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Efficacy and Safety of Oral Semaglutide in the Treatment of Type 2 Diabetes Mellitus: A Systematic Review
QIN Yu,ZUO Danni, GAO Qian, XIA Peiyuan(Dept. of Pharmacy, the First Affiliated Hospital of Army Medical
University, Chongging 400038, China)

ABSTRACT OBIJECTIVE: To systematically evaluate the efficacy and safety of glucagon-like peptide 1 receptor agonists
semaglutide in the treatment of type 2 diabetes mellitus (T2DM), and to provide evidence-based reference for clinical treatment of
T2DM. METHODS: Retrieved from PubMed, Embase, the Cochrane library, ClinicalTrials.gov, CBM, CNKI and VIP,
randomized controlled trials (RCT) about oral semaglutide 3 mg, 7 mg and 14 mg (trial group) versus placebo or other
glucose-lowering drugs (control group) in the treatment of T2DM were selected during the inception to May 2020. After extracting
data from clinical studies that met the inclusion criteria, quality evaluation was carried out with Cochrane systematic evaluation
manual 5.1.0, Meta-analysis was performed by using Rev Man 5.3 statistical software. RESULTS: A total of 6 RCTs involving
5 334 patients were included. Results of Meta-analysis showed that compared with control group, trial group could significantly
decreased HbAc level {26 weeks [MD=—10.62,95% CI( —0.88, —0.36),P<<0.001], 52 weeks [MD=—0.51,95% CI( —0.72,
—0.29),P<<0.001]}, FPG level {26 weeks [MD=—0.89, 95% CI (—1.31, —0.48), P<<0.001], 52 weeks [MD=—0.68,95% CI
(—1.05,—0.31), P<<0.001]}; significantly increased the compliance rate of HbA,c<<7% {26 weeks [RR=2.22,95% CI(1.68,
2.93),P<<0.001], 52 weeks [RR=2.02,95%CI(1.51,2.70),P<<0.001]}; significantly decreased the self-measured plasma glucose,
body weight and diastolic blood pressure (DBP) after 26 and

52 weeks of treatment, self-measured postprandial glucose

A BEAE TG < 8 DT HE R P SCHEROR QT £ 55 H (No.
cstc2015zdey-ztzx120005)

% 250 BRI BB 2E 2 ARIEZ52% . HIEE : 023-68765067 after 26 weeks of treatment and systolic blood pressure (SBP)

E-mail :422701387@qq.com after 52 weeks of treatment (P<C0.05). Subgroup analysis of
WSV AT T BFST Iy 2B IR 2E ER different doses showed that compared with control group, 3
AL, TG - 023-68754438, E-mail: 351571901@qq.com mg subgroup could significantly decreased the body weight
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after 26 and 52 weeks of treatment and DBP after 52 weeks of treatment; 7 mg subgroup could significantly decreased the HbAic
levels and body weight after 26 and 52 weeks of treatment, the FPG levels and the self-measured plasma glucose after 26 weeks of
treatment and the SBP after 52 weeks of treatment, increased the compliance rate of HbA,c<<7% after 26 weeks of treatment. The
14 mg subgroup could significantly decreased the HbA c levels, the FPG levels, the self-measured plasma glucose levels, the body
weight and the SBP after 26 and 52 weeks of treatment, and self-measured postprandial glucose after 26 weeks of treatment, while
increased the complication rate of HbA,c<<7% after 26 and 52 weeks of treatment (P<C0.05). The incidence of hypoglycemia
events in trial group [RR=0.84,95% CI1(0.72,0.97), P=0.02] was significantly lower than control group, but the incidence of
adverse events [RR=1.23, 95%CI(1.09,1.40), P=0.001] and gastrointestinal reaction [RR=1.99,95% CI(1.55,2.57), P<<0.001]
were significantly higher than control group. There was no significant difference in the incidence of serious adverse events or
infection between 2 groups (P>0.05). CONCLUSIONS: Oral semaglutide can effectively decrease blood glucose level, increase
the compliance rate of HbA,c<<7.0% , reduce the body weight and blood pressure level of T2DM patients, and the 14 mg subgroup

has the best effect. When using somaluptide, we should pay attention to the occurrence of adverse events, especially

gastrointestinal adverse events.

