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Systematic Review of Efficacy and Safety of Semaglutide in the Treatment of Type 2 Diabetes Mellitus*
HU Jinhua, HAN Jingjie, JIN Min, ZENG Fang, HU Bin, LOU Yuefen ( Dept. of Pharmacy,
Shanghai Fourth People’ s Hospital Affiliated to Tongji University, Shanghai 200434, China)

ABSTRACT OBJECTIVE: To evaluate the efficacy, safety and adverse drug reactions of semaglutide in the treatment
of type 2 diabetes mellitus. METHODS . CNKI, CBM, Wanfang Data, VIP, PubMed, Embase, the Cochrance Library,
Web of science and ClinicalTrials. gov databases were retrieved to collect the randomized controlled trial ( RCT) of
semaglutide versus placebo in the treatment of type 2 diabetes mellitus. Evaluation of the quality of included literature
and extraction of data were performed. Meta-analysis was performed by using Stata 16 and RevMan 5.3 software.
RESULTS: A total of 11 RCT were enrolled, including 5 753 patients. Compared with placebo, semaglutide had
significant effect on hypoglycemic and weight loss, and could reduce the glycosylated hemoglobin ( HbA,c) level
(MD=-1.18,95%CI=-1.35--1.02,P<0.000 1), fasting blood glucose level (MD=-1.65,95%CI=-1.95--1.36,P<
0.000 1) and body weight (MD =-3.06,95% Cl =~-3.94--2.19, P<0.000 01), significantly increase the HbA c
compliance rate ( control rate of HbA ,c<6.5%:RR=15.57,95% CI =4.06-7. 63, P<0.000 01;control rate of HbA, c<
7.0% :RR=3.55,95%CI=2. 88-4.36,P<0.000 01) , decrease the systolic blood pressure (MD=-3.16,95%CI=-4. 30-
-2.02,P<0.000 01) in patients with type 2 diabetes mellitus, the differences were statistically significant. Compared
with placebo, semaglutide had slightly higher incidence of adverse events (RR=1.09,95%CI=1.05-1.13,P<0.000 1),
of which gastrointestinal reactions were the most common (RR=1.95,95%CI=1.73-2.20,P<0.000 01). However, the
incidence of severe adverse events (RR=0.98,95%CI=0. 80-1.20,P=0.83) and hypoglycemia (RD=-0.00,95%CI=
-0.03-0.02,P=0.78) were similar to those of placebo. CONCLUSIONS: Compared with placebo, semaglutide
has significant hypoglycemic and weight loss effect. Semaglutide has a lower risk of hypoglycemia. Gastrointestinal
reactions are the main adverse drug reactions of semaglutide, yet the symptoms are generally mild.

KEYWORDS Semaglutide; Type 2 diabetes mellitus; Meta-analysis
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FEARAR , BHF 55 20 -5 % BR A BB 2 348 HbA ¢ 7K —38, 55T 1)
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Tab 1 Genral characteristics of included literature

