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[FZE] BH - 1w s Z ALK 1 21K (glucagon-like peptide-1 receptor, GLP-IR) #h i T ¥iA% IR Z 51k (single nucleotide
polymorphisms, SNPs) 152 BURF (type 2 diabetes mellitus, T2DM) MYSEFR . ik « BEE 31845 T2DM 3% il 145 FHEHE bR X 1E
BONWFTEX G (BUK), FIFZ B PCR AT [ B ¥ Hi-Reseq £ A I GLP-1R JEIR A F 19 SNPs (v s, SMMT4LIRI LR T | 2540 3 R4
RO R IRFFAE M 22 5% . G5 R - KoM & 8L T 23 4~ SNPsfvi i, HiHh GLP-1R 153765467 (G/A) i i 27515 T2DM i 2 H1¢
(P=0.005), Y5 GG JE X B4 A L GA+AA FE[H B 3 U KUK FE IR (OR=0.502, 95% CT 0.305~0.829, P=0.007), FLr b3t AH¥
GA+AA BRI 8955 XU B 5 PRIk (OR=0.403, 95% CI0.186~0.871, P=0.021). I KEECTEAMT 2], GA+AA KR I 34
A EAKFAET GGEEF T E (P=0.048), Z51E + GLP-1R FL[H rs3765467 {3 15 22 451k 5 b hp i X UME AT T2DM AH S 5 IR B4 iy Sk
R A TTREA B TR MRS, 2 T2DM BRIPIN R, R dP vEre Bk rh o B35 o

[RBIR] Jm MR R 1 3204 BT A, 153765467 2 BUBEIRIR

[DOI] 10.3969/j.issn.1674-8115.2021.09.012  [FE 4K S] R587.1  [XEHRER] A

Association study of variation of glucagon-like peptide-1 receptor gene rs3765467 and type 2 diabetes
mellitus
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[Abstract] Objective- To investigate the association of single nucleotide polymorphisms (SNPs) in the glucagon-like peptide-1 receptor (GLP-1R) gene
with type 2 diabetes mellitus (T2DM). Methods* A total of 318 Han patients with T2DM and 145 non-diabetic controls in Shanghai were enrolled. The
polymorphisms of GLP-I1R gene were detected with multiplex PCR-High throughput resequencing. Differences in frequencies of genotypes and alleles, as
well as other clinical variables between the two groups were analyzed. Results:Twenty three SNPs were detected. The polymorphism of GLP-IR
1s3765467 (G/A) was significantly associated with T2DM (P=0.005). Compared with GG genotype carriers, GA+AA genotype carriers had a lower risk
of T2DM (OR=0.502, 95% CI 0.305-0.829, P=0.007), while GA+AA genotype carriers had a significantly lower risk of T2DM (OR=0.403, 95% CI 0.186-
0.871, P=0.021) in the male population. Association analysis of clinical feature showed that the glycosylated albumin level of GA+AA genotype carriers
was lower than that of GG genotype carriers (P=0.048). Conclusion®GLP-1R 1rs3765467 polymorphism is associated with T2DM in Shanghai Han
population. Minor allele A contributes to maintaining blood glucose homeostasis and is a protective factor for T2DM, especially in men.

[Key words] glucagon-like peptide-1 receptor (GLP-1R); single nucleotide polymorphism (SNP); rs3765467; type 2 diabetes mellitus (T2DM)

2 BIBEIRSE (type 2 diabetes mellitus, T2DM) i RIREHE 2585 )2 N IR . GLP-1 F 2l ad 5 H Az ik
1 5 38858 IR AL R 5 LR AR e 1, S GLP-1R (glucagon-like peptide-1 receptor, GLP-1R) %54
14 35 A% A I X EL A W PR s B JER vk o TR o I B 3R R K 1 KA. AT ST & B GLP-1R FE N LA 74>
(glucagon-like peptide 1, GLP-1) J&—FPHEH 27 1K S LA A S A PRI RE B, H GLP-IRFENZ MY
AR R R, AR ) B A AR L W RG Zy IR AE G ' S8 MR AR, GLP-IR FRAZAT
E S WA =N (1R = R 1R F = | I il #2751 (single nucleotide polymorphisms, SNPs) 1y &
JEka i, (EHERR DA LRSS Y, R S — Pl rs3765467 GA H K BIAN AR5 £ B 28 K T GG R Al
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AR xR E BRI BT Y R, 137675467 (G/A)
A AR T2DM XU . HHT, GLP-IRFENZAMS
H[E T2DM HOCHER M A SE . 24 M1k, MR &
M rs3765467 Z 355 E AHE T2DM AFRAHG . AR5
KM Z @ PCREA, 456G 538 & 5l 7 4l GLP-1R 4 i
FIX 3 SNPs (8 Z A MEAE R E AR iy 31, JfikE—20
PEAL Z2 25 EA7 5 55 T2DM eIl R ACIHE R A e

