 [0.47, 6.33]
10.14 [3.02, 17.27)
3.80[-0.42, 8.01)
4.27 [0.61,7.94)
4.30(2.41,6.19)
6.18[4.25, 8.10]
10.87 [6.37, 15.37)
1.56[-0.19, 3.32]
5.56 [1.24, 9.88)
4,67 [2.36, 6.98]
4.822.90,6.74)
9.89[7.34, 12.44)]
2.94(-1.07, 6.96]
3.07 [1.67, 4.48)
3.45 [0.94, 5.96)
13.41(6.04, 20.79]
3.70 [0.14,7.27)
2.91[-0.33, 6.16]
7.98[5.24, 10.72)
5.26 [3.73, 6.79)
117 [0.31, 2.04)

4.82 [3.69, 5.96)

i-— '..Ilid-f‘|l|"i.aq|||||

100
MSSA
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Suppl-7. Streptococci other than Streptococcus pneumoniae.

Strept i other than Strep [: All Mean Ditference Mean Difference
Stug or Subgroup _Mean Difference SE Total Total Weight IV, Random, 85% CI 1V, Random, 95% CI
Maruyama 2008 0 0 0 75 00% 000098631
Shindo 2009 7.092199 2161758 10 141 44% 709286, 1133 25
Tani 2009 4081633 1631050 6 7 56% 4,08 [0.88, 7.28] g
Kawasaki 2011 5797101 2813281 4 69 33% 580[0281131) e
Umeki 2011 3797468 2150437 3 79 44%  3.80[042801) =
Watanabe 2011 5128206 2039193 6 17 4% 513[1.13,8.12) ~
Ishida 2012 3846154 0914714 17 442 15% 3.85(2.05, 5.64] b
Miyashita 2012 0 0 0 599 00% 0.00[1.51,4.17]
Sugisaki 2012 1413043 2567961 26 184 37%  1413(9.10,19.16) A
Fukuyama 2013 625 1746928 12192 53% 8.25(2.83, 9.67] a
Kaku 2013 0 0 0 108 00% 0.00(0.14,7.27]
Maruyama 2013 4672807  1.17801 15 321 68% 4,67[2.36,6.98]
Oshitani 2013 2096436 0655985 10 477 81% 2.10[0.81, 3.38] r
Shindo 2013 5803536 1.026645 826 1.2% 5.80(3.88,7.91) »
Kosal 2014 0 0 0 68 Not estimable
Nakagawa 2014 0.340716 0.240511 2 58T 8T% 0.34[0.13,081)
Sakoda 2014 0 0 0 203 00% 0.00(0.33, 4.60)
Noguchi 2015 1219612 3613646 10 82 23% 1220(5.11,19.28] =
Matsuda 2016 3703704 1817236 4 108 52% 370(0.14,7.27) ™
Parroll 2017 1941748 1359627 2 103 63%  1.94[072481) d
Yamazoe 2019 1.06383 0529078 4 376 B3% 1.06(0.03,2.10) '
Yamagata 2020 244798 0540644 20 87 83% 245[1.39,351] .
Imamura 2022 0 0 0 56 00% 0.00[1.01, 3.35]
Total (95% CI) 182 4768 100.0% 4.11[2.85,5.37) '
Heterogenaity: Tau? = 4.69; Chi* = 117.63, df = 16 (P < 0.00001); P = B6% 1 ) 0

Streplococel other than Streplococ

Suppl-8. Escherichia coli.

Escherichia coli Al Mean Difference Mean Difference
Study or Subgrou Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Maruyama 2008 a 0 0 75 00% 0.00 [-1.26, 3.93]
Shindo 2009 3546099 1.557492 5 141 33% 3.55 [0.49, 6.60] i3
Tani 2009 2040816 1.166181 3 147  46% 2.04 [-0.24, 4.33] il
Kawasaki 2011 4347826 2455042 3 68 1.7% 4.35[-0.48, 9.16] e
Umeki 2011 1.265823 1257786 1 79 43% 1.27[1.20,3.73) "
‘Watanabe 2011 3418803 1679827 4 17 30% 3.42[0.13,6.71) .
Ishida 2012 2714932 0.773021 12 442 6.5% 271 1.20,4.23) dl
Miyashita 2012 3338898 0.73403 20 598 67% 3.34 [1.90,4.78) i
Sugisaki 2012 4891304  1.59006 9 184 32% 4.89 [1.77,8.01) ik
Fukuyama 2013 1.041667 0.732723 2 192 67% 1.04 [-0.39, 2.48] @
Kaku 2013 2777778 1.58132 3 108 32% 2.78 [-0.32, 5.88) =
Maruyama 2013 2180685 0.815185 7 321 63% 2.18 [0.58, 3.78) "
Oshitani 2013 3354208 082438 16 477  82% 3.35(1.74,497) -
Shindo 2013 4.18251 0.872867 22 526 6.0% 4.18 [2.47, 5.89) o
Kosal 2014 2941176 2.048913 2 1] 22% 294 [-1.07,6.96] il
Nakagawa 2014 2555366 0651308 15 587 71% 2.56 [1.28, 3.83) i
Sakoda 2014 0.985222 0693217 2 203 69% 0.99[-0.37, 2.34]
Noguchi 2015 3.658537 2073258 3 82 22% 3.66 [-0.40,7.72) ™
Matsuda 2016 a o 0 108 00% 0.00 [0.67, 8.59)
Parrott 2017 3883495 1.90367 4 103 25% 3.88 [0.15, 7.61) -
Yamazoe 2018 648036 1284819 25 376 42% 6.65 [4.13,9.17) *
Yamagata 2020 1.958384 0484778 16 B17 8.0% 1.96 [1.01,2.91) .
Imamura 2022 B.711409 1.0249389 40 586 52% 6.71 [4.70,8.72) ¥
Total (95% CI) 214 6234 100.0% 3.03 [2.34, 3.71) |
Heterogeneity: Tau? = 1.20; Chi* = 48.13, df = 20 (P = 0.0004); * = 58% —m

Escherichia coll
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Suppl-9. Chlamydophila pneumoniae.

Chlamydophila pr i All Mean Difference Mean Difference
Study or Subgrou Mean Difference SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Maruyama 2008 34 66667 5495318 26 75 16% 3467 [23.90. 45.44) N
Shindo 2009 0.70822  0.7067 1 141 132% 0.71[-0.68, 2.09]
Tani 2009 0 0 0 147  00% 0.00 [2.25, 10.00)
Kawasaki 2011 o 0 0 69 00% 0.00 [2.05, 15.34)
Umeki 2011 1.265823 1257786 1 79 105% 1.27 [-1.20, 3.73) I
‘Watanabe 2011 a 0 o 17 0.0% 0.00[1.13, 9.12)
Ishida 2012 2036199 0671787 9 442 134% 2.04[0.72, 3.35) r
Miyashita 2012 1] 0 0 589 0.0% 0.00[1.51, 4.17)
Sugisaki 2012 1] 0 0 184 00% 0.00[12.38, 23.48)
Fukuyama 2013 0.520833 0.519475 1192 14.0% 0.52 [-0.50, 1.54]
Kaku 2013 0 0 0 108 00% 0.00[0.14, 7.27)
Maruyama 2013 4984424 1214653 16 321 10.7% 4.98 [2.60, 7.37) o2
Oshitani 2013 0 il 0 477 00% 0.00 [0.81, 3.38]
Shindo 2013 3992385 0.853644 21 528 125% 3.89 (232, 5.67) -
Kosai 2014 1470588 1459735 1 68 95% 1.47 [-1.39, 4.33] r
MNakagawa 2014 1] 0 0 587 0.0% 0.00 [2.35, 5.49]
Sakoda 2014 0 0 203 00% 0.00 [0.94, 5.96)
MNoguchi 2015 1] 0 0 82 00% 0.00[5.11, 19.28)
Matsuda 2016 0 0 0 108 00% 0.00 [1.24, 9.88]
Parrolt 2017 o 0 0 103 00% 0.00 [1.94, 11.88)
Yamazoe 2019 0 0 0 376 00%  0.00[729,13.45)
Yamagata 2020 122399 0.384684 10 B17  144% 1.22 [0.47, 1.88) r
Imamura 2022 a 0 0 59 00% 0.00 [4.27, B.15)
Total (95% CI) 86 2661 100.0% 2.49 [1.03, 3.95] t
Heterogeneity: Tau? = 3.68; Chi* = 59,13, df = 8 (P < 0.00001); I = 86% T

Chlamydophila pneumon

Suppl-10. Moraxella catarrhalis.

