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Abstract: Objective
treatment of type 2 diabetes mellitus (T2DM ). Methods

To systematically review the efficacy and safety of insulin degludec / insulin aspart (IDegAsp) in the
By retrieving PubMed, Embase, The Cochrane Library, Clinicaltrials, CNKI
and WanFang, the randomized controlled trials (RCTs) related to IDegAsp (test group) versus premixed insulin or basal insulin
(control group) in the treatment of T2DM were collected from the inception to March 2024. The Cochrane Risk Assessment Scale
was used to evaluate the quality of the included studies, and RevMan 5.3 software was used to perform the Meta — analysis.
Results A total of 15 RCTs were included, involving 4 484 patients. Meta — analysis results showed that compared with basal
insulin, IdegAsp had no significant difference in the reduction of glycated hemoglobin (HbA,.) or fasting blood glucose (FBG)
levels,the increase of body mass,or the decrease of hypoglycemic events,adverse events or serious adverse events (P = 0.86,0. 89,
0.08,0.13,0.81,0.07). Compared with premixed insulin, [degAsp could more effectively reduce FBG levels [MD = - 1.42,
95% CI ( — 1.44, — 1.40),P < 0.000 01] and the risk of hypoglycemic events [RR = 0.92,95% CI (0.86,0.98),P = 0.010],
while it had no significant difference in the reduction of HbA,. levels, increase of body mass, decrease of the risk of adverse
events, or decrease of the risk of serious adverse events (P = 0.19,0.69, 0.58,0.09). Conclusion IdegAsp has significant
efficacy and high safety in the treatment of patients with T2DM.
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Fig.1 Flowchart of literature screening
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Tab.1 Basic characteristics of included studies

FfAR RLFHER ‘ fi 1 b HyORRT O DML, AR Hb, AKEFNC )
REED MBRIBE ik () il #i i (B158) (Xe5,9) (Neskd  ke/w) (Nes %) (Xes,%) (Xts,mmol /1) AR

CHO 2020 9P MHERA RERAAAKSE 1201 o 30 1713 648:18 66.650.9 25.6:40 103258 7.5:0.6 68:03 DO
BTN A4 C b 29 15/ 63:19 666:128 58241 11368 7.6:06 7.5:03 OO

HEISE 2011 DAPS AFEEE BEF REARARLES 16 T a5 372 B7#88 85.0:11L7 302434 91:80 83:12 1L1:33  DQOO
K FHRERELET DN &4 C ¢ 60 44/16 B4s84 868:113 0.5:35 85:48 84:13 12135 OO

KUMAR 2016 884 AR LA A & BEARAKSEN 50 T 2 26 W4/125 57490 85.0£17.9 30.9:51 8761 8910 10.1:29 DO
L2 HFH BT L5 TDMES 56

1530 C ¢ 203 127/136 56.4+9.2 85.1+18.6 30.5 5.1 9.6+6.1 8.9+0.9 10.4 2.8

KOMAR Q017" GIA® AFEAFRE FE, RERALARSEZ 26 T 2 230 135/95  57.8£9.5 847:19.9 30151 116:68 83:0.8  8.0:25
PEKZ A% BB HE L Z9RIK: 0RE

(&)
©
©
()

@
)