R1 HAXEHHEERER

it i B Tl T
B (ms,%) W% (i5,5)  (p0.%)  mmolD) (xes,kg) i Gt
Avoda (2019 4F) (6] K&K 3 mg, IR,1H 1K 15 551 0.9 38:53  79:07 8723 8921 2 1RBAGETE0
RO T mg, IR,1 H 1R 115 56+l 5.1 3.645.1 810.6 898234 89421.8
Kok 14 mg, R, H 1K 175 %1l 91 3444 8£0.7 877£2.17  88.1:2.1
LRI 118 s4sll 50,0  34x46  7.9:0.7 8.88:216  88.6+23.4
Davies %(2017 4F) 17! RO .5 mg, IR, 1 H 1K 0 567:9.9 63 6160 79:072 05223 9%.6:156 2 OGO
KIS mg, MR, H 1R 0 5.7£1.0 6.1 53:47  7.850.62 9.58+265  93.1s19
RO&Hk 10 mg, DR, 1 H 13K 6 565:10.1 6.3 5848  7.8:07 92205 9L.8:l4
KO0k 20 mg, AR, 1 H 1% 70 583104 69 7.0£53 7.86+0.60 9.16+2.10  93.8+17.9
KO0k 40 mg, AR, 1 H 13K 71 %5102 606 7.7£59 805075 9.90:272  90.8:16.5
RO 40 mg, TR, 1 H 1R, A5 0 51105 8.6  6.6+49 7.9:0.73 9.59:2.41  93.3:18.8
ROEK 40 mg, TR, 1 H 1K, g 0 5.7£108 69  5.6x47 177075 8.89:L.70 9 +15.4
ROEM 1 mg, 7 FHEG R 1K M 568118 6.6 56250 777071 959246  88.8:15.4
B 71 58.9:10.3 563  67#51  8.0+0.8  9.52:2.69  93.8:18.1
Davies 4¢(2021 4F) [ KIERK 2. 4 mg, RS LA 1K 44 5511 4.8 8262 81208  85:23  9.9:25 6 ORODEODEO9D
KOG mg, J FHES R 1K 403 5610 496 7.7+59  81:0.8  86£23 994211
BRI 403 55+11 5.9 8262 8108 8823  100.5£20.9
Lingvay %(2018 4¢) 1% KOk 0.05 mg, i FES,1H 1K 64 57.539.8  SL6  65+6  7.9:07  93:26  B.4:183 26 DIDEEDOOQW0
KOERK0. 1 mg, L FES1H 1K 6B 57.51:100 5.6 8173 7.9:0.8 9122 92.4:17.2
KOERK0.2 mg, L FES,1H 1K 65 5837:9.58 508  7.2#5.7 8:0.8  9.2423  98.1:17.9
KOG 0.3 mg, T FHES1H 1K B 5476:9.66 0.8 6544  82:08  97:26 %8I8
ROEH0.05-0.3 mg, EFHE L H 18 64 54812970 563  8.0:71 8109  0.8+27  953zI54
LRI 129 57.08:9.25 558  7.1x45 8109  9.7#3 9% £17.8
Mosenzon (2019 4 ) [0 RO 14 mg, TR, 1 H 1K 163 7148 50.9 14.1:8.6 8:0.7 91227  9.3:17.8 26 (DRI
B 161 7048 453 139474 79207  9.1£28  90.4+17.5
Pratley 25(2019 4) ') ROEIK 14 mg, R, 1H 1R %85 560 5.0 7.845.7 807  9.274223 9291206 2 D2OIEOIEO
R 4 57:10 5.1 7.8#55  7.9:0.7 9251227 9.2
Rodbard 25(2018 4F) 112 KR 0.5 mg, RS A 1R 132 59.1£10.3 561 12.919.18 8.36:0.83 894346 92.74:19.57 30 ORABAGEOTOO
ROEM 1 mg, TS 1A 1K 31 58.5:9.0 588 13.7:9.08 8.31:0.82 84628 92492023
BRI 133 588109 534 1331970 8.42:0.88 8.55:2.59 89.88+21.06
Sorli (2017 4) ) ROk 0.5 mg, KPS, LR 1 128 S4.6£1L1 469 481+610 8.09:0.8 9.66:2.77 89.81:2.9% 30 D2B@EODOOD
KOG | mg, 2 FHEEG 1 1K 130 2.7+119  6L5 3.62:4.8 812:0.81  9.9s25  9.87425.59
B 129 53.9:11.0 543 4064548 7.95:0.85 9.68+2.77 89.05+22.16
Yamada 25(2020 4F) 114 KO3 mg, IR,1 H 1K 9 819 TS5 74155 81:08 9.M4:l9  TL4:43 2%  DRBDEEDEO
RGBT mg, AR H 1 9 6010 TS5 74456 83zl 89317 T71.3:10.8
Lo 14 mg, IR, H 1R 8 619 8.3 79459 810.9  8.88£1.97 6813
LR 9 5919 8.6 8460  83:lL1 9+1.92 03124
Zinman %£(1) (2019 4) 1 KM 3 mg, R, 1 H 1K 184 6149 5.4 15.1+7.9 8207 8832  85.9:205 2 DBDHOIEO
ROERKT mg, AIR,1H 1% 18 6010 566 162:86 82:07  85:27  8.1:23.6
ROERK 14 mg, IR, 1H 1K 181 61£10 470 14180  82:0.7  83:26  84.621
B 18 6010 5.1 148479  82:0.7  8.3:26 86 +21.4
Zinman %5(2) (2019 4F) 1) RO mg, TS, LR 1 151 575489 89  9.8:63 808  0.1£21  8.6:195 30 OQBDEETOOWN
B 151 56.6+10.1 576  9.6+59 8108 8922 938423

VE: DHA ¢ FKFREAT; @HbA e<6. 5% IKBRTR ; OHBA o< 7. 0% KFR3E ; DFBG K T-HA; QT T e ; ©SBP BT ; DDBP AL, @K R &A% OB &£ % O B S R E%,
Note: DHbA ¢ reduction; @control rate of HbA ¢<6. 5% ; B)control rate of HbA ;¢<7. 0% ; DFBG reduction; Ghody weight loss; ©SBP reduction; @DBP reduction; @lincidence of adverse events;

