Supplementary Figures

Supplementary Figure 1. Risk of bias summary: risk of bias item for each included RCT according to

Cochrane Risk-of-Bias Tool

Baker 2017 (inTandem4)

Bode 2017

Buse 2018 {inTandem1)]

Danne 201 8(inTandem?)

Garg 20 F{inTandema3)

. . . . . . Selective reporing (reporting bias)

'.' '.' ' l. l. . Blinding of autcame assessment (detection bias)
. . . . . . Incomplete outcome data (attrition hias)
® OO M| M| oternias

® S ® | ® | ® @ | blinding of patticipants and personnel (performance bias)

. . . . . . Fandom sequence generation (selection hias)
'.' '.' . . .I . Allocation concealment (selection hias)

Sands 2015




Supplementary Figure 2. Risk of bias graph: each risk of bias item is presented as percentages across

all included RCTs.
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Supplementary Figure 3.

Panel A Funnel plot of comparison: HbAlc(%) outcome: HbAlc(%).
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Panel B Funnel plot of comparison: Fasting plasma glucose (FPG; (mg/dL) outcome: FPG(mg/dL).
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Panel C. Funnel plot of comparison: 2-hr postprandial plasma glucose(PPG) for outcome: 2hr-PPG.
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Panel D. Funnel plot of comparison: % time-in-range (70-180 mg/dL) for outcome: % time-in-range
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Panel E. Funnel plot of comparison: total daily insulin dose, outcome: total daily insulin dose(% change)
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Panel F. Funnel plot of comparison: basal daily insulin dose, outcome: basal daily insulin dose(% change)
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Panel G. Funnel plot of comparison: bolus daily insulin dose, outcome: bolus daily insulin dose(% change)
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Panel H. Funnel plot of comparison: body weight changes, outcome:

body weight changes(%)
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Panel 1. Funnel plot of comparison: sys BP, outcome: sys BP(mmHQ)
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Panel L. Funnel plot of comparison:

eGFR changes, outcome: eGFR changes(ml/min/1.73 m2)
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Panel M. Funnel plot of comparison: urinary A/C ratio, outcome: albumin/creatinine ratio(mg/g).
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Panel N. Funnel plot of comparison: severe hypoglycemia, outcome: severe hypoglycemia.
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Panel O. Funnel plot of comparison: hypoglycemia, outcome: hypoglycemia (events per patient-year).
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Panel P. Funnel plot of comparison: urinary tract infections, outcome:

_SE(oulRR]

urinary tract infections.
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Panel Q. Funnel plot of comparison: genital tract infections, outcome: genital tract infections.
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Panel R. Funnel plot of comparison: diarrhea, outcome: diarrhea
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Panel S. Funnel plot of comparison: MACE, outcome: MACE
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Supplementary Figure 4. Forest plot of comparison: Sotagliflozin, outcome: Continuous Glucose

Monitoring (CGM) parameters.

Panel A: outcome: time-in-range (%)

Mean Difference

Mean Difference

Study or Subgroup Weight N, Random, 95% CI IV, Random, 95% CI

7.1.1 Sotagliflozin 200 mg

Buse 2018 {inTandem1) 18.2% 204315, 9.23] T

Canne 201 8(nTandem2) 11.0% 841 [011,16.93] -

Subtotal (95% Cl) 29.2% 4.90[-0.11, 9.91] -
Heterogeneity: Taw®= 0.00; ChiF=1.00, df=1 (P =032} F= 0%

Test for overall effect £=1.92 (P = 0.0/

7.1.2 Sotagliflozin 400 mq

Bode 2017 21.8% 1110564, 16.96] — =
Buse 2018 {inTandem1) 17.7% 10329 [4.07 16.71] - &
Canne 201 2{nTandem2) 19.8% 13.34[7.49 19.21] - &
Sands 2015 11.59% 11.80[3.50, 20.10] -
Subtotal (95% CI) 70.3% 11.67 [8.54, 14.79] 4
Heterogeneity, Taw®= 0.00; Chi*= 052, df= 3 (P = 0.92);, F= 0%

