Table S1. Baseline characteristics of the participants in this study.

Variables Whole Cohort (1 = 82)
Male 38 (46.3%)
Age(years) 49.80 +12.18
BMI (kg/m?) 24.34 + 3.62
FPG (mmol/L) 10.6 +3.2
HbAlc (%) 84+2.1
FINS (uU/mL) 124+93
SLC22A1 rs628031
GG 49 (59.8%)
GA 32 (39.0%)
AA 1(1.2%)
SLC22A2 rs316019
AC 36(43.9%)
CC 46(56.1%)
SLC47A1 rs2289669
AA 5(6.1%)
AG 65 (79.3%)
GG 12 (14.6%)
SLC47A2 rs12943590
GG 29(35.4%)
AG 39(47.6%)
AA 14(17.1%)

Continuous variables were expressed as mean + SD and analyzed using t-test. Categorical variables
were expressed as 1 (%) and compared using the Pearson x?-test.

Table S2. Comparison of baseline characteristics of different genotypes of SLC22A1 rs628031 and
SLC22A2 rs316019.

Groups SLC22A1 rs628031 SLC22A2 rs316019
Chzzsc‘:il:i':ﬁcs GG GA/AA  p Value AC cC p value
Sex 0.749 0.557
Male 22 16 18 20
Female 27 17 18 26
Age
a _ 51.45+10.88 48.48+10.76 0.295 52.25+10.36 4898+11.09 0.176
Educational level 0.887 0.209
Level A 32 21 26 27
Level B 13 9 6 16
Level C 3 3 3 3
Smoking 0.709 0.053
Yes 13 10 14 9
None 36 23 7 22
Alcohol drink 0.025 0.588
Yes 1 5 2 4
None 48 28 34 42
Tea drink 0.281 0.740
Yes 30 24 23 31
None 19 9 13 15

Sweet 0.073 0.664
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Yes 23 9 15 21
None 26 24 17 29
TC(mmol/L) — 5.23+1.84 5.58 +1.48 0.368 523 +2.17 548 +1.24 0.539
TG(mmol/L) — 2.68 +2.08 3.02+2.01 0.469 2.79+2.15 2.84+1.98 0.911
HDL(mmol/L) — 1.29+£0.42 1.20+0.32 0.299 1.28 +0.39 1.23+0.38 0.615
LDL(mmol/L) — 3.26 £0.93 3.26 £0.83 0.983 3.42+0.81 3.13+0.93 0.148
ALT(U/L) — 3656 +21.21 37.76+2432 0815 3697+24.81 37.11+2053 0.978
AST(U/L) — 29.00+14.79 2836+16.33 0.856 30.28+15.80 27.51+15.03 0.423
Cr(umol/L) — 72.54+1696 73.61+2225 0.808 74.84+16.65 71.43+21.00 0.431
Bun(mmol/L) — 5.02+£1.38 5.38 £1.42 0.273 5.17+1.54 5.15+1.29 0.950
Continuous variables were expressed as mean + SD and analyzed using t-test. Categorical varia-
bles were expressed as N (%) and compared using the Pearson x>test. When the sample size was
less than 40 or the theoretical frequency was less than 5, Fisher exact test was used. Genetic associ-
ations were tested using a t-test. Level A, Junior secondary and below. Level B, High School /
Technical Secondary School. Level C, University and above.
Table S3. Comparison of baseline characteristics of different genotypes of SLC47A1 rs2289669 and
SLC47A2 rs12943590.
Groups SLC47A1 rs2289669 SLC47A2 rs12943590
Chzzscilrrilsetics AA/GG AG p value GG AG AA p value
Sex 0.631 0.118
Male 7 31 12 16 10
Female 10 34 17 23 4
Age 4992 +
a _ 52.29 £10.37 10.97 0.425 48.10+9.42 5292 £+11.68 48.21 +£10.26 0.136
Educational level 0.350 0.464
Level A 13 40 12 26 15
Level B 4 18 13 8
Level C 0 6 3 2
Smoking 0.888 0.027
Yes 5 18 7 8 8
None 12 47 22 31 6
Alcohol drink 0.193 0.438
Yes 0 6 1 3 2
None 17 59 28 36 12
Tea drink 0.521
Yes 11 43 0.911 17 28 9
None 6 22 12 11 5
Sweet 0.060 0.263
Yes 10 22 11 18 3
None 7 43 18 21 11
TC(mmol/L) — 477+212 553+155 0103 534+1.77 535+1.75 549+150 0.960
TG(mmol/L) — 3.08+2.09 275+2.05 0559 264+198 269+192 351+251 0.377
HDL(mmol/L) — 1.37+040 122+038 0.169 122+037 133+042 1.10+0.20 0.150
LDL(mmol/L) — 341+095 3.22+0.87 0446 347+1.06 3.11+0.72 325+092 0.271
36.20 = 36.35 =
ALT(U/M) — 40.50 + 26.48 0141 0.495 26.25 36.18 +20.35 40.86 +20.08 0.787
27.28 + 28.48 +
AST(U/) — 34.69 +17.83 14.45 0.084 1916 27.68 +11.68 32.14+15.95 0.651
Cr(umol/l) — 7329 +1743 72.88+ 0.941 6743+ 73.75+16.22 81.90+23.87 0.063
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Bun(mmol/1)

19.65 19.00

515+1.07 517+148 0973 473+132 535+124 557+1.88 0.114

Continuous variables were expressed as mean + SD and analyzed using t-test. Categorical varia-
bles were expressed as N (%) and compared using the Pearson x2-test. When the sample size was
less than 40 or the theoretical frequency was less than 5, Fisher exact test was used. Genetic associ-
ations were tested using a t-test. Level A, Junior secondary and below. Level B, High School /
Technical Secondary School. Level C, University and above.