KEYWORDS Semaglutide; Type 2 diabetes mellitus; Efficacy; Safety; Systematic review
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SRR T, DRI, AEFSERR FH Meta 3 A )7 8s
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1.1 WMANSHERRIRE
L1 B W NANVATF R R Y (JESCRCT, &
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T T ZH 2L (WHO) 536 FE R PRI 7 23 (ADA) B if
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PR 2 20204 5 H o ARk, 5 B T SCR R A
“ROEIRCIE D AR, PSR E 1 O “Oral semaglu-
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47 Meta 2347 o
2.3.1 HbACKHIME 43384 5 WS iiE 76T 26
AR 52 AU HbA e AR, 45 0F 52 0] 34947 Se i1
S FAE(P<<0.01,1°=94% ) , 2% FH BEAL S0 #5545 5

Rl MNHARERER

Tab 1 General information of included studies

FfEE Rk EER 415 fil% Fi(rts), 5 SHERELH, % T fifi(rts) fF g N gt
Aroda VR 2019" e 175 55¢11 509 FUEH3 mg,qd 38453 2 023950009000
175 56111 531 ROEMT mg,qd 3651
175 54111 9.1 HOA K 14 mg,qd 34144
papieil 178 s4t11 50.0 jrésqll 34146
Zinman B 2019" A 184 6119 554 FHER3 mg,qd 151479 5 D2000608000EQ
182 6010 566 HOEMT mg,qd 162186
181 6110 410 ZOER14 mg,od 141480
papieil 184 60410 511 sl 148479
Rodbard HW 2019" R4 411 57410 50.1 ROEHK 14 mg,qd 7258 52 023156780000
KR4l 410 5810 510 BARFI25 mg, qd 17463
Pratley R 2019 R 25 56£10 516 RUEH 14 mg,qd 78457 5 0R3HHVENIR
popiieil 284 56110 525 FHE K 1.8 mg,qd 73453
142 57410 521 LR 78155
Rosenstock ] 2019 vz 466 58210 545 ZLEMK3 mg,qd 84461 78 D23B60e000ER
466 5810 527 ROEMT mg,qd 83158
465 5710 537 ZOER 14 mg,qd 87461
papeil 467 58110 510 FFEFITT 100 mg,qd 88160
Picber TR 2019" R4 253 5710 513 KOEIK 14 mg,qd 90£63 104 0RO
R4 251 5810 558 P8 5117 100 mg, qd 9.1£6.1
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Tab 2 Methodology quality scoring results of inclu-

ded studies
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Aroda VR 2019 HIMNL B WHE 4AEH k KR 6
Zinman B 2019" NN B OWHE AR %k Rk 6
Rodbard HW 2019 SFEEHIBERL 2 AMGH 34 A E o REE 5
Pratley R 2019 WREER R OWE 26084 L AER 6
Rosenstock | 2019 IHEBEEL & WEH 106 AR k Rk 6
Piber TR2019"  FHUETR £ WH 19 ARH L NEE 6

Random sequence generation (selection bias)
Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias |

L 4 ' L |
0% 25% 50% 75%  100%

D Unclear risk of bias . High risk of bias

2 MANTRIEEXEZE
Fig 2 Bias risk bar graph of included studies
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JE[MD=—0.49,95% CI( —0.89, —0.10) , P=0.01].52
JE[MD=—0.63,95%CI(—0.88, —0.38) , P<<0.001]f,
IR0 A Y HbA e KPR I 3 d 25 R T 0 B4, 22
SWHGIT#E X ;3 mg W4 B HIRIT 26 i [MD=
—0.26,95%CI (—0.77,0.26) , P=0.32].52 J& [MD=
—0.15,95% CI (—0.64,0.34) , P=0.56]# HbAc /K F-
REARRAA S5 0] BEAH Fu g, 25 R B 278