Testfor overall effect £=7.31 (P = 0.00001)

Total (95% Cl) 100.0% 09.73 [6.66, 12.81] S
Heterogeneity: Tau®= 3.50; Chi*= 6.6, df=5(F =0.26), F= 24% —ilil —1'III 3 1'III E'IZI

Test for overall effect £=6.21 (P = 0.00001)

Testfor subagroup differences: Chif=505 df =1 (FP=002, F=80.2%

Panel B: outcome: average daily glucose (mg/dL)

Mean Difference

Favours control

Favours sotagliflozin

Mean Difference

Study or Subgroup Weight I, Random, 95% Cl I, Random, 95% Cl
5.1.1 Sotagliflozin 200 mg

Buse 2018 {inTandem1) 22.2% -4 .90 F16.03, 6.23] — =1
Canne 201 8(inTandem2) 17.6% 11,92 [F24.897,1.13] I R
Subtotal (95% CI) 39.8% -1.85[-16.32, 0.61] -
Heterogeneity: Tau®= 0.00; Chi*=0.64, df=1(F=0.42);, F= 0%

Test far overall effect £=1.82 (F=0.07)

5.1.2 Sotagliflozin 400 mg

Buse 2018 {(inTandem1) 17.8% -17.40 3063, -4.37] - &

Danne 201 8(inTandem2) 26.3% -21.20[30.97F, -11.43] — &

Sands 2014 16.4%  -19.90[-33.895, -6.29] =

Subtotal (95% CI) 60.2% -19.39[-26.63, -13.09] .

Heterogeneity: Tau®= 0.00; Chi*=0.20, df= 2 (P =0.91); F= 0%

Test far overall effect: 2= 574 (F = 0.00001)

Total (95% CI) 100.0% -15.09[-21.40, -83.79] .
Heterogeneity: Tau®=14.50; Chi*= 5496, df =4 (F=0.23) F=28% —E:IZI —1'II| a ‘I'IZI E'EI

Test far overall effect: 2= 4. 69 (F = 0.00001)

Test for subgroup differences: Chif= 472, df=1 (P=0.03), F=F5.8%

Favours sotagliflozin

Favours control



Panel C: outcome: Standard Deviation (SD) around average daily glucose (mg/dL)

Study or Subgroup Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
N, Random, 95% CI

6.1.1 Sotagliflozin 200 myg

Buse 2018 {inTandem1) 21.8%
Danne 201 8(nTandemz) 18.4%
Subtotal (95% CI) 40.1%

-1.02 [-9.40, 7.36]

-3.57 [15.99,-0.75]
5.25 [-13.92, 3.41]

Heterogeneity: TauwF=18.19; Chi®=1.96, df=1{P=016); F= 49%
Test far overall effect: Z=119{F =0.23)

6.1.2 Sotagliflozin 400 mg

Buse 2018 {inTandem1) 23.9%
Danne 201 3(nTandem:?) 21.8%
Sands 2015 14 4%
Subtotal (95% CI) 59.9%

1010 [F20.41, 0.21]
-1.76 [-12.81, -2.71]

-6.60[-14.99,1.39]
-r 491591, 0493]

——oami—

Heterogeneity: Tau®=0.00; Chi*= 028, df= 2 (P =087 F=0%
Test far overall effect: £=3.01 {F = 0.003)

Total (95% CI) 100.0%

Heterogeneity: Tau®= 0.00; Chi*= 2. 68, df= 4 (P =061 F=0%
Test for overall effect £=3.35 (F = 0.000&

-6.68 [-10.59, -2.77]

-:--
-

20

Test for subagroup differences: Chi*=0.24, df=1{P=062), F=0%

Favours sotagliflozin

10 0 10 20
Favours placebo

Panel D: outcome: mean amplitude of glucose excursion (MAGE) (mg/dL)

