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B FLACS BX & MFIOL A A # 51 y W22 2 ( FLACS -
MFIOL) , &4t 8 7 FL Ak (1 9 B W B ( CP) Bk-& MFIOL A
NG Hy R} HRZH (CP-MFIOL) . >R H] Cohrane R EEIFAN 1Y
Ty, B 24 DA B ik Sy s AR AT B PR A 5 Review
Manager 5.4 WA ARG ST EEOERESE (SE) AT Atk
IETT S A 2R FLILEE & (CDE) Al A R N Je 2% %
(ECD) %5 FLIRHE AR 4T Meta 23 BT, STATA 14 #3647
UM IR R A AR 3T

5RO FEARE 99 A FNHEBR PR AE TR E 10 B Sk (b
LR AL & P AL XS He B ), Horb 6 & BE AL X BT 52
(RCT) WFFE 4 i Ay [l B vk BA S R 5%, 331 1045 R, Meta
A3 T4 B B FLACS-MFIOL #1 CP-MFIOL 4HA| A JF 1d,
1wk,1.3mo,la BEVTI[E] N UDVA L2 R [ (BWEZE 5) .
-0.02,95% "] {ZIX [6] ( €I) -0.05,0.01,P=0.13;5:-0.01,
95%CI -0.03,0.01,P=0.24;5:-0.03,95%CI —0.06,0.00,
P=0.05;5:-0.03,95%CI —0.14,0.08,P=0.59;5:-0.03,
95%CI -0.06,0.00,P=0.10], UNVA 7EFfi17 1d, 1wk,
3mo, la B[R] N 4 A] o 25 5 (5:0.04,95%CI —0.04,0.12,
P=0.30;5:0.04,95%CI —0.06,0.13,P=0.47;5:0.00,95%
Cl —0.04,0.04,P=0.97;5:0.03,95%CI -0.06,0.12, P =
0.54) fHARJG Imo — 416 UNVA 45 2 7 (5:0.03,95%CI
0.00,0.06,P=0.04) ., FLACS-MFIOL F1 CP-MFIOL £ [f]
RJG SE [ T2 5 (5:0.06,95%CI —0.02,0.15,P=0.14) ,
{3 FLACS-MFIOL £ A\ T f bR A4 08 22 1 AR 30 40038 47 ) 22
B BT CP-MFIOL 4 (5:0.57,95% CI 0.42,0.72, P<
0.001;s:1.32,95% CI 0.99,1.64,P<0.001), FLACS -
MFIOL 4 JCie7e 1 A0 2% otk AR 4% 10 8 %, R CDE &
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Abstract

¢ AIM.To systematically assess the efficacy and safety of
femtosecond laser - assisted cataract surgery ( FLACS)
implanted with multifocal intraocular lens ( MFIOL) with
conventional cataract surgery.

¢ METHODS:.: Electronic databases of PubMed, EMbase,
Cochrane and OVID were searched for studies comparing
FLACS - MFIOL and CP - MFIOL. Two independent
reviewers performed the data extraction and analyzed.
Visual acuity, spherical equivalent ( SE), pseudophakic
accommodation, cumulative dissipated energy ( CDE)
and endothelial cell density (ECD) were measured by
Review Manager 5.4. Sensitivity and reporting bias were
determined through the STATA 14 software.

