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Abstract

e AIM:. To evaluate the effectiveness and safety of
Conbercept for diabetic retinopathy (DR) systematically,
in order to provide evidence - based reference for
clinical use.

e METHODS: We performed a comprehensive search for
the randomized controlled trials( RCTs) about Conbercept
trail group vs control group in the treatment of DR
published from PubMed, Cochrane Library, CNKI and
Wanfang Database. Studies obtained from eligible
database were filtered according to modified Jadad scale,
and data were retrieved from those studies for further
analysis. Then, we performed a Meta analysis using
RevMan 5.3 statistical software.

¢ RESULTS: A total of 22 RCTs were included, involving
1 878 patients. The results of Meta-analysis showed that
visual acuity at 1 and 3mo, the central macular retinal
thickness (CMT), operation time, the level of vascular
endothelial growth factor (VEGF) and the implicit time of
N1 wave were markedly decreased after treatment; the
scores of self-care ability, social ability, activity ability,
and psychological ability and response rates after
treatment were significantly improved; and which were
statistically different to control group. As for safety, the
incidences of anterior chamber inflammation reaction,
corneal edema, ocular hypertension, bleeding in
operation, vitreous hemorrhage, iatrogenic visual hiatus
and retinal detachment, complication incidence were
more significantly decreased than control group. The
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same results were gained in subgroup.

e CONCLUSION: The existing evidence supports that
conbercept has good therapeutic efficacy and safety
for DR.
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BAFHEAT Meta 237 .

SRR LA 22 TREHL X RWFSE, &3t 1878 Bl A,
Meta S A7 285 S 7R | 5% HE ZH AR BU , R 74 3 5 3 [ A1 i
Vi1 3mo BFE S FEBEH O LR R B (CMT) \FAR
IFIR] A P B AR KR (VEGE) ZKSF B2 N1 v IR 305
FHREIRITASCE A BLRE S TG Sh AR AL ACRE S AL B
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PERTIR G AE , LUK AR il R 3 20 R R 20, 34 58 7 DR
(proliferative diabetic retinopathy, PDR) SE 3 BB PR R
KM EZRE, HRET, 54 DR B8 G IT I 280G
TRYT AR DIBR A X5 T 982 B BRE 7K il 5 1R o e
PR AL ABOGIRTT 1k M BUR % 22 , AT e~ AR 50
It HASRE S P AL 52 22 18 2B L5 5 ARG P AR 2
I, AN 20 T AR ] I A AR B2 PR R ALY
DU, AT R BT AR B[R] 8 K AR S5 I e, JF BB E
FIWK A I R AR M N A K IR P (vascular
endothelial growth factor, VEGF ) #£ DR )T B, i i 3 5C
PEFISY DR, LA 2200 0 S 5 AR P i) 4 A5 4 A5
T — AT VEGF 25 H)——HE M1 74 #5236 )7 DR 5T
PEFE, BT HATE A BT R YT DR T RO
VER RGERF SEUESE | A SCH R G o I s R s N T
S5F A VG - P2 B K B AR DT R R VA YT DR BT RO
LA, AR 24 ES %
1 SR
1.1 88 ARRHE. (1) BFREZEAY . 230 R M BENLT IR
WHFE TER R SCRIESC, (2) RN & il R BRI A
DR 5, IR Fr £ 7 IE W J1 (best corrected visual acuity,
BCVA)<0.1 5120 PDR & 4Fi>18 A2 PEHIA
R, (3) T4 it - 70 RS 45 1l Al i) ity |, i 2H
DY FE AR P T S BE A VS 3 0. 05 ~ 0. 1mL VA7, PR B A
H 1R ESE 3mo BUISIR VIR AT 3 ~5d BRI T3 54
FRFAPY R X B8 4 Sy I 58 A Js 1N 3 S i 22 2% 0 A0 iR
0. ImL S BATIE ISR VIR AR . (4) 45 )R 6 b5 J7 B8 bR Al
LaMRIlE L,
1.2 7k
1.2.1 XB®E KR PubMed 1 E 51 (CNKI) T
B2 M H Cochrane [ 451 [ & )2 2 2017 - 11 AY 42 5C
fik, JESCHKEZRIA A “ Conbercept” | “ diabetic retinopathy” , H
SCKE FEA] S FREATT PG W DR P 190 B
1.2.2 XEAF BRI BRE LM DI FRE R R
APRUEG L SCHR S, #i% BIE UG (1 Jadad 5 2 3P4 95 A BT
5% SCHR A T f , BAREL A& BEBLT 5 0977 A | 43 BE B B/
2R S RUIET T, B3R T 3 4450 1 ~3 AR
BRI 4 ~ 7 - BT e A, R BRI R Y
TSR TG GO, BRI VE# | A R R BFFEXT 42
T I it S5 R bR A

