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 E BB B NAZR R AN RS NARIR LR AT 206 57 A /) da B (NSCLC) 89 A #0kE | A A 08 RME, A s
R HPRBEIERAE . FFik i A & PubMed . Embase . Web of Science .Cochrane B 3548 . F B A4 E 5 LRS- A% . F E 4=
W YW | 77 7 4 Clinical Trials.gov Fe ¥ B s X I P s 5 KW Ao R AT IR A A AAF 2021 F9 A 25 B . WA MRz E
FoA Y E AT GRIe L) sh i MR Bk S HRBF 25 (3P I8 2) A T NSCLC 84 FE AU BB 3X 36 (RCT) . 5 ik STk 3 IFH 51 R 8
Cochrane & Zo3F 0 7 F M 5.1.0 3.5 694844 Kb 334E T B st 29 A 89 RCT #47 E 2 3: M5 , 5K ] RevMan 5.3 #4347 Meta 547 4K
Bl W An B F A 47, BER 2N 11 A RCT, 431 6 596 4] & % . Meta 5 A7 R B, B2 % 409 S A 2 £ [RR=0.97,
959%C1(0.92,1.02),P=0.22] . % R B R B & % F[RR=1.00,95%CI1(0.99,1.01),P=0.79]. /% & R R A& & 4 F[RR=1.04,95%CI
(0.96,1.13),P=0.38]. %2 4k Fa £ £ [RR=1.10,95%CI(0.88,1.36) , P=0.41] & % LR BB R (pvKek s} ) & & % (P>0.05) b
BOEFHRAHZEL, BBESWERE T, T RERMEME. AR BHEITERE T, KRR ALELFAT 09 TR ED
5 MARZR I A E 020497 NSCLC #9 A ik & A fe 205 REH 5 NARZK LR RAF AR S

IR NARIR B A KA RATSE AR f R AU A s SR R s Meta AT

Meta-analysis of efficacy, safety and immunogenicity of bevacizumab biosimilars and original drugs for
patients with non-small cell lung cancer

CHEN Haitao, YANG Sensen, DENG Weishang, YANG Changyuan, CHEN Jisheng (Key Specialty of Clinical
Pharmacy, the First Affiliated Hospital of Guangdong Pharmaceutical University, Guangzhou 510080, China)