Moraxella Catarrhalis Al Mean Difference Mean Difference
Study or Subgrou Mean Difference SE Total Total Weight [V, Random, 95% CI IV, Random, 95% CI
Maruyama 2008 2.666667 1.860307 2 7 1.0% 2,67 [-0.98,6.31] I
Shindo 2009 1] 1] 0 141 00% 0.00 [0.49, 6.60]
Tani 2009 2.040816 1.166181 3 147 25% 2.04 [-0.24, 4.33] [*
Kawasaki 2011 5797101 2813281 4 B9 04% 5.80 [0.28, 11.31] [
Umeki 2011 1.265823 1257786 1 78 21% 1.27 [-1.20,3.73] i
‘Watanabe 2011 2564103 1461283 3 17 1.6% 256 [-0.30, 5.43) =
Ishida 2012 2714832 0773021 12 442 56% 2.71[1.20,4.23) i
Miyashita 2012 2838063 0673404 17 598 73% 284 1.51,4.17) 8
Sugisaki 2012 3.26087 1.309359 6 184 20% 3.26 [0.69, 5.83] i
Fukuyama 2013 46875 1.525439 9 192 14% 4,69 [1.70, 7.68] ki
Kaku 2013 3.703704 1.817235 4 108 1.0% 3.70(0.14, 7.27] =
Maruyama 2013 1.246106 0619158 4 321 88% 1.25[0.03, 2.46] I
Oshitani 2013 1.257862 051028 6 477 129% 1.26 [0.26, 2.26) I
Shindo 2013 2281368 0651018 12 526 T9% 228[1.01, 3.58) v
Kosal 2014 a 0 0 68 00% 0.00 [-1.07, 6.96]
MNakagawa 2014 1.362862 047855 8 587 147% 1.36 [0.42, 2.30] o
Sakoda 2014 2463054 1.087861 5 203 28% 2.46 [0.33, 4.60] K
Noguchi 2015 2439024 1.703489 2 82 12% 2.44 [-0.90, 5.78] i
Matsuda 2018 a 0 o 108 Not estimable
Parrott 2017 3883485 1.80367 4 103 09% 3,88 |0.15, 7.61) =
Yamazoe 2019 2659574 0.829772 10 376 4.9% 266 [1.03, 4.29] v
Yamagata 2020 244798 0.540644 20 817 11.5% 245(1.39,3.51] .
Imamura 2022 2181208 0598324 13 596 4% 218[1.01,3.35) f
Total (95% Cl) 145 6100 100.0% 2.10 [1.74, 2.46) |
Heterogeneity: Tau? = 0.00; Chi* = 17.61, df = 19 (P = 0.55); I = 0% T

4] 50 100
Moraxeila Catarrhalis

SR6 1% Review Manager IZ CENT %17 > 7z, AV 7 b DALERIC X 0 AR T E O BRI L 72\
DD B OBEI N,

EEtic [Mean Difference] DEC#EA H % 23, F¥HETII AR RREEN GO 21T-> T\ 5,
FEIC[Total | ORRAEM L T 2 BLEF ML ORI AL, HYICBSEERE %
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Suppl-1. MRSA.

Study or Subgroup

Iwata 2012
Kobashi 1998
Maruyama 2019
Ohi 2004
Okimoto 2005
Sano 2022
Watanahe 2008
Yatera 2017

Total (95% CI)

MRSA Al Mean Difference
Detection Rate SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
38.0952381 7.49329326 16 42  4.8% 38.10[23.41,52.78) _—

12.25806452 2.63419977 19 155 151% 12.26(7.10,17.42) | =
6.42857143 207283555 9 140 17.0% 6.43[2.37,10.49) | =
8.69565217 415449168 4 46 10.4% 8.70[0.55,16.84)

18.75 £.89981318 6 32 55% 18.75[5.23,3227) |——
99009901 1.4859652 40 404 19.0% 990(6.99,1281) | =
10.39823009 0.82891149 141 1356 20.7% 1040(8.77,1202) | *

27.94117647 544141026 19 68  7.6% 27.94[17.28 38.61) =
254 2243 100.0% 12.85[9.20,16.51] | ¢

Heterogeneity: Tau*=16.14; Chi*= 29.93, df= 7 (P < 0.0001); F=77% i3 20 100
MRSA

Suppl-2. P. aeruginosa.

Study or Subgroup

Iwata 2012
Kohashi 1998
Maruyama 2008
Maruyama 2019
Ohi 2004
Okimoto 2005
Sano 2022
Watanabe 2008
Yatera 2017

Total (95% Cl)

P.aeruginosa All
Detection Rate SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
21.42857143 6.33146615 9 42 11% 21.43[9.02, 33.84)
1419354839 2.8031066 22 155 56% 1419(8.70,1969) | —
1212121212 568143556 4 33 1.4% 1212[0.99, 23.26) ——
10 253546276 14 140 68% 1000(5.03,14.97] |~
10.86956522 4.58923379 5 46 21% 1087[1.87,19.86) |—
6.25 4.27908248 2 32 24% 6.25[214,1464) T—
11.13861386 1.56524179 45 404 17.9% 11.14[8.07,14.21] | =
10.98820058 0.8492924 149 1356 60.7% 1099(9.32, 1265 | M
1617647059 4.46550316 11 68 22% 16.18([7.42,2493) | —
261 2276 100.0% 11.25[9.96, 12.55] [}
Heterogeneity: Tau®= 0.00; Chi*= 6.64, df=8 (P=0.58), F=0% ) 5:0 100

P. aeruginosa



NN 528E 74 F 7 4~ 2024 Online Supplement
SR7 ez i< 30 2 FIRMAEY (HA)

Suppl-3. MSSA.

MSSA Al
Study or Subgroup Detection Rate SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Iwata 2012 476190476 3.28602647 2 42 126% 4.76[1.68,11.20] T
Kobashi 1998 16.12903226 2.95422884 25 155 135% 16.13[10.34,2192] | =
Maruyarna 2019 6.42857143 2.07283555 9 140 15.8% 6.43[2.37,10.49) |=
Ohi 2004 0 0 1] 46 Mot estimable
Okimoto 2005 15625 6.41862372 5 32 6.6% 1563([3.04,2821) |—
Sano 2022 1064356436 1.53431942 43 404 17.0% 1064([7.64,1365) | *
Watanahe 2008 258112094 0.43062169 35 1356 18.7% 258[1.74,343) P
Yatera 2017 294117647 204891337 2 B8 158% 294 [1.07,6.96) ™
Total (95% Cl) 121 2197 100.0% 7.58 [3.59, 11.57] $
Heteroueneitv: Tau®= 22.00: Chi*= 50.26. df= 6 (P = 0.00001); F=88% ) 20 100
MSSA

Suppl-4. K. pneumoniae.

K. pneumoniae  All

Study or Subgroup Detection Rate SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Iwata 2012 0 0 0 42 Mot estimable
Kobashi 1998 7.74193548 214664928 12 155 149% 7.74(3.53,11.95) =
Maruyama 2008 0 0 0 33 Mot estimable
Maruyama 2019 4.28571429 1.71173279 6 140 16.3% 4.29([0.93,7.64) ™
Ohi 2004 217391304 215015372 1 46 14.9% 217 [-2.04,6.39) ™
Okimoto 2005 9.375 515269764 3 32 71% 9.38[0.72,1947) T
Sano 2022 1559405941 1.80499256 63 404 16.0% 1559([12.06,19.13] -+
Watanabe 2008 494100295 0.58853775 67 1356 19.0% 494 (3.79 6.09] |=
Yatera 2017 7.35294118 3.16513259 5 68 11.7% 7.35[1.15,13.56) [~
Total (95% ClI) 157 2201 100.0% 7.14[3.76,10.53] |4
Heterogeneity: Tau®= 15.38; Chi*= 36.74, df= 6 (P < 0.00001), F= 84% o 20 100
K. pneumoniae
Suppl-5. Enterobacter sp.
Enterobacter sp. All
Study or Subgroup Detection Rate SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Iwata 2012 2.38095238 2.35243695 1 42 16.4% 2.38[-2.23,699 ™
Kobashi 1998 3.87096774 1.54942733 6 155 191% 3.87(0.83,6.91] [*
Maruyama 2008 M. 21212121 7.11647264 7 33 55% 2M.21[7.26,3518] | ——
Maruyama 2019 1.42857143 1.00291121 2 140 20.6% 1.43[054,339
Ohi 2004 0 0 0 46 MNot estimable
Okimoto 2005 0 0 o 32 Not estimable
Sano 2022 1113861386 1.56524179 45 404 19.0% 11.14[8.07,14.21) -
Watanabe 2008 0 0 0 1356 Mot estimable
Yatera 2017 1.47058824 1.45973504 1 68 19.4% 1.47[1.39,433) T+
Total (95% Cl) 62 842 100.0% 4.99[1.22,8.76] @
Heterogeneity. Tau®= 16.96; Chi*= 36.43, df= 5 (P < 0.00001); F= 86% 5 550 100’

Enterobacter sp.
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Suppl-6. S. maltophilia.