Bt 25307 . K ] RevMan5. 3 G0 4K 248 %t 4 AWF 58
RO AT G I M o X BEREEA T S BT A 4, G SR A B
LG22 T (P>0. 10, <50% ) , >R 1] 8 500 #
RS T 3 JZ R FHREAILSON AT 3 B, X 45 Jmy 48 b by a2 22
AR 10K FH 40 2% (mean difference , MD) 327 s 3878 i
AR HUAE EE (odds ratio, OR) 7 ; TR 35 &0 1 ¥ FH 95%
B {5 X [8] ( confidence interval,CI) 7~ , R Statal5. 0 ¥
1T Egger’s K, P<0.05 NESRESGITFE X,
2 4R
2APNAREREESREENER VPR 137
Tt SCHR , 5 52 SCHR (A T I AT B AT BN
AFRERITITE 115 i AN 22 RiRgE ™ & 2
SCSCHR, AT 1878 Bl iR, 22 JHURF ST 3 A Bl AL X R ik
PERTSE , Jadad PE43 4 73 8 TIWESE,3 73 14 WIHE5E, 13

% P SCEOH P
LR R B M K L ikn=137,
RS REIIE N

S B 32 SCkn=72;
Ziikin=5;
I FiUH i AN 45 £rn=8

] i 4> Ln=52

S gk e stk BF 5t n=113,;
IEBtiHLn=9;
X} ln=8

Ik &N S ikn=22

E1 XEEERRE,

AR E TN PDR B, 9 57 DR B BCVA<
0.1, G4ABFIEWIEH 36 ~ 149 ] AEB HF 22 ~89 .
BRE R AR LI 1, A SCERIEAR(E B LR 1,

2.2 Meta &R

2.2.1 BEi5 1.3mo BEMA 4547 8 WHIF (n=778)
A3 TS (n=1133) 3B T BEVI 1 3mo fH WS
0L, B TR0 & 1) 5 0T 1 A 35 45 SR 49 i Sl (P = 0. 004,
F=66% ) F(P<0.001, =94% ) , % F Bl LR N #5575 43
B, WLIE 2, Meta 73 T4 2R 5350 [ MD = 0. 04, 95% CI
(0.02,0.07), P=0.001<0.05] FI[ MD=0.12,95% CI
(0.06,0.18), P<0.001 ], FEAAVY E30 97 4 B H DT 1,
3mo MY B4 &, 2 F HA BES I FE XL,
2.2.2 ZBF CMT 12 W5 (n=1 113) B TiRI7 5 &
H CMT, A IR0 2 1) 5 MG 36 45 5 Ry (P<0.001, 1P =
98% ) , K FHBEALZC N R 5347, DLIET 3, Meta 234745 2R

7N RS EATT 4 CMT FeXt BRI, 22 7 B B E S
ek [ MD=-124.38, 95% CI(-166.97, -81.79),
P<0.001].