¢ RESULTS: From 106 screened articles, 1045 eyes from 6
randomized controlled trials (RCTs) and 5 retrospective
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cohort studies were included (one of which contained two
groups of comparative data). There was no evidence for
any important differences in uncorrected distance visual
acuity (UDVA) between FLACS - MFIOL and CP- MFIOL
group after 1d, 1wk, 1, 3mo and 1a [s: -0.02, 95%
Confidence Interval (Cl) (-0.05, 0.01), P=0.13; s. -0.01,
95% CI (-0.03, 0.01), P=0.24; s. -0.03, 95% CI (-0.06,
0.00), P=0.05; s;: -0.03, 95% CI/ (-0.14, 0.08), P=0.59; s:
-0.03, 95% CI (-0.06, 0.00), P=0.10]. We found little
evidence of any important difference in uncorrected near
visual acuity (UNVA) between the two groups after 1d,
1wk, 3mo and 1a [ s: 0.04, 95% C/ (-0.04, 0.12), P=0.30;
s: 0.04, 95% CI (-0.06, 0.13), P=0.47; s: 0.00, 95% CI/
(-0.04, 0.04), P=0.97; s. 0.03, 95% CI (-0.06, 0.12), P=
0.54]. There was a small advantage in favor of FLACS -
MFIOL over CP-MFIOL for UNVA after 1mo [ s: 0.03, 95%
Cl (0.00, 0.06), P=0.04; s; 0.06, 95% CI (-0.02, 0.15), P=
0.14]. In eyes treated with FLACS-MFIOL, SE showed no
difference compared to CP - MFIOL [ s: 0.06, 95% CI
(-0.02, 0.15), P=0.14], however, better than CP-MFIOL
in distance and near pseudophakic accommodation [ s:
0.57, 95% CI (0.42, 0.72), P<0.001; s. 1.32, 95% CI (0.99,
1.64), P<0.001]. Smaller CDE [s; -1.94, 95% CI/ (-2.59,
-1.30), P<0.01; s -3.81, 95% CI (-5.66, -1.96), P<0.01]
of Il and Il nucleus patients and increased ECD [ s:
111.75, 95% CI (86.27, 137.23), P<0.01] in FLACS-MFIOL
group were analyzed. The sensitivity analysis indicated
that the results were robust and no obvious reporting
bias.

¢ CONCLUSION: Compared to CP-MFIOL, FLACS-MFIOL
makes a better visual quality and pseudophakic
accommodation, as well as reducing endothelial cell loss
and phacoemulsification energy.

o KEYWORDS: femtosecond laser; phacoemulsification;
multifocal intraocular lens; Meta-analysis
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P B ( cataract ) J&4 T30 BBl P9 o B 80 E PR HR 389K
Mo PEGit, 80 & LL b 4E AHEH 1N B R RN
92.6%,55~64 % NHf i (1B R 3.9% 1 ARES
WA 55 AN B BE PR S A DGR A5 R P 1
SR N BE & fE R R 2L AR P R B
( conventional phacoemulsification, CP) & AT fl iR AE
ATFAIE BHTIIR AT R FZAR0 %, AR
FRERETIE ARG IR E D e et m A BEE B
FRAT 2 R, 1PN I BB R R I L T ) oK R
= AT ARC FEAJEERIF A, KRB BB F N
Wi 48 75 7L Ak W BR R ( femtosecond laser — assisted cataract
surgery, FLACS) T 2009 4F # Uiz i T 0K, #4508 £1 14
e 7 LA A 8 TR Y L U)JF  RAA R | B A% R
il VE A AR B i B 1100 DT R A B v I 4 AR R
B P BT AR AN AL AR RS o AR
ARG N IR AR 9 8 5t 52 i S8 R T L

REVR 1y 2R, £ 0 AT AR K (multifocal
intraocular lens, MFIOL) 7EIIfi /R - 9 s T N, FH , b s 3 HR At
THAFRRJE RS, LLE NS [F] BB 0 IR oK, B
BT F AR B 2 4 5 N T RAK (refractive multifocal
intraocular lens, RMIOL) . T § # & £ & A T ok 4k
(diffractive multifocal intraocular lens, DMIOL) #7517 5
B 5 N T f IR (hybrid multifocal intraocular lens,
HMIOL) "', FLACS BX A MFIOL A A © 7 8 i K 5 ¥
JEEHE TN BE TR B LG 730, AT R Meta 73
BT 5 s R G VAL BN IO B 11 P b 75 3L A W B 1k
H LA N T IR A (FLACS-MFIOL) 5 1£ 45 (1 P
P LA BRI G 22 £ s N T IR HE A (CP -MFIOL)
FOSCHIR, L 88 P A TR 07 UK 5 A K 2| 55 380 BR e
( spherical equivalent, SE ). A T. @& R M4 #8198 45 5
( pseudophakic accommodation ) . A H 2 F | fk A8 &
(cumulative dissipated energy, CDE) Fl£f I N 5z 20 fd 2% &
(endothelial cell density, ECD) 4 H 84, LI A JE etk
FI N BT A G RI2 ST S HEIE TR BE k4