2.3.2 HbAc<T.0%iktr% /Hle5A S W FHiE |
TAYT 26 JE IR 52 Y HbA e <7.0% ik bR, &-F
FEIANIA Gi it S Btk (P<0.01,1°¥9°094% ) , % b
BILZ0N; AR 70 5 9 35 F A 743 Hr , 25 5 WL IRL 5 (81 6.,
Meta 73 #7745 J 7, 156 41 58 B 7R 97 26 JA [RR=2.22,
95% CI(1.68,2.93) , P<<0.001].52 J&H [RR=2.02, 95% CI
(1.51,2.70),P<<0.001]f) HbA,c<7.0 % iE R 2 ik 5
TXI IR, 2 S A G o M 25 25 70 AN [
AT AT, G55, 7 mg W 4H FEEIR YT 26 JA 1) HbA e <
7.0% AR L% 5 T X R4 [RR=2.45,95% CI(1.28,
4.70), P=0.007], 14 mg V.20 /& & 14T 26 JH [RR=2.44,
95% CI(1.63,3.66) , P<<0.001].52 J& [RR=2.20, 95% CI
(1.55,3.12),P<<0.001] HbA ,c <7.0% ikbpR . & = T

| - Low risk of bias
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Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random,95%Cl 1V, Random, 5% C1
211 FHHH3mg

ARODA 2019 09 12 175 03 12 178 80%  -0.60[0.85,-0.35]

ROSENSTOCK 2019 0.6 1 466 08 09 467 85% 020 [0.08,0.32] b=l
ZINMAN 2019 -0.5 1 184 0.1 09 184 83%  -040[0.59,-0.21]

Subtotal (95% CI) 825 829 249%  0.26[0.77,0.26] g

Heterogeneity: Tau® = 0.20; Chi* =47.04, df =2 (P <0.00001); F = 86%
Test for overall effect: Z = 0.99 (P = 0.32)

i
2.2 HTEHATmg
ARODA 2019 -1.3 1 175 03 12 178  8.1% -1.00[1.23,-0.77] I
ROSENSTOCK 2019 -1 11 466 0.8 09 467 85%  -0.30[043,-0.17] =
ZINMAN 2019 -1 11 182 0.1 09 184 82%  -0.90[1.11,-0.69] ke
Subtotal (95% CI) 823 820 249% 0.73[-1.21,0.25] et
Heterogeneity: Tau® = 0.17; Ch¥* =40.08, df =2 (P < 0.00001); F = 95%
Test for overall effect: Z = 2.97 (P = 0.003)

2413 $TE1amg

ARODA 2019 A5 1 175 0312 178 84%  -1.20F143,-0.97)
PRATLEY 2019 12 09 285 0.4 07 142 84%  -1.10[1.26,-0.94]

PRATLEY(1) 2019 12 09 285 1.1 09 28 85%  -0.10[-0.25,0.06] =
RODBARD 2019 A3 10 411 09 09 410 85%  -0.40[0.54,-0.26] =
ROSENSTOCK 2019 -13 1 465 0.8 09 467 85%  -0.50[0.62,-0.3] e
ZINMAN 2019 A3 14 181 0.4 09 18  82% -120F141,-099]

Subtotal (95% CI) 1802 1665 503% 074 [‘:1.10. 0.39]] -
Heterogenetty: Tau® = 0.19; Ch = 152,34, df = 5 (P < 0.00001); F =97%

Test for overall effect: Z = 4.09 (P < 0.0001)

Total (95% CI) 3450 3323 1000% -0.62[0.88, 0.36] -
Heterogeneity: Tau® = 0.20; ChF = 335.88, df = 11 (P <0.00001); F = 97% / 5

Test for overall :Z = 4.65 (P < 0.00001)
Test for subarou differences: Chi* = 2.55. df =2 (P =0.28). F = 21.7%

B3 49726 B it HbA,c BEIR{ERY Meta 73t 77 #K &
Fig 3

- 0.4 05 1
Favours [experimental] Favours [control]

Forest plot of Meta-analysis of HbA,c reduction

after 26 weeks of treatment

Experimental Control

Mean Difference
o

Mean Difference
v, 1V,

261 ZaE#3mg
ROSENSTOCK 2019 06 1.1 466 07 1.0 467 102%  0.10[0.04,0.24]

ZINMAN 2019 06 1 184 02 08 184 99% -040[-059,-0.21]

Subtotal (95% CI) 650 651 201%  0.15[064,0.34]

Heterogeneity: Tau? = 0.12; Chi* = 17.73,df= 1 (P < 0.0001); F = 94%

Test for overall effect: Z = 0.59 (P = 0.56)