2.2.3 BEFARE 8 WWI (n=600)Hif T & B
AR BR AT T3 35 44 i 0 S AT VG 5 5 0 4 % B 1A )
R A LU i FH %) TF- AR IR R] 45 J 2000 2t %) S Jo P A 3 45 SR
S (P<0.001, =96% ) , K FHBENL N L5 2317, ULIE 4,
Meta 3 A7 25 5 7% | BERA VG 3576 7 4 T AR B (1] b 2R 4 3
BRI AE, 2R EF R ENRIT¥E LMD =
-20.19, 95% CI (-29.67, -10.72), P<0.001],

2.2.4 BE VEGF KF 6 TWF5 (n=544) fiRil T P4l
B VEGF K, & 200 2 (1) 5 PRG35 45 5 (P<
0.001,°=95% ) , K HIBE LA DL BT 43 B, WL 5, Meta
ST W AP A U7 4l VEGF ZKSF Xt BRI,
EZRHABEEFENGIT¥2E X[ MD=-31.75, 95% CI
(-52.99, -10.52), P=0.003 ],

2.2.5 BT AME 8 WK (n=644) P4k T REHIRIT
BROR, AR 25 R R R A (P=0.77,F =
0% ) , R E SR BT, WLIE 6, Meta 73BT 25 5 18
N RV ER T AR T A SRR I, 2 R A
FHG i FE R X[ OR=3.13,95% CI(2.12, 4.61), P<
0.001],
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1 WANFARNERZTH

2 At A B o Jadad
A ($)  (RB/ama) gl XA AR W)
Sz oz
2017 35 -51 1243 e P e BEEE  ceosonnn® 4
FRFAE 201615 - 40/39 1l ARET3d BRI E AP Q@121 3
I 20151 35 ~72 28,28 14 AT G RE R P PIRIAR OB 4
F 201717 - 78/71 HR 0.05mL T 0. 5mg DOO@DBBBI® 3
A 201618 42 ~77 50/51 iR JRATBE A DIRIA DRBG 4
Wi/ NEE 20161 27 ~68 53/47 14 391201 3
ik 2016100 32 -84 32/32 44| OGO 3
i1 2016 32 ~73 28/29 IR BDOWWB 3
F#} 20161 - 38/38 1l O 4
Yang2016'"* - 54/53 i} ©131®B 3
Su2016 - 18/18 14l @BWB® 3
BhifE X 20171 - 42/41 IR ORB@ELRBWID 3
etk 20171 44 ~79 45/45 ) ®® 3
AR 201717 43 ~69 43/43 {5 L)€ AN L HR IR GEO®OOWE 3
W 20161 22 ~60 44,43 14 TES HEAA T i N A 4 @B®©1W 4
4 5EW 20170 50 ~81 40/40 1) 0.05 5{ 0. 1mL M2 s 1l @O 3
#2016 56 ~89 39/39 14 0.1mL @3® 3
B 20151 22 ~78 36/36 14 ORA@EO®WE 4
K% 20161 - 59,/59 14l OGO 3
244201612 23 ~81 50/50 1] LB 4
TE/NAG 201712 22 ~82 52/52 14l 2EB®L® 4
Tt 201712 - 35/35 {4 @ ONIIIP 3

.- SRR ARM, ITEAE R OBETS 1mo M7 ; QR 3mo 1 ; (3 HE B v TU1 R 0 i JE 3 (the central macular retinal thickness,
CMT) ; @F-ARif[E] ; QVEGF /K- @RI A RCR ; O HBLRE S TG she S 4128 BE I ALGBRRES ; @NT BRI, L etdein . ©3F &k
I K A2 2R QORI 55 RAE ; A BRK Bb s @ R ; Q7R H i GBS W5 R 2 FL QOB B3 44 it ; QO W IS 25

A Experimenta Control Mean Difference Mean Difference
Study or Subgroup Mean SD Totd Mean SD Total Weight IV, Random. 95 Cl IV, Random, 95% CI
X 2017 033 011 42 022003 41 124% 0.11[0.07, 0.13] -
BR2017 023 015 78 016 011 71 126% 0.07[0.03, 0.11] -
#2017 02 008 35 019 007 35 141% 0.01[-0.03, 0.05] T
%2016 024 01 59 018 008 58 143% 0.05[0.02, 0.08] —
#2016 02 008 50 019 008 50 145% 0.01[-0.02, 0.04] T
HHE016 04 025 50 037 015 51 65% 0.03[-0.03, 0.11] N
i8R 2017 025 011 42 02 003 43 124% 0.03[0.01, 0.09] T
HH 2015 02 003 36 019 008 36 132% 0.01[-0.03, 0.09] -1
Total (95% Cl) 392 386 100.0% 0.04[0.02, 0.07] <&

