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Abstract

¢ AIM. To evaluate the clinical effects of using anti-VEGF
drugs combined with Steroids to treat macular edema
(ME) secondary to retinal vein occlusion.

e METHODS: Chinese and English electronic databases
( Pubmed, Embase, Cochrane, CNKI, Wanfang and
Weipu ) were searched to obtain qualified random
controlled test (RCT) researches from their foundation to
January 2020. According to inclusion and exclusion
criteria, two researchers retrieved the literature
independently, extracted data and evaluate
methodological quality. Review Manager 5.3 was used for
Meta-analysis.

¢ RESULTS.: A total of 5 RCTs were identified with 212
patients. There was no significant difference in patients’
best correct visual acuity (BCVA) improvement in 1mo,
3mo and 6mo between anti-VEGF combined with steroids
and anti - VEGF monopoly. Significant difference was
found in the relieve of ME in 1mo and 3mo (1mo. MD=
-20.89, 95% CI. -34.65 to -7.13, P=0.003; 3mo: MD=
-22.83, 95% CI; -33.68 to -11.97, P<0.0001), but not in
6mo between two groups. As for side effects and
complications, the combination group occurs more often
than the monopoly group (P = 0. 02). Meanwhile,
significant difference was found in the number of
injections between two groups ( P<0.001).

¢ CONCLUSION: Compared with the single use of anti-
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VEGF drugs, anti - VEGF drugs combined with
corticosteroids for the treatment of ME secondary to RVO
have the characteristics of rapid onset, fewer injections,
and more economical. The treatment process should
closely follow the patient’ s intraocular pressure and lens
status.

o KEYWORDS:. retinal vein occlusion; macular edema;
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A Anti-VEGF/Steroids Anti-VEGF
Study or Subgroup Mean SD Total Mean

SD Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

Fan 2014 719 207 27 &6.8 184 30
BwR 2015 9.78 3.41 18 7.59 3.69 22
Total (95% CI) 45 52 100.0%

Heterogenetty: ChE = 0.30, df = 1 (P = 0.59); F = 0%
Test for overall effect: Z = 2.11 (P = (.03}

95.5%

5.10 [-5.11, 15.31]

2.19 [-0.01, 4.39] i

e —ad
- -2 0 2 4

Favours [experimental] Favours [control]

2.32 [0.16, 4.47)

Anti-VEGF/Steroids Anti-VEGF Mean Difference Mean Difference
B Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI|
Moon 2016 046 035 18 042 0.24 23 124X% 0.04 [-0.15,0.23] %
I 2015 056 0.079 23 0.638 0.155 23 B7.6% -0.08 [-0.15,-0.01] ——
Total (95% CI) 41 46 100.0% -0.06 [-0.13, 0.00] T
Heterogenehy: Chi* = 1.31, df = 1 (P = 0.25); F = 24% o1 005 6 o0b5 o1

Test for overall effect: Z = 1.87 (P = 0.06)

Favours [experimental] Favours [control]

Mean Difference
IV, Fixed, 95% CI
T

Mean Difference
IV, Fixed, 95% CI

Anti-VEGF/Steroids Anti-VEGF
C Study or Subgroup Mean SD Total Mean SD Total Weight
Fan 2014 69.1 231 27 65.2 228 30 10.0%
Hwa 2015 B.94 5.65 18 B.45 7.16 22
Total (95% CI) 45 52 100.0%

Heterogenetty: ChE = 0.28, df = 1 (P = 0.60); F = 0%
Test for overall effect: Z = 0.43 (P = 0.67)

Anti-VEGF/Steroids

Anti-VEGF
D Study or Subgroup Mean

90.0%

3.90 [-B.04, 15.84]
0.49 [-3.48, 4.48]

0.83 [-2.94, 4.60]

o 5 o 3 10

Favours [experimental] Favours [control]

Mean Difference Mean Difference

SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Moon 2016 0.42 0.32 18 0.44 0.28 23 11.8% -0.02[-0.21,0.17] —_—
F 2015 0515 0.081 23 0.593 0.146 23 BB.2% —0.08 [-0.15, -0.01] ——
Total (95% CI) 41 46 100.0% -0.07 [-0.14, -0.01] pRae s
Heterogeneity: ChE = 0.33, df = 1 (P = 0.57); ¥ = 0X -6‘.2 -&.1 r ‘).:1 0’.2

Test for overall effect: Z = 2.18 (P = 0.03}

Anti-VEGF/Steroids Anti-VEGF
E Study or Subgroup Mean SD Total Mean

SD Total Weight

Favours [experimental] Favours [control]