1 HEeERE

1.1 WEEATR

AR5 I A 463 BIBF 5T % 4 . Hovh T2DM 41 318
i, 357k 2018—2019 4 | 58 380 K27 i 265 7S N R B2 B
(s BEX) N A IR RHIBGA B A BE B 3 o A A b i -
OFF A 1999 4F WHO 1Bl PR 955 12 Wi b i ). 4 I il
>7.0 mmol/L, M FRIFGAEAR+BEML I AH>11.1 mmol/L, 5§
1 I 7 2 Wi E 056 (oral glucose tolerance test, OGTT)
2 hiBE=11.1 mmol/L., QM EZ R TIME KR . OFiE
>18 8% . @I, HEBRARiE: OF G L . Srhi
P, QAEMIE R0, QBA ML . O U
BE . SebIR 2l koo R A Ak RO ER . @A HIR AR ) RE T i
SiE L FFR R D) R U8R A 45 A P 43 DA DGR o IE X
HEZH 145 6, Ry AR g ARG oo fe TR AR RS 2, 4 I ol A
<6.0 mmol/L, H4&J5 2 hifil##<7.8 mmol/L, HHfk il 21
H (glycosylated hemoglobin, HbAlc) <6.0%; #HH.Z[H]
TM KR, TR R IR L, TR L . A5k
BTSN NRER (fEHsPEX ) (RFEZ B Sl (F
G5 . 2016-004), FTA BFFE G382 8 Js IR 25 .

1.2 Wik

121 IRKBRMEE WA AR R AER . M)
RIEE . B . W4 JE (systolic blood pressure, SBP) .
75K (diastolic blood pressure, DBP) . FkH | k2
R, IR EAR S (body mass index, BMI),
AN BMI (kg/m®) =1k it & (kg) /& & 1 F
75 (m?),

1.2.2 AEACFEPRAIN S ThRE M i BETE bR A 2 A
A B 52 25 i W% (fasting blood glucose, FBG) K&
J& 2 h IfiL#F (2-hour postprandial blood glucose, 2 h PG),
A2z B ICIEIN E 2 IR R 5 & (fasting insulin, FINS) ., %%
JG2 W ZE (2 hours insulin, 2 h INS), &% AH 1%
K HbAle, Mifk (& 1 (glycated albumin, GA) .
I A % - o 2 A 1k B I I A Il RN IE [ P (total
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cholesterol, TC), H il # MR %A 1 i 2 M & = It H ik
(triacylglycerol, TAG), H 37 76002020 %4 1k FI 3l 73 Bt
A G5k ) e I % 2 i 4 1 AE [ B2 (low density
lipoprotein cholesterol, LDL-Ch) . = % & i & (A I [& %
(high density lipoprotein cholesterol, HDL-Ch) ., #3 &
FBG. FINS Kl 25 5%, 1% Bk & R AP0 15 £ (homa
insulin- resistance, HOMA-IR) = (FBGXxFINS)/22.5 FlJik
5B 4 MY TN fiETE % (homa islet beta cell function index,
HOMA-B) =20xFINS/(FBG-3.5).

1.2.3 DNA $2HUL SNPs i i K WCEE BT A AF 7 X 52
JE# BRI T 5 mL EDTA HUBES f, -80 °CukAiffAr; fif
FH M EE P 4 DNA S BURF0 & (I YRR R
o)) PR ZH DNA,  SpectraMax i3x i pRiX ( Fifgik
BAEYRHABRA ) Kl DNAFEA BT i, RIEH R E
>50 ng/pl, WG A260/A280 {4/ T 1.8~2.0, $=HLAY
DNA T-80 °CUKAE AT -