ABSTRACT OBJECTIVE To compare the efficacy, safety and immunogenicity of bevacizumab biosimilars and original drugs
for non-small cell lung cancer (NSCLC), and to provide evidence-based reference for clinical use. METHODS PubMed, Embase,
Web of Science, Cochrane Library, CBM, CNKI, VIP, Wanfang database, ClinicalTrials.gov, and Clinical Trial Center of China
were searched from the establishment of the database to September 25, 2021, randomized controlled trials (RCTs) about bevacizumab
biosimilars (trial group) versus bevacizumab original drugs (control group) for NSCLC were collected. After literature screening,
data extraction and quality evaluation of included RCTs with bias risk assessment tool recommended by Cochrane Handbook 5.1.0,
meta-analysis, sensitivity analysis and publication bias analysis were performed by using RevMan 5.3 software. RESULTS A total
of 11 RCTs were included, involving 6 596 patients in total. Meta-analysis showed that there was no statistical significance in the
difference of overall response rate [RR=0.97, 95% C1(0.92, 1.02),P=0.22], the total incidence of adverse reaction [RR=1.00,
95%CI(0.99, 1.01), P=0.79], the incidence of severe adverse reaction [RR=1.04, 95%CI1(0.96, 1.13), P=0.38], positive rate
of anti-drug antibody [RR=1.10, 95% CI (0.88, 1.36, P=0.41] and the incidence of common adverse reactions (except for
vomiting) among 2 groups (P>>0.05). The sensitivity analysis results showed that the obtained results were robust. The results of
publication bias analysis showed that there was little possibility of publication bias. CONCLUSIONS The efficacy, safety and
immunogenicity of bevacizumab biosimilars used for NSCLC are equivalent to those of bevacizumab original drugs.
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R ZBPE S5 1) SEAAE TR, B AndE /N it (non-small
cell lung cancer, NSCLC) . 4% B % J& (colorectal cancer,
CRC) . FL5 (breast cancer, BC) 45, DU ER FAAT 5t
2l (75§l 44 Avastin) 43 51T 2004 4F 2 F 12005 4F 1 F k45
e E 52 I BHE BLR (ULS. Food and Drug Adminis-
tration, FDA) . Bk Wl 2 /i 4 # J5 (European Medicines
Agency, EMA)#ttHE BT VR4 s A A3k
), ZAMEAERIR 134N ER B, DRERRSTZ
T HEHTIR R A 2 — A TS AN K G g
PO T AR BERE . 1997 — 2019 4F , 2Bk R 1
37 000 il B E e R IR I th 42232 1 DUARERERATIR YT, W]
A 8 3 350 J5 I NSCLC 25 Ak bl 5 3:% 1
DURBRBAHTIRST , P21 2 2 H A m R 112 AE
FHRE S A T 1) I A BT i 550
HEYIRA 2 R AR B i A TERA A TS B
FRUEE I S A 25 5 AL IR 97 A= il i, AR
YRR Ak 2E A )Ry TS Dt 24 s BE AR DL, A A
FEAEAE I R & MR U U N 22 579, Bl DL
IR BT 24 (4 L R B, ] 9 SR B — At DK
PRELPTAYIZULY , G5 H S i) BCD-021  ENEEHY Be-
vacirel, 3¢ [ ) ABP 215, PF 06439535 #l F& [& (1
QL1101 IBI305, A A AH 5™ i 1E 4b T 55 B Bt
R 2021 4F 2 J1, 23R4 30 Rl DUAER A4 A= W (U 24
JF& b, W HLX04,SB: . MYL-14020 .BEVZ92 45",
AR XL YR AT B N 2 R e AR . SR,
A2 BAT oy TR0 R A 52 2% AR IS M X L2
Fo SE B A 5 AR 7 T8 4255 R e A RE IR S5
B2 2 A0, FEAS R Rl i 25 — AR A 43 A Il I
(P EZ A ER BTN R B S 25 R A0 (55 0O M8 1, 2450
PG B 2 AV A P T AR TE S 2 1 ik,
LI 6 A8 A B BE AL G R GR35 (randomized controlled
trials, RCT) 1T Meta 7347, iz H AT i ik = AE 9264
24l PR A 80P A e 2 PR R i B R MO I R
FAAGUER J5 o Htb AT RGP . FE T, AR
Meta 7387 9 7 16 LA T DUARER S AR M) 2l 2 5 5t
WZIGYT NSCLC WA Rk e e g itk , B e 0
Il R 25 B PR TE S
1 #"RERZE
L1 MNSHERRIRHE
LLL BF5EER ARFSEN AR BF9E2E R [ N AR A
TER I RCT 5 AR R E S A SCHIE S
L1.2 WS AFRMAEE RS 2017 3£
JRRE BK & 2% 514 (American Joint Committee on Cancer,
AJCC) KATHIA FAZWiARiE™ 2 B IV 8l 5k
PR AR @5 4R NSCLC; 1 il i | 8 SN BR ; 4R 1% =
18%
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113 T oI B 4 7 DR bt AR P2
UL ER G R EH RN ZEAZ I s Xof RAZH £8 25 45 7 DUARBR PR it
WA RS2
114  giJRdatr AU S RfEbrea s (1) SA L
& (overall response rate, ORR) ; (2) BN K 2 v & A 3K
(3) ™ F A RN KA #E (BB T S M A i s A
Bt B E KA B N 18] 3-p e ™ 4 2K R ) ™ E TR
HATE CRBOE A B , WA EN R 5 (4) 5 0L
AN RN A (S IRZ BB 3 B 5 402K ) s (B) 4
$% 5 M, an 3t 245 P K (anti-drug antibody, ADA) [H 1
B ITRCHAN 8 b U e BE SR AR b 988 08 97 ROPEAN A
1.1) (Response Evaluation Criteria in Solid Tumors
1.1, RECIST 1.1) 43} 58 4= % fi# (complete response,
CR) . #432%f#% (partial response, PR) % i7E i (progres-
sive disease, PD) f1%% 2 & (stable disease,SD)., CR &
7 A Lk %, 4 g B L 4 (A 5 R A5 FnaE
FRLEAT) AR /D 2 10 mm LUR 3 PR FR #Uk A2 Z
FE L L K> =30 % 5 PD 37 LU IR B i 92 3k
R A Ak EAR 2 R /MBS I8 AR
ZFIHEIN =20 % (5 F LM i/, W LR o 2
R Bl i B Z P 2 X B S I =5 mm (5 80 14>
5 AN B AL AR PD) 5 SD s A LR AR AR |
R HE; ORR = (CR {F15+PR 110 /55150 100%™
115 HEBRPRUE  AOHTE B HEBRARE R « (1) B FH BT
PTG A RIS 5 (2) By 7 R 22 4 1 25
FSCHR 5 (3) RGLLEREL Meta /07 25U 58 2 4 5%
I AF RIS R R S 5 SR s (4) B R RN
SCHR
1.2 CHK R R

