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Supplementary Figure 1. Study design. FPG=fasting plasma glucose; HbA1c=glycated
hemoglobin; IR=immediate release; MET=metformin; XR=extended release.

Screening: | Open-label treatment period | | Double-blind treatment period |
Stable dose
MET IR/XR
21500 mg
for 8 wks Placebo +
— Dapagliflozin 10 mg/d +
Metformin IR
Open-label Saxagliptin 5 mg/d +
High Baseline HbA1c Dapagliflozin 10 mg/d — Dapagliflozin 10 mg/d +
8%—11.5%* + Metformin IR Metformin IR
Wk-18to Wk-16 Wk-10 Wk-2 Day1 Wk 24
Wk -17 T Primary Efficacy

Wk -10 and Wk -2 Randomization criteria
Qualification Check: | At Wk -2:

Exclude if FPG HbA1c 7.0%-10.5%
>270 mg/dL

*Cap at Screening: 50% of patients with HbAlc 8% —9%.
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Supplementary Figure 2. Patient disposition. AE=adverse event; DAPA=dapagliflozin;
MET=metformin; PBO=placebo; SAXA=saxagliptin
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Supplementary Table 1. Adjusted Mean Change From Baseline at 24 Weeks in HbA1c

Stratified by Baseline HbA1c Subgroup

Placebo add-on to
dapagliflozin plus

Saxagliptin add-on to
dapagliflozin plus

metformin metformin

Baseline HbA1c subgroup n=162 n=153
<8% (<64 mmol/mol)

Baseline mean (SD), % 7.29 (0.57) 7.36 (0.35)

[mmol/mol] [56 (6.2)] [57 (3.8)]

n? 95 82

Adjusted mean change from -0.05 -0.35

baseline, % [mmol/mol] [-0.5] [3.8]

Mean (95% CI) difference

saxagliptin vs placebo [mmol/mol]
8% to <9% (=64 to <75 mmol/mol)

Baseline mean (SD), %

[mmol/mol]

na

Adjusted mean change from

baseline, % [mmol/mol]

Mean (95% CI) difference

saxagliptin vs placebo [mmol/mol]
29% (275 mmol/mol)

Baseline mean (SD), %

[mmol/mol]

na

Adjusted mean change from

baseline (95% Cl), % [mmol/mol]

Mean (95% CI) difference

saxagliptin vs placebo [mmol/mol]

~0.30 (~0.52,-0.07)
[-3.3 (-5.7, -0.8)]

8.37 (0.28)
(68 (3.1)]
39
—0.33
[-3.6]

8.41 (0.25)
[68 (2.7)]
44
~0.63
[-6.9]

~0.30 (-0.63, 0.02)
[-3.3 (=6.9, 0.2)]

9.52 (0.33)
[81 (3.6)]
15
—0.26
[-2.8]

9.63 (0.50)
[82 (5.5)]
13
—1.21
[-13.2]

~0.95 (~1.48, —0.42)
[—10.4(-16.2, —4.6)]

Number of patients with baseline and week 24 values.
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Supplementary Table 2. Percentage change from baseline to week 24 in fasting serum

lipids

Placebo add-on to
dapagliflozin plus

Saxagliptin add-on to
dapagliflozin plus

metformin metformin
n=162 n=153
Total cholesterol
n? 142 139
Baseline mean (SD), mg/dL 195.5 (61.7) 191.1 (44.5)
Adjusted mean percentage 1.2(-1.6,4.1) -0.7 (-3.5, 2.1)
change from baseline (95%
Cl)
Saxagliptin vs placebo -1.9(-5.7, 2.1)
difference (95% CI)
LDL cholesterol
n? 142 139
Baseline mean (SD), mg/dL 108.8 (35.3) 106.1 (38.0)
Adjusted mean percentage 1.5(-2.7,5.9) -1.0(-5.1, 3.4)
change from baseline (95%
Cl)
Saxagliptin vs placebo -2.4 (-8.2, 3.6)
difference (95% CI)
HDL cholesterol
n? 142 139
Baseline mean (SD), mg/dL 48.3 (12.2) 48.2 (12.6)
Adjusted mean percentage 0.1 (-2.3, 2.5) 1.3 (1.1, 3.8)
change from baseline (95%
Cl)
Saxagliptin vs placebo 1.2(-2.2,4.7)
difference (95% CI)
Triglycerides
n? 142 139
Baseline mean (SD), mg/dL 206.5 (213.0) 193.4 (109.7)
Adjusted mean percentage 1.2(-4.7t07.4) -1.0 (-6.8, 5.2)

change from baseline (95%
Cl)

Saxagliptin vs placebo
difference (95% CI)

~2.1(~10.2, 6.6)
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HDL=high-density lipoprotein; LDL=low-density lipoprotein; LOCF=last observation carried
forward. ®Number of patients with baseline and week 24 LOCF results.
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