#i NCBI - A2 GLP-IRFEN DNAZ % 74, Bl %
HPCRAFFIETI Y5 LLF2 IR 42 Ak [F 2 DNA FEA 16
B, P47 PCRYHE, NIFMIFEA LIAH Y Y Barcode 514 1X.
g3, MR X3 7 AT AU @ & E Y [HiSeq X Ten
ML (Mumina, JEED o WFE5RE AW E B ¥
TEGHT, B AR R
1.2.4 R a il i R S —E L
191 B 7 o e AR A R L 5 R AT BT LAREAIR SNPs AR B
PR o R I B8 AL FRF FastQC 0.10.8 ¢ 351 SC {4 v
AR5 7 4 o B s, DR B A BRI D T i Q30 (Q=30
FRIEHAIE 99.9% ), BERHIFHRFALT 0.1%. JFFLL
XJZ A, H] Cutadapt 2.0 A B 2 AE 4 S04 5 [0 4 00 )
Pk E ;5 3z BWA 0.7.17 BEH AT S J5 B9 48 /N
BELLRHE B 2% K20 (GRCh37/hgl9) b RS
Genome Analysis Toolkit 3.x {4551 7 - BE ) SNPs iz
ST R AT s B LS S A e R R T 30, AR
SETEFTA FEAS IR DT 1R AR X 58 A8 5 B E A7 2ok
UK, RIS A A

1.3 Hil%Jiik

K SPSS 25.0 A #7417 43 M o 1 H Pearson
5 90 B4 7 I 1 - AP A% F- 4 (Hardy-Weinberg Equilibrium,
HWE) 51, DIORIF S0 G BE AR et . e i vept
PLxts i, R STREAR e K I8 - AT 00 M s IR AS 0 AR Y
ARG M (01, 03) Fox, RHAESER K175
Brs EPERORILUE (B %) Fox, R AR AT
OIBTe AR SER AL | SRR L M R R R A AR
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KA,

ATAE 4514 Logistic 1IH 4387, BIEAFER . HEH] . BMI,
SBP. TAG. HDL-Ch %R AN &, THH LE L (odds
ratios, OR) Hl195% % {5 X [6] (95% confidence interval,
95% CI) o AU/ AR S 50K il R 45, 0 i 25 A
HOMA-IR . HOMA-B $dls it [ SR x4, He A0 D 125
SR, BTSRRI .

7 F GAS Power Calculator (http://csg.sph.umich.edu/
abecasis/gas_power calculator/) 78 £k W ufi 1145 48 1151 6E
BB A& BAEEIR, OR=1.8, R4 {73 H 4 %
(minor allele frequency, MAF) =0.247, ARt T2DM HEJ%
3 10%, T2DM L3184, IEH 24 14545, AWFHgit
AUHER 078
F1 HRABER G REHE
Tab1 Clinical characteristics of the study population

Item T2DM group (n=318)

Gender (M/F)/n 158/160
Agelyear 54.53+£10.79
BMI/(kg-m™) 25.84+3.72
SBP/mmHg 135.81£19.41
DBP/mmHg 79.03+12.71
FBG/(mmol-L™") 8.76+2.39
2h PG/(mmol-L™") 12.81+4.78
HbAlc/% 9.51+2.54
GA/% 24.96+12.70
HDL-Ch/(mmol-L™") 1.06+0.28
LDL-Ch/(mmol-L™") 3.26+0.83
TC/(mmol-L™") 5.17+1.40

TAG/(mmol-L™") 1.82(1.27, 3.03)

FINS/(mU-L™") 10.20 (6.20, 15.56)

2hINS/(mU-L™") 38.46 (20.04, 65.86)

HOMA-IR 3.81 (2.33, 6.26)

HOMA-B 44.10 (24.96, 76.02)

Note: 1 mmHg=0.133 kPa.

2.2 SNPs 5 KU K I 5 #

GLP-1R 3£ H M F 22 A5 MG I 43 BT % BIL 23 1~ SNPs
N7 R o XA A1 e A1 8 R0 5 A7 e R A0 S5 R 47 451 - X HELOG
HAPHT, 25 50 /R 153765467 {7 st 35 [R] 0 125 7 i PR 41 o
E2HM P50 ERFES TR L (F=9.180, P=
0.010; »=8.056, P=0.005), ] rs3765467 15 T2DM &
P 0B A G 5 LAV R DR TR R 28 7 i [RUABT S3R AE 2 2 ] 119
IR TG R X