@incidence of hypoglycemia; @incidence of gastrointestinal reactions

DAL TR0 B, IFIT A S 5 IR AL R HDA | ¢ ZKSF-RR AR (A 1Y)
ERAGH ¥ E L (MD=-1.53,95%Cl=-1.72~ -1.34,P<
0.00001), (3)ESBERDM 1 H 2.5~5 mg WL, K5I
SRR B S48 L (1P =26% ,P=0.25) , VEH& [ & & s
VG IFRN i, DFFT A S0 IR AL J8 2 HbA | ¢ /K TEREARAE ) 22 5
FHEEF 2% 7E X (MD = -0.56,95% Cl = —0.68 ~ - 0.44, P <
0.00001), (HBRLEMKRAM 1 H 7~10 mg WL, &5
SEFPEAREA Gi 2 (P =30% ,P=0.23) , S8 4 2 50U
UG IFR0N i, DFFT A S50 IRAL FR 2 HbA | ¢ /KRR AE 1 25 5
HGH % E X (MD=-1.04,95%Cl=-1.17~-0.92, P<
0.00001), (5)RLEROM 1 H 14 mg & LU FFAF, &HF
SEIRLBA FR SRR AE (2 = 70% , P=0.005) , P3¢ BEAL R R FE 7
GIFRN BFE A S X IRZH SR 3 HbA, ¢ KT IRARE Y 22 7
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it L (MD=-1.18,95%CI=-1.37~-1.00,P<0.000 01) ,
2520 PN P (IS S M s AU v 3 S5 L e, S ok
R4 S ) BRI 2 — HeHGE T R AE
2.3.2 HbA,c kFR%: 10 THFGE 1100 445 T HbA, c<6. 5%
bR R, WG S B G B (P =T1%, P =
0.000 3) ;11 THFFE ' 445 T HbA, c<7. 0% ik b5 %, £ W58
Ja] i S Bt B e R X (P =74% ,P<0.000 1), #—3&
G DR LR B4R SCHRAAAE v BE 5 B Pk, SRR AL,
AL RN, Meta SHTE5 S48, SR BF K, RS &
BKBE 6% W 25 48 = HbAc AR, Z 5 B A G it 2% E L
(HbA, c<6. 5% K ¥R % RR = 5.57,95% CI = 4.06 ~ 7.63, P<
0.000 01; HbA,c<7.0% ik 45 #: RR = 3.55,95% CI = 2. 88 ~
4.36,P<0.000 01) , L& 4—5,
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E21 0 AR Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, 95% CI V. 95%C/
K TEE H0.35-0.75 mg
Lingvay® (2018%) ¥ -113 095 127 -005 08 128 44% -1.08[131,-0.85] -
Rodbard% (2018%) 1 -145 1.03 132 -009 1.04 133 43% -1.36[161,-1.11] -
Sorli% (20174 1) -1.45 113 128 -002 119 129 42% -143[1.71,-115] -
Subtotal (95%C7) 387 391 13.0% -1.28[-1.49,-1.06] L 4
Heterogeneity: 7 = 0.02; Chit = 4.41,df= 2 (P = 0.11); P = 55%
Test for overall effect:z = 11.58 (> < 0.000 01)
F T 1 me R b
D: Q017%) 7 19 085 69 -03 086 71 42% -1.60[1.88,-132 —
Davies® (20214) © 155 194 757 -04 193 374 44% -1.15[1.39,-081] -
Lingvay% (2018%) ”  -18 088 128 -005 09 129 45% -1.75[-1.97,-153] -
% (2018%) 2 185 1.03 131 -009 1.04 133 43% -176[201,-151]
Fyw o 1565 111 130 -002 119 129 42% -153[1.81,-1.25
) (20194)09 15 074 151 -01 086 151 46% -1.40[1.58,-122 —
Sumnlal (95% 1) 1366 987 26.2% -1.53[-1.72,-1.34] L 4
Heterogensity: T = 0.04; Ch? = 18.01, df= 5 (P = 0.002); = T4%
Test for overall effect: Z = 15.85 (P < 0.000 01)
DR1H2.5-Smg
(2019%) ¥ -08 12 167 -03 12 168 39% -0.60[0.86,-034] -
Davies™ (2017%) 71 -0.85 089 140 -0.3 0.86 il 41% -065[-0.90,-0.40] -
Yamada% (2020%) 19 -11 068 46 04 07 43 33% -070[0.98,-042] -
Zinman%(1) (201946)" -05 1 176 -04 08 176 6.5% -0.40[0.60,-0.20] —
Subtotal (95%C7) 529 464 17.8% -0.56 [-0.68,-0.44] *
Heterageneity: Ch = 4.06, df = 3 (P = 0.25), = 26%
Test for overall effect Z = 8.12 (P < 0.000 01)
FfETH7-10 mg.
Aroda¥ (2019%) ¥ -1.3 1 160 -03 1.2 168 45% -1.00[1.24,-0.76] -
G (20174) 1 -15 085 69 -0.3 086 Ll 3.2% -1.20(1.48,-092) —
2020%) 9 16 0.7 49 04 07 49 33% -1.20[1.48,-092) -
Zinman®(1) (201949)89 -1 11 174 -01 09 176 57% -090[1.11,-069) o
Subtotal (95% 1) 452 464 16.7% -1.04[-1.17,-0.92] *
Heterogeneity: Ch = 4.31, df= 3 (P= 0.23); P= 30%
Test for overall effect: 7 = 16.56 (P < 0.000 01)
FIRLH 14 mg 2 L L
% (2019%) @ -15 1 160 -03 1.2 168 44% -1.20[1.44,-0.96] -
Davies® (2017%) M -1.75 081 281 -0.3 0.86 Il 44% -1.45[168,-122) -
124 154 -02 124 155 42% -l [1.08,-0.52]
167 278 -02 116 134 42% - [1.28, - DTZ] I
069 47 04 07 48 42% - -
Zinman%§(1) (2019%) 0913 11 173 -01 08 176 45% - _
Subtotal (95% 1) 1093 753  26.0% -1. L 4
Heterageneity: T = 0.04; Ch? = 16.69, dr= & (P = 0.008), 2 = 70%
Test for overall effect: Z = 12.47 (P < 0.000 01)
-2