S. maltophilia  All Mean Difference

Study or Subgroup Detection Rate SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Iwata 2012 11.9047619 4.99702968 L 42 1.7% 11.90[211,21.70] [—

Kobashi 1998 1.93548387 1.10658524 3 155 27.4% 1.94 [-0.23,4.10]

Maruyama 2008 0 0 0 33 Not estimahle

Maruyama 2019 214285714 1.22385188 3 140 23.4% 214 [-0.26, 4.54)

Ohi 2004 434752609 3.00680032 2 46 4.6% 4.35[1.55 10.24)

Okimoto 2005 3125 3.07578433 1 32 4.4% 3.13[-2.90,9.15)

Sano 2022 3.96039604 0.97029503 16 404 335% 3.96(2.06,5.86) (=

Watanahe 2008 0 0 0 1356 MNot estimable

Yatera 2017 5.88235294 28533603 4 68 51% 5.85(0.29,11.47)

Total (95% CI) 34 887 100.0% 3.19[1.91,4.48] ||

ine 2 - . 2 - —-— - R - T : :
Heterogeneity: Tau®=0.34;, Chi*=6.72, df=6 (P=0.35); F=11% S 20 100
S. maltophilia
Suppl-7. S. pneumoniae.
S. pneumoniae Al

Study or Subgroup Detection Rate SE Total Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Iwata 2012 1428571429 5.39949247 6 42 1.1% 14.29[3.70,24.87)

Kobashi 1998 258064516 1.27356443 4 155 13.2% 258(0.08,508 ™

Maruyama 2008 1212121212 568143556 4 33 1.0% 1212[099,23.26) —

Maruyama 2019 1.42857143 1.00291121 2 140 17.7% 1.43[-0.54,3.39) F

Ohi 2004 652173913 364047546 3 46 2.3% 6.52[061,1366) —

Okimoto 2005 £.25 4.27908248 2 32 1.7% 6.25[214,1464) T—

Sano 2022 321782178 0.87798684 13 404 20.4% 3.22[1.50,494) =

Watanabhe 2008 3.02359882 046501319 41 1356 31.8% 3.02(211,394) ®

‘Yatera 2017 1.47058824 1.45973504 1 68 10.9% 1.47 [1.39,4.33) T

Total (95% CI) 76 2276 100.0% 2.89[1.79,4.00] ||

Heterogeneity: Tau?= 0.78; Chi*=12.05, di= 8 (P = 0.15); F= 34% ) 5:0 100’

S. pneumoniae

Suppl-8. Acinetobacter sp.

Acinetobacter sp.  All Mean Difference
Study or Subgroup Detection Rate SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
Iwata 2012 4.76190476 3.28602647 2 42 49% 476[1.68,11.200 T
Kobashi 1998 1.29032258 0.90649031 2 155 26.4% 1.29(-0.49,307] ®
Maruyama 2008 6.06060606 415360253 2 33 32% 6.06[-2.08,14.200 T—
Maruyama 2019 214285714 1.22385188 3 140 20.4% 214[0.26,454) ™
Ohi 2004 4.34782609 3.00680032 2 46  57% 4.35[-1.5510.24] T
Okimoto 2005 0 0 1] 32 Not estimahle
Sano 2022 51980198 1.10442693 21 404 225% 520([3.03,7.36) |®*
Watanabe 2008 0 0 0 1356 Mot estimahle
Yatera 2017 1.47058824 1.45973504 1 68 16.8% 1.47[1.39,433) T
Total (95% CI) 33 888 100.0% 2.87[1.35,4.39] |}
Heterogeneity: Tau?= 1.46; Chi*= 9.80, df= 6 (P = 0.13); F= 39% ) 5:0 100:

Acinetobacter sp.
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Suppl-9. S. marcescens.

S.marcescens All

Study or Subgroup _ Detection Rate SE Total Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Iwata 2012 7.14285714 397391886 3 42 21% 7140651493
Kobashi 1998 3.22580645 1.41916563 5 155 126% 3.23[0.44,6.01] ™~
Maruyama 2008 0 0 0 33 Mot estimahble
Maruyama 2018 571428571 1.96173304 8 140 7.6% 5.71[1.87,9.56] |~
Ohi 2004 0 0 0 46 Mot estimable
Okimoto 2005 6.25 4.27908248 2 32 18% 6.25(-2.14,1464] T
Sano 2022 321782178 0.87798684 13 404 232% 3.22[1.50, 4.94] LI
Watanabe 2008 1.7699115 0.35807022 24 1356 40.6% 1.77 [1.07, 2.47)
Yatera 2017 1.47058824 1.45973504 1 B2 121%  1.47[1.39,433] T
Total (95% Cl) 56 2197 100.0% 2.75[1.59,3.90] [

it 2 - . - - i R - } 1
Heterogeneity: Tau*=0.73; Chi*=9.19,df=6 (P=0.16); IF= 35% 0 20 100

S. marcescens
Suppl-10. H. influenzae.
H.influenzae All

Study or Subgroup Detection Rate SE Total Total Weight IV, Random,95% Cl IV, Random, 95% CI
Iwata 2012 2.38095238 2.35243695 1 42 31% 2.38[-2.23,6.99 T
Kobashi 1998 1.93548387 1.10658524 3 155 126% 1.94[-0.23,410]
Maruyarna 2008 3.03030303 2.98403614 1 33 20% 3.03(-2.82,888 T
Maruyarna 2019 214285714 1.22385188 3 140 105% 214[-0.26,454] ™~
Ohi 2004 13.04347826 4.96556731 6 46 07% 13.04[3.31,2278) |[—
Okimoto 2005 0 0 0 32 Not estimable
Sano 2022 3.96039604 0.97029503 16 404 157% 3.96 [2.06, 5.86] |*
Watanabe 2008 213864307 0.39286644 29 1356 51.4% 214[1.37,291) &
Yatera 2017 294117647 2.04891337 2 68 41% 294 [-1.07,6.96] T
Total (95% CI) 61 2244 100.0% 254[1.71,3.36) |\
Heterogeneity: Tau®=0.19; Chi*=7.96,df=7 (P=0.34), F=12% S 5:0 1005

H.influenzae
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Suppl-1. ICU TOHAE

St (HTERE )

0Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% ClI  Year IV, Rand 95% CI
Yin 2021 0.44147555 0.0897727 B87.2% 1.56 [1.30, 1.85] 2021
Sano 2022 0.10436002 0.30419159 12.8% 1.11[0.61, 2.01] 2022 T
Total (95% CI) 100.0% 1.49 [1.19, 1.86] *
Heterogeneity: Tau® = 0.01; Chi® = 1.13,df = 1 (P = 0.29); I’ = 11% k t + {
Test for overall effect: Z = 3.53 (P = 0.0004) 001 De‘?:lrl;:ased risk Increased igk 100
Y 3 SN SV (=1
Suppl-2. ICU ToORSE K& (MDR) .
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE_Weight 1V, Random, 95% CI _Year IV, Random, 95% CI
Yin 2021 0.44147555 0.0897727 74.5% 1.56 [1.30, 1.85] 2021 [ ]
Sano 2022 0.16551444 0.21301729 25.5% 1.18 [0.78, 1.79] 2022 . L
Total (95% CI) 100.0% 1.45 [1.14, 1.83) L 3
Heterogeneity: Tau® = 0.01; Chi* = 1.43,df = 1 (P = 0.23); I’ = 30% k + + 1
0.01 0.1 10 100
Test for overall effect: Z = 3.09 (P = 0.002) Decreased risk Increased risk
= - N 7% e e ZA Y - TEE AL
Suppl-3. ICU To¥fE  FRRZHT (MIEREEE) .
0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% ClI  Year IV, Rand 95% CI
Werarak 2012 0.59608547 0.22338832 27.8% 1.82[1.17, 2.81] 2012 -
Yin 2021 0.44147555 0.0897727 42.9% 1.56 [1.30, 1.85] 2021 =
Sano 2022 -0.10536052 0.20943381 29.3% 0.90 [0.60, 1.36] 2022 -
Total (95% CI) 100.0% 1.38 [0.97, 1.98] @
Heterogeneity: Tau® = 0.07; Chi’ = 6.77, df = 2 (P = 0.03); I’ = 70% k + + {
Test for overall effect: Z = 1.78 (P = 0.07) 0.01 0.1 10 100

Decreased risk Increased risk
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Suppl-4. MfiE/ BUMAETE S =2 » 2

HEGE (HTEE2E) .