HWE # 5 % BH 1s3765467 %5 {7 5 K45 5% 0 A 75 45
Hardy-Weinberg V-7 (XFHR4] P=0.893), nlftF&#ik, nJ
BTS2 50T
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2 &R

2.1 RS LA

A MU 4 318 151 T2DM g3, Horp B 158 441
2160 5 AR R 22~75 %, FHEAER R (54.53+
10.79) % . A BE4H 3L 145 B, oo Bk S8 ol 4tk
8715 AEWE N 31~66 %, FRHIAEW K (53.12+6.56) % .
T2DM #1 HDL-Ch, HOMA- B & T %I l& 41 , 1fii BMI,
SBP. FBG. 2 h PG, FINS. TC. TAG. LDL-Ch,
HbAlc. GA. HOMA-IR ¥ & T %l 41 (¥ P<0.05) ,
2EHTEMER] . 4EHY . DBP. 2 h INS/KF %R R HASH
RN (R,

Control group (n=145) 7/t value P value
58/87 3.754 0.053
53.12+6.56 1.725 0.085
23.73+3.26 5.755 0.000
122.62+13.99 8.036 0.000
78.11+8.86 0.876 0.381
5.28+0.35 17.186 0.000
6.39+1.14 21.640 0.000
5.60+0.29 25.061 0.000
13.22+1.14 14.456 0.000
1.27+0.34 -6.767 0.000
3.07+0.71 2.385 0.018
4.87+0.85 2.744 0.006
1.15(0.74, 1.77) 7.425 0.000
6.55 (4.25, 8.72) 6.919 0.000
30.66 (18.84, 51.65) 1.824 0.068
1.52 (0.99, 2.07) 11.257 0.000
73.96 (48.61, 101.13) -6.389 0.000

2.3 GLP-IR rs3765467 fvi 5. % &% 15 T2DM B I&PE X &
i 3 Z2 PR3 T rs3765467 £ 251 5 T2DM ) g
MR, SR (£2) B/R: 153765467 G>A KA I HFF
I T2DM 9 KB (& 1E )5 OR=0.587, 95% CI 0.395~
0.872, P=0.008); S5 H4: GG IR L,
GAJENA (BIEJ5 OR=0.507, 95% CI0.298~0.864, P=
0.012) MAFEGIUS R WA, 4547 1s3765467
GA/AA JERT 54547 GG BRI MAMH L, T2DM B
KBS 8K (18 IEJ5 OR=0.502, 95% CI 0.305~0.829, P=
0.007), S HASI¥E L. REBR T, 224 H
1$3765467 A KR S BE R Y 4341 25 R e g iR L
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P M A 22 Ay S 2 AN AL, 4 H AT AL Y
153765467 7E T2DM £ FI1XT A 20 v fit 35 [R50 % 26 o7 35 [R] 45
F(FR3)o BN, A SO B AR
KT GHENMEREEWH (&IEJE OR=0.460, 95% CI
0.249~0.852, P=0.013); 5447 ¥ 4 GG H K R4
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0.990, P=0.047) ALK G, BHRRh, 5GG
FEI R F A L, GATAA FEH B S KU A% (18
1EJ5 OR=0.403, 95% CI0.186~0.871, P=0.021), £Z5FH
B FEL; BRI, rs3765467 S50 JE K J 5L 1A
RIFE 2 A B o3 A o i e 25 5 o Lo AR, &R

b, HEHY GA BN (B 1E 5 OR=0.439, 95% CI 0.195~ LI N N B SRR v s ) =2 s by e g = B

R2 GLP-1R rs3765467 i = £ 735 1% 5 T2DM 5 R #95K B
Tab 2 Association between GLP-1R 1s3765467 polymorphism and T2DM susceptibility

Model T2DMgroup  Control group OR (95 % CI) P value Adjusted OR Adjusted P value”
(n=318) (n=145) (95 % cIn) ™
Allele
G(ref)/n(%) 496 (78) 201 (69) 1 - 1 -
An(%) 140 (22) 89 (31) 0.637 (0.467-0.871) 0.005 0.587 (0.395-0.872) 0.008
Genotype
GG (ref)/n(%) 201 (63) 70 (48) 1 - 1 -
GA/n(%) 94 (30) 61 (42) 0.537 (0.352-0.818) 0.004 0.507 (0.298-0.864) 0.012
AA/N(%) 23 (7) 14 (10) 0.572 (0.279-1.173) 0.127 0.484 (0.197-1.190) 0.114
Dominant model
GG(ref)/n(%) 201 (63) 70 (48) 1 B 1 -
GA+AA/n(%) 117 (37) 75 (52) 0.543 (0.365-0.808) 0.003 0.502 (0.305-0.829) 0.007
Recessive model
GG+GA (ref)/n(%) 295 (93) 131 (90) 1 - 1 -
AA/R(%) 23 (7) 14 (10) 0.730 (0.364-1.463) 0.374 0.630 (0.264-1.506) 0.298

Note: j"Adjusted by age, gender, BMI, SBP, TAG and HDL-Ch.