26.2 FOEATMg

ROSENSTOCK 2019 A 12 466 07 1.1 467 10.1%  -0.30[-0.45,-0.15] -
ZINMAN 2019 09 11 182 02 08 184 98%  -0.70[-0.90,-0.50] —
Subtotal (35% CI) 648 651 199% 0.49[0.89, 0.10] i
Heterogeneity: Tau? = 0.07; Chi* = 10.12,df=1 (P = 0.001); F =90%

Test for overall effect: Z = 2.47 (P =0.01)

263 FaMHA14Mg

PIEBER 2019 -3 09 253 08 1 251 10.0% -0.50[-0.67,-0.33] -
PRATLEY 2019 -2 1 285 0.1 09 142 98% -1.10[-1.29,-081] —

PRATLEY(1) 2019 -2 1 285 -09 1 284 100% -0.30[-046,-0.14] -
RODBARD 2019 A3 12 411 09 1 410 10.4%  -040[-0.55,-0.25] =
ROSENSTOCK 2019 -2 11 465 07 1.1 467 102%  -0.50[-0.64,-0.36] =
ZINMAN 2019 -2 1 181 02 08 184 99% -1.00[-1.19,-081] —

Subtotal (35% CI) 1880 1738 600% -0.63[.88,0.38] -
Heterogeneity: Tau® = 0.09; Chi* = 67.62, df=5 (P < 0.00001); F =93%

Test for overall effect: Z =5.00 (P <0.00001)

Total (95% CI) 3178 3040 100.0% -051[0.72,0.29] <
Heterogeneity: Tau? = 0.11; Chi* = 152.62, df =9 (P <0.00001); I = 94% 1 05 05 H

Test for overall effect: Z = 4.65 (P <0.00001)
Test for subaroun differences: Ch¥ =3.01.df=2 (P =022). F=335%

El4 677 52 EIRT HbA c F{REH) Meta S 1 2R K E
Fig 4 Forest plot of Meta-analysis of HbAc reduction

Favours [experimental] Favours [control]

after 52 weeks of treatment

X2, 22 IR G E . 3 mg WA B HIRYT 26
JE[RR=1.75,95%C1(0.79,3.88) , P=0.17].52 & [RR=
1.57,95%CI1(0.42,5.88) ,P=0.51],7 mg W41 & EAIT 52
JH[RR=2.21,95% CI1(0.64, 7.58) , P=0.21]f%) HbA.c<
7.0 % iEbRZE SR BRAL LA, 22 R Jegei 20 s

2.3.3 FPGEML{H FPG FEA(E 5 LA JEFR AR 1
Meta 73 Hr45 5 W3 3. H13% 3 AT JI1, 150 24 A8 VR TT 26
Jil 52 JEI i FPG R 34 0 35 K T X R4, 22 A 4e it
2 X (P<<0.05) o HH 25 24 50 S A (W) 364 7 0 2H 43 B
255 7T mg W4 14 mg W4 B E R YT 26 )], 14 mg W41
IGYT 52 JA (1) FPG BRARME 4 i 3 K TR IR, 22 5 9 f
it L (P<0.05) ; HiAR 4 5 % BRAT e 22 e 34
Tegeits 5

2.3.4  URBTHEEREAN(E e 3 AT, I 4 AR H IR YT 26
J 52 JE AR o e AR AR i 38 K T X B, 22 e 39 A
BeiteE i L(P<<0.05) o MG 45 25500 AN [R) A 7 20 43
Mt 45 3R 5 E AR Meta 0t SR—3%.