11 & #1 £ 2 PubMed . Embase . Web of Science .
Cochrane K 31F | H [ AR 9 B 22 SCER IR 45 R 48 v A
D e T S [R]ES RS 2% Clinical Trials.gov  H
e AR O S B I . Hh SR R I < DUARER i AR
WA/ VAR BT AE W20 2 Itk DL e Bk Bt/ it it
DUAREAGT/ 2 AETT ™ “ /)N 240 i i 9/ 888 bR AL /) 24 i firfi
I8 e UK R 1) N “bevacizumab” “biosimilar” “ Avastin”
“non-small cell lung cancer” “NSCLC” “non squamous
non-small cell lung cancer” . [RIH}, TSl 2= AH 5 SCHk 9
S 3CHR, DURBCH DGR ST . R 800 5 B fia AR
AR R IR KR RS S & R 2R Rk % 2021
F9H25H

LA PubMed 4 il , ¥ 2R = 4 ( “bevacizumab” [MeSH
Terms] OR “bevacizumab” [All Fields] OR “bevacizu-
mabs” [All Fields]) AND ( “biosimilar pharmaceuti-
cals” [MeSH Terms] OR ( “biosimilar” [All Fields] AND
“pharmaceuticals” [All Fields]) OR “biosimilar pharma-
ceuticals” [All Fields] OR “biosimilar” [All Fields] OR
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“biosimilars” [All Fields] OR “biosimilarity” [All Fields])
AND ( “non-small-cell” [All Fields] AND ( “lung” [MeSH
Terms] OR “lung”[All Fields]) ).
1.3 XHEtiHIE S B RHRE

H PR 24 I 52 35 i BN 5 HE R o 7 75 98 SRR
BRIy « F2 R 5 SR ; Bl b AU RIR 2, HEBR V] 2
ANFEE IR UER TR ; B 13242 3, Tk AR S A5
HEBRAR M Y SCHR I A8 SURZEXT 5 2038 43tk DUJ3 3f 9 s 3F
WE A = AR R, A e AR SCER . F
M5 F BRI T i A, ik sy SRR , Bk
FLREE B RN JIm RIS g /A 2R 2 X
5 EF X G RIS S R B AR BE DT
1511 R 6 0 R D S e 8
14 WMANZEKREFEN