F3 HBITWHP GLP-IR rs3765467 i A & 7515 T2DM 5 B AKX BE
Tab 3 Association between GLP-1R rs3765467 polymorphism and T2DM susceptibility in male and female

Male Female
Model T2DM group  Control group Adjusted OR Adjusted P T2DM group  Control group Adjusted OR Adjusted P
(n=158) (n=58) (95% D)™ value™” (n=160) (n=87) (95% c1) @ value”
Allele
G(ref)/n(%) 254 (80) 77 (66) 1 - 242 (76) 124 (71) 1 -
An(%) 62 (20) 39 (34) 0.460 (0.249-0.852) 0.013 78 (24) 50 (29) 0.804 (0.467-1.387) 0.433
Genotype
GG(ref)/n(%) 105 (67) 27 (47) 1 - 96 (60) 45 (52) 1 -
GA/n(%) 44 (28) 25 (43) 0.439 (0.195-0.990) 0.047 50 (31) 34 (39) 0.677 (0.322-1.422) 0.303
AA/N(%) 9(6) 6 (10) 0.258 (0.059-1.124) 0.071 14 (9) 8(9) 0.837 (0.252-2.783) 0.772
Dominant model
GG(ref)/n(%) 105 (67) 25 (43) 1 - 96 (60) 45 (52) 1 -
GA+AA/n(%) 53 (33) 33 (57) 0.403 (0.186-0.871) 0.021 64 (40) 42 (48) 0.708 (0.354-1.417) 0.330
Recessive model
GG+GA (ref)/n(%) 149 (94) 52 (90) 1 - 146 (91) 79 (91) 1 -
AA/n(%) 9(6) 6 (10) 0.360 (0.086-1.502) 0.161 14 (9) 8(9) 0.981 (0.307-3.316) 0.974
Note: ‘T’Adjusted by age, BMI, SBP, TAG and HDL-Ch.
2.4 JEPIS R IR AR AIF b 4 FALT GG R H AT H (P=0.048), T HALFEbR7E 2 41

TERTA 2 T4 GG R GA+AA FE R U5 2 (11 2R TG FE L ().

IRARAEHEAT LA, B0 GA+AA L H EIHEH 2 GA /KF i

C)
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Tab 4 Comparison of clinical features of different genotypes

Item GG (n=271) GA+AA (n=192) P value
Gender (M/F)/n 130/141 86/106 0.499
Agelyear 53.80+9.87 54.49+9.41 0.448
BMI/(kg-m™) 25.08+3.60 25.23+3.87 0.685
SBP/mmHg 131.95+18.34 130.72+19.52 0.506
DBP/mmHg 78.93£11.93 78.44=11.09 0.670
FBG/(mmol-L™") 7.65+2.56 7.37+2.54 0.276
2 h PG/(mmol-L™") 10.89+4.77 10.42+5.28 0.338
HbA1c/% 8.36=2.85 7.90+2.65 0.094
GA/% 21.69+13.40 19.34+8.51 0.048
HDL-Ch/(mmol-L™) 1.11£0.30 1.16+0.34 0.096
LDL-Ch/(mmol-L™") 3.200.80 3.18+0.79 0.795
TC/(mmol-L™) 5.09£1.25 5.05+1.25 0.719
TAG/(mmol-L™) 1.54 (1.09, 2.56) 1.49 (0.95,2.43) 0.570
FINS/(mU-L™") 8.25 (5.45, 12.94) 7.03 (5.13, 12.20) 0.387
2hINS/(mU-L™) 36.39 (19.71,54.47) 32.40 (20.10,47.80) 0.854
HOMA-IR 2.63 (1.47,4.78) 222 (1.34,4.10) 0.136
HOMA-B 59.38 (31.46,89.13) 55.57 (32.83,85.99) 0.382
HOMA-IR” 1.02:0.83 0.88+0.88 0.913
HOMA-B" 3.95+0.84 3.95+0.78 0.983

Note: “Taking the natural logarithm of the data.