FEZEE 2020FEE 31 FE 198



Experimental  Control Risk Ratio Risk Ratio
lom, 95%Cl
1.1.1 328MA3mg
ARODA 2019 92 175 52 1718 8% 1.80 138, 2.35] =&
ROSENSTOCK 2019 116 466 144 467  90% 081[066,099] -
ZINMAN 2019 50 184 12 184  66% 4.17[230,756) ———
Subtotal (95% CI) 825 829  24.3% 1.75 [0.79,3.88] e
Total events 258
Heterogeneity: Tau? = 0.46; Ch7 = 39.69, df = 2 (P < 0.00001); I = 95%
Test for overall effect: Z = 1.37 (P =0.17)
1.1.2 F2@MATmg
ARODA 2019 10 175 52 178 88% 245[167,2.78) ==
ROSENSTOCK 2019 192 466 144 467  9.1% 134 [1.12,159) ==
ZINMAN 2019 4 184 12 184 67% 6.17[3.47, 10.96) ——
Subtotal (95% CI) 825 829 246% 2.45[1.28,4.70] e
Total events 376 208
Heterogeneity: Taf = 0.30; ChF = 31.08, df = 2 (P < 0.00001); I* = 94%
Test for overall effect: Z = 2.70 (P = 0.007)
1.1.3 F2@EA14mg
ARODA 2019 128 175 52 178 88% 241[188,3.08) =
PRATLEY 2019 188 285 19 142 T7% 493(322,755] ==
PRATLEY(1) 2019 188 285 168 284 93% 112[0.98,127) =
RODBARD 2019 262 411 158 410 92% 165 [143,191) ==
ROSENSTOCK 2019 246 465 144 467  92% 1.72[1.46,201) ==
ZINMAN 2019 101 181 12 184 68% 8.56 4.8, 15.01) —_—
Subtotal (95% CI) 1802 1665  51.1% 2.4411.63,3.66] -
Total events 1108 553
Heterogeneity: Tau? = 0.23; Chi* = 119.15, df = 5 (P < 0.00001); ¥ = 96%
Test for overall effect: Z = 4.33 (P <0.0001)
Total (95% CI) 3452 3323 1000% 2.22[1.68,2.93] >
Total events 1742 %69
Heterogeneity: Tau® = 0.21; Chi? = 196.62, df = 11 (P <0.00001); I* = 94% 0‘1 0‘2 2 1‘0
Test for overall effect: Z = 5.61 (P <0.00001)
Test for subaroun differences’ Chiz =0 58 df=2(P =075} F=0% Fevoucs [experimontal] —Fevous o]
5 AYT 26 R HbAc<7.0%3EFRZ K Meta 53 #7 7%

#)HE

Fig 5 Forest plot for Meta-analysis of compliance rate
of HbA,¢<<7.0% after 26 weeks of treatment

Experimental  Control Risk Ratio Risk Ratio

_Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95%Cl M-H, Random, 9% Cl

1.2.1 3281A3mg

ROSENSTOCK 2019 113 466 138 467 10.7% 0.82[0.66,1.02] i

ZINMAN 2019 50 184 16 184 83% 3.13[1.85,528] —
Subtotal (95% Cl) 650 651 19.1% 1,57 [0.42, 5.88] S E—
Total events 163 154

Heterogeneity: Tau? = 0.87; Chi* = 21.87, df = 1 (P < 0.00001); I* = 95%

Test for overall effect: Z = 0.67 (P =0.51)

1.2.2 358EATMg

ROSENSTOCK 2019 168 466 138 467 10.9% 122[1.01,147) B

ZINMAN 2019 67 184 16 184 85% 4.19(253,6.94] e
Subtotal (95% Cl) 650 651 19.4% 221[064,7.58] e ———
Total events 235 154

Heterogeneity: Tau? = 0.75; Chi* = 20.97, df = 1 (P < 0.00001); I* = 95%

Test for overall effect: Z = 1.26 (P =0.21)

1.2.3 F8ikA 1amg

PIEBER 2019 134 253 60 251 105% 222[1.73,284] -
PRATLEY 2019 167 285 20 142 92% 4.16(2.74,6.32) =
PRATLEY(1)2019 167 285 148 284 11.1% 112[0.97,130] ==

RODBARD 2019 25 411 165 410 11.1% 154[1.33,177) -
ROSENSTOCK 2019 238 465 138 467 11.0% 173[1.47,204] ==

ZINMAN 2019 91 181 16 184 86% 578[3.54,9.44] e
Subtotal (95% Cl) 1880 1738 61.6% 220[155,3.12]

Total everts 1051 547

Heterogeneity: Tau? = 0.17; Chi* = 8349, df = 5 (P < 0.00001); I* = 94%

Test for overall effect: Z = 4.39 (P <0.0001)