Mean Difference

Mean Difference

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
31.1.1 Sotagliflozin 200 mg

Buse 2018 (inTandem1) 233% -4.50 [-24.40,15.40] - =
Danne 201 2{inTandem:2) 191% -24.00[45.44, -2.56] =

Subtotal (95% CI) 41.4%  -13.82[-32.92,5.27] -*-'-
Heterogeneity: TauwF=78.7%; ChiF=1.71, df=1{(F=014}; F=41%

Test for overall effect £=142 (P=0.18)

31.1.2 Sotagliflozin 400 mg

Buse 2018 (inTandem) 234% -21.487 4097 -217] —_—

Danne 201 2{inTandem:2) 21.4% -2374[44.01,-3.47] —_—

Sands 2014 13.8% -2Ta80[5276,-2.24] =

Subtotal (95% CI) hB.6% -23.76[-36.01,-11.50] -~
Heterogeneity: TauF=0.00; ChiF=013,df= 2 (P =084 F=0%

Test for overall effect: = 3.80 (P =0.0001)

Total (95% CI) 100.0% -19.52[-28.91, -10.14] -'-
Heterageneity: Tau®= 0.00; Chi*= 2.95, df=4 (P =0.57); F=0% —éEI —iﬁ ] 2-5 E'III

Test for overall effect: £=4.08 (P = 0.0001)

Test for subgroup differences: Chif=0.74, df=1 (P =039, F=0%

Favours sotagliflozin

Favours contral

[N



Supplementary Figure 5. Forest plot of comparison: Sotagliflozin, outcome: Daily total, basal and

bolus insulin dose (%) changes from baseline.
Panel A: outcome: daily total insulin dose (%0)

Mean Difference

Study or Subgroup Weight N, Random, 95% CI

Mean Difference

N, Random, 95% CI

8.1.1 Sotagliflozin 75 mg

Baker 201 F{inTandem4) 1.5%
Subtotal (95% CI) 1.5%
Heterogeneity: Mot applicahble
Testfor overall effect: Z=0.35 (P = 0.7

-2.80[-15.54,12.94]
-2.80 [-18.54, 12.94]

8.1.2 Sotagliflozin 200 mg

Baker 201 F{inTandem4) 3.2% -2.00[-12.33, 8.33]

Buse 2012 (nTandem1) 18.5% -810[F11.22,-4.93]
Danne 201 8(nTandem2) 17.1% -6.26 [-9.64, -2.88]
Subtotal (95% CI) Fa.7% 701 [-9.24, -4.7TT7]

Heterageneity: Tau®= 0.00; Chi==1.96, df= 2 (P = 0.46);, F= 0%

Testfor overall effect: Z=6.14 (P = 0.00001)

8.1.73 Sotagliflozin 400 mg
Baker 201 F{inTandeama4) 2.9%
Bode 2017 3.6%

-13.30 24 .25, -2.32]
-5.90 [F15.57, 3.77]

Buse 2012 (nTandem1) 19.7% -12.70[F15.61,-9.79]
Danne 201 8(nTandem2) 10.4% -B18[F13.24,-3.12]
Garg 2017 (inTandem3) 20.8% -9.F0[F12.42,-6.93]

Sands 2015 2.4%
Subtotal (95% CI)

-14.60 [-26.56, -2.64]
59.8% -10.70[-12.47, -3.92]

Heterogeneity: Tau®= 0.00; ChiF=4.859, df=5{FP =042, F= 0%

Test for overall effect: Z=11.82 (F = 0.00001)

Total (95% CI) 100.0%  -8.99 [-10.93, -7.05]

Heterageneity: Tauw®= 2.77, ChiF=1349, df=9(F =014}, F=33%

Test for overall effect: Z=9.08 (P = 0.00001)