¥ M1 Cochrane 2 GE PFA 51 M0 5.1.0 HEFF (14 D £ XL
WS DAL T ELSF A SCHR A BT R PR, ARG 45 B AL
79 A B L 43 TP 910 R B L 5 vk A5 SR AR 2 5 o8
IR EEEACE AR e AR AR R R U B
25 o0 R A ey XU ™ 2 i £ XU ™ “ AN T 20
L5 FitFFE

ABF5E 2 7E PROSPERO P (https : //www.crd.york.
ac.uk/PROSPERO/) {E M}, 45 CRD42021268664, &
FH RevMan 5.3 K164 T Meta 43471 . 432878 w5 R AL
[ F (risk ratio, RR) & H: 959% B 1= [X ] (confidence in-
terval, CI) 2718 5 DL Q K656 1 17 46 56 PEA% 0 7 18] 1) S5 o
P A WS ST 5 Bt (P>0.1,1°<50% ) , %
JH T 5 RN A RS AT Meta 437 5 S22, WISR FH BEAILAS 0
FERIVEST Meta 0 M7 >R A RevMan 5.3 {424 T AU
IR R R i oA . KK HEa=0.05.
2 &R
2.1 XEIFEERSNNARELER

WIS ARAGAH S SCHR 330 5 , 28 [l SEhm il fik 22 S 4>
SR, RZANASCHR TR0, 30895 6 596 i, Horp
IRKZH 3 305 1] XFHRZH 3 291 51, STk E AR DL 1,
A REEAF BN 1,
2.2 WMANNEHRETENER

FRA WS 0 RCT, $4R FIBEALT 91 5 20T Beoit
AL AN AR 2 WU 5T X0 5T 3 S i HLAR T
FEIRASTEDS 20 1 U ST BERR PRI S-S5 R0, 2 TR ] e
FETEBERRPEIR A G5 AL G B0 2 IR 8 X 45 Ak &
S it A EL AR AR R AN TR s AT ISR A 4 SR R 24
SERE HIANE R R S AP S R A e IR Y, S5 R
2. 183,
2.3 Meta 4R
2.3.1 ORR 11IRFFARIE T H ORR™ ™, A5
(B IS F R AE (P=0.88,1°=0) , 2R F [# 12 S0 AR Y

hEHERE 20 EEiEEE

2R BRIk (n=330) , Herh
PubMed (n=21) . Web of Science
(n=38) ,Embase (n=95)  Cochrane
Pl F3 03 (n=49) . A (n=27) .
T (n=3) 4L M (n=3) . f
] A 0 B 23 SCHR IR 95 R 58 (n=2) |
ClinicalTrials.gov(n=92) . [EIffii &
B0 (n=0)

|—| RS SCHR(n=121)

WITHARAT SR (n=209)

I— ML PR TR ZEHERRERIA AR AL
B BT A AT A ) 3Kk (n=151)

HE—253KAF 3k (n=58)

B4 SCEHERR Sk (n=47) :
JERCT(n=28)
Bl (n=6)
BAiEE (n=13)

AR (n=11)
1 XEkTHIERTE

AT Meta 2381, FEULIE 4. Meta 23 Hr45 3R Bos , THZH £
H Y ORR FL#K, 22 S IL G278 L [RR=0.97,95% CI
(0.92,1.02),P=0.22],
232 RARKMAEER 1WHE TERENEAR
JWE R A ARG [ JC G T2 5 i (P=0.99,