Total (95% CI) 3180 3040 100.0% 2.02[151,2.70] -

Total events 1449

Heterogeneity: Tau? = 0.19; Chi* = 14357, df =9 (P < 0.00001); I* = 4% =

Test for overall effect: Z = 4.75 (P <0.00001)
Test for subaroun differences’ Chiz =024 df=2 (P =089\ 2= 0%

6 B¥r 52 ]t HbA,c<7.0%3
%
Fig 6 Forest plot for Meta-analysis of compliance rate
of HbA,c<<7.0% after 52 weeks of treatment

2.3.5  H I IABEFEARAEAD B A S OB RARIE ks
AL R I6 2H B VAT 26 J8 52 FE Y B I i B A,
PURIETY 26 JE Y B 0 J AR R ARG (440 S 2 R %o 1Rt

R3

05 2
Favours [experimental] Favours [oorvlml]

EFRZE B Meta 7> 1 7%

M, =R WA SRR L (P<0.05) . WA AFIEA
[RIAEAT A AT, 255 , 7 mg W4 A ER YT 26 JE B B
MBEFE AR, 14 mg W41 5347 26 J& 52 JE Y 11 I 1f
%%ﬁﬁﬂ%ﬁ%ﬂ%ﬁ@éﬁmﬁ%ﬁﬁﬁﬁzﬁ
FXRAL ZER A R X (P<0.05) : HARWAL
X HEZH tbiﬁa% S SN =29 =8
2.3.6 I EFEAR(E FH%%SEJ%D R 2H 5B AT 26
Jil 52 JEI () SBP F#AIRAEL, 1A YT 52 J& i) DBP AL (44 i 2%
KFXFHRAL, 22 5 396 Git2# 38 L (P<0.05) . #R¥EL
AN R T AL 40T, 455, 3 mg 4L BB H IR YT 52
JEI Y DBP FARE, 7 mg W41 FR & VAT 52 J8 1) SBP [41%
{B, 14 mg WAL R IRYT 26 J& .52 J& ) DBP PR 1Y 2
HRTFRIEL, 22 A G248 L (P<0.05) s HAYE
25X REAH e 22 R e S 2
2.3.7 B4R R ;ré'r&t?aﬁﬂﬁMetaﬁW%%ﬂi%
4, W AA RIGAL B F MM & AR BT
XTHEAH , AR & A A S 138 O e AR R i i 4 R
U2 R G T X (P<0.05) ; A IR o 22 5
YIRGeieF i o MRS 25500 AN W A5 4L 50 Hr L 45
F,3mg W4 | 14 mg W4 5 B Wi I kAR, 14
mg WA S F 1Y AE A A2 200 38 X R, 7 mg 4 AR
H B T Sy S A R R IR AL, 2 R
Giita 2 Y (P<<0.05) ; HAY 2 55 0f B 4 Ll 2 4%
Togiit2EE L
2.4 ﬁfua‘f:'riﬁffﬁ

XTIR YT 52 J& #9 HbA ¢ FEAKAE | HbAlc<7 0% ik b
R FPG AR A A AR 5 2 PR A (A A TR 40, 465 2
W25, UM R TR, EZHU Meta 73 AT 45 A
FE B IR B 3278 Meta 20485 A Fa e il e
3 itig

AW RGN T A D IR GLP-1RA R & & fikih
57 T2DM [T F ORI 41 . Meta J0 4t 3 o Py
T, 55 HA 2 g , 2R Eh 6 R4 Al B AT S AR HbAc
IRV (FPG /K-, B I IUE /K- B2 8 04 I it 7K SF- , TR