1 BRI &

1.1 5

1.1.1 B RFE AL 5 A PubMed, EMbase
Cochrane 2 OVID 45 % 48 46 2% 4 SC STk, H = 40 1)
(CNKI) 4t (VIP) | E A= Py & % ( SinoMed ) 177 J7 £k
I PR R T SOk, WOER [ AT R RO T FLACS -
MFIOL 5 CP - MFIOL # X} [ BF 5¢, 3% SC A & i
“Femtosecond laser” “ Cataract Extraction” 1 “ Multifocal
Intraocular lens” , H SCR R R« KEMEOE” “ A EFAR”
e Z g M N TR, K & ] BR € 78 2010 - 01/
2020-11,

112 NERE (1) BEHLG IR AR LG BT 55 (2)
A RIS SEHE A 305 (3) W AT R 5 o BUAT 11 N e S8 AT
WRT 18 % PERIA KR 5 (4) BF 5 [l If LA % B 41 (CP -
MFIOL) FIWE4H ( FLACS-MFIOL) ; (5) #F 57 h & /D408
IR EEM IR Z — AR BIRRIR L ) AR5 R IE I )
77 (uncorrected distance visual acuity, UDVA) | R %8F 1E 4141
71 (uncorrected near visual acuity, UNVA) | #F IF it fi 7]
(corrected distance visual acuity, CDVA)  SE L1875 J7 |
CDE F1 ECD,

1.1 3 HERRERAE (1) 283k U SESCHK; (2) ARXT e
WHFT 5 (3) WHFE X R B AT HAB IR 3R TR (IR S5 505 I
HABHRTRL 5 (4) T A4E FUN BRI BIFFE 88 ) 52 56 00F
585 (5) Mo JE X B4 5 (6) WF9E i /b ik 45 )5
85 o

1.2 ik

1.2.1 XEBRET A 2 AT ST 37 3
FRI ZR AN SRR PPN, BT IE A DI 5 v Y 5 S TR) R B
A = PEA, BEALGT BRI S T PE 4 “ Cochrane
28 RURS: PPAk T L A Bl AL R 56 SR FH A Bl AL T IR
R 32 22 3F M 75 A8 ( methodological index for non —
randomized studies, MINORS) #4734, PEM - Fe bRt 12 4%,
28000 0~2 43,0 43 RO AR 5 1 70 R 7H
FEAFE S 2 RN HGE 7O T R E A
MINORS P43 =13 43 Bl A 4 AR5

1.2.2 HIRRIA DM WA M AEF KA ASCER P T
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1 WANFRNEREE

N . . s Fwint AR (R R % 455

N F%  BIAES BRe : A : o
pi ~2%) X HEZH U ~2%) X HRZH WS PR HRbR
Michael Lawless 2012 Australia 2010/2011 RCT FLACS-MFIOL CP-MFIOL - - 61 29 1.2.6
Peter Ziak 2019 Slovakia 2015/2016  [AlJEifE A% FLACS-MFIOL CP-MFIOL 57 37 36 1.23.6
Robert Edward o
Philippines 2011/2015 A4 A% FLACS-MFIOL CP-MFIOL  67.48+10.33 65.21+10.87 81 107
Ty Angl 2018 1.2,
Robert Edward . 456
opert mawar Philippines 2011/2015  [AJH{PEBAS] FLACS-MFIOL CP-MFIOL  67.4810.33 65.21+10.87 53 70