Heterogeneity: Tau?=0.00; Chiz=20.76, df = 7 (P = 0.004), = 66%

Test for overall effect: Z = 3.28 (P = 0.001) 02 0 ot 02

Favours [experimental]  Favours [control]

Experimenta Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random 95 Cl IV, Random, 95% Cl
FHEX 2017 045 013 42 03 003 41 78% 0.1410.08, 0.19] T
2017 039 011 35 021 008 35 79% 0.18[0.13,0.23] T
ikt 2016 039 013 44 022 01 43 78% 0.17[0.12,0.22) -
$52016 043 014 59 022 01 59 79% 0.21[017,0.25) _'_
A 2016 025 018 40 015 012 39 74% 0.10[0.03, 0.17] -
#2016 038 012 50 022 011 50 79% 0.16[0.11, 0.21] _'_
FHE 016 051 027 50 045 018 51 69% 0.06[-0.03, 0.15] 1T
2017 039 012 52 022 012 52 79% 0.17[012,0.22) T
igR 2017 044 015 42 023 011 43 77% 0.21[015,0.27] -
TH16 026 017 38 016 011 38 75% 0.10[0.04, 0.16] -
EH 2016 023 01 33 019 003 39 79% 0.04[-0.00, 0.08] _'_
44852017 021 01 40 039 013 40 78% -018[023-013] T
#2015 038 012 36 022 011 36 77% 0.16[0.11, 0.21] -
Total (95% CI) 57 566 1000%  0.12[0.06,0.1] -

Heterogeneity: Tau?=0.01; Chiz=197.19, df=12 (P < 0.00001); P= 54%
Test for overall effect: Z = 4.00 (P < 0.0001)