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Rand 95% Cl  Year 1V, Rand 95% CI
Martin-Loeches 2013 0.58778666 0.23834419 70.3% 1.80(1.13, 2.87] 2013 E =
Fernandez-Barat 2017 0.92028275 0.36688832 29.7% 2.51[1.22,5.15] 2017 —
Total (95% CI) 100.0%  1.99 [1.34, 2.94] <>
Heterogeneity: Tau® = 0.00; Chi* = 0.58, df = 1 (P = 0.45); I = 0% k + + {
Test for overall effect: Z = 3.43 (P = 0.0006) 0.01 Doeofrleased risk Increased :igk 100
v = sk A (=W ] T
Suppl-5. FEEDOPIESMHE KEBGE (MERE2E) .
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Rand 95% Cl Year IV, Rand 95% CI
Verhamme 2007 2.10413415 0.54593525 17.0%  8.20[2.81, 23.91] 2007 —_—
Fernandez-Barat 2017 2.84141491 0.78624616 12.0% 17.14[3.67, 80.03) 2017
Maruyama 2019 0.2565986 0.44106367 19.7% 1.29 [0.54, 3.07] 2019 L
Yin 2021 0.20375684 0.09782811 27.4% 1.23 [1.01, 1.49] 2021 -
Sano 2022 0.33647224 0.28126854 23.9% 1.40 [0.81, 2.43] 2022 T
Total (95% CI) 100.0% 2,42 [1.20, 4.90] e
Heterogeneity: Tau® = 0.46; Chi’ = 22.36, df = 4 (P = 0.0002); I’ = 82% I + . |
0.01 0.1 10 100
Test for overall effect: Z = 2.46 (P = 0.01) Decreased risk Increased risk
= = S 7 =W
Suppl-6. FIEDVIREEMERE &G (MRSA) .
0Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% C| Year IV, Rand 95% CI
Maruyama 2019 0.57920416 0.86131423 12.8% 1.78 [0.33, 9.65] 2019
Sano 2022 0.0861777 0.33064879 87.2% 1.09 [0.57, 2.08] 2022
Total (95% CI) 100.0% 1.16 [0.63, 2.13)
ity: ? = : Chi* = = = = ; + 1 + 4
?etfr{o?enel:yl.lT?;J : LZJEOO ﬁ:l(p .Ot.}zegéff 1(P=059;1"=0% ol o 1 o 100
est for overall effect: - : Decreased risk Increased risk
= = S N =0
Suppl-7. FoEDHIEHEMEME HEBY (MDR) .
0Odds Ratio 0Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Rand 95% Cl  Year IV, Rand 95% CI
Verhamme 2007 1.82454929 0.80743633 9.4%  6.20[1.27, 30.18] 2007
Fernandez-Barat 2017 2.84141491 0.78624616 9.8% 17.14 [3.67, 80.03) 2017
Maruyama 2019 0.2565986 0.44106367 19.3% 1.29 [0.54, 3.07] 2019 e
Yin 2021 0.20375684 0.09782811 33.3% 1.23 [1.01, 1.49] 2021 =
Sano 2022 0.19062036 0.23439265 28.2% 1.21[0.76, 1.92] 2022 1=
Total (95% CI) 100.0% 1.86 [1.05, 3.29] s
ity: Tau? = 0.24: Chi? = w4 (P= - [ - + {
Heterogeneity: Tau® = 0.24; Chi 14.95, df = 4 (P = 0.005); | 73% 0.01 o1 10 100

Test for overall effect: Z = 2.14 (P = 0.03)

Decreased risk Increased risk
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v =1 TS EZe | S
Suppl-8. IT DY AE  ERARZWT (iR 2 4)
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE_Weight IV, Random, 95% CI _Year IV, Random, 95% CI
Wararak 2010 1.25276297 0.48028858 4.8% 3.50[1.37, 8.97] 2010
Werarak 2012 0.27459683 0.20163392 20.9% 1.32 [0.89, 1.95] 2012 ™
Maruyama 2019 0.35750058 0.40836878 6.5% 1.43 [0.64, 3.18] 2019 -T-—
Yin 2021 0.20375684 0.09782811 46.7% 1.23[1.01, 1.49] 2021 -
Sano 2022 0.06765865 0.20049207 21.1% 1.07 [0.72, 1.59] 2022 -
Total (95% CI) 100.0%  1.28 [1.04, 1.59] \4
Heterogeneity: Tau® = 0.02; Chi® = 5.41, df = 4 (P = 0.25); I = 26% [ t + {
Test for overall effect: Z = 2.30 (P = 0.02) 0.01 De?:lrleased risk Increased ],‘,(:k 100
= N ! P St =0 - TS
Suppl-9. EBENEDIKRT . BTHREE FEEGE (WHER ) .
0Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI Year IV, Rand 95% CI
Maruyama 2019 0.37335726 0.98047602 7.8% 1.45[0.21, 9.92] 2019
Sano 2022 0.60976557 0.28486666 92.2% 1.84 [1.05, 3.22] 2022 -
Total (95% CI) 100.0% 1.81 [1.06, 3.09) s
Heterogeneity: Tau® = 0.00; Chi’ = 0.05, df = 1 (P = 0.82); I' = 0% k + + 4
Test for overall effect: Z = 2.16 (P = 0.03) 0.01 Deoc.rleased risk Increased mk 100
Y v y 4 Wi S, H
Suppl-10. IGEPEDMKT, SITHEE H&EEYE (MDR) .
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE_Weight 1V, Random, 95% C| _Year IV, Rand 95% CI
Maruyama 2019 0.37335726 0.98047602 4.4% 1.45[0.21, 9.92] 2019
Sano 2022 0.35767444 0.21119382 95.6% 1.43 [0.95, 2.16] 2022
Total (95% CI) 100.0% 1.43 [0.95, 2.14]
Heterogeneity: Tau® = 0.00; Chi* = 0.00, df = 1 (P = 0.99); I’ = 0% k t H + {
Test for overall effect: Z = 1.74 (P = 0.08) 0.01 Det?:.rleased risk 1Increased Jr'::k 100
= N ! = o] 2/ W S
Suppl-11. IGEEDKT, BATHEE ERRZW (EER2E) .
0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Maruyama 2019 0.58873011 0.90099063 4.7% 1.80[0.31, 10.53] 2019 —
Sano 2022 0.51879379 0.20113708 95.3%  1.68[1.13,2.49] 2022 =
Total (95% CI) 100.0%  1.69 [1.15, 2.48] L 4
e 2 _ - Chi? = - - 1= ; + + J
Heterogeneity: Tau® = 0.00; Chi* = 0.01, df = 1 (P = 0.94); I = 0% ool o1 o 100

Test for overall effect: Z = 2.66 (P = 0.008)

Decreased risk Increased risk
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4 Suppl-12. BHERE (Efrzat) HEGE (HEE2E)

0Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Maruyama 2019 1.35826164 0.66970041 24.0%  3.89 [1.05, 14.45] 2019 "
Sano 2022 1.03673689 0.37646604 76.0%  2.82[1.35,5.90] 2022 ——
Total (95% CI) 100.0% 3.05 [1.60, 5.80] e
Heterogeneity: Tau® = 0.00; Chi* = 0.18, df = 1 (P = 0.68); I' = 0% [ t + {
Test for overall effect: Z = 3.39 (P = 0.0007) 0.01 0.1 10 100

Decreased risk Increased risk

[ Suppl-13. PEEESR (BH 24t KBtk (MRSA)

0dds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Rand 95% Cl  Year IV, Rand 95% ClI
Maruyama 2019 2.51375873 0.85174636 43.9% 12.35(2.33, 65.57] 2019 —
Sano 2022 0.30010459 0.35536439 56.1% 1.35 [0.67, 2.71] 2022 ——
Total (95% CI) 100.0% 3.57 [0.41, 30.71] e
[, 2 _ . 2 - - SR = ; t + i
Heterogeneity: Tau® = 2.02; Chi® = 5.75, df = 1 (P = 0.02); I’ = 83% bt o o 100

Test for overall effect: Z = 1.16 (P = 0.25) Decreased risk Increased risk

% Suppl-14. B1EBRE (BH2at)  K#BHE (MDR)

0Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% C| Year IV, Rand 95% CI
Maruyama 2019 1.35826164 0.66970041 41.8%  3.89 [1.05, 14.45] 2019 —
Sano 2022 -0.16251893 0.26305383 58.2% 0.85[0.51, 1.42] 2022
Total (95% CI) 100.0% 1.61[0.37, 6.98]