Ty Ang2 2018
Jin Ah Lee 2018 South Korea 2015/2017  [lJiiiH:BA%] FLACS-MFIOL CP-MFIOL  58.52+13.56 55.62+17.33 9 26 1.2.6
22257k 2020 hE 2018/2019 RCT FLACS-MFIOL CP-MFIOL  61.70+3.4  62.1+2.7 35 35 1.2.4
. 1.2.4,
A 2018 E 201672017 EEPEBAS]  FLACS-MFIOL CP-MFIOL  66.32+6.12  65.12+7.45 59 47 s 74
s e ] 1.2.4,
SMEIE 2019 fiE  2017/2018 RCT FLACS-MFIOL CP-MFIOL  65.20+7.5  66.41+6.2 43 43 s 78
5%k 2019 thE 2017/2017 RCT FLACS-MFIOL CP-MFIOL  62.10+2.4  63.20£2.5 60 60 4578
¥k 2019 hiE 2015/2018 RCT FLACS-MFIOL CP-MFIOL  60.51+3.41 61.43+3.46 47 47 1245
T IEH] 2015 thE  2014/2015 RCT FLACS-MFIOL CP-MFIOL  58.89+0.36  59.07+0.32 30 30 1.2

T : FLACS-MFIOL ; RN B 5 LA F1 A R BRIBE 5 22 #8 m N L e RARAE AR ; CP=MFIOL . 1% 58 8 75 5L Ak 11 9 BRI BR K 15 2
RN TR RCT : BENLX A . 1 BRI 52 R IEL ST 32 %) LUBURRIEE ;4 CDE ;5. AN B MU 6. S5 AR B L

7 AT T 58 AT )

Bt ity fds  SCRBUA S —AEE 14 R R ] BT
X GNE AFRE AL o AL O T T T A G 45 R 48
o B 7 FF T, a0 I 5 36 2R 9 A SCRRBIF 90 3 A8 N AR B
TS AR | A EL A SR IBOCBIE 5, 45 A AE S B, T o 565
=5 MR

Geit# 9341 . K ] Review Manager 5.4 BAFHEATHHA
WESE B VAN S B 20 B B 20 B, B A 3 2 P ol
Wi aks KRR, P E VPR T 5 6] S BT 1 F
i, 24 P <50% , &> B9 ) 48 1 186 28000 B B R 47 534
M P>50% , &M IE AR S B, 75 05 BE AL
BAIHEAT o087 STATA 14 BRAOFHEA T BBURRAE TN K 2 i £y 53
Bro P<0.05 2w A5,
2R
21 XM RERRANFRBSME AR IR T
SCHR 97 J, th3CCHR 9 F L 2t 106 o RIS A SCER G
APRHEFHERRFRUE, 2EA 10 5 SCAT & (L L R s m
15 s ) L8 FLACS-MFIOL 5 CP-MFIOL AH X%t L .
For 6 ok BE ALY IR BT 5 ( randomized controlled trials,
RCT) 4 i 8 [ B BRI BF 5T, BF 500 R 3L 1045 1R,
HH FLACS-MFIOL 413% 515 i, CP-MFIOL 413% 530 R ,
FITAT ST X G4 % 55.62~67.48 %, R FEA T 9~ 107
il BEVTI B AR T 1d~1a, WK 1,2 1,
2.2 REIEMN A RCT #F58 % ] Cochrane i & XU BS:
AL TR IEAT SCRR BT PPN, 2 B B i i, DI 2
3. A IR BAS B 5 R H] MINORS P47 2 R 47 3C
BR BT PPN R RS TR, LR 2,
2.3 Meta F#T45R
2.3.1 RERBRMAI L A o FARITFF " By
T FLACS-MFIOL Fl1 CP-MFIOL HAR)5 1d,1wk,1 3mo, la
UDVA 784k, 3 #5020 (8] 2 S o e 1o 73 SC[ $4 802
(mean difference, s ) : —0.02, 95% ] {5 X [A] ( confidence
interval ,CI') -0.05,0.01,P=0.13;s:-0.01,95%CI -0.03,
0.01,P=0.24;5:-0.03,95%CI -0.06,0.00,P=0.05;s:
-0.03,95%CI -0.14,0.08,P=0.59;s:-0.03,95% CI -0.06,
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Bl PERL RIRAG SR (n=106) -
PubMed (n=36)
Embase (n=58)