1
Favours [# % 7] Favours [%% )

B3 HbA,c KFERETH Meta TR E
Fig 3 Subgroup Meta-analysis of HbA, ¢ reduction

EETN LR Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H,Random, 95% C/ M-H, Random, 95% I
238 487 30 168 13.6% 2.74[1.95,3.83] -
7 419 12 71 11.2% 3.77(2.24,6.35] —_
483 757 58 374 147% 4.11(3.23,5.24] -
% (20199 G0 154 12 155 10.5% 5.03(282,897) —
Qorot) M 133 278 7 134 8F%  9.16[4.41,19.03 —_—
5 0184) 134 263 6 133 80%  11.29(5.12,24.91) —
) 154 258 17 120 121% 453(288,7.13) —
2000) M g 142 3 49 54%  7.82[258,2373) -
(1) (20194 M 143 523 6 176  7.9% 8.02(3.61,17.83) -
Zinman®(2) (20199 W g5 151 6 151 70%  14.17(6.39,31.42) —
Total (95% 1) 3432 1540 100.0% 557 [4.06, 7.63] L 4
Total events 1765 187 ) ) ) )
e e Sy O T o
‘ Favours [experimental] Favours [control]
Al — T
El 4 HbA,c<6. 5%EFREH Meta 5 H TR E
Fig 4 Meta-analysis of control rate of HbA, c<6. 5%
FYEIK W Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M.H, Random,95% ¢/ M-H, Random, 95% C/
Aroda% (2019%) 19 326 487 62 168 115% 216[1.71,2.73]
Daviest 20175) 1 326 419 19 71 9.2% 2.91[1.97,4.29) -
2010 W 571 757 99 374 123% 2.85(2.40,3.39] -
2018 11 37 64 17 128 T.7% 4.39(2.69,7.16] -
Qo)™ gg 154 35 155 10.2% 256[1.86, 3.53) -
Palley® (2019%) M 188 278 19 134  8.6% 477(3.12,7.29) -
Rodbard® (2018%) 1% 183 263 14 133 7.5%  6.61[4.00,1092) -
Sorli % (20174F) 1 189 258 32 129 10.4% 295(217,4.02) -
0208) 1 96 142 8 49 59% 414[217,7.88) —
) Q019%) 225 523 12 176 6.9%  6.31(3.62,10.99) —
) 2019%) 19 119 151 28 151 98% 4.25[3.01,6.00] -
Total (95% C7) 3496 1669 100.0% 3.55[2.88, 4.36] *
Total events 2348 335
Heterogeneity: 7w = 0.08; Ch#* = 38.08, dr= 10 (P < 0.000 1); = 74% oh + 1‘0 160

Test for overall effect: Z=11.99 (» < 0.00I

001)

Favours [# % #Ak] Favours [% &)
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Fig 5 Meta-analysis of control rate of HbA, c<7. 0%
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SRS T (P =79% ,P<0. 01) , 2K FHBEALR R AR A A IR 8500 i,
AR, SRR L, R E G YT A B L FBG K
VL ERAEG ¥ E L (MD=-1.65,95%Cl=-1.95~-1.36,
P<0.000 1), $&/RIGT7 A 20, MU ﬁ*ﬁ‘/&ﬁ%‘%@&ﬁ)ﬁﬁ
FSRIR , # SRR BT 5E 40 5 A4 WA 1T Meta 019 43
¥, ﬁfxi%%ﬁﬁﬁ/ﬁﬁﬁiﬁ#ﬁ%rﬁéﬁzé(ﬁ 69. 54% ,

Tau®=0. 194 6,P<0.000 1), 4541 P F 1] (14 5 0 o 7 v 332
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N, RO SR FES 17 0.35~0.75 mg WH (MD=~1.55,
95%CI=-2.03~-1.07,P<0.000 01) JZ F7ES 1 J& 1 mg & LA
FWWH(MD=-2.17,95%CI=-2.51 ~-1.83,P<0.000 01) , [
M1 H25~5mg W (MD=-0.77,95%CI=~-1.34~-0.21,
P=0.007) IR 1 H 7~10 mg W20 (MD=-1.36,95% CI =
-2.00~-0.73,P<0.000 1) F Ok 1 H 14 mg UL FT 4
(MD=-1.69,95%CI=-2.17~-1.21,P<0.000 01) - , W57 40 &
H FBG BEMUK T T X IRA, 22 R IR Gt X, WE 6,
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LRSSV OAT s