C ¢ 233 127/106 58.4£10.1 83.9£19.2 30.1£5.3 114473 84:1.0  7.8:28

SRS EY BBHATION E4
ONISHI2013'™ AP AR A REARRRGEH 26 1T o 14T ST/ 60.0£10.0 66.2¢13.4 25.2:3.8 10.9:7.3 83:0.8  9.0:16 DO
DM &% C ¢ 19 S1/%  6L0s9.6 664133 25.0:38 124586 85:08 91:19 OO
SHIMODA 2019 1045 AR A REABARGES 12T & 2% 1719 640:38  NR 260+L4 11.0£25 8.9+0.5 MR 06
DM &% C 4 26 179 545:52 MR 25.6+13 T.0£L7 9.6:0.5 MR
PHILIS - TSIMIKAS 71 AMf & 2 EF RAA L 8 REFTDM &4 BT a7 15/142 $8.2+8.9 88.6+185 317455 129469 8.2:0.8  9.0:27 DO
019" AAEBFH EREE 1E 60
thin C e 265 I37/128 59.249.1 88.5:17.5 3L.7#5.1 130635 8.1:0.7  §.8:27
FRANEK2016™ 47/ A RAFRAAL o 5 TIDM &4 60T A 19T 95/102 59.0£9.5 88.0£15.0 3.2:43 0.6+61 85:0.8 10.5:24 DQOO
HELFHE B4 BB K 60
2 FRRL HBRL LA CoB 197 9/I00 884 85149 L1242 9457 83:07 10,0423
Phiz
FULCHER 2014 S04 p s MR ERKA L £, RETDMEZL % T A 24 130/%  587:9.9 8L3x18.1 29.6:46 128:68 83:0.8  89:29 DQOA
NS NEN: B0
8 bELE ARRLIL C B 22 10/102 58.8+9.8 78.9:17.6 29.0:49 131274 84209 86226
HASSANEIN 2018 274 ARERRRAL AR, TIMEF N7 A BL667 54998 SL1£159 30247 121#68 85:09  9.9:104 D Q O
OB IART H C B 12 U8 53592 T332 28:47 13:74 85:09  10.6:163 OO
KANEKO 2015 454 p o AREBA HB . PE ZHTMEA % 0T A 280 ISI/129 $0.01£10.2 66.1£112 25.4+3.4 163+7.9 8408  7.9:25 0RO
A5 DARLRPEAHE C B 1 7/6 6.2:9.5 660£112 25.4:37 16382 84209 19:25 OO
NISKANEN 202 074 bos AR ASZ 2B 8 BAAEAKSES 16 T A 61 2932 58.7:85 81.5:163 31536 9.0+61 85+1.2 1.5:26 DO
Bk 2AE5F HETON &2 C B 6 3B 59.7:80 0L8:13.5 319:35 8663 8.6:.0 [L7:31 OO
ONISHL2017™ §A b0 phERA TN &4 6 T A 3 M/9 643:84 61299 23.2:29 183:9.1 74209  8.0:20 O Q@
C B 3 I8/14 647£IL2 57.3:7.9 229:23 16387 74208  7.8:21 ®
TANEDA 2017 45/ ARERA BB YE EHTIMEA % 0T A 18 T4 6L0£IL4 643£122 246433 155482 8308  8.1:23 DQOO
A%, DABLAPALE C B 60 41/19 62.7:9.6 63.9:114 %5:36 168:9.6 8.4:08 84:25 OO
YANG 2019 AP ARETE PEAETDMEL 26 T A 361 198/163 59.6£9.0 68.5:11.6 25.5+¢3.3 127:62 83:0.8  01:22 DGO
C B 182 99/8  58.8:9.4 (9.4:124 25.7:34 131269 83:08 91:25 OO

E T A RIS, C A 3T IR a A 455 1T AUk By & (TDegAsp) , b 4 125 £ % (IDeg) K H# e £ % (IGlar) , ¢ 4 IGlar U100,d
IDeg & IGlar U300,e # IGlar UI00 + 148 8% (1Asp), 3 A B 12 ;A 4 IDegAsp, B A TSI A M 5 % 30,39 44 0 20 NR 4
AARE T2DM 4 2 B 43k m , BMI A 4R 8 35 4%, FBG 4 % ML 42, HbA A 4B 228

Note: T refers to the test group,and C refers to the control group. a refers to patients treated with IDegAsp,once a day;b refers to patients
treated with IDeg g or IGlar,once a day;c refers to patients treated with IGlar U100, once a day;d refers to patients treated with IDeg or IGlar
U300, 0nce a day;e refers to patients treated with IGlar U100 + IAsp,once a day;A refers to patients treated with IDegAsp,twice a day;B refers
to patients treated with BIAsp 30, twice a day. NR refers to not reported. T2DM refers to type 2 diabetes mellitus, BMI refers to body mass index,
FBG refers to fasting blood glucose,and HbA, refers to glycated hemoglobin.
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VO I BB 4 107 151] o AR 4k T HE 2t FH 0 fie 5 22 28 i
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P =0.08], fliR % % & [MD = 0.08,95%CI( - 0. 30,
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Goil2pm oL RS AL B S B KUMAR 25:005)
FULCHER %52V By A5t , e 91 2 /l\ﬂzéﬂél’ﬂ)\ﬁ’a%ﬁﬁﬁiji
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Fig. 2 Risk assessment results of the quality bias in included studies
Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
2.1.11DegAsp vs. Basal Insulin
Cho kY 2020 -0z 06 30 0066 29 29% -0.20F052,0137] —
Heise 2011 131 1m 59 129 11 60  21% -0.02F0.40,0.36] - 1
Kumat A 2016 -165 128 266 -172 117 263 7.0% (007F014,028] I p—
Kumar 52017 -098 101 230 -1 106 233 86% O0.02F0.17,021] I E—
Onighi Y2013 -1.35 086 147 -1.22 098 148 69% -0.13[}0.34,0.08] - 1
Shirmoda s 2019 -1.45 065 26 167 085 26 25% 022F0.13,0.571 ]
Philis = Tsimikas A 2019 -1.1 08 267 -1.1 08 265 146% 000F0.14,014] - I
Subtotal (95% Cl) 1025 1025 447% -0.01[-0.09,0.08] -