Heterogeneity: Tau® = 0.90; Chi’ = 4.47, df = 1 (P = 0.03); I = 78%

Test for overall effect: Z = 0.63 (P = 0.53) 0.01 0.1 1 10 100

Decreased risk Increased risk

4 Suppl-15. BHEERE Bz Et)  ERSH (MIEE2E) .

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% C| Year IV, Rand 95% CI
Werarak 2012 0.60157999 0.45993438 20.3% 1.82 [0.74, 4.50] 2012 T
Maruyama 2019 1.3912227 0.62587312 11.0%  4.02 [1.18, 13.71] 2019
Sano 2022 0.48858001 0.25021154 68.7%  1.63[1.00, 2.66] 2022 -
Total (95% CI) 100.0% 1.84 [1.23, 2.77] <
Heterogeneity: Tau® = 0.00; Chi* = 1.79, df = 2 (P = 0.41); I* = 0% k + + 1
Test for overall effect: Z = 2.94 (P = 0.003) 0.01 0.1 10 100

Decreased risk Increased risk
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Suppl-1-1. (Demographic) One-year increase of age.

per year of Age
exp(ES) Weight
Study with 95% ClI (%)
3000001650010 \
Izquierdo, 2010 . 1.07[1.00, 1.14] 735
Sanz, 2018 B 1.04[1.01, 1.07] 37.89
Heterogeneity: 12 = 0.00, 12 = 0.07%, H2 = 1.00 ‘ 1.04[1.02, 1.07]
Testof 6=6:Q(1) =0.61, p=0.44 }
Testof 6 =0:z=3.25,p =0.00
\
300000750000 ‘
Zhang, 2018 }—-— 110[1.03, 1.17]  7.77
Akagi, 2019 — 1.02[0.96, 1.08] 9.10
Pinargote-Celorio, 2020 1.13[1.02, 1.26] 2.83
Aydin, 2022 - 1.08[1.03, 1.14] 12.03
Heterogeneity: 12 = 0.00, [2 = 31.96%, Hz = 1.47 <P 1.07[1.03, 1.12]
Testof =6 Q(3) =4.40, p = 0.22 \
Testof 8 =0:z=23.51,p=0.00 \
\
0000 65000 \
Chen, 2020 . 1.04[1.00, 1.08] 21.72
# 1.04[1.00, 1.08]
Testof 8=0:z=2.02,p =0.04 }
gooo 75000 }
Maruyama, 2010 ‘ 0.91[0.78, 1.06] 1.31
‘F 0.91[0.78, 1.06]
\
Testof 6=0:z=-1.16,p=0.24 |
\
Overall ¢ 1.05[1.03, 1.07]

Heterogeneity: 12 = 0.00, 12=0.01%, H2 = 1.00
Test ofei = ej: Q(7)=10.15,p=0.18
Testof 6=0:z=5.41,p =0.00

Test of group differences: Qb(3) =4.69,p=0.20

Random-effects REML model
Sorted by: year

«—[IDecreased risk

[

0.78

1

\
\
Inqreased risk —
\
|

1.26
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Suppl-1-2. (Demographic) Male gender.

Male Gender

exp(ES) Weight

Study with 95% CI (%)
3001011165011 !
Vrbova, 2005 [ | | 1.28[1.22, 1.35] 18.77
Zhang, 2018 2.00[1.32, 3.04] 13.19
Heterogeneity: 12 = 0.08, 12 = 76.64%, H2 = 4.28 1.52[1.00, 2.33]
Testof § = ej: Q(1)=4.28,p=0.04 |
Testof 6=0:z=1.94, p=0.05 ‘

|
300000750000 ‘
Zhang, 2018 —-— 1.70[1.00, 2.89] 11.10
Pinargote-Celorio, 2020 —t— 285[1.14, 7.13] 6.13
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 ‘ 1.94[1.22, 3.07]

Test ofBi = Bj: Q(1)=0.91,p=0.34
Testof 6=0:z=2.81,p=0.00

\
\
\
0000 65000 \
\
|
\

Kaplan, 2002 H 1.15[1.13, 1.17] 18.88
Pieralli, 2014 = 510[1.65, 15.76] 4.55
Haga, 2016 = 440[1.20, 16.12] 3.65
Heterogeneity: 12 = 0.65, 12 = 77.41%, Hz = 4.43 -* 2.54[0.89, 7.24]

Test of 6 = 8: Q(2) = 10.80, p = 0.00 |

Testof06=0:z=1.74,p =0.08 |

Jooo 75000 ‘

Maruyama, 2010 + 1.86[0.54, 6.36] 3.97
Calle, 2014 — 2.49[1.39, 4.44] 10.33
Zan, 2022 —— 2.04[1.08, 3.86] 9.43
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 ’ 2.22[1.48, 3.33]

Test ofei = ej: Q(2)=0.30, p=0.86
Testof 6=0:z=3.87,p=0.00

|

|

|
Overall ‘ 1.83[1.38, 2.41]
Heterogeneity: 12 = 0.11, I2 = 96.97%, H2z = 33.03 \

Testof 8 = 8: Q(9) = 48.21, p = 0.00 _ o
bl «—[1Decreased risk Incregsed risk —
Testof 6=0:z=4.27,p=0.00

|
Test of group differences: Q/(3) = 1.93, p = 0.59 |

T T

N
N
oo

16

Random-effects REML model
Sorted by: year
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Suppl-1-3. (Demographic) Female Gender

Female Gender
Hazard ratio

exp(ES) Weight

Study with 95% Cl (%)
30017165011 i

Yoshikawa, 2021 i 0.42[0.23, 0.77] 51.82
Testof ©=0:z=-2.83, p=0.00 ‘ 0.42[0.23, 0.77]

O 68000

|
|
|
Komiya, 2022 . 0.45[0.24, 0.83] 48.18
Testof 8 = 0: z=-2.54, p = 0.01 00_45 [0.24, 0.83]
|

Overall 0.4410.28, 0.67]
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00

Test of 8 =0: z=-3.80, p=0.00 «—[JDecreased risk | Increased risk —

[

[

[

\

Test of group differences: Qb(1) =0.02,p=0.90 l
T T

1/4 1/2

Random-effects REML model
Sorted by: year
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Suppl2-1. (Comorbidity) Malignancy.

Malignancy
exp(ES) Weight

Study with 95% ClI (%)
3001000650 \

Izquierdo, 2010 } 7.20[2.29, 22.65] 1.57
Sanz, 2018 — = 1.77[1.09, 2.86] 8.18
Zhang, 2018 — - 2.80[1.81, 4.33] 975
Heterogeneity: 12 = 0.20, |2 = 68.77%, H2 = 3.20 -l 2.79[1.49, 5.22]

Testof § = Gj: Q(2)=5.51,p=0.06
Testof 6=0:z=3.21,p=0.00

30000075000
Aydin, 2022

3.27[1.18, 9.06] 1.98

* 3.27[1.18, 9.06]

Testof 6 =0:z=2.28, p=0.02

\
\
\
\
Kaplan, 2002 - 2.26[2.20, 2.33] 77.61
[

OO0 65000
Haga, 2016 6.90[1.53, 31.22] 0.91
Heterogeneity: 12 = 0.33, I2 = 52.38%, H2 = 2.10 | —— 3.03[1.16, 7.92]
Testof § =6:Q(1)=2.10,p =0.15 \
Testof 6 =0:z=2.26, p=0.02 \

\
Overall <& 2.34[2.03, 2.71]

Heterogeneity: 12 = 0.01, 12=10.95%, H2 = 1.12 ‘

=0- = = ‘
Test Ofei ei' Q(5)=845,p =013 «—Decreased IncreaseFd risk —
Testof 8=0:z=11.51, p=0.00

Test of group differences: Q (2) = 0.07, p = 0.96 |

Random-effects REML model
Sorted by: year
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Malignancy
Hazard Ratio

exp(ES) Weight

Study with 95% ClI (%)
OO0 65000 ;

Feng, 2021 + 2.92[2.09, 4.08] 77.96
Yoshikawa, 2021 ‘ = 3.34[1.78, 6.25] 22.04
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 —I e 3.01[2.24, 4.04]

Testof § = ej: Q(1)=0.14,p =0.71 |
Testof8=0:z=7.34,p=0.00 |
|
|

Overall S 3.01[2.24, 4.04]

Increased risk —

Random-effects REML model
Sorted by: year
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Suppl2-2. (Comorbidity) Neurological disease.

Neurological diseases

exp(ES) Weight
Study with 95% CI (%)
3000010650101 |
Neupane, 2010 —}I— 2.11[1.03, 4.32] 15.89
Izquierdo, 2010 ] 5.00[1.58, 15.83] 9.37
Cilloniz, 2013 210[1.51, 292] 24.23
Heterogeneity: 12 = 0.00, |2 = 0.00%, H2 = 1.00 212[1.67, 2.70]

Testof 6 = ej: Q(3)=2.31,p=0.51
Testof 6 =0:z=6.21, p=0.00

oooo esaon
Kaplan, 2002 [ | 1.02[0.99, 1.05] 28.18
J

1.02[0.99, 1.05]

[
——
Sanz, 2018 —F— 1.94[1.28, 2.95] 2233
\
\
\
\
\
\
\
\
\
Testof 6=0:z2=1.32,p=0.19 ‘
\
Overall - 1.83[1.19, 2.81]
Heterogeneity: 12 = 0.17, 12 = 85.22%, H2 = 6.76 }
Testof 6 = Bj: Q4) =

38.27,p = Q—OB Decreased risk | Increased risk —
Testof 6=0:z=2.74,p =0.01

Test of group differences: Qb(1) =35.96, p =0.00 l

Random-effects REML model
Sorted by: year

Dementia, Cerebrovascular disease % & A 72 Neurological diseases TEHT L 72,
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Suppl2-3. (Comorbidity) Renal disease.