=0.937 3,P<0.000 1),
&T({ET 1 J#0.35~0. 75 mg .20 >R A [f e R n A | G
R BEHURN AR5 IF 200 B, Meta M HT 45 5R BoR , R D&

FTL B k) Mean Difference Mean Difference
Study or Subgroup _Mean _SD_Total Mean _SD _Total Weight IV.Random, 95% C/ IV, Random, 95% C/
TN 035075 mg
Lingvay® (2018%) P -209 209 127 -054 245 129 44% -156}211,-0.99]
Rodbar Q018%) ™1 .16 241 132 -05 254 133  43% -1.10[1.70,-0.50]
Sorli% (20174) B 251 211 123 -055 226 128 45% -1.96[249,-143]
Subtotal (95% C7) 391 13.4% -1.55[-2.03,-1.07]
Heterogeneity. 7w’ =010, Ch = 4. 44 (V 2P =011),r=55%
Testfor overall effect Z = .29 (? < 0.00001)
RS A me R bl b
Davies® (201746) 1 .312 211 69 -006 204 71 4.0%
Davies® (202149) ™ -1.95 184 752 -01 183 373 52%
Lingvay3 (2018%) ¥ 308 217 128 -0.54 245 129 44%
Rodbard® (2018%) ™ -24 24 131 -05 254 133  43%
Soli% (20174) M .234 208 130 -056 226 128 45%
Zinman%(2) (2019%F)1 .22 123 151 0 246 151 4.8%
Subtotal (95% 1) 1361 986 27.1% -2.17[2.51, 1 83]

Heterogeneity: 7w =012, Cht = 15.43, df= 5 (P = 0.009); P= 68%

Testfor overall effect: Z = 12.48 (P < 0.000 01)

1L H2.5-5 mg

Aroda (20194 ¥ 089 267 166 -0.18 2.37
Davies® (20174) 1 125 1.98 140 -0.06 2.04
Yamada% (20209) M 162 174 49 -037 15
Zinman(1) (201949)19-045 335 184 -051 284
Subtotal (95% C7) 539

Heterogeneity: 7 = 0.24; Ch# = 10.48,df = 3 (P=0.01); =

Test for overall effect: z = 2.6€ (» = 0.007)

F11H7-10 mg.

Aroda®F (20194 @ 152 228 160 -018 2.37
Davies® (20174) 1 .2.34 194 69 -0.06 2.04
Yamada® (2020%) 19 1.6 1.74 43 -037 15

Zinman5(1) (20194F)191 -1.14
Subtotal (95% C7)

308 182 -051 284
160

168 4.4%
71 43%
M 40%

175 41%

455  16.9%

%

168 4.6%
4%
41 40%

175 42%

455

Heterogenelty. 7w = 0.32; Ch# = 13.04,df = 3 (P=0.005);, P=TT%

Testfor overall effect: Z = 4.22 (P < 0.000 1)

FIAETE 14 mg 7 B

Aroda% (Q019%4) ¥ 192 204 180 -018 237
Davies¥ (20174) 7 .268 209 281 -0.06 2.04
Mosenzon (2019%) 1 -168 296 151 -0.34 303
Pratley (2019%F) 11 -2 166 276 -036 231
Yamada® (2020%F) M -2.37 184 48 -037 15
Zinman®(1) 2019%) 41136 272 181 -0.51 2.84
Subtotal (95% 1) 1097

168 4.6%

T 45%
105  38%
133 4.8%

41 40%
175 43%
693  25.9%

Heterogeneity. 7 = 0.27, Ché = 21.97,4/= 5 (p= 0.000 5); = T7%

Test for overall effect: Z = 6.91 (» < 0.000 01)

0.77[-134,-0.21]

16.9% 1.

-0711.25,
EREIENA
1251192,

0.06 [0.58,

047)
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086143,
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Fig 6 Subgroup Meta-analysis of FBG reduction

2.3.4  PREFRARA . 11 THFSE ' 45 TR E R AR, 450 52

BRI ST (P =93%, P<0.000 01) , 2% FH Bl L5 #5
A, SRR g, R D& KIR YT T
ERREERE, 27 HSIEE X (MD=-3.06,95%CI =
-3.94~-2.19,P<0.000 01) ,