Testfor subdroup differences; Chi*= 707, df= 2 {(P=0.030 F=71.7%

Panel B: outcome: daily basal insulin dose (%0)

Mean Difference

Studhy or Subgroup WWeight N, Random, 95% CI

e —

ry

ry

<>

=20 -10

Favours sotagliflozin

Mean Difference
N, Random, 95% CI1

]

10 20

Favours control

9.1.1 Sotagliflozin 75 mg

Baker 201 F{inTandeam4) 1.8%
Subtotal (95% CI) 1.8%
Heterogeneity: Mot applicable

Test for overall effect: Z=0.09 (F = 0.93)

0.70[15.04, 15.44]
0.70 [-15.04, 16.44]

9.1.2 Sotagliflozin 200 ma

Baker 201 FlinTandema) 1.89% -0.40 [15.48, 14.68]
Buse 2018 (inTandem1) 17.8% -7.60[12.59,-2.61]
Danne 201 8dnTandemz) 12.4% -6.70 [-12.68, -0.72]
Subtotal (95% CI) 32.1% -6.82 [-10.53, -3.10]

Heterogeneity: Tau== 0.00; Chi*=0.79, df= 2 (P =067, F= 0%

Test for overall effect: Z= 3. 60 (F = 0.00032)

9.1.3 Sotagliflozin 400 mg
Baker 201 F{inTandema4)
Bode 2017

Buse 2013 {inTandeam1)

T -7.00 [21.42, 7.47]
5.79% -3.F0[12.53, 5.13]
17.7% -11.80 [16.20, -6.20]

Danne 201 8dnTandemz) 12.4% -6.70 [12.67,-0.73]
Garg 201 FinTandem3) 252%  -9.90[-14.09,-571]
Sands 2015 2.0% -2.560 [14.89, 9.59]
Subtotal (95% CI) 66.1% -8.86 [-11.45, -6.27]

Heterogeneity: Tau== 0.00; Chi*=4 .44, df=5 (P =0.49% F= 0%

Testfor ovarall effect: Z=6.71 (F = 0.00001>

Total (95% CI) 100.0% -8.03 [-10.14, -5.93]

Heterogeneity: Tau®== 0.00; Chi*= 7.22, df=9 (P =0.61), F= 0%

Testfor overall effect: 2= 7.483 (F = 0.000013>

Testfor subgroup differences: CThi®==1 .99, df= 2 (FP=0.271 F= 0%
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Panel C: outcome: daily bolus insulin dose (%0)

Mean Difference

Mean Difference

Study or Subgroup Weight I, Random, 95% CI IV, Random, 95% CI
10.1.1 Sotagliflozin 75 mg

Baker 201 riinTandem4) 3.2%  -4.00[20.486, 12.56] -
Subtotal (95% CI) 3.2% -4.00 [-20.56, 12.56] ——e———
Heterogeneity: Mot applicahle

Test for overall effect. £=0.47 (P =0.64)

10.1.2 Sotagliflozin 200 mg

Baker 201 riinTandem4) 6% -1.20[F16.681, 14.21] -

Buse 2018 {inTandem1) 25.5% -5.80 1001, -0.99] —&—
Danne 201 8{inTandem2) 181% -FT0[F13.61,-1.79] — =
Subtotal (95% CI) 47.3% -6.05 [-9.54, -2.56] <4
Heterogeneity: Tau®= 0.00; Chi*=0.74, df=2 (P = 0.69); F=0%

Test for overall effect: £= 3.40 (F = 0.0007)

10.1.3 Sotagliflozin 400 mg

Baker 201 ri{inTandem4) 32%  -13.60[F29.99, 2.749]

Bode 2017 21% -5.60[15.48, 4.28] — 1
Buse 2018 {inTandem1) 25% -1560[F2518,-6.02] e