Cochrane Library (n=3)
CNKI (n=9)

bR EE R (n=71)

o LRI (n=14)
o JRFIIHRKIERE (=11
o SUWHUE (n=4)

BE A S IR SR (n=42)

5 524 S iR SCHR -

xR CHR (=9)

T EBELRIRCHR (=7
WX RAEHE IR (n=13)
Jerb. FECCHR (n=3)

BAPNICER (n=10)
E1 XEiFEmERE,

0.00,P=0.10] , RJ5 3mo Bl /5 %t Hb | 45 A0 5% 18] 55 o
B (P =97%,P<0.01) , 5K FH Bl AL 45 8 3P4k 3t
H 5 R AR B T FLACS - MFIOL Al
CP-MFIOLZAHARJS 1d, 1wk, 3mo, la UNVA 284k Rk & 9
B 2% 5 (5:0.04,95% CI —0.04,0.12, P =0.30;5:0.04,
95%CI -0.06,0.13,P=0.47;5:0.00,95% CI —0.04,0.04,
P=0.97;5:0.03,95%CI -0.06,0.12,P=0.54) ., AJF 1d,
Twk, la FfiTs %) b A, 4 AN 0F 5 (8] S5 o B &2 (1P = 53%,
P=0.12;"=74% ,P=0.05;I" = 82% ,P=0.02) , # % JH B
LR LR, RJG 1mo PIZHH] UNVA 2R HA ST ¥ E
X (5:0.03,95%CI 0.00,0.06,P=0.04) , WL 4 5, W5k
ARG 3mo UDVA 5 JitA K, PR AR IR HERR AN 5% 2
TR T IS 85 S f e o 45 R s AR BB —
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F2 MAIEFEHIITERIKIE MINORS 4 & Vi
Wi5E fFgT Al 1 2 3 4 5 6 7 8 9 0 11 12 Ry
Peter Ziak 2019 [ Jasi 1 BA 37) 2 2 0 2 0 1 0 0 2 1 2 2 14
Robert Edward Ty Ang 2018 [ JEsi 1 BA 371) 2 1 0 2 0 2 0 0 2 1 2 2 14
Jin Ah Lee 2018 [ Jesi 1 BA37) 2 2 0 1 0 1 0 0 2 1 2 2 13
EEAS 2018 MRS 20 2 0 1 0 1 0 0 2 1 2 2 13

% 3 FLACS-MFIOL #1 CP-MFIOL AR /& 3mo UDVA bt BrI a0 = 447 ( B — BB R)

SR S : S BUER I Meta 5 Hr2h F

(%) P 5(95%CI) P
Michael Lawless 2012 Rl BLAI N 98 <0.00001 -0.03(-0.05,-0.01) 0.0006
Robert Edward Ty Angl 2018 REAILAR R 98 <0.00001 -0.03(-0.05,-0.01) 0.001
Robert Edward Ty Ang2 2018 REHLALN, 98 <0.00001 -0.03(-0.05,-0.01) 0.005
R 2018 S A 922 <0.00001 -0.10(-0.12,-0.08) <0.00001
SFIE 2019 BEATL T 97 <0.00001 -0.04(-0.06,-0.02) <0.00001
Jr%t 2019 Bl AL A% R 95 <0.00001 0.04(0.01,0.06) 0.001
Z27 i 2020 RN 98 <0.00001 -0.03(-0.05,-0.01) 0.004
ik 2019 SRR 97 <0.00001 -0.02(-0.04,-0.01) 0.01

Random sequence generation (selection bias) _:—
Allocation concealment (selection bias) - -
Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _

Incomplete outcome data (attrition bias) _
Selective reporting (reporting bias) _:I
other bias [ |

=0% 2%% 56% 7§‘% 100%l

| [ Low risk of bias

[[Junciear risk of bias

[l High risk of bias |

2 MATHRHIIREEEE,

=~ | Allocation concealment (selection bias)

~ | @ |Random sequence generation (selection bias)

® ® @ @ ®| ® sinding of participants and personnel (performance bias)

® ® ® @ ® | ® sindingof outcome assessment (detection bias)
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g
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£
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Michael Lawless 2012 @ e
5188 2019 ? ® e
Aw2019( 2 |2 ® >
z&5 2020 | @ | 2 @ e
w8209 (@ | @ e e
572015 (@ | @ 7| @®

® O S ® ®| @ ncomplete outcome data (attrition bias)

3 MATRHIKKE R SE,

TREGE JG A RN P ¥ A, SR I 9T 45 R e, WL
%3,
232 REZEXIKEEST  WADHI 4 FwFs <
Wil T AR5 %5 3 ER 8L B X L 4 i 45 R, # /R FLACS -
MFIOL 1 CP-MFIOL 41 2z [8] TG B 4 G 1124 2 S (5:0.06,
95%CI -0.02,0.15,P=0.14) , WLIE 6, %I Frgh AW o8 k47
USRS T, B IFROY ' P/NT 50% , P {H K T0.1, #R
R &5 A e T4, WLk 4,
2IBANIEREMAT A WA 3 5T
FEHO A R N T SR ARSI Y S BEAT X AT,
P FLACS—MFIOL 5 CP-MFIOL ZH i 76 4 2t F1 A 3T 3 5
I B (5:0.57,95%CI 0.42,0.72,P<0.001 ;5
1.32,95%CI 0.99,1.64,P<0.001) , W& 7., ARG
PRI RIS 85 77 5 B 3 /0N, 2R AT U 43 B, BB —
B SCHR R R IA IR S5 53 PE/NF 50% , P AP KT
0.1, Ul A I ZE 2 v 5 B , WLk S,
2.3.4 CDE Y4 ASMHTRY 3 R kb 10 A I
KA CDE #4707, K P FLACS-MFIOL 75 [ 2% A 1l
HA%A T CDE ¥18] @K T CP-MFIOL 41 , 21 7] 25 S5 i
% (s:-1.94,95%CI -2.59,-1.30,P<0.01;s:-3.81,95%CI
-5.66,-1.96,P<0.01) , H:H[F M %A H CDE % H 4
B & I A SCHR S B PE R (PP = 61% ,P=0.05) , #CR
1583
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A FLACS cp Mean Difference Mean Difference
_Study or Mean SD Total Mean SD Total Weight IV, Fixed.95% Cl 1V, Fixed. 95% C|
Jin Ah Lee 2018 0.08 0.08 9 0.09 0.09 26 17.0% -0.01[-0.07,0.05] -
Robert Edward Ty Ang12018  0.18 019 78 0.15 02 101 20.3% 0.03[-0.03,0.09]
Robert Edward Ty Ang2 2018 0.13 0.12 49 0.15 017 67 24.0% -0.02[-0.07,0.03] -
EWEF 2015 0.06 0.04 17 0.11 0.08 18 38.7% -0.05[-0.09,-0.01] b
Total (95% Cl) 153 212 100.0% -0.02 [-0.05, 0.01] -
Heterogeneity: Chi? = 5.01, df = 3 (P = 0.17); 2= 40% + + + t
R l 0.1 0.05 0 0.05 0.1
Test for overall effect: Z = 1.50 (P = 0.13) Favours [experimental] Favours [control]
B FLACS cP Mean Difference Mean Difference
—Study or Mean SD Total Mean SD Total Weight IV, Fixed.95%Cl 1V, Fixed, 95% C|