H iy 238 FRE0 Meta AL R

Tab 3 Meta-analysis results of other efficacy indexes

MD(95%CI),P

A o ABE 3 i
it I o g R ik

ROBIAZH LA

3 mg W4 vs. X IRAE 7 mg 4 vs. AR 14 mg T4 vs. ¥ ERAL

FPG AL 2% ST 6713 BEEL —089(131,—0.48),P<0.001
5 SN 6018 Bl —0.68(—1.05,—031),P<0.001

PRI EE 2% ST 63 Bl —2.19(—3.29,—1.09),P<0.001
5 SO 6218 BL —2.06(=2.74,~137),P<0.001

ERATE 2% ST 671y BEEL —1.00(—138,~0.62),P<0.001

ARG ARG 26 ST 6713 BEEL —0.16(—026,—0.06),P=0.002
52 4 s BRI —0.57(-0.88,—0.26),P<0.001

SBPFAIEE 2% S 6y BENL —133(-231,-036),P=0007
5 SN 6218 Bl —2.06(—2.74,—137),P<0.001

DBP [ 2 S 671y HE —040(-083,0.02),P=0.06

(=

52 e s g —1.96(-2.70,~123),P<0.001

—049(—1.17,0.18),P=0.25 —106(—196,—0.16),P=0.02  —1.01(—1.68,—0.34),P=0.0003
—0.29(—1.04,046),P=045 —0.60(—1.36,0.16),P=0.12 —0.83(—1.36,—0.30),P=0.002
—0.59(—0.89,—0.29),P<0.001 —161( 197,—125),P<0.001  —3.30(—5.26,—1.33),P<0.001
—1.06(—1.47,-0.65),P<0.001 18(=3.05,—1.31),P<0.001  —233(—3.40,—1.25),P<0.001
—0.68(—1.59,0.23),P=0.14 2( 205,—0.18),P=002  —LI(=161,—0.61),P<0.001
0.07(—0.14,028),P=053 —030(—0.89,0.29),P=032 —028(—0.42,—0.14),P<0.001
—027(—1.06,0.51),P=049 —0.72(—1.69,0.25) ,P=0.14 —0.66(—1.08,—0.25),P=0.002
—039(—1.80,1.02),P=059 —1.72(—4.04,0.59) ,P=0.14 —1.64(—3.24,-0.05),P=0.04
—1.06(—1.47,-0.65),P<0.001 2.18(=3.05,—131),P<0.001  —2.33(—340,—1.5),P<0.001
—053(—1.38,031),P=0.22 —045(—131,041),P=031 —031(—091,0.29),P=030
—1.00(—2.53,0.53),P=020 —3.00(—4.55,—145),P<0.001  —2.22(—3.98,—046),P=0.01
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F4 REMIERMeta PTER
Tab 4 Meta-analysis results of safety index

. Bk RR(93%CI) P A
bt MABEIE fias " " m ROERANE T
® 3 mg vs. KfHRAL 7 mg vs. KfHRAL 14 mg vs. X B4
{RIFE A ks 6 7279 il 0.84(0.72,097) ,P=0.02 ommwlﬁ P=065 0.78(0.59,1.02),P=0.07 0.87(0.69,1.10),P=0.23
AERE% (a 7279 il 1.23(1.09,140),P=0.001 13(090,143),P=029 1.05(0.89,1.25),P=0.56 1.35(1.10,1.66),P=0.004
SAE % 6 7279 e 0.92(0.80,1.06) ,P=0.26 HMM6HMP 037 0.83(0.62,1.13),P=024 0.86(0.71,1.06),P=0.16
Bt L 2 6 7279 el 1.99(1.55,2.57) ,P<0.001 1.23(1.01,148),P=0.04 1.60(1.05,2.44),P=0.03 2.65(1.80,3.91),P<0.001
R E AR g 7279 tigih 1.01(0.86,1.18),P=0.92 1.13(0.79,1.63) ,P=049 096(0.64,1.46),P=086 099(0.76,128),P=092
x5 HFRMASWMERGETH2E)
Tab 5 Sensitivity analysis results (52 weeks of treatment)

- MD/RR(95%CI),P
—I‘I%%ﬂﬁ‘ - o

[7ER R WBLR R b N SRR NS
HbA c FE{IE(i —045(—0.51,—0.40),P<0.001 —0.51(—0.72,—0.29),P<0.001 —0.63(—085,—0.40) ,P<0.001 —0.38(—0.44,—0.32),P<0.001
HbAc<7.0% K7 1.62(1.51,1.73),P<0.001 202(151,270),P<0.001 2.65(1.73,4.05) ,P<0.001 1.46(136,1.56) ,P<0.001
FPG K[ —0.53(—0.66,—0.40) ,P<0.001 —0.68(—1.05,—031),P<0.001 —0.70(—0.88,~0.53),P<0.001 —045(—0.60,—0.30),P<0.001
(R R VRIC —1.86(—2.07,-1.65),P<0.001 —2.06(—2.74,—137),P<0.001 —1.93(—2.23,—1.64) ,P<0.001 —1.70(—1.94, ~1.47),P<0.001