U T BT B 5 5 S

FA TR, Meta [0S 4347 5 BT i Tt S BV R IR 2 — (1P =
WA, RS E K
Zil

BK Bz FVEST 1 JE 0.35~0.75 mg(MD=-2.42,95%CI=—-3.00 ~
-1.85,P<0.000 01) J¢ T4 1 J& 1 mg XL (MD=-4.76,
95%CI = —5.56 ~ —3.95,P<0.000 01) AR 1 H 7~10 mg
(MD=-1.62,95%CI=-2.90~-0.34,P=0.01) fIO /R 1 H
14mg B UL F(MD=-3.13,95%Cl = -4.11 ~ - 2.16, P<
0.000 01) PIREFCR BER T LN, ZFIHEFIFE L
ROEIOM 1 H 2.5~5 mg FIRFEECRA L, 5ZRFM
ERTLH X (MD=-0.37,95%Cl=-1.09~0.34,P=
0.31), WLI# 7,

N k=2 on ] Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, 95% C/ IV, 95% C/
TN H0.35-0.75 me
Lingvay% (2018%) ¥ -3.55 367 127 -122 342 129 46% -233[3.20,-1.48] —
Rodbard’j (2018%) 141 -367 414 132 -1.36 427 133 34% -231[3.32,-130] —
Soli% (2017%) 1 -373 &7 128 -098 49 120 25% -275[392,-158] —
Subtotal (95%C7) 387 391 10.4% -2.42[3.00,-1.85] >
Heterogeneity: Ch# = 0.39,d/= 2 (P = 0.82); A= 0%
Testfor overall effect: Z = 8.26 ( < 0.000 01)
Tmg bl
QUITHE) M B4 381 46 1.2 473 71 3.9% -520[6.76,-364) —
Q01%) W 831 7.96 788 -35 776 376 44% -4.81 [578,-384] —
2018%) P 745 5 128 -1.22 342 129 43% -623[7.28,-5.18) -
§Q018%) M 642 412 131 -1.36 427 133 4.3% -5.06[6.07,-4.05] -
Sodi% (20176) W 463 471 130 -098 49 120 42% -3.55[472,-238) —
ZinmanH2) (20194)09 47 393 151 09 381 151 44% —
Subtotal (95% C1) 1354 989 256% L 4
Heterogeneity. 7 = 0.70; Ch# = 16.91,df = & (P = 0.008), 7= 70%
Testfor overall effect Z = 11.57 (¢ < 0.000 01)
12,575 mg
Aroda% (2019%)© 15 33 168 -1.4 35 168 45% -0.1010.83,063 -T
0175) 1 24 402 113 12 473 T 41%  -1.20(253,0.13) —
% (020%) 00 0B 203 46 14 21 49 45%  0.50(0.33,1.33) T—
Zinman%(1) (2019)0 14 31 177 -05 25 177 48% -090[1.49,-0.31] —
Subtotal (95%C/) 504 465 17.6% -0.37[-1.09,034] <
Heterogeneity: 7a = 0.35; Ch* = 9.35, df= 3 (P = 0.02); = 68%
Testfor overall effect 2 = 1.02 (7 = 0.31)
OE7-10 mg
Aroda®§ 2019%) W 26 41 160 -1.4 35 168 45% -1.20(2.03,-037) -
48 404 57 12 473 71 3.9% -360[512,-2.08) —
A4 21 49 01 21 49 45% 0004083083 T
Zinman%(1) (2019%)0 26 52 174 -05 25 177  44% -210F2.96,-1.24] -
Subtotal (95% 1) 440 465 17.3% -1.62[-2.90,-0.34] <>
Heterogeneity. 7a = 1.44; Chi = 2159, d = 3 (P < 0.000 1); = B6%
Testfor overall effect: 2= 2.48 (P = 0.01)
U E 14 mg 2L L
Aroda (2019%) 11 4 42 160 1.4 35 168 44% -260[3.44,-1.76) —
Davies® Q0174) M 579 395 188 12 473 71 42% ,-4.35] —
QOI9%) 1 .34 373 155 09 373 155  45% ,-1.67) -
019%) M .44 333 278 -05 357 142 45% .-3.19) —
(020%) 0 -24 206 47 -1 21 49 45% -0.47] -
Zinman®(1) (2019%) 1937 4 173 -05 25 177 45% - —
Subtotal (95% C7) 1001 762 26.6% L 4
Heterogeneity. 7 =1.30; Chi'= 41.70, 4= & (P < 0.000 01); /= 88%
Testfor overall effect: 2= 5.28 (P « 0.000 01)
10 ‘ 10

5 5
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Fig 7 Subgroup Meta-analysis of body weight loss
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2.3.5  IfUEAKYE 11 RS IR T R AKCEAE L, Meta
SRR EIR, 5L RA i, RS E BT BRR R SBP K
Ve ERESH R E L (MD=-3.16,95%Cl=-4.30~ -2.02,

P<0.000 01) , VLIl 8., 7E[4MIk DBP /KFE i, R D& k5%
BRI ZER LT L (MD=-1.40,95%CI=-3.06~0. 26,
P=0.06),

Study or Subgrou
2

) (2019%) 1l -4.7

Total (95%C7)
Heterogeneity. 7ad =

Mean
-431
-6.51
-3.41
-5.84

R

1368
1416
1574
1284

3778

Testfor overall effect Z = 5.44 (» < 0.000 01)