Danne 201 8{inTandem2) T2% 12102263, -1.487] e —

Garg 201 F{inTandem3 2002% -12.30[F17.74,-6.86] — =

Sands 2014 23% -2960[-4507,-6.13] 4 -

Subtotal (95% CI) 49.6% -12.38 [-16.15, -8.61] 3
Heterogeneity: Tau®=0.00; Chi*=4.04, df=59(F=0.94); F=0%

Test for averall effect 2= 6.43 (P = 0.000013

Total (95% CI) 100.0%  -9.14 [-12.17, -6.12] L 2
Heterogeneity: TauF=4.02; Chi*=10.94, df =9 (F=0.28); F=18% —ilil -“IIIII 3 1'I:| E'III

Test for averall effect: £= 593 (P = 0.000013

Test for subaroup differences: Chi*T=617, df= 2 (P=0.05), = 67.6%
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Supplementary Figure 6. Forest plot of comparison: Sotagliflozin, outcome: daily urinary

glucose excretion (UGE) (g/24 hr)

Mean Difference
Study or Subgroup Weight NN, Random, 95% CI

Mean Difference
I, Random, 95% CI

35.1.1 Sotagliflozin 75 mg

Baker 2017 {inTanderm4) 205%  41.70[22.81, B0O.59)
Subtotal (95% CI) 20.5% 41.70[22.81, 60.59]

Heterageneity: Mot applicahle
Test far averall effect: £=4.33 (F = 0.0001)

35.1.2 Sotagliflozin 200 mg

Baker 201 7(inTandem4; 18.3% &Y. 70[38.03, 77.37]
Subtotal (95% CI) 19.3% 5&7.70[38.03, 77.37]

Heterageneity: Mot applicable
Test for overall effect: £= 575 (F = 0.00001)

35.1.3 Sotagliflozin 400 mg

Baker 2017 {inTanderm4) 18.6% 7F0.70[50.51, 90.85]

Sands 20145 41.6% G0.00[49.76, 70.24]
Subtotal (95% CI) 60.2% 62.19[53.06, 71.32]

Heterogeneity: Tau®=0.00; Chi®=0.86, df =1 (F=0.34); F=0%

Test for overall effect: £=13.35 (P = 0.00001)

Total (95% CI) 100.0% 57.79[47.72, 67.87]

Heterageneity: Tau®= 26.23 Chi*= 4593, df= 3 (P =0.21); = 34%

Test far averall effect: £=11.24 (P = 0.00001)

Test for subagroup differences: Chit= 3.67, df=2 {(P=016), F=455%
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Figure 7. Forest plot of comparison: Sotagliflozin vs. placebo, outcomes: eGFR changes over
week 0-52: pooled analysis of inTandem1 and inTandem?2 trials

Panel A: outcome: eGFR changes from baseline during week 0-24 (ml/min/1.73m?)

Mean Difference Mean Difference
Study or Subgroup Weight IV, Random, 95% Cl IV, Random, 95% Cl
50.1.1 Sotagliflozin 200 mg
Buse 2018 {inTandem1) 220% -246 412, -0.80] — =
Canne 201 &3{inTandemz) 28.0% -2.32[3.80,-0.84] —
Subtotal (95% CI) 50.0% -2.38[-3.49,-1.28] -

Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 (F= 080} F= 0%
Testfor overall effect £= 4. 23 (P = 0.0001)

50.1.2 Sotagliflozin 400 mg

Buse 2015 {inTanderm1) 220% -2.71[-4.38,-1.04] —
Danne 201 8{nTandemz) 280% -2.897[-4.44 -1.50] —
Subtotal {95% CI) 50.0% -2.86[-3.96, -1.75] B

Heterogeneity: Tau®=0.00; Chi*=0.048, df=1 (F=0.82) F=0%
Testfor overall effect £=45.07 (F = 0.00001)

Total (95% CI) 100.0% -2.62 [-3.40, -1.84] <&

Heterogeneity; Tau®= 0.00; Chi*= 042, df= 3 (P = 0.94) F= 0% ji 12 ] 21 ji
Test far overall Eﬁec_t: f=FA4aT7 (P : 000001 Favours sotaglifiozin Favours contral
Testfor subdgroup differences: Chi*=0.35,df=1 (P =059, F=0%

Panel B: outcome: eGFR changes from baseline during week 24-52 (ml/min/1.73m?)

