Supplementary Figure 1. Mean treatment difference in change from baseline in A1C across age subgroups.
A1C=glycated hemoglobin; CTL=control; INS=insulin; IV=inverse variance; MET=metformin;
SAXA=saxagliptin; SU=sulfonylurea; TZD=thiazolidinedione.
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Add-on to TZD (CV181013[27]) 839 -0.93(1.02) 158 825 -0.27(1.02) 152 -0.66 (-0.89, -0.43)
Add-on vs SU (CV181040[42]) 8.48 -0.62(0.93) 209 8.52 0.07 (0.93) 212 -0.69 (-0.87, -0.51)
Renal impairment (CV181062[43]) 8.87 -0.91(0.97
Overall pooled 8.29 1421 8.22 1300 -0.55 (-0.67, -0.43)
Age >65y
Monotherapy (CV181063[36]) 827 -0.82(0.75) 21 8.18 -0.33(0.83) 33 -0.49 (-0.92, -0.06)
Add-on to INS+MET (CV181057[38]) 8.38 -0.73(0.90) 70 854 -0.35(0.89) 32 -0.38 (-0.75, -0.01)
Add-on to MET (CV181014[39)]) 8.14 -0.86(0.93) 30 783 -0.02(0.92) 26 -0.84 (-1.33,-0.35)
Add-on to MET (CV181080[40]) 795 -0.28(0.77) 11 757 -0.21(0.78) 17 * -0.07 (-0.65, -0.51)
Add-on to MET (CV181064[41]) 7.88 -0.81(0.97) 52 794 -0.21(0.86) 46 — -0.60 (-0.96, -0.24)
Add-on to MET+SU (CV181117[26]) 8.44  -0.60(0.83) 27 8.12 -0.09(0.83) 32 — -0.51 (-0.93, -0.09)
Add-on to TZD (CV181013[27]) 812 -0.82(261) 25 789 -0.52(1.98) 28 * -0.30 (-1.56, 0.96)
Add-on vs SU (CV181040[42]) 850 -0.56(1.79) 41 8.11 0.20(1.59) 52 — -0.76 (-1.46, -0.06)
Renal impairment (CV181062[43]) 825 -0.82(1.14) 55 798 -0.20(1.09) 49 — -0.62 (-1.05, -0.19)
Renal impairment >75y (CV181062[43]) 8.40 -0.83(0.98) 15 8.01 -0.12(0.97) 15 —— -0.71 (+1.41,-0.01)
Overall pooled 8.24 347 8.04 330 2 -0.54 (-0.69, -0.38)

T T T 1

-2 -1 0 1 2

Favors SAXA Favors CTL



Supplementary Figure 2. Mean treatment difference in change from baseline in A1C by sex. A1C=glycated
hemoglobin; CTL=control; INS=insulin; IV=inverse variance; MET=metformin; SAXA=saxagliptin;
SU=sulfonylurea; TZD=thiazolidinedione.

SAXA,5mg SAXA,5mg CTL CTL Mean treatment Mean treatment
Mean Mean change Mean Mean change difference in change difference in change