SD_Total Mean

-3
<24
-0.5

234
0

-2
-098
-1.72

10123

817 "
15.51
1.4

)
SD_Total Weight IV.Random, 95% C/

14 158 87%
10.8%
121%
10.1%
75%
8.8%
76%

376
129
13 141
13 128
133
129
1" 49
14 171
151

8.5%
6.2%
9.9%
8.8%

1636 100.0%

1.82; Ch = 2015, df=10 (P=0.03), P= 50%

Mean Difference

-1311382,1.20]
-4.1116.34,-1.88)
-2.91 14.83,-0.99]
-3.50 16.92,-1.08]

-8.00 [11.20,-4.80)
-2.00 [4.77,0.77]
-4.787.94,-1.62)
-0.943.81,1.93]

063(3.07,4.33)
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-3.16[-4.30,-2.02]
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Fig 8 Meta-analysis of SBP reduction
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2.3.6 LR RDERNA R FHEE AT ZEFAIW
1. 09 £%, B Wi SN & R 2R 1,95 £%, 3.0 WXt |
HETE EROE RAE A REFR AR E S TEE

H 22 R A G L (P<0.05) & Dy ik 5 22 B ) 1 2 5
N R FAF ARIMEFIPERR 5 (14 & A L, 22 R TG
X (P>0.05), W2,

R2 TEMIERM Meta HIER

Tab 2 Meta-analysis of safety index

b AR/ A il /% BUREAL i HiE (95%CI) P P(Egger’ s T
AR ppre-tel 5748 7 [ RR 1.09(1.05~1. 13) ,P<0.000 1 0.848
i N jpLe-16] 5748 0 i RR 0.98(0.80~1.20),P=0.83 0.537
i jpLe-1el 5750 85 Kbl RD -0.00(-0.03~0.02),P=0.78 0.399
R & 6Lo-8,11,13-15] 3 649 0 e RD =0.00(=0.01~0.00) ,P=0.60 0.550
B ot B 5L7-9,13,16] 2973 35 i RR 1.95(1. 73~2.20) , P<0. 000 01 0.058
EL 1106-16] 5748 29 [ RR 3.53(2.90~2.49) , P<0. 000 01 0.302
Mg 1oL 613, 15-16] 5553 0 il RR 4.08(3.00~5.57) ,P<0.000 01 0.681
[3E] jpLe-1e] 5748 0 e RR 2.00(1.65~2.43) ,P<0.000 01 0.024
BHR gLe.8-12,14,15] 4430 T4 BiAL RD 0.06(0.03~0.08) ,P<0. 000 1 0.067
A gl7-11.13-16] 4649 30 HE RD 0.06(0.05~0.08) ,P<0. 000 1 0.933
HEAR 6l 13 3423 0 A RD 0.05(0. 04~0.07) ,P<0.000 1 0.903

2.4 HRUESTIEZREETN
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Pifr (P=0.011) , ULIET 9 SR I AP i 22 0d 5 Uk AU HE 0L i
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Fig 10 Filled funnel plot of control rate of HbA, c corrected by subtraction and supplement method
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WER B, R 2 52 2% 09 P9 43 W DL 0 20 98 5 oo 40 L 1%
AR A AN GLP-1RA T AR A, 350 R S i AN AY
AT F B Heas 2638 1 HL AT 05 B AR R 2838 X AR A
LRGN T, GLP-1RA A3 i 22 R pL i A R4 i
T2DM G825 i MO AAR B, P U I v M 38 R K 1 9 At
PEF BTG REAI SBP M4 In.Co WL ZR |03t P B 1 A8 T i | 384 i 4
JRAEAE NG Do AT R PR AN S IR HE M SR VE . — 2Bl
IRIFFR 45 52, GLP-1RA A AN O 38 25 4k, 38 R 0
JFEAS RL&% Jay 1020 2 h o ik i gl At ofe FH T AW DR R O
FHIRST . HARDE MK T ISR EA b ary.o gk,
T R 0 A AR 25 IR FEE— 2 B0 E . OCFRUMm A I
RAE R G JIRELAG vl PR s B s 7 L[] e O
PRI BEGAE T R AL, PR ML T Bk — 2B W ST B0 TE . AR5
YRGS T T2DM B E W FROMEZ 2T T REITH,
S BRI RIGI TR &%