Robert Edward Ty Ang1 2018 0.13 0.15 75 015 02 101 17.6% -0.02[-0.07,0.03] -
Robert Edward Ty Ang2 2018 02 024 43 018 0.18 69 6.8% 0.02[-0.06,0.10] - |
EBEF 2015 0.07 0.05 17 0.1 0.04 18 51.8% -0.03[-0.06, 0.00] L
s 2018 0.31 0.1 59 029 0.12 47 23.9% 0.02[-0.02, 0.06] -
Total (95% CI) 194 235 100.0% -0.01[-0.03, 0.01] -
Heterogeneity: Chi* = 4.03, df = 3 (P = 0.26); I = 25% o1 o0 o o
Test for overall effect: Z = 1.17 (P = 0.24) Favours [experimental] Favours [control]
C FLACS cpP Mean Difference Mean Difference
_Study or Mean SD Total Mean SD Total Weight IV, Fixed.95%Cl 1V, Fixed, 95% C|
Peter Ziak 2019 005 0.12 37 0.11 0419 36 17.6% -0.06[-0.13,0.01] - -
Robert Edward Ty Ang1 2018 0.11 0.14 62 0.12 0.15 85 423% -0.01[-0.06, 0.04] bl
Robert Edward Ty Ang2 2018 0.13 0.14 36 0.15 0.14 53 26.9% -0.02[-0.08,0.04] i
Ak 2020 001 03 70 0.07 02 70 13.2% -0.08[-0.16, 0.00] - 1
Total (95% ClI) 205 244 100.0% -0.03 [-0.06, -0.00] -
Heterogeneity: Chi? = 2.79, df = 3 (P = 0.43); I = 0% 4‘) 2 + P 0‘ P o 2
Test for overall effect: Z = 1.96 (P = 0.05) Favours [experimental] Favours [control]
FLACS cP Mean Difference Mean Difference
D_S.tudv or Mean SD Total Mean SD Total Weight V. 95%Cl 1V, Random, 95% CI
Michael Lawless 2012 0.06 0.15 61 0.08 0.21 29 121% -0.02 [-0.11, 0.07]
Robert Edward Ty Ang1 2018 0.1 0.12 43 013 017 70 126% -0.03 [-0.08, 0.02] —
Robert Edward Ty Ang2 2018 0.1 0.1 27 047 0.4 48 12.6% -0.07 [-0.13, -0.01]
S 2019 04 01 43 03 02 43 124% 0.10[0.03,0.17] -
Ji% 2019 0.3 0.08 60 048 0.1 60 129%  -0.18[-0.21,-0.15) -
FUE 2020 0 02 70 008 0.2 70 124%  -0.08[-0.15,-0.01] -
iz 2019 0.41 0.08 47 058 027 47 122%  -0.17[-0.25, -0.09] -
i 2018 051 0.09 59 0.31 0.11 47 12.8% 0.20[0.16, 0.24] -
Total (95% CI) 410 414 100.0%  -0.03 [-0.14, 0.08] ,‘
Heterogeneity: Tau? = 0.03; Chi? = 246.55, df = 7 (P < 0.00001); I* = 97% 02 01 6 01 0'2
Test for overall effect: Z = 0.53 (P = 0.59) Favours [experimental] Favours [control]
E FLACS cP Mean Difference Mean Difference
"_Study or Mean SD Total Mean SD Total Weight V. Fixed, 95% Cl _  IV.Fixed,95%CI
Peter Ziak 2019 0.01 0.08 37 003 01 36 54.0% -0.02[-0.06, 0.02] L
Robert Edward Ty Ang1 2018 0.1 012 21 011 012 50 25.0% -0.01[-0.07,0.05] ™
Robert Edward Ty Ang2 2018 0.1 014 25 016 0.14 52 21.0% -0.06[-0.13,0.01] I
Total (95% Cl) 83 138 100.0% -0.03 [-0.06, 0.00] i
Heterogeneity: Chi* = 1.34, df = 2 (P = 0.51); I’ = 0% _0'1 _0'05 0 041