Mean Difference Mean Difference
1V, Fixed, 95% CI 1V, Fixed, 95% ClI

Rl 2015 10.22  4.22
Maturl 2014 68 12 11 68 13 14
Fan 2014 723 262 27 629 222 30

Total (95% CI) 56 66 100.0%

Heterogenehty: Chi = 1.47, df = 2 (P = 0.48); ¥ = 0X
Test for overall effect: Z = 1.46 (P = 0.15)

F Anti-VEGF/Steroids Anti-VEGF
Study or Subgroup Mean SD Total Mean

18 B.36 543 22 B7.1%

SD Total Weight

1.86 [-1.13, 4.85] =
0.00 [-9.83, 9.83]
9.40 [-3.28, 22.08]

2.08 [-0.72, 4.87] oI
-0 -5 [ 5 10
Favours [experimental] Favours [control]

Mean Difference
IV, Fixed, 95% CI

Mean Difference
1V, Fixed, 95% CI

Moon 2016 0.41 0.35
¥ 2015 0.474 0.082

18 038 029 23

Total (95% CI) 41 46 100.0%

Heterogeneity: Chi = 0.85, df = 1 (P = 0.36); F = 0%
Test for overall effect: Z = 1.86 (P = 0.06)

23 0.543 0139 23 90.2%

0.03 [0.17, 0.23] ¢
-0.07 [0.13, 0.00] ——l——
-0.06 [-0.12, 0.00] .——
0050025 0 0025 0.05

Favours [experimental] Favours [(on(rol]
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222 CMT tb3& WA S RiSca s Ibh 4 i mrsst o Xt
L TH0 VEGF 2593k & R 2 [ s 5 51 FH 4T VEGE 2459
TESE Lmo A1EE 3mo £ F CMT, P AFFE 258X T 58 6mo
B CMT, 458 B/R1EEE 1mo AIEE 3mo A ZE R EHE S
J# 5 X (1mo: MD=-20.89,95%CI: -34.65~ -7.13 ,P=
0.003;3mo: MD = —22.83,95% CI; —33.68 ~ — 11.97,
0.0001) , BRI EG 4 YR Y7 RO B X IR4L (&1 3A B) f
5 6mo M4 22 R LA I E X (MD=-9.88,95% CI .
-20.12~0.36,P=0.06, 5 3C)

223 ARRMRHFZAELLE AR IR EEAH
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224 EGIRBLLEE AT 4 S T L
T A YT VEFG 25 %) 0 J 5 28 [ 5 %0 Bt VEGF
iR BT B, FR 4 Cochrane Q SEitE M M4 K. P=
0.07,°=57% %fﬁ%lﬁﬁﬁzmﬁﬁrhf# %,k H
BEAILA N AR AT G 40 b, 45 R R 2 R A St
7% L (MD=-0. 91 95%01 -1.29~-0.52, P<0.00001 ) ,
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A Anti-VEGF/Steriod Anti-VEGF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fan 2014 3z2.2 373 27 3853 217 30 73.3% -13.10[-29.17,2.97] ——
Moon 2016 233.33 79.95 18 291.48 100.19 23  &.2% -58.15[-113.29,-3.01] 4——
I 2015 328.2 73.15 23 381 79.25 23 9.7% -52.80 [-D6.88, -8.72]
ikl 2015 270.22 §5.99 18 293.74 &9.12 22 10.7% -23.52 [-65.51, 18.47] —
Total (95% CI) 86 98 100.0% -20.89 [-34.65, -7.13] R
Heterogenehty: Ch = 4.69, df = 3 (P = 0.20); F = 36X k 100 go v J
- B 50 100
Test for owerall effect: Z = 2.98 (P = 0.003) Favours [experimental] Favours [control]
B Anti-VEGF/Steroid Anti-VEGF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% ClI
Fan 2014 285.7 1B.7 27 3064 269 30 B2.7% -20.70 [-32.63,-B.77]
Moon 2016 233.22 57.09 18 265.35 106.85 23  4.5% -32.13 [-83.14, 1B.88] =
5 2015 301.3 7251 23 3457 70.84 23 &.9X -44.40[-85.83,-2.97]
HwR 2015 263.39 773 1B 2B3.77 64.77 22 5.9% -20.38 [-65.19, 24.43] —
Total (95% CI) 86 98 100.0% -22.83 [-33.68, -11.97] <
Heterogenehy: Ch = 1.30, df = 3 (P = 0.73); ¥ = 0X =-100 -$I0 5 100=
Test for overall effect: Z = 4.12 (P < 0.0001) Favours [experimental] Favours [control]
C Anti-VEGF/Steroids Anti-VEGF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% ClI 1V, Fixed, 95% CI
Fan 2014 2988 273 27 3053 223 30 &1.7% -6.50 [-19.53, 6.53] + L
Maturl 2014 264 77 11 333 95 14 23X -69.00 [-136.43,-157] 4——
Moon 2016 217.83 42.64 1B 246.48 B8 23 6.2% -2B.65[-69.66, 12.36] ¢
¥ 2015 285 &B.53 23 3018 &7.78 23  &.BX -16.80 [-56.19, 22.59] + >
Rl 2015 211.11 39.35 18 217.01 26.85 22 23.0% -5.90 [-27.26, 15.46] ¢ g
Total (95% CI) 97 112 100.0% -9.88 [-20.12, 0.36] NEE—
Heterogenehty: Ch = 4.27, df = 4 (P = 0.37); F = 6X 1o s

