SUPPLEMENTARY DATA

Supplementary Figure 1. Flow chart showing number of citations retrieved in searches and number of
trials included in the review
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Supplementary Figure 2. Relative risk of adverse events during trials of metformin treatment versus
comparator (boxes) and pooled estimates across trials (diamonds) calculated by the Mantel-Haenszel
method using a random effects model in trials of metformin monotherapy, metformin as add-on
therapy to oral medication and metformin as add-on therapy to insulin. Horizontal bars and diamond
widths denote 95% confidence intervals and box sizes indicate relative weight in the analysis.

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.9.1 Monotherapy
Fujioka 2005 101 159 47 79 4.2% 1.07 [0.86, 1.33]
Garber 1987 - 300mg 25 73 7 39 0.8% 1.91 [0.91, 4.01]
Horton 2000 141 178 118 172 5.7% 1.15[1.02, 1.31] [~
Goldstein 2007 - 500mg 101 178 44 82 3.9% 1.06 [0.83, 1.34]
Goldstein 2007 -1000mg 113 177 45 83  4.1% 1.18 [0.94, 1.48]
Chiasson 2001 78 81 71 82  62% 1.11[1.01,1.22] ™
List 2009 38 56 29 54 3.0% 1.26 [0.93, 1.72]
Hoffmann 1997 3 N 1 32 0.1% 3.10[0.34, 28.19] .
DeFronzo 1995 14 143 21 146 1.0% 0.68 [0.36, 1.29]
Garber 1997 - 2500mg 30 77 8 40 0.9% 1.95 [0.99, 3.84]
Subtotal (95% Cl) 1153 809 30.1% 1.13 [1.06, 1.21] L
Total events 644 391

Heterogeneity: Tau®* = 0.00; Chi*=9.27,df =9 (P =0.41); 1?=3%
Test for overall effect: Z = 3,66 (P = 0.0003)

1.9.2 Combination therapy

Bosi 2009a 162 290 77150 47% 1.09 [0.90, 1.31] T
Bosi 2009b 168 295 768 150  4.7% 1.12 [0.93, 1.35] I
Chiasson 2001 74 75 79 80 6.9% 1.00 [0.96, 1.04] b
Goldstein 2007a 110 183 47 87  41% 1.11 [0.89, 1.40]

Goldstein 2007b 105 178 48 87 41% 1.07 [0.85, 1.34] -
DeFronzo 1995 4 213 5 209 03% 0.78 [0.21, 2.88]

Horton 2000 143 172 139 179 6.1% 1.07 [0.97, 1.19] ™
Jadzinsky 2009 185 323 179 335 5.6% 1.07 [0.93, 1.23] i
Lewin 2007 - low 106 144 48 72 46% 1.10 [0.91, 1.34] T
Lewin 2007-high 109 146 49 72 47% 1.10 [0.91, 1.32] T™
Moses 1989 20 27 8 28  1.1% 2.59 [1.39, 4.85] e —
Perez 2009 102 201 99 189  46% 0.97 [0.80, 1.17] -
Williams-Hermann 2009a 126 153 52 53  6.4% 0.84 [0.77, 0.91] -
Williams-Hermann 2009b 130 147 53 53 6.6% 0.89 [0.83, 0.95]

Subtotal (95% Cl) 2547 1744 64.6% 1.03 [0.95, 1.12] L 4
Total events 1544 959

Heterogeneity: Tau® = 0.01; Chi*=71.25, df =13 (P < 0.00001); I* = 82%
Test for overall effect: Z = 0,76 (P = 0.45)

1.9.3 Insulin therapy

Aviles-Santa 1999 23 21 13 22 Not estimable

Jacobsen 2009 3 12 0 12 0.1% 7.00 [0.40, 122.44] >
Lund 2008 43 48 39 50 4.9% 1.15[0.96, 1.37] T

Meyer 2002 11 31 2 31 0.2% 5.50[1.33, 22.80] E—
Waulffele 2002 3 171 2 182 0.2% 1.60 [0.27, 9.44] >
Hermann 2001 29 16 19 19 MNot estimable

Subtotal (95% CI) 299 316 5.3% 2.37 [0.65, 8.67] —-—*
Total events 112 75

Heterogeneity: Tau® = 1.14; Chi* = 11.00, df = 3 (P = 0.01); I = 73%
Test for overall effect: £=1.31 (P =0.19)

Total (95% CI) 3999 2869 100.0% 1.08 [1.01, 1.16] 3
Total events 2300 1425

Heterogeneity: Tau* = 0.02; Chi* = 123.67, df = 27 (P < 0.00001); I* = 78%
Test for overall effect: Z = 2,15 (P = 0.03)

Test for subgroup differences: Chi* = 4,41, df = 2 (P = 0.11), I = 54 7%
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