2 BEiF1.3mo MABEMH Meta HSHFZRAKE A BT 1mo; B FfiTi 3mo,

02 01 0 01 02
Favours [experimental] - Favours [control]
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Experimental Control Mean Difference Mean Difference
Study or Subgrou, Mean SD Total Mean SD Total Weight IV. Random. 95% Cl 1V, Random. 95% CI
422016 25093 2199 28 42428 3321 29 85% -173.35[-187.93 -158.77) -
PN 2017 114.76 4879 42 17459 5617 41 84%  -59.83[-8249,-37.17] -
FHiE2017 26095 2744 78 33081 3662 71 86%  -69.86[-80.33,-59.39 -
152016 1658 796 44 3426 654 43 82% -176.80[-207.38,-146.22) ”
K172016 1836 745 59 2528 781 59 83%  -69.20[-96.74,-41.66] -
#2016 17389 7813 50 333.03 6829 50 8.3% -159.14[-187.90, -130.38] -
FNi2017 16562 5225 52 34252 6532 52 84% -176.90[-199.64, -154.16] -
2017 1837 746 42 2529 782 43 82% -69.20[-101.69,-36.71] -
#142016 17535 6438 39 3594 7962 39 82% -184.05[-216.19,-15191] —
BiG42017 17288 7701 40 333.11 6942 40 8.2% -160.23[-192.36,-128.10] -
Wi|¥2016 21722 2334 53 28257 2781 47 86% -5.35[-1548,4.78] 7
2015 1379 781 36 333 683 36 82% -195.10[-228.99,-161.21] v
ot N Vi - 8 - L0, =01,
Total (95% Cl) 563 550 100.0% -124.38[-166.97,-81.79] -
Heterogeneity: Tau? = 5488.95; Chi2 = 614.15, df = 11 (P < 0.00001); P =98% f ‘ f ’
o -200 -100 0 100 200
Test for overall effect: Z = 5.72 (P <0.00001) Favours [experimental] - Favours [control]
3 WHEE CMT Meta S FRH#*E,
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight V. Random. 95% CI 1V, Random, 95% CI
SU L2016 43 8 18 53 10 18 125% -10.00[-15.92 -4.08] -
1422016 6104 545 28 9659 96 29 12.8% -3555[-39.59,-3151] -
fl#2015 955 1022 28 1406 1369 28 124% -45.10[-51.43,-38.77] -
FiEX2017 9746 1509 42 10112 1311 41 124% -3.66 [-9.74, 2.42] -
Fe2017 5863 2166 78 7269 2248 71 122% -14.06[-21.16,-6.96] -
52016 6123 705 32 8243 1514 32 125% -21.20[-26.99,-1541] -
FHREE2016 2526 1031 40 4112 1354 39 12.6% -15.86[-21.18,-10.54] -
#2016 5019 1042 38 6596 1363 38 12.6% -15.77[-21.22,-10.32] -
Total (95% Cl) 304 296 100.0% -20.19 [-29.67,-10.72] &>
Heterogeneity: Tau? = 178.26; Chi2 = 160.29, df = 7 (P < 0.00001): I = 96% _550 _2’5 ; 2*5 5*0
Test for overall effect. Z=4.18 (P <0.0001) Favours [experimental] Favours [control]
B4 WHEBEFAEIE Meta HHTERKE,
Experimental Control Mean Difference Mean Difference
Study or Subgroup _Mean  SD Total Mean SD Total Weight V. Random. 95% CI IV. Random. 95% Cl
#2017 139.21 2443 45 156.73 2865 45 17.0% -17.52[-28.52,-6.52] -
62016 14277 3271 32 15619 3593 32 16.0% -1342[-30.25 341] T
£i42016 1227 358 59 1924 406 59 16.6% -69.70[-83.51,-55.89] "
49512017 8328 1529 43 9221 1693 43 175% -8.93[15.75-2.11] -
442016 14345 3394 50 157.03 29.04 51 16.8% -13.58[-25.91,-1.25] ]
2017 1228 359 42 1925 407 43 16.1% -69.70[-86.01,-53.39] '
Total (95% CI) pIg 273 100.0% -31.75[-52.99, -10.52] N g
Heterogeneity: Tau? = 658.80; Chi2 = 96.18, df = 5 (P < 0.00001); P = 95% ] 160 50 ; 5’0 1 (’)0
Test for overal effect: Z=2.93 (P = 0.003) Favours [experimental]  Favours [control]
5 WHEH VEGF /KFE Meta T HRWE,
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight MH. Fixed. 95% CI M-H. Fixed. 95% ClI
Yang 2016 38 4 21 53 26.7% 2.29[1.03, 5.06] ¥
12016 20 28 10 29 93% 4.75[1.55 14.59] '
1152015 20 28 17 28 16.1% 1.62[0.53, 4.94] -1
kL2017 2 42 12 41 182% 2.93[1.18,7.24] =
HE2017 43 45 M4 45 50% 696[144 3351] v
7712016 28 32 23 32 95% 274[0.75, 10.06] ] "
49512017 4 43 M4 43 52% 543[1.10, 26.83]
472016 46 50 38 51 100% 3.93[1.18 13.06] "
Total (95% CI) 322 322 100.0%  3.13[2.12 4.61] ‘
Total events 259 195
] 1 ] 1
Het: ity: Chiz=4.12, df=7 (P=0.77); P = 0% J ! ! !
eterogenely. Chi* =4.12, df =7 (P = 0.77), 005 02 1 5 20