Helsrogeneity. ChF = 4.90, df= B (P= 0.56); = 0%
Test for overall eflect Z= 0.18 (P = 0.86)

2.1.2 IDegAsp vs.Premixed insulin

Franek E 2016 -1.85
Fulcher GR2014 -1.28
Hassanein 2018 -1.11
Kangkn S 2015 -1.38
Niskanen 2012 -1.79
Taneda S2017 -1.42
Yang Vv 2018 -1.48
Subtotal (95% CI)

naz
094
149
nse
111
057
085

197 173 083 197
224 1.2 097 222
131 113 149 132
280 -1.42 097 142
60 -1.84 083 62
1168 -1.280 053 60
359 1.4 081 182
1369 997

Hetarogeneity. ChF = 3.44 df=6 (P=0.75); F=0%
Test for overall eflect Z=1.32 (F = 0.19)

Total {95% CI)

2394 2022

Heterogeneity: ChP = 5.90, df= 13 (P=0.78), F= 0%
Test for overall sflect Z= 1.10 (P = 0.27)

Test for subgroup differences: Chi==

104

057, df=1 (P = 0.45), F=0%

687%
97%
24%
85%
23%
107%
13.0%
55.3%

100.0%

-012F031,0.07]
0.02F0.16, 0.20]
0.02 F0.34, 0.38]
0.04 F0.15,0.23]
0.05 F0.31, 0.41]

-0.13F0.30, 0.04]

-0.08F0.23,0.07]

-0.05[-0.12,0.02]

-0.03 [-0.09, 0.02]

i

JHIM

-4

] 05 05 1

Favours [IDegAsp] Favours [Control]

3 WHEA HbA  THKTE Meta 5347 R E
Fig.3 Forest plot of Meta — analysis : HbA . change in the two groups
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Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed, 95% CI
2.3.1 IDegAsp vs.Basal insulin
ChoK.XY2020 -01 137 30 -01 1.57 29 0.1% 0.00[0.75, 0.78]
Heise 2011 -4.3 345 89 -5.07 3.85 1] 0.0% 077 [-0.54, 2.08] *
Kumar A 2016 -3.51 2.7 266 -402 2.8 263 0.2% 0.51 [0.04, 0.98]
Kumar 8 2017 -1.7 067 230 -1.9 0.87 233 2.2% 0.10[-0.04, 0.24] T
Onishiy 2013 -3.3 2.4 147 -39 24 149 0.1% 0.20[-0.35, 0.75] —
Philis — Tsimikas A 2019 27 3 267 -23 31 285 0.2% -040[0.92,012] I
Subtotal (95% CI) 299 999  2.8% 0.11[-0.02,0.23] 4

Heterogeneity: ChF= 7.69, df= 6 (P =017), F= 35%
Testforoverall eflfect Z=1.70 (P =0.09)

2.3.2 IDegAsp vs. Premixed insulin

Franek E 2016 -4.44 297 195 -3.03 28 195 01% -1.4111989,-083

Fulcher GR 2014 -31 256 224 138 251 222 0.2% -1.30[1.77,-0.83] I

Hassanein 2018 -2 124 13 -44 18 132 0.0% 240[1.33,613] s
Kaneko 52015 -25 223 280 -14 226 142 0.2% -1.10[-1.55,-0.65]

Niskanen 2012 -51 249 61 -43 3 62 0.0% -D.80[-1.84, 0.24]

Taneda 52017 -28 154 118 -1.4 1.43 60 0.2% -1.50[1.96,-1.04]

Yang i 2018 -298 009 354 -1.57 013 180 96.4% -1.42[1.44,-1.40] .