Mean Difference Mean Difference
Study or Subgroup Weight IV, Random, 95% CI I, Random, 95% CI
51.1.1 Sotaghflozin 200 mg
Buse 2012 (inTandem1) 23.0% 1.18[-0.48, 2.84] =
Danne 201 8(nTandemz) 2T.0% 012 [-1.36, 1.60] T
Subtotal (95% CI) 50.0% 0.59 [-0.52, 1.69]

Heterogeneity Tau®=0.00 Chif= 087, df=1({(F=039) F=0%
Test for overall effect £=1.04 (P = 0.30)

51.1.2 Sotaglflozin 400 mg

Buse 2018 (inTandem?y  22.8% 163 [0.04,3.30] =
Danne 2018(inTandem?)  271%  2.30[0.83 377 ——F
Subtotal (95% CI) 50.0%  2.01[0.90, 3.11] .

Heterogeneity: Taw®= 000 Chi®= 0345, df=1{(F=059) F= 0%
Test for overall effect £=3.86 (F = 0.0004)

Total (95% CI) 100.0% 1.30 [0.35, 2.25] -l
Heterageneity: Tau®= 0.30; Chi*=4.39, df= 3(P=0.22) F= 32% 52 *:I ] ,i 25
Test for overall effect £=2.65 (P = 0.007)

Test for suboroup diferences: Chif= 317, df=1 (P =008, F=63.5%

Favours control  Favours sotagliflozin
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Supplementary Figure 8. Meta-regression analysis: regression plot of the effect of initial HbAlc(%) (panel
A) and of changes in daily basal insulin dose(expressed as 1U/d) from baseline (panel B) in relation to the risk
(expressed as log risk ratio) of diabetic ketoacidosis (DKA). Each circle represents one comparison group, with

the size of each circle representing the weight given to the group in meta-regression.
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Supplementary Figure 9. Forest plot of comparison: Sotagliflozin, outcome: diarrhea and volume
depletion events

Panel A: outcome: diarrhea

Risk Ratio Risk Ratio
Stuchy or Subgroup Weight M-H. Random, 95% CI M-H, Random, 95% I
18.1.1 Sotagliflozin 75 mqg
Baker 201 F{inTandem4) 1.1% oO12[001,2.77] +
Subtotal (95% CI) 1.1% 0.12 [D.01, 2.77] e ———
Total events
Heterogeneity: Mot applicable
Test for overall effect: £=1.32(F=0.19)
18.1.2 Sotagliflozin 200 mg
Baker 201 Fi{inTandem4) 1.58% 0.34 [0.02, 5.07]
Buse 2018 {inTandem1) 20.0% 1.25[0.89, 2.63] I L
Cranne 201 8dinTandem) 9.1% 1.481[0.49, 4.51] S e —
Subtotal (95% CI) 30.6% 1.23 [0.67, 2.25] -

Total events
Heterogeneity: Tauw® = 0.00; Chi*r=098, df=2 (FP=061); F= 0%
Test for overall effect. £=0.67 (P = 0.50)

18.1.5 Sotagliflozin 400 ma

Eaker 201 T(inTanderm4) 1.5% 0.34 [0.02, 5.07]
EBode 2017 1.2% 5.11 [0.25, 103.51]

Buse 2018 (inTanderm1) 21.3% 1.53[0.74, 3.17] —-—
Danne 201 8¢nTandem2) 12.1% 1.86 [0.71, 4.85] -
Garg 201 7(inTanderm3) 30.9% 1.82 [1.00, 3.33] — -
Sands 2015 1.1 % 3.18[0.14, 72.75]