baseline from baseline baseline from baseline from baseline (A1C, %) from baseline (A1C, %)
Study A1C,%  (SD), % N A1C, % (SD),% N IV, Random, 95% ClI IV, Random, 95% CI
Male
Monotherapy (CV181063[36]) 8.19 -0.91(0.93) 155 8.17  -0.48(0.97) 150 —— -0.43 (-0.64, -0.22)
Monotherapy (CV181082[37]) 839 -0.64(1.07) 56 833 -0.09(1.17) 63 — -0.55 (-0.95, -0.15)
Add-on to INS+MET (CV181057[38]) 8.72 -0.72(0.88) 119 865 -0.36(0.88) 68 —— -0.36 (-0.62,-0.10)
Add-on to MET (CV181014[39)) 8.05 -0.72(0.90) 100 8.03 0.21(0.98) 95 —— -0.93 (-1.19, -0.67)
Add-on to MET (CV181080[40]) 7.77 -0.56(0.77) 40 796 -0.30(0.73) 43 —r -0.26 (-0.58, 0.06)
Add-on to MET (CV181064[41]) 791 -0.87(0.80) 133 797 -0.49(0.86) 133 —— -0.38 (-0.58,-0.18)
Add-on to MET+SU (CV181117[26]) 8.52 -0.68 (0.84) 79 8.17 -0.04(0.83) 73 —— -0.64 (-0.91,-0.37)
Add-on to TZD (CV181013[27]) 837 -1.02(1.02) 87 8.09 -0.19(1.02) 84 — -0.83 (-1.13,-0.53)
Add-on vs SU (CV181040[42)) 8.39 -0.87(0.92) 108 828 -0.14(0.91) 121 —— -0.73 (-0.97, -0.49)
Renal impairment (CV181062[43])) 8.56 -0.88(0.96) 30 8.17  -0.69(0.96) 40 — -0.19 (-0.64, -0.26)
Overall pooled 8.28 907 8.17 870 * -0.54 (-0.69, -0.40)
Female
Monotherapy (CV181063[36]) 8.10 -0.88(0.83) 122 8.10 -0.28(1.04) 124 —— -0.60 (-0.83, -0.37)
Monotherapy (CV181082[37]) 826 -0.36(0.90) 48 8.33 0(0.83) 42 —— -0.36 (-0.72, -0.00)
Add-on to INS+MET (CV181057[38]) 8.64 -0.77 (0.89) 181 866 -0.33(0.88) 81 —— -0.44 (-0.67,-0.21)
Add-on to MET (CV181014[39)]) 8.10 -0.66(0.93) 86 8.09 0.05(0.89) 80 — -0.71 (-0.99, -0.43)
Add-on to MET (CV181080[40]) 811 -0.56(0.77) 34 799 -0.14(0.77) 41 — -0.42 (-0.77,-0.07)
Add-on to MET (CV181064[41]) 790 -0.74(0.90) 142 791 -0.30(0.73) 146 — -0.44 (-0.63, -0.25)
Add-on to MET+SU (CV181117[26])) 8.13 -0.85(0.83) 48 8.18 -0.14(0.80) 54 — -0.71 (-1.03, -0.39)
Add-on to TZD (CV181013[27)) 834 -0.86(1.02) 96 828 -0.40(1.02) 96 — -0.46 (-0.75,-0.17)
Add-on vs SU (CV181040[42)) 856 -0.47(0.92) 142 8.57 0.27 (0.91) 143 —— -0.74 (-0.95, -0.53)
Renal impairment (CV181062[43])  8.38 -0.85(0.99) 51 8.02 -0.21(0.97) 43 — —-0.64 (-1.04, -0.24)
Overall pooled 8.29 950 8.23 850 L 2 -0.55 (-0.64, -0.47)
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Supplementary Figure 3. Mean treatment difference in change from baseline in A1C across geographic
region subgroups. A1C=glycated hemoglobin; CTL=control; INS=insulin; IV=inverse variance;
MET=metformin; SAXA=saxagliptin; SU=sulfonylurea; TZD=thiazolidinedione.