P=0) , R 2 SO LAY R F T Meta 4387, 13 UL I 5[
B A A 92 S P A B T 28 4 B 4E (safety set,
SS) ., 11 SS K & /D47 1 RIRYT HA &R bric sk 1)
SEBR N, i RS g R S R LR, R R
Meta 73 Mr &5 5 B, BB 1R R R & AR R T
B, 2E2R L% L[RR=1.00,95%CI1(0.99,1.01),
P=0.79].
233 JPEARKMNMAER TR IRGE T EREW
FEEE N RN AR SR T AR R TE SR T AR S T
(P=0.81,1"=0) , R FH [& @ 8500 AL B £ 4T Meta 5387, 1
DL 6. Meta M4l S R, L RS 1™ B AS KL
KAERWE, Z 5 L5 % E L [RR=1.04, 95% CI
(0.96,1.13),P=0.38],
234 EWARRMAAER  F WA RN FEE R
a1 ol 3 el i) oV WA I P e Sl Al L e
0P TN R ZH [RR=1.23,95% C1(1.05,1.45) , P=
0.01], AL E HAYH WA B & AR iR 22 R0
BB L (P>0.05), 45 FE2,
2.3.5 ADAHMES ST HiA T B4 1) ADA [HE
AL nmn e A g () TOAE T R R (P=0.65, "=
0) , K [ 5 N BRI EA T Meta 20 #r, TEWLIEI 7. Meta
IyHras B R, 2 B ) ADA BIPE R HLEL, 22 RS
P15 X [RR=1.10,95%C1(0.88,1.36) ,P=0.41],
24 FREMESH

43 L ORR AN BRI & AR % e E AN R RO &

AR AR RSN & AR ADA BIYE R TR bR, 5
B SCRRIES TR 08T o 2855 R Meta 2 BT 45 SR R
K AR, HER Meta 2B 25 SR A i
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e WREREENE  WRR R FRGH PR TR
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Trukhin 2021" NCT03296163/MB02 I EES6AEERN 31530 6L0/610  MBO2/UHEREASEIL 15 mykg A FHALEY 2 02000
K R AR B 3 8 1N 1AM7 R 6 TR U
MBO/ M IREREIENZG 7.5~15 mo/kg MZRERRRIT

Chu 2021 NCT03169335/QL1101 [l 269/266 FARE QUL U HFRHFLERIZ 15 mg/kg A FHMEY, 24400 DD
R BRE, B3R 1Ol L7 Jh 6 7R

Centus Biotherapeutics Linited 2021 NCT02810457/FKB238 I AlE 5SS E 3640367 AR FKBRS/MUHBRBSURD 1S kg A REREY 0] D230
FALK B IR 83 R Lo LT PR
Shi 2021 NCT03533127/LY01008 I E 324/305 FARK LY01008/ MATRESTRBEZ 15 mg/kg BEAFHIME 284400 DQBE

PR BRI 3 B 10O LMF R 4~6 1M
i DALY01008/ D ik i B 2 it
Reck 2020 NCT02754882/Bs Il ARPEBESET 3797384 602/600  SB/TUASRERIRAIZ 15 my/kg B FALHE, w4 02000
F I EZAX K 3 1O LA R 4~ e MTRIG U
SBy MR BF G G ety
Myhan Inc, 2021" NCTME3S64/MYL-14020 IV FIRF WS 1A 337334 593/592  MYL-14020/MBSRALGTRRIZ 15 mg/keBoA FAIML 20 DQB®
FAK S BT, B3 O LAY 6 MR,
PAMYL-14020/ MK £ 25k 7

Boehringer Ingelheim 2021'" NCT02272413/B1695502 T BKUE /%29 3387333 612/613 BT 693S02/ L ARIREFLRBRA 15 m/kg, BHIKLE, B 105H  DQOD
ERAEK AR IR L6 TR

Thatcher 2019 NCT01966003/ABP 215 T T R EWE 3287314 616/61.6  ABP 215/ MAUHK AT RAIZG 15 mg/k BEA FHAAIE 44 DROO0
1T ER A R R A 0 B 1O LM R b o M7 R