Table S4. Genotypes of SLC22A1 rs628031 on the effect of metformin efficacy in subgroup analy-
sis.

Variables 2 Normal Weight Group Overweight Group
GG GA/AA F Value  p Value GG GA/AA F Value p Value
A30rec 0_'3,‘(221) _Of’ ﬁ)o 2 054  0.4690 _szz)o 2 0_3(32; 3.93 0.0541
N 0_.2,'(22; 04+02(11) 247 01256 0_‘;)/‘?2; 0_'20,'5’2; 2.02 0.1630
A60moAse 072'1174,1(62;) 0_.;).710?(11;) 0.05 08300 0_.?511??2; o_.105'327%(62?) 1.30 0-2604
A60s 0_3?9109(223) 0%8?5(51) 206 0.1615 01(1)'714?(322) ogggizﬁ) 207 0.1577
A60HOMA R 0_.2.7?;;?23) 0_‘252(11; 009 07641 o_.gg,)?zz) 0_.(5)‘637?(52; 0.49 0.4876
A60HOMAS 097';;7('22) 095‘67;,1( 111) 3.38 0.0755 0%;;*2 ;2) 0_07?;9( 2i1) 414 0.0483
aContinuous variables were expressed as mean + SD, (N) and analyzed using t-test. Non-normally
distributed variables, such as FINS, HOMA-IR, and HOMA-IS, were converted to normally dis-
tributed variables and analyzed. Genetic associations were tested using regression analysis.
Table S5. Genotypes of SLC22A2 rs316019 on the effect of metformin efficacy in subgroup analy-
sis.
A30rrc 0__2"?1; —02+02,20) 021 0.6472 _szil)o 2 0_8"52;) 1.03 0.3164
A60rrG 0‘2(31;) -03+02,20)  0.89 0.3532 o_.g,'(él;) 0_3(52; 2.35 0.1327
A(60-30)rre o_f4%8(01;) o_.fé(s(lzg) 145 02371 0_.?'319(,)(6;) 0_10924(522) 0-59 04464
A60mNs 0_.2'9194,1(012) 072’6%??1; 0.12 07357 0__25,?(223) 09525,9(22) 278 0.1052
A60HOMAR o_g 5‘;7(71; o_.g 3268(51; 100 03241 0T2i57?(62§) 0_27317(72;) 1.06 0.3087
A60HOMATS o%ggi 11‘5) O%iii 1i8) 1.71 0.2009 0%;1232 ;0) 0.07'2;% 22) 483 0.0336

aContinuous variables were expressed as mean + SD, (N) and analyzed using t-test. Non-normally
distributed variables, such as FINS, HOMA-IR, and HOMA-IS, were converted to normally dis-
tributed variables and analyzed. Genetic associations were tested using regression analysis.



Table S6. Genotypes of SLC47A2 rs12943590 on the effect of metformin efficacy in subgroup

analysis.
Variables 2 Normal Weight Group Overweight Group
GG AG AA  FValue pValue GG AG AA  FValue p Value
A30krs o_?ﬁ;) 0_3(31; (;(;3(’;) 21201371 0_3(21; 0_3(32; (;(;3(’;) 064 0.5520
A60kr 0_.20,'(213) 0_.20,'(312) (;ijsi) 049 06189 0—.;),.(31; o_.gfzz) 6%,5(; 120 0.3105
. L L R P SR
A60rbALe 0_.10::5%?(513) 0_.105'311?(512) 5.03'5;,9(5 175 01931 o_.fézz?(llz) 0_.;);129%?2; (;.01.12;(2;) 005 05714
A60mNs o.oziéiii) 0_23118?12) 60522?5 217 01320 o.()zigg,z(lié) 0_.2'914??;) o?élzllzs?(z) 156 0.2237
Ab0koMA IR 0724142,(51; 07(5)'1%15,(612) (;.07'82,?25) 197 01568 0_.;).123??12) 0_.2569?(9;) (;.Oéggig) 228 01158
Ab0HoMAs O(E)Sgéilil) 096537,5212) 1(.)5532(2) 040 0.6709 o.()éggilié) 0%3,?2?) 01801350(2) 144~ 0.2500

aContinuous variables were expressed as mean + SD, (N) and analyzed using t-test. Non-normally
distributed variables, such as FINS, HOMA-IR, and HOMA-IS, were converted to normally dis-
tributed variables and analyzed. Genetic associations were tested using regression analysis.