Renal disease

exp(ES) Weight
Study with 95% Cl (%)
3007010101650101[] }
Izquierdo, 2010 } L 6.59[1.18, 36.87] 24.66
Testof 6 =0:z=2.15,p=0.03 e 6.59[1.18, 36.87]
\
\
3000007500000 [
Zeng, 2022 ‘ m 14.50[2.95, 71.33] 26.55
|
Testof 8 =0:z=3.29, p = 0.00 ——— 14.50 [ 2.95, 71.33]
|
oooo estdon }
Kaplan, 2002 B \ 2.15[2.00, 2.31] 48.79
|
Testof 8 =0:z=20.97, p =0.00 ¢ | 2.15[2.00, 2.31]
|
Overall —— 4.70[1.40, 15.85]
Heterogeneity: 12 =0.79, |2 = 68.76%, H2 = 3.20 [
Test of 8 = 0: z=2.50, p = 0.01 «Decreased | Increased riLr;k —
Test of group differences: Qb(2) =7.11,p=0.03 l

T T T T T

2 4 8 16 32 64

Random-effects REML model
Sorted by: year
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Suppl2-4. (Comorbidity) COPD.

COPD
exp(ES) Weight
Study with 95% ClI (%)
3000101016500 }
Neupane, 2010 —— 2.31[1.18, 4.51] 34.72
Kumagai, 2016 —.—?— 1.69[1.09, 2.63] 51.18
Heterogeneity: 12 = 0.00, I2 = 0.00%, H2 = 1.00 N 1.86[1.29, 2.68]
Testof § =0: Q(1) = 0.58, p = 0.44 \
Testof 8 =0:z=3.30, p =0.00 }
\
OO0 8501010 }
Pieralli, 2014 I u 6.21[1.75, 22.02] 14.10
e .21 [ 1.75, 22.02]
\
\
Testof 8 =0:z=2.83, p=0.00 \
\
Overall ‘ 2.26[1.34, 3.82]

Heterogeneity: 12 = 0.09, 12 = 40.73%, H2 = 1.69
Test of 8 = 0: z = 3.06, p = 0.00 < Decreased risk

Test of group differences: Qb(1) =3.22,p=0.07

Random-effects REML model
Sorted by: year

|,
Increasqd risk —

\
|

T

2 4 8 16
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Suppl2-5. (Comorbidity) Heart disease.

Heart disease

exp(ES) Weight
Study with 95% ClI (%)

3001010165011
Sanz, 2018 1.45[1.01, 2.08] 1.16
Zhang, 2018 2.60[1.42, 4.76] 0.41

\
\
I S
|
Heterogeneity: 12 = 0.11, I = 62.05%, H2 = 2.63 * 1.84[1.05, 3.23]
\
\
\
\
\
¢
\
\
\
\

Test ofei = Gj: Q(1)=2.63,p=0.10
Testof 6=0:z=2.13,p =0.03

o000 esoon
Kaplan, 2002 1.53[1.47, 1.59] 98.42

1.53 [ 1.47, 1.59]

Testof 6 =0:z=21.24,p=0.00
Overall 1.563[1.47, 1.59]
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 |
Test of © = 0: z = 21.47, p = 0.00<Decreased risk | Increased risk —

\
|

Test of group differences: Qb(1) =042,p=0.52

Random-effects REML model
Sorted by: year
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Suppl3-1. (Severity/clinical condition) Altered mental status/confusion/delirium.

Altered mental status

exp(ES) Weight
Study with 95% ClI (%)
30010101016501011] !
Zhang, 2018 —F 3.30[1.41, 7.74] 1143
Shirata, 2021 —— 2.54[1.40, 4.61] 23.31

Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 # 277[1.70, 4.51]

Testofg = ej: Q(1)=0.24, p = 0.62
Testof 6 =0:z=4.08, p =0.00

30000075000

Fernandez-Sabe, 2003 — 3.69[1.48, 9.22] 9.92
Zhang, 2018 { i 6.10[2.13, 17.51] 7.47
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 e e 4.58[2.29, 9.14]

Testof § =8: Q(1) = 0.50, p = 0.48 \
Testof8=0:z=4.31,p=0.00 ‘
|
|

Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00

Test Ofei - Sj: Q7)=4.75,p = O'BguDecreased risk | Increased {isk —
Testof 6=0:z=7.78, p = 0.00

D00 65000
Garcia-Ordonez, 2010 S 3.70[161, 853] 11.91
Pieralli, 2014 | o 5.69[1.38, 23.50] 4.13
Heterogeneity: 12 = 0.00, 12 = 0.00%, Hz = 1.00 * 4.13[2.01, 8.49]
Testof §=6:Q(1) =0.26, p = 0.61 |
Testof 6 =0:z=3.87,p =0.00 ‘

|
gooo 75000 ‘
Lim, 2001 —— 1.80[0.80, 4.07] 12.44
Calle, 2014 —— 3.20[1.66, 6.15] 19.37
Heterogeneity: 12 = 0.02, 12 = 13.50%, H2 = 1.16 L[ 2.53[1.46, 4.40]
Testof 8=6:Q(1) =1.16,p = 0.28 \
Testof6=0:z=3.29, p=0.00 \

|
Overall <P 3.14[2.35, 4.19]

|

|

Test of group differences: Qb(3) =2.54,p=047 |

Random-effects REML model
Sorted by: year

Note: #22 Zhang, et al.’s study reported 65-84 year-old and =85 year-old groups

separately.



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Altered mental status
Hazard Ratio

exp(ES) Weight

Study with 95% CI (%)
0000 65000 }

Yoshikawa, 2021 ] : 1.23[0.74, 2.03] 53.63
Komiya, 2022 } B 2.35[1.28, 4.33] 46.37

Heterogeneity: 12 = 0.13, 12 = 61.77%, H2 = 2.62 —-Q 1.66[0.88, 3.14]
Test Ofei = 9]: Q(1)=2.62,p=0.11
Testof 6=0:z=1.56, p=0.12

Overall — 1.66 [ 0.88, 3.14]
«—[Decreased risk | Increased risk —
|

1 2 4

Random-effects REML model
Sorted by: year



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-2. (Severity/clinical condition) Hyperazotemia.

Hyperazotemia

exp(ES) Weight
Study with 95% Cl (%)
3001010165011 ‘
Zhang, 2018 ]L 2.00[1.30, 3.09] 29.62
Shirata, 2021 2.82[1.62, 491 20.96
Heterogeneity: 12 = 0.00, |2 = 0.00%, Hz = 1.00 2.28[1.62, 3.21]
Test of Q = GJ: Q(1)=0.91,p=0.34 |
Testof 06=0:z=4.72, p=0.00 |
30010) 7500010 ‘
Zhang, 2018 —-}— 2.00[1.14, 3.52] 20.41
Zeng, 2022 W 20.50 [ 2.55, 164.65] 1.92
Heterogeneity: 12 = 2.10, 12 = 77.61%, H2 = 4.47 —’ 511[0.55, 47.92]
Testof = GJ: Q(1)=4.47,p=0.03 ‘
Testof 6=0:z2=1.43,p=0.15 \
\
L0 65000 ‘
Garcia-Ordonez, 2010 —+— 430[1.93, 9.56] 11.53
Haga, 2016 L 520[1.84, 14.66] 7.26
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 ’ 4.62[2.45, 8.69]
Testof  =8: Q(1) = 0.08, p=0.78 \
Testof 8 =0:z=4.74, p = 0.00 \
\
0ooo 75000 \
Lim, 2001 — = 1.80[0.69, 4.71] 8.30
- 1.80[0.69, 4.71]
\
Testof 6=0:z=1.20,p =0.23 }
Overall 2.61[1.95  3.49]

Heterogeneity: 12 = 0.03, I2=16.51%, H2 =1.20
Testof 6=0:z=6.44, p=0.00 <« Decreased risk

Test of group differences: 05(3) =4.64,p=0.20

Random-effects REML model
Sorted by: year

64



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-3. (Severity/clinical condition) 1-mg/dL increase of BUN.
Per 1 mg/dl of BUN

exp(ES) Weight
Study with 95% Cl (%)
30070075070 }
Akagi, 2019 B 1.01[0.99, 1.03] 60.33

Testof 6=0:z=0.98, p =0.32

0000 75000
Maruyama, 2010
Testof 6=0:z=2.14,p =0.03

Overall
Heterogeneity: 12 = 0.00, |12 =13.89%, H2 = 1.16
Testof 6=0:z=1.96, p=0.05

Test of group differences: Qb(1) =1.16,p=0.28

Random-effects REML model
Sorted by: year

«—Decreased risk

1.01[0.99, 1.03]

= 1.03[1.00, 1.05] 39.67
e 1.03 [ 1.00, 1.05]
|

-Q—

1.02[1.00, 1.03]

[
Increased risk —
\

\

|

f

0.99



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-4. (Severity/clinical condition) Multiple lobe involvement/bilateral infiltration.