Subtotal (95% CI) 63.2% 1.72 [1.15, 2.57] -

Total events
Heterogeneity: Tau®= 0.00; Chi*=219, df=58 (P =082, F=0%
Testfor overall effect. £=2.62 (F = 0.009)

Total (95% CI) 100.0% 1.50 [1.08, 2.10] L
Total events

Heterogeneity: Tauw® = 0.00; Chif=6.49, df=9 (P =0.689); = 0%
Testfor overall effect: 7= 2.39 (F=0.02)

Testfar subgroup differences: Chif= 3.33, df= 2 (F=019), F= 40.0%

1 1 1 1
0.01 0.1 1 10 100
Higher with contral Higher with sotagliflozin

Panel B: outcome: volume depletion events

Risk Ratio Risk Ratio
Study or Subgroup Weight M-H, Random, 95% CI M-H, Random, 95% CI
44_1.1 Sotagliflozin 75 mqg

Baker 201 FinTanderm4d) 4.8% 1.08 [0.05, 24.96]
Subtotal (95% CI) 4.8% 1.08 [0.05, 24.96] ———*———
Toatal events

Heterogeneity: Mot applicable
Test for overall effect: Z=0.05 (P = 0. 963

44.1.2 Sotagliflozin 200 mag

Baker 201 FlinTandem4) 4.0% 1.08 [0.05, 24.96]
Buse 2015 (inTandem13 20.2% Z.04 [0.44, 9.45] -
Danne 201 8(nTanderm2) 10.7% 2.97 [0.36, 24.37]

Subtotal (95% CI) 35.7% 2.09 [0.66, 6.64] e

Total events
Heterogeneity: Tau®= 0.00;, ChiT=0.28, df=2 (P=0.87), F= 0%
Test for overall effect: Z2=1.26 (F=0.21)

44 .13 Sotagliflozin 400 mg

Baker 201 F{inTandema) 4. 8% 1.08 [0.05, 24 .96]

Bode 2017 6.3% 1.02 [0.07F, 15.84]

Buse 2018 {inTandem1) 16.7% 1.02 [0.19, 5.51]

Danne 201 8{nTandem2) 5.2% 246 [0.12, 50.91]

Garg 201 F(inTandem3) 21.5% 6.54 [1.48, 28 86] -
Sands 2015 4. 8% 318 (014, T2.75] +
Subtotal (95% CI) 59.5% 2.38 [0.97, 5.82] el
Total events

Heterogeneity: Tau®= 0.00; ChiT= 349, df=5 (P =0.63);, F= 0%

Test for overall effect: Z2= 1 .90 (F = 0.06)

Total (95% CI) 100.0% 2.19[1.10, 4.36] el

Total events

Heterogeneity: Tau®= 0.00; Chi= 3.99, df=9 (P =0.91), F= 0%
Test for overall effect: 2= 2. 23 (P =0.03)

Testfor subdroup differences: Chi*= 023, df= 2 (F =089, F=0%

0.0z 0.1 1 10 50
Higher with control  Higher with sotaaliflozin




Supplementary Figure 10. Forest plot of comparison: Sotagliflozin, outcome: incidence of acidosis-related
and of major adverse cardiovascular events (MACE).

Panel A: outcome: acidosis-related adverse events

Risk Ratio Risk Ratio
Study or Subgroup Weight M-H, Random, 95% CI M-H, Random, 95% CI
50.1.1 Sotagliflozin 75 mg
Baker 201 F{inTandeam4a) 249 1.08 [0.05, 24 95]
Subtotal (95% CI) 2.4% 1.08 [0.05, 24.96] e —
Total events
Heterogeneity: Bot applicable
Test for overall effect: 2= 0.05 (F = 0.9E6)
50.1.2 Sotagliflozin 200 mg
Baker 201 F{inTandeama4) 24% 1.08 [0.05, 24 9F]
Buse 2018 {(inTandeam1) 18 5% 285113, 7.22] e E—
Danne 201 8(inTandem2) 5 6% 2274 [3.09,167.11] »
Subtotal (95% CI) 26.6% 4.58 [0.89, 23.51] e —