Yang 2019" NCT02954172/1BI305 M P 204/226 563/572  IBI30S/JUIRBREAH OIS 15 mg/kg R4 REIRIEY, 1840 D206

R W B3 R LR MR 6 M7 R D)
1B1305/ I ek A2 7.5 mo/kg H25 4 iR7
Reinmuth 2019 NCT02364999/PF-06439535 M1 WORFIW %27 358/361 620/610  PE06439535/ M IKTRAHLIERRZ 15 my/kg (BG5S DB
MERAEX BB FOMEE BT, 83/ 1ok L7
T4~ TR , A PE-06439535/ DA HK BT T2
BRI
Biocad 2021”" NCT01763645/BCD-021 I AREE aE R 6969 578/587  BOD-02/ILAFRIHTERIZ 15 mo/ke A RHIMIE 18 D2BD6
b2 Ny PR K B3R ok LR Jh6 M7 R

D:ORR; @+ A RSB AAEAS ;@) T A R A A @2 WA R R A= %85 (D): ADA P4

Experimental Control Risk Ratio Risk Ratio
; : o Study or Subgrou Events  Total Events Total Weight M.H. Fixed, 95% Cl | d, 95% C1
Random sequence generation(selection bias) _ Biocad 2021 23 69 22 69 14% 1.05(065169] —t—
. Lo Centus Biotherapeutics Limited 2021 188 364 197 367 125%  0.96[0.84,1.10)
Allocation concealment (selection bias) _ Chu 2021 142 260 151 266 9.6%  0.93(0.80,1.08)
Boehringer Ingelheim 2021 175 338 187 333 120% 0.92(0.80, 1.06)
Blinding of participants and personnel (penormance bias) _:I Mylan Inc. 2021 140 337 144 334 92%  0.96[0.81,1.15)
Reck 2020 181 379 164 384 103%  112(096,131] '-

Blindingofoulcomeassessmenl(detectionbias)_: Reinmuth 2019 162 358 161 361 102%  1.01[0.86,119]
Shi 2021 164 324 174 325 11.0%

0.95(0.82,1.10)
S Thatcher 2019 128 328 131 314 85% 0941077143
Incomplete outcome data (attrition bias) _ Trukhin 2021 127 315 138 312 89%  090[0.75,1.09]
. . . . Yang 2019 928 224 102 226 6.4% 0.97(0.79,1.19]

Selective reporting (reporting bias)

Total (95% CI) 3305 3201 100.0%  0.97[0.92,1.02]
Other biasl [ Total events 1528

Heterogeneity: Chi= 517, df= 10 (P = 0.88); F= 0%

Test for overall effect 7= 1.24 (P= 0.22)

=
P44y B
iy

T

- llll‘l

02 05 2 5
Favours [experimental] Favours [control]

0% 25% 50% 5% 100%

I I Low risk of bias [ unclear risk of bias B High risk of bias I 4 ﬁéﬂ%% ORR H/\] Meta ﬁ*ﬁ,ﬁj:$ @

" Experimental  Control Risk Ratio Risk Ratio
E 2 ﬁ{-ﬁ- 'Xl Bﬁﬂﬁ/ @ Study or Subgrouy nts__Total Events Total Weight M.H,Fixed, 95% CI MLH, Fixed, 95% CI
KRIz Biocad 2021 68 66 66 22% 1.00[0.97,1.03 —