Multilobar/Bilateral infiltration

exp(ES) Weight

Study with 95% CI (%)
Jooo 65000 \
Garcia-Ordonez, 2010 ‘ ) 5.20[2.02, 13.36] 21.76
Haga, 2016 Il 3.20[0.99, 10.32] 14.13
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 e 4.30[2.06, 8.95]
Testof § =8: Q(1) = 0.40, p = 0.53 }
Testof 8=0:z=23.89, p=0.00 \

\
0000 75000 |
Lim, 2001 1 n 4.10[1.29, 13.06] 14.42
Calle, 2014 277148, 5.17] 49.68

Heterogeneity: 12 = 0.00, 12 = 0.00%, Hz = 1.00
Test of Q = Gj: Q(1)=0.34,p=0.56
Testof 6=0:z=3.95,p=0.00

Overall
Heterogeneity: 12 = 0.00, 12 = 0.00%, Hz = 1.00
Testof 6=0:z=5.49, p=0.00 —Decreased risk

Test of group differences: Qb(1) =0.56,p=0.45

Random-effects REML model
Sorted by: year

3.02[1.75, 5.24]

3.43[2.21, 5.33]



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-5. (Severity/clinical condition) Pleural effusion.

Pleural effusion

exp(ES) Weight

Study with 95% ClI (%)
3001001016501 ;
Zhang, 2018 — 2.60[1.72, 3.94] 29.17
Testof 6 =0:z=4.51,p=0.00 “ 2.60[1.72, 3.94]
3001010175010 }
Zhang, 2018 — 2.20[1.30, 3.71] 22.46
Testof 6=0:2=2.95,p=0.00 e 2.20[1.30, 3.71]

\
0650000000 }
Han, 2020 —) 1.63[1.18, 2.27] 36.14
Testof 8 =0:z=2.95, p = 0.00 "L 1.63[1.18, 2.27]
ooog 75000 }
Calle, 2014 | = 3.77[1.69, 8.41] 12.23
Testof 6 =0: z=3.25, p = 0.00 —i“&w [1.69, 8.41]
Overall ‘ 2.22[1.62, 3.04]
Heterogeneity: 12 = 0.04, |2 = 43.09%, H2 = 1.76 \
Testof 8 =6:Q(3) =5.35,p = 0.15 Increased fiS}k -
Testof 6 =0:z=4.96, p=0.00 l

Random-effects REML model

Sorted by: year

T

2

g
oo



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-6. (Severity/clinical condition) Hypoxemia.

Hypoxemia
exp(ES) Weight
Study with 95% Cl (%)
3000001165010
Zhang, 2018 1.70[1.05, 2.76] 45.12

\

.

Shirata, 2021 + 227[1.29, 4.00] 32.96
Heterogeneity: 12 = 0.00, I2 = 0.00%, H2 = 1.00 <o 1.92[1.33, 2.78]

Testof § =6: Q(1) =0.58, p = 0.45 \

Testof 8= 0: z = 3.47, p = 0.00 }

\

\

\

3000007500000
Zhang, 2018 —— 2.70[1.29, 5.65] 19.41

~ 2.70[1.29, 5.85]

Testof 8=0:z=2.63, p=0.01

OO0 65001
Haga, 2016

8.60 [ 1.10, 67.27] 2.51

e — 8.60 [ 1.10, 67.27]

\
Testof 8 =0:z=2.05p=0.04 ‘
\

Overall <P 2.13[1.54, 2.95]
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 \
Testof 6 = 0: z = 4.55, p = 0.00 —Decreased | Increased risk —

Test of group differences: Qb(2) =247,p=0.29 |
2 4 8 16 32 64

Random-effects REML model
Sorted by: year



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-7. (Severity/clinical condition) PSIV or IV-V.

PSI V or IV-V
exp(ES) Weight
Study with 95% CI (%)
300000106501010] [
Cilloniz, 2013 —d— 3.20[1.75, 5.84] 36.72
Sanz, 2018 —.— \ 1.56[1.13, 2.16] 39.06
Heterogeneity: 12 = 0.20, 12 = 76.34%, H2 = 4.23 “— 213[1.06, 4.29]
Testof 8 =6 Q(1) = 4.23, p = 0.04 \
Testof 6=0:2=2.13, p = 0.03 }
\
11010 6501010 \
Chen, 2020 1 ) 18.30 [ 3.70, 90.63] 24.22
(e 18.30 [ 3.70, 90.63]
|
Testof 6 =0: z=3.56, p = 0.00 \
\
Overall , 12.87]

Heterogeneity: 12 = 1.01, 12=90.49%, H2 = 10.52
Testof 6=0:z=2.05 p=0.04 «—Decreased

Test of group differences: Qb(1) =5.82,p=0.02

Random-effects REML model
Sorted by: year

«-‘ 3.69[1.06
\

Increaseq‘j risk —

|

M T T T T
2 4 8 16 32 64




A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-8. (Severity/clinical condition) Tachycardia.

Tachycardia

exp(ES) Weight

Study with 95% ClI (%)
3001117165011 |
Zhang, 2018 _ 3.20[1.81, 5.64] 54.54
Test of 6 =0: z=4.02, p = 0.00 -l  3.20[1.81, 5.64]

\

\
3000010750000 |
Zhang, 2018 » } 2.50[1.01, 6.17] 21.48
Testof ©=0:2=1.99, p=0.05 ——— 250 [ 1.01, 6.17]

\

\
oooo 75000 |
Lim, 2001 F 3.10[1.32, 7.30] 23.98
Testof 6 = 0:2=2.59, p = 0.01 e 3.10 [ 1.32, 7.30]

\

\
Overall el 3.01[1.98, 4.58]
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 }
Testof 8 =6:Q(2) =0.21,p =090 Increased risk —
Testof8=0:z=5.16, p=0.00 l

Random-effects REML model
Sorted by: year




A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-9. (Severity/clinical condition) Hypotension/shock.

Hypotension/Shock
exp(ES) Weight
Study with 95% ClI (%)
3000010750010 |
Fernandez-Sabe, 2003 l m 10.69[1.33, 86.10] 11.58
Zhang, 2018 — 2.10[0.59, 7.47] 31.28

Heterogeneity: 12 = 0.55, 12 = 41.38%, H2 = 1.71 =

Test ofei=ej: Q(1)=1.71,p=0.19
Testof 6=0:z=1.71,p=0.09

00 85000
Garcia-Ordonez, 2010

Testof 6=0:z=2.15,p=0.03

Overall

Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00

Testof 8 =0:z=3.02, p=0.00

Test of group differences: Qb(1) =0.11,p=0.74

Random-effects REML model
Sorted by: year

|

.
“
-

. | .
«—Decreased risk Increa§ed risk —

\
|

3.81[0.82, 17.68]

2.80[1.09, 7.16] 57.13
2.80[1.09, 7.16]

2.99[1.47, 6.08]

T T

64



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-10. (Severity/clinical condition) 1-point increase of CURB-65.

CURB-65
exp(ES) Weight

Study with 95% CI (%)
300000750000 ;
Aydin, 2022 B } 165[1.19, 2.29] 52.96
Test of 6 = 0: z = 3.00, p = 0.00 @ 1.65[1.19, 2.29]

\

\
OOo0 esnon |
Pieralli, 2014 —_— 3.98[1.87, 849] 41.15
Testof 8 =0:z=3.58, p =0.00 - 3.98[1.87, 8.49]

\
0ooo 75000 }
Matsuo, 2020 | = 33.33[0.89, 1242.76] 5.89
Testof6=0:z=1.90, p=0.06 —‘p. 33.33[0.89, 1242.76]

\
Overall ¢ 283[1.12,  7.15]

Heterogeneity: 12 = 0.39, I2 = 69.96%, H2 = 3.33
Testof8=0:z=220,p=0.03 «Decreased risk

Test of group differences: Qb(2) =6.77,p =0.03

Random-effects REML model
Sorted by: year

|
Incr#ased risk —
\

|

64 512



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-11. (Severity/clinical condition) Tachypnea.