Subtotal {95% CI) 1363 993 97.2% -1.42[-1.44,-1.40] [}

Heterogeneity: Chi*= 7 64, df=6 (P = 0.27); F= 22%
Testforoverall effect Z=131.63 (P < 0.00001)

Total (95% CI) 2362 1992 100.0% -1.38 [-1.40, -1.36] i
Heterogeneity: Chif = 573.21, df=12 (P < 0.00001); F=98%

Testfor overall effect Z=129.71 (P < 0.00001)
Testfor subgroup diferences: Chi®= 55788, df=1 (P < 0.00001), F= 99.3%

El4 PHBE FBG TUKF Meta ST ZRIKE
Fig.4 Forest plot of Meta — analysis : FBG change in the two groups
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Favours [IDegAsp] Favours [Control]

Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean  SD Total Mean  SD Total Weight IV, Random, 85% CI IV, Random, 95% CI
2.5.1DegAsp vs. Basal Insulin
Cho K 2020 17 1011 30 03 1306 29 02%  140[457,7.37 *
Haisa 2011 04 23 59 01 32 B0 54%  020[0.70,1.30 —
Kumar AZ016 44 485 266 28 421 263 T4% 1.60 [0.34, 2.36)
Kumars 2017 174 287 230 141 254 233 107%  0.33[0.4,0.80] T
OnishiY 2013 07 28 147 07 23 143 94%  000[057,057]  —
Philis - Tsimikas A 2019 25 3.8 235 24 32 3235 87%  010[054,074) e
Subtotal (95% CI) 967 969 417%  0.44[-0.05,0.94] g

Heterogeneity: Tau?= 0.20; Chi*= 12,62, df= 5 (P = 0.03); = B0%
Testfor overall effect: Z= 1.75 (P = 0.08)

2.5.2 IDegAsp vs.Premixed insulin

Franek E 2016 z8 41 197 2 43 197 67% 0.80[0.03,1.63]

Fulcher GR 2014 1.7 3 224 22 3.2 222 93% -050[1.08,008 - 1

Kaneko S 2015 11 28 3280 14 3 142 91% -030[-0.90,0.30 I —
Niskarnen 2012 11 28 61 14 3.2 62 50% -030[1.36,0.786 - 1
Onishi ¥ 2017 003 073 33 -01 0498 32 11.0% 018 [0.25,0.63] T
Taneda & 2017 1.44 3 118 157 27 60 64% -013[1.00,0.74 I
“fang ¥ 2018 282 266 361 221 256 182 10.7% 0.61 [0.15,1.07] -
Subtotal (95% CI) 1274 807 583%  0.08[-0.30,0.45]

Heterogeneity. Tau™= 0.14, Chi®=14.25, di= & (P = 0.03), "= 58%
Test for overall effect: Z= 0.40 (F = 0.63)

Total (95% C1) 2241 1866 100.0%  0.22[-0.07,0.52]
Heterogeneity. Tau*= 0.15; Chi*= 28.97, =12 (P = 0.004); I*= §3%

- A 0 1 2
Testfor overall effect: Z=1.50 (P=0.13}
Test for subgroup differences: Chi*= 1.36, df= 1 (P = 0.24), F= 26.3% Favours [IDegAsp] Favours [Control]
A

Experimental Control Mean Difference Mean Difference
Study or Subgrou Mean SD Total Mean SD Total Weight [V.Random. 95% Cl IV, Random. 95% CI
2.7.1DegAsp vs. Basal Insulin
Cho KY 2020 1.7 1011 an 0.3 1306 29 01% 1.40[-4.57,7.37] * +
Heise 2011 04 23 59 01 32 B0 37%  0.30[0.70,1.30] —
Kurnarg 2017 1.74 257 230 1.41 254 233 167% 0.33[-0.14,0.80] o
Onighiy 2013 07 28 147 0.7 22 149 MA% 0.00 F0.57,0.57] I
Philis - Tsimikas A 2019 25 38 235 24 32 235 084%  0.10}0.54,0.74] 1
Subtotal (95% CI) 0 706 40.6%  0.19[-0.11,0.49] -»
Heterogeneity, Tau?=0.00; ChP=1.05, df= 4 (P=090); P= 0%
Testfor overall effect Z=1.24 (P=0.22)
2.7.2 IDegAsp vs. Premixed insulin
FranekE 2016 28 41 197 2 43 197 53% 0.80 [F0.03,1.63] —
Kaneka 8 2015 11 29 280 14 3 142 102%  -0.30-0.90,0.30] —
Niskanen 2012 11 28 61 1.4 32 62  33% -0.30[1.35,0.76] e I
Onishi 2017 003 0.79 33 -01 099 32 139% 0.19 [-0.25, 0.63] -
Taneda 2017 1.44 3 118 157 27 B0 48%  -0.13[1.00,0.74] S —
Yang VW 2019 282 2686 361 221 256 182 16.9% 0.61[0.15,1.07] —
Subtotal (95% CI) 1050 675 59.4%  0.19[-0.16,0.55] -
Heterogeneity. Tau®=0.08; Chif=9.06, df= 5 (P=011); F= 45%
Testfor overall effect Z=1.07 (P = 0.28)
Total (95% CI) 1751 1381 100.0% 0.21[0.02, 0.40] >
Heterogeneity, Tau*= 0.00; ChF=10.15, df=10 (P = 0.43) P=1% 5 o) 5 1 :
Test for overall effect Z= 215 (P = 0.03) '
Tast for subgroup differences: GhF = 0.00, df=1 (P = 0.88), F= 0% Favours [experimental] Favours [control]