Test for overall effect: Z = 1.89 (P = 0.06)

L
Favours [experimental] Favours [control]

El3 #1 VEGF Z5¥BkE R BB bk 8 A4 VEGF 254 CMT B Meta 547 A4 1mo; B 4 3mo; C: 5 6mo,,
Anti-VEGF/Steroids Anti-VEGF Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fan 2014 3 27 0 30 27.6% B.71[0.43,176.88] =
Maturl 2014 2 11 1 14 47.9%  2.89[0.23, 36.87] i
Moon 2016 0 18 0 23 Not estimable
U 2015 0 23 0 23 Not estimable
HwE 2015 3 18 0 22 24.5% 10.18 [0.49, 210.94] - >
Total (95% CI) 97 112 100.0% 6.28 [1.28, 30.90] —eeEERRna——
Total events L] 1
Heterogenetty: ChE = 0.50, df = 2 (P = 0.78); F = 0X 0501 051 i 190 ld.l)
Test for overall effect: Z = 2.26 (P = 0.02) Favours [experimental] Favours [control]
4 i VEGF Zi¥IBk & R BBz %t bh 88 F i VEGF B4R R K B R F & fEM Meta 247,
Anti-VEGF/Steriod Anti-VEGF Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fan 2014 3.42 041 27 423 056 30 39.5% -0.81[-1.06, -0.56] -
Maturl 2014 3 176 11 3.9 144 14 7.6X -0.90 [-2.18,0.38] =
Moon 2016 144 068 18 1.96 0.95 23 26.5% -0.52 [-1.02, -0.02] ——
Rl 2015 261 092 18 4.05 0.65 22 26.3% -1.44 [-1.94, -0.94] b
Total (95% CI) 74 89 100.0% -0.91 [-1.29, -0.52] 2B
Heterogeneity: Tau? = 0.08; ChP = 7.01, df = 3 (P = 0.07); F = 57% b 5 I ) 7t
Test for overall effect: Z = 4.59 (P < 0.00001) Favours [experimental] Favours [control]
B 5 #i VEGF Zi¥Bk& B RK EEzxI Lk 8 A HL VEGF Z94iE SR EH Meta 23477

R4 FRERMEMHREMHERLZEZRERL

R6 MNMAXHEHEBT 3 BHWEHERFIT Egger BER

. et HRHNAE YPASCHR(RS)  Egger IR P14
ARSI e Rl el BCVA
Fan(2014) 3/27 0/30 6mo( ETDRS) 3 0.278
HR T Maturi (2014) 1/11 1/14 CMT
R (2015) 2/18 0/20 1mo 4 0.748
- Maturi (2014) 1/11 0/14 3mo 4 0.009
HRFE(2015) 1/18 0/20 6mo 5 0.078
NSV &Y ahd 5 0.064
*5 ¥ VEGF MBS K RELEEEX bt £ AHi VEGF 254 TSR B 4 0.82
SR BRI S T
o A SRR ROV RS I 1) 22 AP 45 G it 2% 8 X (MD = -0.76,95%CI . —0.97 ~
r P MD(95%CI) -0.56,P<0.00001) , 5 Z Ais5 RAHME ,
JELIA Meta BIF5Y 57% 0.07 -0.91(-1.29~-0.52) 225 ERI\BEST R Egger BTN XSFTHA
(B ) Fan 45122014 69% 0.04 -0.96(-1.66~-0.27) ek L 3 R M VA LB E IR EE SR B T Egger K5, I
(IR Maturi 25072014 72% 0.03  —0.91(-1.34~-0.47) BB P<0.05 A 522 3 BIETE R £y, S5 58 8or
(M) Moon 251972016 60% 0.08 -1.05(-1.53~-0.56) % 3mo CMT Egger £:5 P=0.009 , $2/5 1] fEfF7E — E I &
(MBR) s PF 2572015 0% 0.57  -0.76(-0.97~-0.56) TR, 4534 P>0.05 , $2 7R AN 58 R ASAEAE I S8 1) &

T HERR 5 TR R T AR o8 45 SRk AT & o, & R
S B FRR(Q ST AR P=0.58, P =0%) , HIH4

ffi (& 6) .
3itit
RVO AH3¢ ME ] g 19 35 22 2 0% B A 45 Fi R 52
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