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eFig. 1 Toxicity in Aminoglycosides: one daily dose (OD) versus multiple daily doses (MD) Meta-analysis (A: nephrotoxicity, B: ototoxicity)

A Aminoglycoside OD  Aminoglycoside MD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M.H, Rand 95% Cl_ Year M.H, Random, 95% CI
Carapetis 2001 1 90 1 89 62% 0.99 (0.06,15.57] 2001
Uijtendaal 2001 3 2 3 19 151% 090(0.21,3.96) 2001
Chong 2003 1 84 2 88 79% 052(0,05,567] 2003
English 2004 1 155 2 142 79% 0.46[0.04,5.00) 2004
Vasquez-Mendoza 2007 12 60 19 60 28.2% 0.63[0.34,1.18] 2007 ——t
Abdel-Hady 2011 15 15 15 15 347% 1.00(088,1.13] 2011 I
Total (95% CI) 425 413 100.0% 0.77 [0.36, 1.65)
Total events 33 42
Heterogeneity. Tau®= 0.43; Chi*= 16.04, df= 5 (P = 0,007); = 69% 50 o1 oi' 1=° 1005
Test for overall effect Z= 066 (P=051) Favours [Aminoglycoside OD] Favours [Aminoglycoside MD)
Aminoglycoside OD  Aminoglycoside MD Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Ci M-H, Random, 95% CI
Carapetis 2001 1 a0 0 89 21.4% 297(0.12,71.87)
Chong 2003 1 84 0 88 214% 3.14[0.13,76.05)
Tiwari 2008 2 212 2 188 57.2% 0.89(0.13,6.23] J
Total (95% CI) 386 365 100.0% 1.51[0.34, 6.58])
Total events 4 2
Heterogeneity: Tau*= 0.00, Ch*F= 067, d=2(P=0.72),F=0% o.01 o1 10 100

Test for overall effect Z= 0.54 (P = 0.59)

Favours [Aminoglycoside OD] Favours [Aminoglycoside MD)



eFig. 2 Macrolides vs Penicillins (overall AEs): Meta-analysis

Macrolides Penicillins Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl
McCarty 2000 35 268 32 260 11.2% 1.06 [0.68, 1.66] 2000 -
Caohen 2001 BE 333 5 166 4.8% 678 [2.79, 16.49] 2001
Fortier 2001 24 168 16 156 8.3% 1.39[0.77 2.582] 2001 T
Ferwerda 2001 47 a6 54 a4 191% 0.84 [0.75 0495] 2001 -
Arrieta 2003 a5 183 3147 157% 0.72[0.55 0.95] 2003 —
Arguedas 2004 3B 1585 45 181 128% 0.78[0.53 1.14] 2005 T
Arguedas 2011 208 450 297 452 191% 070062 0.79] 2011 -
Mizic 2012 17 53] 19 B4 9.0% D87 [0.50 1581 2012 —
Total (95% CI) 1649 1450 100.0% 0.93 [0.75,1.17] L 3
Total events 4490 a4
Heterogeneity: Tau®= 006 Chi®= 3562, df=7 (P = 0.00001); F=80% 'D.D1 0!1 1'D 1DD'

Testfor overall effect Z=0.61 (P =0.54)

Favours [Macrolides]

Favours [Penicillins]



eFig. 3 Funnel plot of: A-B-C: diarrhoea in B-lactams (A: penicillins vs other beta-lactams; B: penicillins+beta lactamase inhibitor vs other beta-
lactams; C: Cephalosporins vs other beta-lactams); D-E: Toxicity in one daily vs multiple doses of aminoglycosides (D: Nephrotoxicity; E:
Ototoxicity); F: overall AEs in macrolides vs penicillins
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