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Table 1 Baseline characteristics of subjects (n=106)

baseline characteristics

subject data

age (v) 652+12.8
duration of diabetes (y) 125+87
sex, male, n (%) 73 (68.9)
BMI (kg/m’) 265%55
HbAlc (%) 8111
CPI 16+1.0
eGFR (mL/min/1.73m’) 75.0%21.0
Number of antihyperglycemic drugs prior to imeglimin administration 31+12
drug naive.n (%) | 3(28
Ln (%) 7 (66)
2.n (%) 18 (17.0)
3n (%) 35 (33.0)
4n (%) 33 (3L.1)
51 (%) 9 (85)
6,n (%) 1 (09
antihyperglycemic drugs other than imeglimin
sulfonylurea, n (%) 40 (37.7)
glinide, n (%) 5 (47)
a-GLn (%) 11 (104)
metformin, n (%) 75 (70.8)
SGLT-2 inhibitor, n (%) 69 (65.1)
DPP-4 inhibitor, n (%) 55 (51.9)
GLP-IRA, n (%) 40 (37.7)
insulin, n (%) 33 (31.1)
metformin dose (mg)
500, n (%) 15 (20.0)
750.n (%) 3 (40
1000, n (%) 35 (46.7)
1500, n (%) 15 (200
2000, n (%) 6 ( 80)
2250, n (%) 1 (13

BMI, body mass index ; HbAlc, glycated hemoglobin ; CPI, C-peptide index ; eGFR, estimated
glomerular filtration rate ; «-GI, alpha-glucosidase inhibitor ; SGLT-2, sodium-glucose cotransporter
2 ; DPP-4, dipeptidyl peptidase-4 ; GLP-1RA, glucagon-like peptide-1 receptor agonists

Data are presented as mean = standard deviation or number (%).
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Table 2 Changes in HbAlc, fasting plasma glucose, BMI, liver function, and lipid metabolism before
and 3 months after imeglimin treatment

pre-treatment post-treatment p-value
HbAlc (%) 81+11 76+10 <0.001"
fasting plasma glucose (mg/dL) 1722+679 154.4+56.0 0.006"
BMI (kg/m’) 26.5%55 26.2+53 <0.001"
AST (IU/L) 253+127 225%+99 0.001"
ALT (IU/L) 292+222 245+16.7 <0.001"
platelet (x10"/uL) 241+72 255+85 <0.001"
FIB-4 index 15+09 14+09 0.019"
LDL cholesterol (mg/dL) 984+254 96.6 £28.5 0408
HDL cholesterol (mg/dL) 50.0+12.3 521+128 0.010"
TG (mg/dL) 1432+752 130.7 =624 0.019"

HbAlc, glycated hemoglobin ; BMI, body mass index ; AST, aspartate aminotransferase ; ALT, alanine
aminotransferase ; FIB-4, fibrosis-4 ; LDL, low density lipoprotein ; HDL, high density lipoprotein ; TG,
triglyceride

Data are presented as the mean +SD. Pre-and post-treatment measurements are compared by paired t-tests.

* : Indicates a statistically significant difference between time points.
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Table 3 Baseline characteristics of HbAlc, fasting plasma glucose, BMI, liver function, and lipid metabolism
in subjects who had received a DPP-4 inhibitor or GLP-1 RA as their previous therapy

DPP-4 inhibitor GLP-1 RA

group (n=55) group (n=40) p-value
HbAlc (%) 79+10 82=x11 0.221
fasting plasma glucose (mg/dL) 1786+73.6 165.7 +=62.6 0.373
BMI (kg/m”) 26152 272+56 0.329
AST (IU/L) 246+125 2561+133 0.866
ALT (IU/L) 275%20.1 294+250 0.671
platelet (x10'/uL) 249+71 251+78 0.436
FIB-4 index 1.6+09 14+09 0.536
LDL cholesterol (mg/dL) 94.7+233 102.3+28.1 0.155
HDL cholesterol (mg/dL) 492+11.3 506+13.8 0.587
TG (mg/dL) 1382+75.6 144.7 +62.6 0.659

HbAlc, glycated hemoglobin ; BMI, body mass index ; DPP-4, dipeptidyl peptidase-4 ; GLP-1RA, glucagon-
like peptide-1 receptor agonists ; AST, aspartate aminotransferase ; ALT, alanine aminotransferase ; FIB-
4, fibrosis-4 ; LDL, low density lipoprotein ; HDL, high density lipoprotein ; TG, triglyceride

Data are presented as the mean +SD. Data between groups are compared by student’s t-test. A p-value of

<0.05 was considered significant.
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Table 4 Changes in HbAlc, fasting plasma glucose, BMI, liver function, and lipid metabolism before
and after imeglimin in subjects who were receiving either a DPP-4 inhibitor or a GLP-1 RA

as their previous therapy

DPP-4 inhibitor GLP-1 RA

group (n=55) group (n=40) p-value
delta HbAlc (%) -05+06 -03+06 0.040"
delta fasting plasma glucose (mg/dL) -199+718 -17.1+60.1 0.837
delta BMI (kg/m’) -02+05 -0407 0272
delta AST (IU/L) —29+83 -1.7+638 0.443
delta ALT (IU/L) -40+119 -34+114 0.796
delta platelet (x10'/4L) 22=47 05+28 0.040"
delta FIB-4 index -02+04 00+03 0.049"
delta LDL cholesterol (mg/dL) -0.7+236 —-25+222 0.707
delta HDL cholesterol (mg/dL) 37+89 0.7+6.8 0.077
delta TG (mg/dL) —128+56.6 -92+497 0.743

HbAlc, glycated hemoglobin ; BMI, body mass index ; DPP-4, dipeptidyl peptidase-4 ; GLP-1RA, glucagon-
like peptide-1 receptor agonists ; AST, aspartate aminotransferase ; ALT, alanine aminotransferase ; FIB-
4, fibrosis-4 ; LDL, low density lipoprotein ; HDL, high density lipoprotein ; TG, triglyceride

Delta indicates the difference between the values post-imeglimin administration and pre-imeglimin

administration.

Data are presented as the mean +=SD. Data between groups are compared by student’s t-test.
* : Indicates a statistically significant difference between time points.
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Delta indicates the difference between the values post-imeglimin administration and pre-imeglimin
administration.
A p-value of <0.05 was considered significant.
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Correlation of factors affecting changes in HbAlc
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