SAXA,5mg SAXA,5mg CTL CTL Mean treatment Mean treatment
Mean Mean change Mean Mean change difference in change difference in change
baseline from baseline  baseline from baseline from baseline (A1C, %) from baseline (A1C, %)
Study A1C,%  (SD), % N A1C, % (SD),% N IV, Random, 95% ClI IV, Random, 95% CI
North America
Monotherapy (CV181038[23]) 8.02 -0.82(0.84) 30 773 -0.45(0.84) 29 — -0.37 (-0.80, 0.06)
Add-on to INS+MET (CV181057[38]) 8.83 -0.64 (0.88) 59 862 -0.15(1.86) 33 —— -0.49 (-1.16, 0.18)
Add-on to MET (CV181014[39)) 8.06 -0.52(0.91) 103 8.00 0.42(0.87) 93 —— -0.94 (-1.19,-0.69)
Add-on to TZD (CV181013[27)) 823 -0.86(1.02) 79 8.05 -0.28(1.02) 80 — -0.58 (-0.90, -0.26)
Add-on vs SU (CV181040[42)) 844 -0.44(0.92) 38 8.58 0.08 (0.93) 41 — -0.52 (-0.93,-0.11)
Initial combo vs MET monotherapy ~ 9.94  -2.43(1.20) 53 946 —2.22(1.20) 49 — -0.21 (-0.68, 0.26)
(Cv181039[28))
Overall pooled 8.54 362 8.34 325 * -0.56 (-0.80, -0.32)
Europe
Monotherapy (CV181038[23]) 761 -058(0.84) 24 765 -0.36(0.84) 25 — -0.22 (-0.69, 0.25)
Add-on to INS+MET (CV181057[38]) 8.47 -0.69 (0.87) 122 8.74 -0.41(0.87) 56 —— -0.28 (-0.56, —0.00)
Add-on vs SU (CV181040[42]) 850 -0.77(0.93) 11 8.46 0093 12 —— -0.77 (-1.53, -0.01)
Initial combo vs MET monotherapy ~ 9.21  -2.39(1.20) 122 9.17 -1.97(1.20) 124 —— -0.42 (-0.72,-0.12)
(Cv181039[28))
Overall pooled 8.72 279 8.84 217 L 2 -0.35 (-0.53,-0.17)
Latin America
Add-on to INS+MET (CV181057[38]) 8.71 -1.15(0.87) 58 847 -0.52(0.87) 29 — -0.63 (-1.02, -0.24)
Add-on to MET (CV181014[39)]) 8.06 -0.93(0.89) 80 8.12 -0.24(0.88) 78 —— -0.69 (-0.97,-0.41)
Add-on to TZD (CV181013[27)) 856 -1.06(1.02) 40 8.18 -0.59(1.02) 40 —— -0.47 (-0.92,-0.02)
Add-on vs SU (CV181040[42]) 858 -0.75(0.93) 161 8.43 0.07 (0.92) 164 — -0.82 (-1.02, -0.62)
Initial combo vs MET monotherapy ~ 9.22  -2.92(1.21) 86 9.50 -2.37(1.20) 91 — -0.55 (-0.91,-0.19)
(Cv181039[28))
Overall pooled 8.63 425 8.59 402 * -0.70 (-0.83, -0.57)
Asia
Monotherapy (CV181038[23]) 829 -049(0.84) 15 8.15 0.31(0.84) 14 — -0.80 (-1.41,-0.19)
Monotherapy (CV181063 China[36]) 8.06 -0.97 (0.90) 169 8.05 -0.47(0.90) 159 —— -0.50 (-0.69, -0.31)
Monotherapy (CV181063 India[36]) 845 -0.78(1.09) 57 842 -0.15(1.10) 58 — —-0.63 (-1.03,-0.23)
Monotherapy (CV181063 Korea[36])) 7.56 -0.75(0.66) 17 7.80 0.32 (0.66) 21 — -0.43 (-0.85,-0.01)
Monotherapy (CV181063 Phillipines[36]) 8.38  -0.79 (0.89) 34 827 -0.47(0.88) 36 — -0.32 (-0.73, -0.09)
Add-on to INS+MET (CV181057[38]) 8.83 -0.58 (0.87) 35 8.75 0.06 (0.87) 15 — -0.64 (-1.17,-0.11)
Add-on to MET (CV181064 China[41]) 7.80 -0.70(0.88) 162 7.86 -0.48(0.84) 158 - -0.22 (-0.41,-0.03)
Add-on to MET (CV181064 India[41]) 8.24 -1.06 (0.76) 69 8.17 -0.35(0.76) 70 —— —-0.71 (-0.96, -0.46)
Add-on to MET (CV181064 Korea[41]) 7.75 -0.78(0.58) 44 788 -0.14(0.58) 51 — -0.64 (-0.87,-0.41)
Add-on to TZD (CV181013[27)) 838 -0.95(1.02) 64 8.40 -0.14 (1.02) 60 — -0.81 (-1.17,-0.45)
Add-on vs SU (CV181040[42)) 8.11 -0.36(0.93) 40 8.33 0.14 (0.93) 47 — -0.50 (-0.89, -0.11)
Initial combo vs MET monotherapy ~ 9.69  -2.29 (1.20) 45 995 -1.11(0.17) 49 — -1.18 (-1.53,-0.83)
(Cv181039[28)) -0.60 (-0.75, -0.44)
Overall pooled 8.20 751 8.23 738 *
Africa
Add-on to INS+MET (CV181057[38]) 8.97 -0.65(0.87) 26 869 -0.56(0.87) 16 —— -0.09 (-0.63, -0.45)
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