Tachypnea
exp(ES) Weight

Study with 95% ClI (%)
300101116501 ;
Zhang, 2018 - 2.50[1.19, 5.25] 37.01
Testof 8 =0:z=242,p=0.02 —e— 2.50[1.19, 5.25]

\

\
OO0 es000 |
Garcia-Ordonez, 2010 ; B 4.10[1.87, 8.97] 33.28
Testof 8 =0:z=3.53, p =0.00 ———— 4.10 [ 1.87, 8.97]

\
oooo 75000 }
Lim, 2001 B 1.80[0.79, 4.12] 29.70

Testof 8=0:z=1.39,p=0.16 ‘— 1.80[0.79, 4.12]

Overall ‘ 2.67[1.70, 4.20]

Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 \
Testof 6 =0:z=4.27, p =0.00 «—Decreased risk | Increased ris}k —

Test of group differences: Qb(2) =2.05,p=0.36 l
T

1 2 4 8

Random-effects REML model
Sorted by: year



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-12. (Severity/clinical condition) Bacteremia/sepsis.

Bacteremia/Sepsis

exp(ES) Weight

Study with 95% Cl (%)
3001010165101 }
Izquierdo, 2010 L 282[1.11, 7.16] 30.19
Cilloniz, 2013 —.—L 1.70[1.09, 2.66] 51.62
Heterogeneity: 12 = 0.00, |12 = 0.00%, H2 = 1.00 ‘L 1.87[1.25, 2.80]
Testof § =6:Q(1)=0.92,p =0.34 }
Testof 8 =0:z=23.03, p=0.00 |

\
30000075000 |
Zeng, 2022 1 ] 6.82[1.70, 27.30] 18.20

Testof 6=0:z=2.71,p=0.01

Overall
Heterogeneity: 12 = 0.19, 12 = 49.69%, H2 = 1.99
Testof 6 =0:z=2.64, p=0.01 «Decreased

Test of group differences: Qb(1) =3.08,p=0.08

Random-effects REML model
Sorted by: year

e 6.82 [ 1.70, 27.30]

\

\

\

\
‘ 2.55[1.27, 5.11]

[, .
Increaseg risk —

\
|

T

2 4 8 16




A2 A4 FZ 4 v 2024 Online Supplement

SR13  APBt%Z 3 2 EinE bR (EEFZRL) O FHRET I ?

Suppl3-13. (Severity/clinical condition) Renal dysfunction.

Cre >1.50r 1.7 mg/dl

exp(ES) Weight

Study with 95% ClI (%)
300000750700 !
Fernandez-Sabe, 2003 1 B 5.83[2.32, 14.67] 39.36
Testof 8 =0:z=3.75, p = 0.00 “5.83 [2.32, 14.67]

[
Ooor esoon i
Conte, 1999 —H 250[1.49, 4.18] 60.64
Testof 6=0:z=3.49,p =0.00 e 2.50[1.49, 4.18]

Overall
Heterogeneity: 12 = 0.21, 12 = 59.48%, H2 = 2
Testof 8 = Oj: Q(1)=2.47,p=0.12

.47

Testof 6=0:z=3.02,p=0.00

Random-effects REML model
Sorted by: year

T 3.49[1.55,

[
[
Increased risk — |
[
[
!

T

2 4

7.85]



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl3-14. (Severity/clinical condition) Hypothermia.

Absence of fever / BT<37.0C
exp(ES) Weight

Study with 95% ClI (%)
D000 65000 \
Garcia-Ordonez, 2010 _ 4.20[1.91, 9.24] 53.54
Testof 8 =0:z=23.57,p=0.00 ——E 4.20 [ 1.91, 9.24]

|
0000 75000 }
Lim, 2001 " 3.70[1.59, 8.63] 46.46
Testof 8=0:z=3.03, p=0.00 -0 3.70[ 1.59, 8.63]

|
Overall e W 3.96 [ 2.2, 7.05]
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 }
Test of §=6: Q(1) = 0.05, p = 0.83 Increased risk — |
Testof 6 =0:z=4.67,p =0.00 l

Random-effects REML model
Sorted by: year



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl4-1. (Functional status) Bedridden.

Bedridden / Bed confinement

Risk Ratio
exp(ES) Weight
Study with 95% ClI (%)
OO0 65000
Riquelme, 1996 = 10.75[1.12, 103.36] 17.90
Zalacain, 2003 —_—] 3.43[1.19, 9.87] 82.10
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 e 4.21[1.62, 10.96]
Testof 8 = Bj: Q(1)=0.80, p=0.37
Testof 6=0:z=2.94,p=0.00
Overall e 4.21[1.62, 10.96]
«—[1Decreased risk | Increased risk —

T T T T

2 4 8 16 32 64

Random-effects REML model
Sorted by: year



A2 A4 FZ 4 v 2024 Online Supplement
SR13  ABi% %9 2wl dibiize (ERERIZ R <) o FRRT 32 ?

Suppl5-1. (Other factors) 1-g/dL increase of serum albumin

per 1 g/dl of s-Albumin
exp(ES) Weight

Study with 95% ClI (%)

3000000750000 \

Akagi, 2019 i 0.31[0.14, 0.67] 75.73
<@ 0.31[0.14, 0.67]

Testof 6=0:z=-2.96, p=0.00

\
\
\
\
oooo 75000 \
\
\

Maruyama, 2010 —m——0.19[0.04, 0.81] 21.16
Matsuo, 2020 f 0.01[0.00, 0.57] 3.10
Heterogeneity: 12 = 1.49, 12 = 40.51%, H2 = 1.68 -0 .09 [ 0.01, 0.95]

Testof 8 = Bf Q(1)=1.68,p=0.19
Testof 8 =0:z=-2.00, p =0.04

Overall ‘ 0.25[0.13, 0.49]

Heterogeneity: 12 = 0.00, I12=0.00%, H2 = 1.00 \

Testof § = 9}: Q@2)=282,p=0.24 « Decreased risk | Increased risk —
Testof 8 =0:z=-4.01, p=0.00 \

\
Test of group differences: Qb(1) =0.98,p=0.32 l

12048 1/256 132 1/4

Random-effects REML model
Sorted by: year

per 1 g/dl of s-Albumin

Hazard Ratio
exp(ES) Weight

Study with 95% CI (%)
0000 65000 |

Yoshikawa, 2021 :r. 0.53[0/36, 0.77] 63.94
Komiya, 2022 = 0.47[0.29, 0.78] 36.06

Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00 ’ 0.51[0.38, 0.69]

Testofei=6j: Q(1)=0.14,p=0.71 }
Testof 6=0:z=-4.42,p =0.00 }
|
|

Overall ~—l—  0.51[0/38, 0.69]
I «— Decreased risk | Increased risk —

0.29 078

Random-effects REML model
Sorted by: year



A2 A4 FZ 4 v 2024 Online Supplement

SR13  APBt%Z 3 2 EinE bR (EEFZRL) O FHRET I ?

Suppl5-2. (Other factors) 1-mg/dL increase of hemoglobin.

per 1g/dl of Hb

Hazard Ratio

exp(ES) Weight
Study with 95% CI (%)
Oo00 65000 ;
Feng, 2021 0.99[0.98, 1.00] 95.37
|
Yoshikawa, 2021 —++——1.00[0.96, 1.05] 4.27
|
Komiya, 2022 : 0.85[0.73, 0.99] 0.36
Heterogeneity: 12 = 0.00, 12 = 0.06%, H2 = 1.00 ‘ 0.99[0.98, 1.00]
|
Test ofei = Gj: Q(2)=4.29,p=0.12 \
Testof 8=0:z=-2.83, p = 0.00 |
|
|
Overall ¢ 0.99[0.98, 1.00]
«—[1Decreased rislf Increased risk —
0.73 1.05
Random-effects REML model
Sorted by: year
Suppl5-3. (Other factors) 1-point increase of BML
Per 1 increase of BMI
exp(ES) Weight
Study with 95% Cl (%)
300000750010 }
Akagi, 2019 0.84[0.75, 0.94] 95.83
0.84[0.75, 0.94]
[
[
0000 75000 }
Matsuo, 2020 ‘ 0.72[0.42, 1.24] 417

R — .72 [ 0.42, 1.24]

Overall S
Heterogeneity: 12 = 0.00, 12 = 0.00%, H2 = 1.00
Test on = ej: Q(1)=0.30, p=0.58

\
\
\
«IDecreased risk
Testof 8=0:z=-3.21, p=0.00 }
\
|

Test of group differences: Qb(1) =0.30, p=0.58

0.83[0.75, 0.93]

Increased risk —

Random-effects REML model
Sorted by: year

1