AW R BN, 5B A, R D KT AT 8RR AL
T2DM & 8 HbA, ¢ 7K (MD =-1.18,95% Cl = - 1.35 ~
-1.02,P<0.000 1) .FBG /K (MD=-1.65,95%CI=—-1.95~
-1.36,P<0.000 1) fl{&E (MD =-3.06,95% Cl = —3.94 ~
-2.19,P<0.000 01) , [FIH} A & #EH HbA, ¢ i85 3R (HbA c<
6. 5%k % RR=5.57,95% CI = 4.06 ~ 7. 63, P<0.000 01 ;
HbA,c<7.0% ik b5 % RR = 3.55,95% CI = 2.88 ~ 4.36, P <
0.000 01) , ZRHAELHI¥E L, WA RER, REE
JUC A B B B AAUR S5 45 25 7 = RN LA OG . R
FIAHE, R DGR R4t 1 1 mg LBl HbA, ¢ /K,
FBG /K - F1 & & 73 M BE AR T 29 1.53% ., 2. 17 mmol/L Al
4.76 kg, lZ F 14 1 J8 0.35~0.75 mg f#f HbA,c 7KF FBG 7K
MR T S AR T 20 1. 28% 1. 55 mmol/L F1 2. 42 kg, IR
1 H 14 mg VI B HbA, ¢ 7K FBG 7K FAE 53 BIREAL T
25 1.18% .1.69 mmol/L 1 3.13 kg, Ol 1 H 7~ 10 mg
HbA,c 7K *F, FBG 7K F Fl 1k & 40 5 AR T 29 1.04%,
1.36 mmol/L Fl 1.62 kg, IR 1 H 2.5~5 mg fiffi HbA, ¢ /KF-,
FBG 7K - Fl & & 43 W BE AR T 29 0.56% . 0.77 mmol/L #l
0.37 kg, (BRDEFROMR 1 H 2.5~5 mg M8 E SR 5285
MZERICFE 2 XL (P>0.05) , KRG R ER, RIS
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W RS 1R 1 mg UL b R B AR e, B T ST
1/80.35~0.75 mg MR 1 H 14 mg KL EAIFREk =z, 0
fR1H 7~10 mg BIFRFFRZ, FAR 1 H 2.5~5 mg HUITRCA
X 2E . —TOR TR E A NS Meta 431745 51 i
ARG ERFIFIE,0.5 F1 1 mg RS K> BIfi HbA, ¢ /K[
KT 1.01%(95%CI = 0. 56 ~ 1. 47) F1 1. 38% (95% CI = 1. 05 ~
1.70) , 4% Wil 44 & 98 5% 2.32 kg (95% CI = 1.46 ~ 3.19)
4. 11 kg(95%CI=3.37~4.85) """ | H—Wi X FRLE MK O]k
HIFIA Meta T2 R /R, SBFMEL, IRER DS 1 H
3~14 mg 3G YTl HbA ¢ K FREAET 0.89% (95% CI=0.71 ~
1.07 ) fHATE I T 2. 99 kg(95%CI=2.30~3.69) 2! | Aff
REZHIPFRE REEAR 3, oAb, AR T, 5= E R
P, R 5 Ik & BT T AR & SBP K P29 3.16 mm Hg
(95%CI=2.02~4.30,1 mm Hg=0. 133 kPa) , Mkl g, &3
ST 5 I ) T2DM B E REMR D& ATy Pkt E £
ROEMRABHE BN RS LA RN E TRRF, 25
G0 L (P<0.05) ;D E R T IR 8 B o g
BRAE UBAISL A RS HI R AE R SRR 2R
TGt L (P>0.05) . 5 GLP-1RA #HE, R 5 Ak
WL AS B RN A T ARIE RN 2018 4F — T TR D&
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B RN SRR, R D& Ok T I A E iE
SN RS B 7, R 3 0 (OR=3.24,95%CI=2. 66~3.94) |
WX ( OR = 3.10,95%CI=2.42 ~ 3.98) FIJE Y5 (OR = 1.91,
95%CI=1.58~2.30) """, 2019 4, — i & T 2 6 Jik 11 AR 461
FIH Meta ZMHTENA T 6 T RCT, 3L 3 319 238 % , 4550 B,
SRR L, 2R K R R0 04 B AT R XU B e, 3R
S (OR=3.71,95% CI = 2.71 ~5.07) (MK it (OR = 3. 60,
95%CI=2.32 ~5.59) FE 5 (OR = 2.35,95% CI = 1. 68 ~
3.29) 1 AW Meta PSR EER B, SURBEH L, RS
R B B3 BN AR S I (RR=1.95,95% CT = 1. 73 ~
2.20) , FEAHEEL(RR=3. 53,95%CI=2.90~2.49) MKt (RR =
4.08,95%CI=3.00 ~5.57) M5 (RR=2.00,95% CI = 1. 65 ~
2.43) 5, RIEMIRT PR 2R B i RN,
o B M A O R D R R Y RO E
BBz BRI AT A 0. 25 mg 1 J8 1 RIGYT 4 JEIFFLG , 39 m
FIEE 0.5 mg 1 J& 1 YIRYT 4 J8 M 2 R T, e 38
R W A S 1.0 mg, 18 13k, D& Ik E MR
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RIT 4 J OB R AEE DS R I 2 14 mg, 1 H 1K,
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