I RE 5 25 4 5 HR % HDA ¢ <7.0% ik bR, DLl & O & ik
AR LA R LRSS A R R, . X5 R R G
RGP RGN 250 A S, WRIELS
RN EANF AT AT R ER 7R R E
JIK 14 mg>7 mg>3 mg, b A 28 T4 K 11 ke ol 370 22 791 2
Wb . (EASE R AR 6 T SE o, HAT 2 0T
FE X R A (o FH A 2 R, 53 A A SR 9 2 o
HoA S 25 (L3 PUAS 50T ol - AL s R R ) 2
0 790 BB 271 4 A1 ) J8 T GLP-1RA A AR K ) , [] B
R A TR Meta 0B 48 SR Fa e, AR 11 IRR & ik
3.7 14 mg A BAF M BEREIT 8. RE GRS KA
GLP-1 47 94% [R5 , 55 R Hr 4 RARARL, 11 B 5510 78 >R H
8-(2-F4 HE IR FH Ik il i )~ PR A A S AR WA, mT i v A
YA B EANSE i 238 Y, ()R] 3k G 1 3 3 74
e B AN AL ™, RORA & TR E B R 25
o AP E5 R B R, 1 IRER D& IR SR &
HbA ¢ /K- .FPG /K- F I HH K- B 1A A I ik
SEFIHE I HbA 10 <7.0 % 5 b5 5 (ST RUAN S F R F6 ik
TR, 2 T K AT 6 3 2 vl A A T 2 DA T 0 3 R
BRI B B AN T RE I o B 5 FURR AR S 1T 44 5
HREMARIMER . AR R BR, R DE IKEE 55
R H TR, WA T L EATRE . Rl R & iKik
AE & %5 F#IK SBP, Xf DBP WA FFIRIE . Xm, R
£ PR 11 AR AR R0 X R A AR e N LR Y T2DM S8R5 A
Kz, KIBRE, W&MSE%%MFT%?@%HWEE
O I B AR e A8 10 A R e, i v R I A A R
T, {E 7RI AR 5 9 52 4F T2DM SR {5 R v
TR
AR, S AL F R, AR T SR LA
R AR R B AR RSN HIE B i A R H
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PERAE AR F TGN, A 8 Wi o AR b A%, B
AR5y v] Bl N AR M A AT 2800 . SAE KAz AR
R R B REATRE K AR R TC R FEFE S . AW GE T
DR AR 1o i 78 8 i A L ERRIATL A o A 2
A HRIE N A 5 5 8 FRARBRURE PR S0 2 LA A PR

AR AN, A OFFE R BUR S KT RE 2 AR
RIS 10 2R B 5 ki 591 iy s ] oK

S, HE B TR R R LAY R R A
WA R B RBEA I RCT #E— AR A

AT AR 6 TR TR Z2 H o iFE, 5 it it
FAXF A, S AR T & HUF A8 AN 0N 2 A b g
REOR R B UEA T T A8 o (RPRAAAE LR SR B, 25
WA N . 158, 43 Meta 23T 25 AR K
ST TR AT B A% TR AT A SRR IE AN — 3, HLAS
WEFE PO B 2 AN ARG G . DRt JRAS S S E 7
TG HT AR LR S AT AR TETR T B . Ha
FERNN T S SOCHR A B Ry . TR, RS
JIK T B D R G R B A R AR A/ e
Lk IR PR @ 1 7o o v o || 0 L /N
WFFE 350 RCT, P4 AN A HERRBRE R ] T BT 4501
AN FIE FE

25 L Ard, 1 IRR D& BT A 30k T2DM R 1)
MK, 3225 HbA 0 <<7.0% ik 57 %, V80 1A o 5 T
i AR , PR Rl ARt o IR A =R {4 F SAE
KA AR TE R AE S i A KRB Kt %
Fize 2l b iR A PR B ST i 2, TR R EI AR vk &R
GEVPA 45 5 1T 5852 245 7 TV FE I BRI R T4, 25
W T B2 BT A K IR U7 1) KRR AR RCT i A
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