Total events
Heterageneity: Tauw®=1.17, ChiT=4.599, df=2 (P =0.10), IF= 596%
Testfor overall effect: Z=1.82 (F =0.07)

50.1.F Sotagliflozin 400 mg

Baker 201 FlinTandem4 oA 1.08 [0.05, 24 96]
Bode 2017 2.4% 0.34 [0.01, 8.14]

Buse 2018 (inTandem1) 21.2% 367 [1.60, 8.39] —

Canne 201 2{inTandem2) 10.0% 14.71 [3.55, B0.94] _—
Garg 201 FlinTandem3) 37.2% 3.55 [2.09, 6.02] —-—

Sands 2015 2T 520 [0.27, 102.49] >
Subtotal (95% CI) 71.0% 3.94 [2.18, 7.13] e

Total events
Heterageneity: Tauw®=0.13, ChiT=6.98, df =5 (P = 0.259), IF= 24%
Test for overall effect: £2=4.94 (F = 0.000013

Total (95% CI) 100.0% 3.85[2.33, 6.36] -“-
Total events

Heterogeneity: Tau==0.13; ChiT=11.64, df=9 (P =0.23); F= 23%
Test for averall effect: Z=5.26 (F = 0.000013

Testfor subagroup differences: Chi®= 068, df= 2 (P=0.71), F= 0%

0.01 0.1 1 10 100
Higher with contral Higher with sotaglifiozin




Panel B: outcome: major adverse cardiovascular events (MACE)

Risk Ratio Risk Ratio
Study or Subgroup Weight M-H, Random, 95% CI M-H, Random, 95% CI
22.1.1 Sotagliflozin 75 myg
EBaker 201 F{inTandam4) rlot estimahble
Subtotal (95% CI) Mot estimable
Total events
Heterogeneity: Mot applicable
Test for averall effect: Mot applicable
22.1.2 Sotagliflozin 200 mg
Baker 201 FiinTanderm4) Mot estimahble
Buse 20182 {(inTandem1) 473.8% 1.02 [0.26, 4.01] —*—
Danne 201 &8{inTandeam) 17.8% 1.48 016, 14.11] -
Subtotal (95% CI) 61.6% 1.13 [0.35, 3.64] -‘-

Total events
Heterogeneity: Tau== 000, Chi*T= 008, df=1 (F=0.78), IF= 0%
Test for averall effect: £= 0.20 (F = 0.84)

22.1.57 Sotaglifozin 400 mg

Baker 201 FlinTanderm4) Mot estimahble

Bode 2017 ot estimable

Buse 2018 {inTandem1) 17.8% 017 [0.02,1.62] -

Danne 201 8{nTandamZ) 10.6% 3.45[018, 66.24]

Garg 201 F{inTandem3) 10.1% 5.032 [0.24,104.55] *
Sands 20145 Mot estimahle

Subtotal (95% CI) 38.4% 1.18 [D.12, 11.45] e —

Total events
Heterogeneity: Tau®= 209, ChiT=415, df=2(F=013), F= 52%
Testfor overall effect: Z=0.14 (F = 0.88)

Total (95% CI) 100.0% 1.06 [0.40, 2.32]
Total events

Heterogeneity: Tau®= 008, Chi*T= 425 df=4 (F=0.37), IF= 6% I 1 T 1 |
Testf Il effect: Z=0.11 (P = 0.91 0.0 o1 1 10 100

estior overall & EC_' - ‘ - ) Higher with control Higher with sotagliflozin
Testfor subaroup differences: Chif=0.00, df=1 {(F = 0971, F= 0%