B

A 13FRAFR B. 11 AR
El5 WAREKRREIEE Meta 7R E
A.13 RCTs B.11 RCTs

Fig. 5 Forest plot of Meta — analysis : body mass increment in the two groups
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Experimental Control Risk Ratio Risk Ratio
- i o] M_-H, Fixed, 95% CI

2.2.1 IDegAsp vs. Basal Insulin

Cho K.y 2020 5 30 7 29 0.6% 0.69 [0.25, 1.83] —
Heise 2011 13 59 9 60 0.8% 1.47 [0.63, 3.17] -1
Kumar A 2016 153 266 136 263 12.4% 1.11 [0.95, 1.30] ™
Kumar 58 2017 121 230 112 233 101% 1.08 [0.81,1.31] ™
Qnishiy 2013 65 147 B6 149 5.9% 1.00 [0.77,1.29] -1
Shimoda 5 2018 1 26 1 26 0.1% 1.00[0.07,15.19]
Philis — Tsimikas A 2019 60 234 56 233 5.1% 1.07 [0.78, 1.46] T
Subtotal (95% CI) 992 993 35.0% 1.08 [0.98, 1.20] "

Total events 418 3387

Heterogeneity: Chif=1.87, df= 6 (P = 0.83), F=0%

Test for overall effect Z=1.51 (P=0.13)

2.2.2 IDegAsp vs.Premixed insulin

Franek E 2016 120 196 134 185 124% 0.89 [0.77,1.03] ™
Fulcher GR 2014 148 224 153 222 13.9% 0.96 [0.84, 1.09] -
Hassanein 2018 41 131 57 132 51% 0.72[0.53,1.00] 1

Kaneko S 2015 206 230 108 142 13.0% 0.97 [0.86, 1.09] T
Niskanen 2012 22 61 37 62  3.3% 0.60 [0.41, 0.89] —_—
Onishiy 2017 19 33 19 3z 1.7% 0.97 [0.64, 1.45] T
Taneda S 2017 38 118 a1 60 4.9% 1.09 [0.89,1.34] T
‘Yang 'y 2019 189 361 91 182 10.9% 0.94 [0.78,1.12] -T
Subtotal (95% CI) 1404 1027 65.0%  0.92 [0.86,0.98] L

Total events 813 640

Heterogeneity: ChF= 1078, df=7 (P=0.15) = 35%

Testfor overall effiect Z= 259 (P = 0.010)

Total (95% CI) 2396 2020 100.0%  0.97 [0.92, 1.03] |

Total events 1231 27

Heterogeneity: Chi= 1812, df=14 (P= IJ!IJ) F 23% 0oz ] 1o a0
Test for overall effect Z= 088 (P =037) " iy

Testfor subgroup differences: Chi*= 7.08, df=1 (F = 0.008), F= 35.9% Favours [IDegAsp) Favours [Control)

5 &
6 WHEBERMIESEH Meta 5 HTHRME
Fig. 6 Forest plot of Meta — analysis : the risk of hypoglycemia in the two groups
Experimental Control Risk Ratio Risk Ratio

Study or Subaroup Events Total Events Total Weight M-H. Fixed. 95% Cl M-H. Fixed, 95% CI

2.4.1 IDegAsp vs. Basal Insulin

cho K.Y 2020 2 30 2 29 02% 097015 641]

Heise 2011 3 53 1] B0 0.0% 712[0.38,134.84]

