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Supplementary figure 4
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Supplementary figure 5

ACEi vs ARB; Pneumonia

Odds Ratio Odds Ratio
Study or Subgroup  Weight 1V, Random, 95% CI Year IV, Random, 95% CI
RCTs
ONTARGET 59.9% 0.89[0.75, 1.05] 2008
Subtotal (95% CI) 59.9% 0.89 [0.75, 1.05]
Heterogeneity: Not applicable
Test for overall effect: Z = 1.39 (P = 0.16)
Cohort and nested case-control studies
Arai et al. (2001) 40.1% 0.38[0.17,0.81] 2001 —
Subtotal (95% Cl) 40.1% 0.38 [0.17, 0.81] —~l——
Heterogeneity: Not applicable
Test for overall effect: Z = 2.49 (P = 0.01)
Total (95% CI) 100.0% 0.63 [0.28, 1.44] ——
Heterogeneity: Tau? = 0.29; Chi2 = 4.60, df = 1 (P = 0.03); I = 78% t t t t
Test for overall effect: Z = 1.09 (P = 0.27) 02 0.5 ] 2 5
N . Favours ACEi Favours ARB
Test for subgroup differences: Chi? = 4.60, df = 1 (P = 0.03), I>=78.3%
Supplementary figure 6
ACEi vs control; Patients with previous stroke; Pneumonia
Odds Ratio Odds Ratio
Study or Subgroup  Weight IV, Random, 95% Cl Year IV, Random, 95% CI
RCTs
PROGRESS 30.2% 0.72[0.42, 1.23] 2004 —
Subtotal (95% CI) 30.2% 0.72 [0.42, 1.23] -
Heterogeneity: Not applicable
Test for overall effect: Z = 1.21 (P = 0.23)
Cohort and nested case-control studies
Sekizawa et al. 16.1% 0.35[0.17,0.73] 1998 —_—
Avrai et al. (2000) 11.2% 0.46 [0.19, 1.10] 2000 ———
Arai et al. (2005) 22.8% 0.31[0.16, 0.57] 2005 —
Harada et al. 3.5% 0.37 [0.08, 1.79] 2006 e R
Cuifang 14.1% 0.45[0.20, 0.98] 2010 —
Subtotal (95% CI) 67.8% 0.37 [0.26, 0.53] <o
Heterogeneity: Tau? = 0.00; Chi? = 0.83, df = 4 (P = 0.93); I? = 0%
Test for overall effect: Z = 5.45 (P < 0.00001)
Case-control studies
Marciniak et al. 2.0% 1.00[0.13, 7.90] 2009
Subtotal (95% Cl) 2.0% 1.00 [0.13, 7.90] e —
Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
Total (95% Cl) 100.0% 0.46 [0.34, 0.62] L 2
Heterogeneity: Tau? = 0.00; Chi* = 5.45, df = 6 (P = 0.49); I> = 0% 0:1 0:2 0:5 1 é é 1'0

Test for overall ef‘fe;t: Z=515 (P.< 0.00001) Favours ACEi
Test for subgroup differences: Chi? = 4.62, df = 2 (P = 0.10), I* = 56.7%

Favours control
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ARB vs control; Patients with previous stroke; Pneumonia
Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI Year

Odds Ratio
IV, Random, 95% CI

RCTs

MOSES 49.4% 0.95[0.68, 1.34] 2005
PROFESS 50.6% 0.77 [0.55, 1.08] 2008
Subtotal (95% CI) 100.0% 0.86 [0.67, 1.09]
Heterogeneity: Tau? = 0.00; Chi? = 0.78, df =1 (P = 0.38); 1> = 0%
Test for overall effect: Z=1.28 (P = 0.20)

Total (95% CI) 100.0% 0.86 [0.67, 1.09]

Heterogeneity: Tau? = 0.00; Chi? = 0.78, df = 1 (P = 0.38); I = 0%
Test for overall effect: Z=1.28 (P = 0.20)

Supplementary figure 8

Pneumonia in patients with HF

Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI Year
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Favours ARB Favours control

Odds Ratio
IV, Random, 95% CI

ACEi vs control

CASSIS 0.3%  3.46[0.02, 493.18] 1995
TRACE 99.7% 0.62[0.47,0.83] 1995
Subtotal (95% CI) 100.0% 0.63 [0.47, 0.84]
Heterogeneity: Tau? = 0.00; Chi* = 0.46, df = 1 (P = 0.50); I> = 0%
Test for overall effect: Z = 3.16 (P = 0.002)

ARB vs control
Weber 8.3% 0.33[0.05, 2.08] 1997

CHARM 91.7% 0.9210.77,1.10] 2003
Subtotal (95% CI) 100.0% 0.85[0.49, 1.47]

Heterogeneity: Tau? = 0.08; Chi? = 1.18, df = 1 (P = 0.28); I> = 15%
Test for overall effect: Z = 0.59 (P = 0.56)
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Pneumonia in patients with CKD