Test for overall effect: Z=5.78 (P < 0.00001)
E6 WHBEHRTENE Meta ST HFMNE,

Favours [experimental] Favours [control]
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
akiR{E 2016 4 32 11 32 6.6% 0.27 [0.08, 0.98] — ]
it fn, 2017 3 35 9 35 5.6% 0.27 [0.07,1.10]
EH 2016 3 44 17 43 11.0% 0.11[0.03,0.42] B R
3% 2016 L} 59 18 59 11.7% 0.12[0.03, 0.44] e
FhFAk 2016 1 40 9 39 6.1% 0.09[0.01,0.71]
ZETrdE 2017 i3 43 18 43 121% 0.09[0.03, 0.35] T o L v
B\ 2017 2 52 8 52 53%  0.22[0.04,1.09]
FiEHE 2017 2 42 16 43 103%  0.08([0.02 0.40] T T
FF 2016 1 38 738 47%  012[0.01,1.03 e
SIEF 2017 3 40 17 40 108% 0.11[0.03,0.42) S
B/ 2016 3 53 10 47 6.9% 0.22 [0.06, 0.86)
BhiE 2015 3 36 14 36 8.8% 0.14 [0.04, 0.56]
Total (95% CI) 514 507 100.0% 0.14 [0.09, 0.21] ‘
Total events 31 155
Heterogeneity. Chi*= 3.88, df=11 (P = 0.97); F= 0% t t } t
G 0.002 0.1 10 500
Testfor.overall'effect Z=8.27 (P = 0.00001) Favours [experimental] Favours [control]
B7 MWHEBEHEELZEE Meta HHHFHE,
F2 HMTHIEHR Meta HHTER
LD WAL FEA 1 ST PE A g ST MD 95% CI P
H IR 4 308 P=0.41, =0% [ 5 RN 9.04 7.72, 10.37 <0.001
W Bhne s 4 308 P=0.29, P=21% Eibetvdiv 16.42 15.23, 17.62 <0.001
*AgHE 4 308 P=0.88, =0% [ 5B R NE 11.15 9.14, 13.16 <0.001
LHLRE T 4 308 P=0.08, "=55% Rl AILAK R 17.84 15.52, 20.17 <0.001
N1 JevEARIN 4 341 P=0.69, "=0% (3] 5 RU N -1.07 -1.91, -0.22 0.01
*3 HMHFEEIEIR Meta HTER
LD WAL FEA 1 ST PE A g ST OR 95% CI P
I 55 RAE 8 702 P=1.00, "=0% [ 5 RN 0.23 0.12, 0.43 <0.001
£ K i 9 785 P=1.00, P=0% [#] 78 % 0.15 0.06, 10.35 <0.001
1R MR R 12 1040 P=0.98, ' =0% [#5] 2 S8 0.22 0.12, 0.41 <0.001
Ay i 6 495 P=0.01, P=65% BEHLAR 0.17 0.07, 0.40 <0.001
BN} 7 588 P=0.71, P =0% [ 5 U 0.16 0.08, 0.31 <0.001
P& Y5 M AL 5 381 P=0.85, '=0% [ 5 RN 0.28 0.15, 0.50 <0.001
A A JEE 3 4 413 P=0.74, F=0% [ 5 RN 0.22 0.07, 0.71 <0.01
*4 T Meta HTER
i WA s HEAE SRS 5 PR MD/OR 95% CI P
Bt 1mo A1 A 3 333 P=0.17, P =43% [#] 3 2807 0.08 0.05, 0.11 <0.001
B 4 360 P=0.28, P=22% Eibets O 0.02 0.00, 0.04 0.02
Fit1)7 3mo HHS7 A 4 339 P=0.41, F=0% [#51 5 0.11 0.08, 0.14 <0.001
B 8 709 P<0.001, I’=96% Rl AL ZAONE 0.11 0.03, 0.20 0.008
CMT A 4 389 P<0.001, =99% BEHLEN,  -77.05  -147.45, -6.65 0.03
B 7 639 P<0.001, =88% BEMLECR,  -159.84 -192.12, —-127.56  <0.001
VEGF A 3 255 P=0.87, P=0% EERN  -15.32 -22.70, -7.94 <0.001
B 2 204 P<0.001, I*=98% BEMLEN  -39.01  -98.56, 20.54 0.20
RIT AR A 7 558 P=0.73, ' =0% [T 2 50 3.00 2.01, 4.48 <0.001
IR AE KA A 4 319 P=0.78, F=0% Eihrerydm 0.18 0.08, 0.40 <0.001
B 7 617 P=0.94, I =0% [l 5B 0.14 0.08, 0.23 <0.001
1o MR R A 4 338 P=0.76, ' =0% Eibets A 0.21 0.07, 0.63 0.005
B 7 617 P=0.89, F=0% [ 5 4N 0.22 0.10, 0.49 <0.001
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