KumarA 2016 170 266 161 263 13.2% 104[091,1.19] T

Kumar§ 2017 133 230 146 233 11.8% 0.92[080,1.07] -™T

OnishiY 2013 104 147 115 148 9.3% 0.92(0.80,1.05) -

Philis — Tsimikas A 2019 175 265 168 263 13.7% 1.03[091,1.17] 7

Subtotal (95% CI) 297 997  48.3% 0.99 [0.93, 1.06] +

Total events a87 592

Heterogeneity: ChF= 4.93, df = 5 (P = 0.43); F= 0%

Testfor overall effect Z=0.24 (P=0.81)

2.4.2 1DegAsp vs.Premixed insulin

Franek E 2016 79 186 71 195 5.8% 111 [086,142] T

Fulcher GR 2014 147 224 140 232 11.5% 1.04[091,1.19] T

Hassanein 2018 es 130 82 132 6.6% 1.09[0.91,1.30] I

Kaneko 5 2015 107 279 51 1M 5.5% 1.06 [0.81,1.38]  —

Niskanen 2012 27 ] 34 B2 27% 081056, 1.16] - 1

Onishiy 2017 6 33 3 32 0.2% 1.54[053,7.10]

Taneda 5 2017 89 118 49 60 5.3% 0.92[0.79,1.08] T

Yang¥¥ 2018 251 360 128 181 14.0% 0.98(0.87,1.10] -1

Subtotal (95% CI) 1401 1025 51.7% 1.02 [0.95, 1.09] L]

Total events 794 5459

Heterogeneity: ChiF= 5.66, df= 7 (P = 0.58); F= 0%

Testfor overall effect Z= 0.55 (P = 0.58)

Total (95% CI) 2308 2022 100.0%  1.01 [0.96, 1.06] L

Total events 1381 1151 | )
Heterogeneity: Chif=10L76, df= 13 (P = 0.63); = 0% oy ) =

Testfor overall eflect Z=0.24 (F=0.81)
Testfor subgroup differences: Chi*=0.31,df=1 (P = 058), F= 0%

Favours [IDegAsp] Favours [Control]
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Fig.7 Forest plot of Meta — analysis
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H. Fixed, 95% CI M_H. Fixed, 95% CI
2.6.1 IDegAsp vs. Basal Insulin
Cho K.Y 2020 o 30 [u} 28 Mot estimahle
Heise 2011 2 59 [u} 60 04% 5.08[0.25 103.68]
Kumar A 2016 30 266 15 263 11.2% 1.85[1.089, 3.59] e
Kumar S 2017 10 230 2 233 5.9% 1.27 [0.51,3.15] -
Onishi ¥ 2013 5 147 3 148 22% 1.69[0.41,6.94] —
Philis — Tsimikas A 2019 18 265 20 263 149% 0.89 [0.48, 1.65] I
Subtotal (95% CI) 9a7 997 34.6%  1.40 [0.98, 2.02] -
Total events 65 46
Heterogeneity: Chi*=4 17, df=4 (F=0.238); F= 4%
Test for overall effect Z=1.83 (P = 0.07)
2.6.2 IDegASsp vs.Premixed insulin
Franck E 2016 13 198 10 195 T 4% 1.29 [0.58, 2.88] e E—
Fulcher GR 2014 19 224 36 222 269% 0.52 [0.31, 0.88] =
Hassanein 2018 5 130 3 132 22% 1.69 [0.41,6.94] I
Kaneko S 2015 23 273 12 141 118% 0.97 [0.50, 1.89] D R
Miskanen 2012 o 61 2z 62 1.8% 0.20 [0.01, 4.15] *+
Onishi Y 2017 1 33 o 32 0.4% 2.91 [0.12, 68.95]
Taneda S2017 4 118 1 60 1.0% 2.03[023, 17.80]
Yang W 2019 16 360 14 181 138% 0.57 [0.29,1.15] T
Subtotal (95% CI) 1401 1025 65.4%  0.77 [0.57, 1.04] -
Total events 81 =]
Heterogeneity: Chi*=28.24, df=7 (P=0.31);, F=15%
Test for overall effect Z=1.70 (P = 0.09)
Total (95% CI) 2398 2022 100.0% 0.99 [0.79, 1.24] R 4
Total events 146 124
Heterogeneity: Chi*= 1821, df=12 (P =011); F= 34% E 02 IJ=1 1=u §E=l

Test for overall effect

Z=010{P =082

Test for subgroup differences: Chif=6.22, df=1 (F = 0.01), I*= 83.9%

E8 M EE SAE Meta 53 H FR K E

Favours [IDegAsp] Favours [Control]

Fig. 8 Forest plot of Meta — analysis:the risk of SAE in the two groups
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