68
Centus Biotherapeutics Limited 2021 341 362 348 366 11.2%  099[0.96,1.03 -
Chu 2021 267 269 265 266 86% 1.00(098,101) 1
i Ingelheim 2021 293 335 288 328 94% 1.00(0.94,1.05] =
A Mytan Inc. 2021 311335 304 329 99%  1.00(096,105 -1
o Reck 2020 348 378 346 380 11.2% 1.01(0.97,1.06] D O
2 Reinmuth 2019 344 356 37 358 112%  1.00(097,102) T
& 8hi 2021 320 323 320 325 103% 1.01[0.99,1.02) "
w Thatcher 2019 308 324 289 309 96% 1.02(0.98, 1.06] o
5- Trukhin 2021 268 311 288 310 93%  1.00(095104 T
g =3 Yang 2019 m m 220 220 71% 1.00(0.99,1.01]
3 2
E _g Total (95% CI) 3282 3257 100.0%  1.00[0.99, 1.01]
0% g Total events 3108 3081
5 £ Heterogeneity: Chi*= 2.40, df= 10 (P = 0.99); F= 0% 08509 LK
8 172 -
4 = § = 2 Testiuorerall sffock 2= 0,27 (2= 0.7%) Favours [experimental] Favours [control]
S 2 5 % Ew
5 [ 5 Z
< & g R = g2 3 Z] =] > 7 s %
E5 FASESREREE SR Meta 54 S E
& 58 22 ¢ 8 57 &% = BRI Y eta FRINIE
I T T N O O O )
S8 ESE SR ES8 88 R B Experimental  Control Risk Ratio Risk Ratio
© - © - © ° - - = - - e T o i H, Fix % 1H, Fi % Cl
. . . Biocad 2021 14 68 8 66 1.0% 1.70(0.76,3.78] ]
. . . . . ' . . . . . Random sequence generation(selection bias) Centus Biotherapeutics Limited 2021 91 382 95 386 117%  097(076,1.24] =i
Chu 2021 71269 64 266 80% 110082147 i
. . . Boehringer Ingelheim 2021 108 335 89 328 11.1% 1.19(0.94,1.50] Tl
. . . . . . . . . . . Allocation concealment (selection bias) Mylan Inc. 2021 59 335 55 329 69%  105(0.751.47] -1
Reck 2020 75 378 81 380 10.0% 093(0.70,1.23 =
- . . Reinmuth 2019 81 3% 80 358 99% 102078134 o
. . . . . & . . . . | Blinding of participants and personnel (penormance bias ) Shi 2021 126 323 125 325 154%  1.01(0.84,1.23 -
Thatcher 2018 85 324 71 309 9.0% 1.14[0.87,1.50] T
& & indi ion bi Trukhin 2021 58 311 54 310 67% 1.07(077,150) I
. . . . . . . . . Blinding of outcome assessment (detection bias) Yang 2018 8 21 85 20 1064 080[89 143 L
oo ooeee®|® @@ omeeoucon i auiionbis) Toar 054 o st ook 1o4iess 113 ’
Total events 843 807
Heterogeneity. Chi*= 6.05, df=10 (P = 0.81); F= 0%
. . . . 05 2
. & . . . . . . . . ' | Selective reporting (reporting bias ) Testtor overall sfect: 2= 0,67 (P=0.3) Favours [experimental] Favours [control]
w5 | || e | e | e | | | | Other bias

El6 WMAEBRETENRKMEEZFRK Meta 573 #7 7%

B3 ifmiaXk = E HRE
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%2 WABREENRRRFEERH Meta HH% R
e

NNl ARRNHER AR SRATEL P % RR(95%CI) P

MFHERGER Al QU307 306 066 0 1.00(093,109) 0.94
A 1071560 162 030 15 096(0.87,1.06) 040
PREREIE 107 259 084 005 47 093(0.84,1.03) 0.19
IR0 QU1 215 016 33 1.020093,113) 062

el i s 107 101 074 0 1.05(0.88,126) 058
[IA] g2 120 118 023 25 1.01087,L.17) 089
D RE g2l 186 195 043 0 095(0.85,1.06) 040
MRk QUEEH 12 90 022 23 123(105,145) 001

AR jiZ] GBS 6 104 002 58 0.99(0.79,125) 095
%A U130 135 098 0 0.97(085,111) 067
Jft g2 60 69 054 0 087(070,109) 023
NGt USRSy 78 006 S0 1.10083,1.46) 0.52

fiEsm AT gUSEI 18 112 078 0 105(090,122) 052

TIUA B RS RIEEERALR X5 IR 971030 093 0 0.94(078,1.12) 049
[ FUBEEEEA00 107 058 0 093(0.78,1.11) 044
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