Odds Ratio
Study or Subgroup  Weight 1V, Random, 95% CI Year

n
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10 500

Favours ACEi Favours control

Odds Ratio
1V, Random, 95% CI

ACEi vs control

GISEN 100.0% 0.15[0.00, 7.70] 1997
Subtotal (95% CI) 100.0% 0.15[0.00, 7.70]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.94 (P = 0.35)

ARB vs control

IRMA-2 42.1% 2.66[0.82, 8.62] 2001
IDNT 57.9% 0.68 [0.41, 1.13] 2001
Subtotal (95% ClI) 100.0% 1.21 [0.32, 4.52]
Heterogeneity: Tau? = 0.72; Chi?=4.37,df=1 (P =0.04); P =77%
Test for overall effect: Z = 0.28 (P = 0.78)
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ACEi vs control; Pneumonia

Odds Ratio Odds Ratio
Study or Subgroup Weight IV, Random, 95% CI Year IV, Random, 95% CI
Asian
Sekizawa et al. 9.8% 0.35[0.17,0.73] 1998 -
Teramoto et al. 2.0% 1.18[0.23, 5.98] 1999 -1
Okaichi et al. 6.1% 0.38[0.15,0.97] 1999 -
Avrai et al. (2000) 11.4% 0.45[0.22, 0.88] 2000 -
PROGRESS 22.7% 0.53[0.33, 0.86] 2004 —
Kanda et al. 3.9% 0.24 [0.07, 0.76] 2004 -
Takahashi et al. 19.1% 0.46 [0.27, 0.78] 2005 —
Arai et al. (2005) 13.9% 0.31[0.16, 0.57] 2005 L
Harada et al. 2.1% 0.37[0.08, 1.79] 2006 I
Hou et al. 0.3% 4.57 [0.07, 284.77] 2006
Cuifang 8.6% 0.45[0.20, 0.98] 2010 - |
Subtotal (95% Cl) 100.0% 0.43 [0.34, 0.54] L 2

Heterogeneity: Tau? = 0.00; Chi? = 6.13, df = 10 (P = 0.80); I* = 0%
Test for overall effect: Z = 7.22 (P < 0.00001)

Non-asian

TRACE 13.5% 0.62[0.47,0.83] 1995 -
CASSIS 0.2% 3.46 [0.02, 493.18] 1995 ¢

GISEN 0.2% 0.15[0.00, 7.70] 1997 ¢

HOPE 1.6% 0.75[0.17, 3.36] 2000 - 1
El Solh et al. 7.9% 0.46 [0.27, 0.79] 2004 -
PROGRESS 12.6% 0.78 [0.56, 1.07] 2004 B
Etminan et al. 11.7% 0.98 [0.69, 1.40] 2006 .
Van de Garde (2006) 14.7% 1.12[0.88, 1.43] 2006 ™
Van de Garde (2007) 18.0% 0.72[0.65, 0.80] 2007 -
Marciniak et al. 0.9% 1.00[0.13, 7.90] 2009

Mukamal et al. 18.6% 1.04[0.97,1.12] 2010 o
Subtotal (95% Cl) 100.0% 0.82[0.67, 1.00] <

Heterogeneity: Tau? = 0.05; Chi? = 50.70, df = 10 (P < 0.00001); I = 80%
Test for overall effect: Z = 2.00 (P = 0.05)

\ \ \
0102 05 1 2 5 10

Favours ACEi Favours control
Test for subaroup differences: Chi? = 17.48, df = 1 (P < 0.0001), I = 94.3%
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ARB vs control; Pneumonia

Odds Ratio Odds Ratio
Study or Subgroup  Weight IV, Random, 95% CI Year IV, Random, 95% CI
Asian
HIJ-CREATE 100.0% 1.04 [0.59, 1.84] 2009

Subtotal (95% Cl) 100.0% 1.04 [0.59, 1.84]
Heterogeneity: Not applicable
Test for overall effect: Z=0.15 (P = 0.88)

Non-asian

IRMA-2 1.4% 2.66[0.82, 8.62] 2001 -
LIFE 16.5% 0.77 [0.57, 1.05] 2002 —

MOSES 14.0% 0.95[0.68, 1.34] 2005 —r

Etminan et al. 11.7% 1.02[0.70, 1.49] 2006 —

Mukamal et al. 56.4% 1.01[0.94, 1.09] 2010 :

Subtotal (95% CI) 100.0% 0.97 [0.84, 1.12]

Heterogeneity: Tau? = 0.01; Chi?=5.49, df =4 (P = 0.24); I?=27%
Test for overall effect: Z=0.37 (P = 0.71)

05 07 1 15 2
. § Favours ARB Favours control
Test for subgroup differences: Chi? = 0.05, df = 1 (P = 0.82), I? = 0%
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