TEBEARET, 5 GG R E B H AL GATAA R ZERRAT (P=0.037) (R5). LM ARET, AR E B HEA
PR 5 FBG K- 4K (P=0.016), HbAlc/K T HHIGHEFHE G 225 .
F5 BHABETEERRIGKRFELE

Tab 5 Comparison of clinical features of different genotypes in the males

Item GG (n=130) GA+AA (n=86) P value
Agelyear 50.44+8.93 52.36+8.24 0.112
BMI/(kg-m™) 25.13+3.08 25.30+3.66 0.724
SBP/mmHg 131.93+17.05 130.9119.62 0.698
DBP/mmHg 81.55+11.57 81.26+11.96 0.863
FBG/(mmol-L™) 8.25+2.55 7.34+2.46 0.016
2 h PG/(mmol-L™") 11.5345.03 10.43+6.00 0.159
HbA1c/% 8.81+3.10 7.89+2.79 0.037
GA/% 22.23+9.02 19.98+9.84 0.116
HDL-Ch/(mmol-L™) 1.01£0.28 1.07+0.36 0.230
LDL-Ch/(mmol-L™) 3.20+0.81 3.14£0.78 0.637
TC/(mmol-L™) 5.08+1.42 4.89+1.16 0.311
TAG/(mmol-L™") 1.58 (1.17, 2.59) 1.71 (1.18, 3.39) 0.334
FINS/(mU-L™") 8.10 (5.60, 12.51) 8.48 (5.24, 12.35) 0.699
2hINS/(mU-L™") 29.68 (17.53, 45.94) 32.52 (19.72, 47.08) 0.991
HOMA-IR 2.81 (1.56, 4.94) 2.39 (1.48, 3.99) 0.267
HOMA-B 47.62 (24.96, 73.33) 52.38 (31.24, 85.09) 0.151
HOMA-IR" 1.05+0.78 0.89+0.75 0.176
HOMA-B” 3.71+0.86 3.91+0.81 0.112

Note: “Taking the natural logarithm of the data.
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3 itie

GLP-IR B ENL T 65 4 afk (6p21.2), 3% 134
ShNET, K 42 500X, GLP-1RJE T G & [ 5%
ZAR, AT R 7 U I o BUE A O A ST 1A
SEREL, TEWCR AR 5 He W S 2 RO T Tk 5 AR
AU, R T2DM B EHRYT I A . TR, B2y
W) GLP-1 52 A4 38 20y 5] L A o 0] 4 0 AL Al R 12 et 5
P20l . 29 K, GLP-IRFEHNR L5
GLP-1 Z A Ut . FBG | & 4n i ifg >,
T2DM & Hg Ll U0 ARk U R B KR (coronary
artery disease, CAD) "*/ M1, WFI8 & KEAHIRIG & 50 R
CAD 4 fdE CAD 4, #5ill GLP-1R JEPH 1 11 4~ SNPs fif
R, K rs4714210 07 25 GG [H Y 35 L H Al 356 PR 7Y £
H ) CAD KUK (OR=0.442, 95% CI=0.258~0.757, P=
0.002) " B MM S & B rh B A BE R GLP-IR-
rs1042044 {37 15 AC/CC H:H AR T2DM At oe, HAay
RSB 0.634 1% (P=0.045) . RWF5E i £ &
PCR B [H F 7, SLAGIE] GLP-1R 3EH AN G T X A 23
A SNPs iz g, T8 3 OCHK 3BT & B 1s3765467 37 53 15 T2DM
KR, A "™ LB rs3765467 G & 1 K 7] i
AR B AN M Y R 2 4 W RN IR B R IR T (cyclic
adenosine monophosphate, cAMP) ¥, #1142 740 i
AT, —IER T B AR T2DM ABEGIEST 1 BB, Btk
55153765467 GA+AA JL R BRI HEAT FH A L, #5731 GG L
BRI R A AR, X SERF ST 3R GLP-1R KE[RI 278
FEME PRI & A R Je v 49 i F LA 6
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DPP-4 1)1 ifi 7] 19 10 227 2 07 B, HbA e e IR R 2 B K
X GIRATH VIR EE AL, F P 13765467 1 fi 25 M
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