Test for overall effect: Z = 1.66 (P = 0.10)

4 FLACS-MFIOL #1 CP-MFIOL AR E A E 8 UDVA( LogMAR) tE 8 Meta 2347 A RJF 1d;B: RJF 1wk;C: AJF 1mo;

D: ARJ5 3mo; E: RJ5 la,

Favours [experimental] Favours [control]

A FLACS CcP Mean Difference Mean Difference
\ Study or Mean SD Total Mean SD Total Weight IV, 95%Cl 1V. 95%Cl
Jin Ah Lee 2018 04 02 9 026 0.16 26 19.4% 0.14 [-0.00, 0.28]
Robert Edward Ty Ang1 2018 018 02 78 0.13 0.16 81 47.2% 0.05[-0.01,0.11] -
LR 2015 029 0.17 17 032 0.09 18 33.4% -0.03 [-0.12, 0.06] -
Total (95% CI) 104 125 100.0%  0.04[-0.04,0.12] ?
Heterogeneity: Tau? = 0.00; Chi* = 4.24, df = 2 (P = 0.12); I* = 53% _0' s 0‘ PR o¢1 0'2
Test for overall effect: Z = 1.05 (P = 0.30) Favours [experimental] Favours [control]
B FLACS cpP Mean Difference Mean Difference
—Study or Mean SD Total Mean SD Total Weight IV, 95%Cl 1v, 95%Cl
Robert Edward Ty Ang1 2018 018 02 74 01 012 82 55.8% 0.08[0.03, 0.13] =
Ewed] 2015 0.15 0.15 17 017 04 18  442% -0.02 [-0.10, 0.06] L
Total (95% ClI) 91 100 100.0% 0.04 [-0.06, 0.13] ’
Heterogeneity: Tau? = 0.00; Chi? = 3.85, df = 1 (P = 0.05); I = 74% o o o 0‘ T o
Test for overall effect: Z = 0.72 (P = 0.47) Favours [experimental] Favours [control]
C FLACS cpP Mean Difference Mean Difference
) _Study or Mean SD Total Mean SD Total Weight IV, Fixed. 95% CI IV, Fixed. 95% CI
Peter Ziak 2019 0.08 0.11 37 0.05 0.06 36 523% 0.03[-0.01,0.07) T
Robert Edward Ty Ang1 2018 0.11 0.15 60 0.08 0.08 68 47.7% 0.03[-0.01,0.07) =
Total (95% Cl) 97 104 100.0% 0.03 [0.00, 0.06] -
Heterogeneity: Chi* = 0.00, df = 1 (P = 1.00); ¥ = 0% + + + +
7= - 01 005 0 005 0.1
Test for overall effect: Z = 2.01 (P = 0.04) Favours [experimental] Favours [control]
FLACS CcP Mean Difference Mean Difference

D

1V, Fixed, 95% CI

—Study or Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl

Michael Lawless 2012 017 012 61 015 012 29 48.1% 0.02[-0.03,0.07)

Robert Edward Ty Ang1 2018 0.09 0.14 42 011 012 68 51.9% -0.02[-0.07,0.03]

Total (95% CI) 103 97 100.0% -0.00 [-0.04, 0.04]

Heterogeneity: Chiz = 1.13, df = 1 (P = 0.29); I* = 12% + + * + +
01 -0.05 0 0.05 0.1

Test for averal effect: Z = 0.04 (P = 0.97) Favours [experimental] Favours [control]

E FLACS cP Mean Difference Mean Difference
-_Study or Mean % Cl 1V, Random, 95% ClI

Peter Ziak 2019 0.11 0.12 37 0.04 0.06 36 52.8% 0.07[0.03, 0.11] L

Robert Edward Ty Ang1 2018 0.1 011 21 012 012 40 47.2% -0.02 [-0.08, 0.04]

Total (95% CI) 58 76 100.0% 0.03 [-0.06, 0.12]

Heterogeneity: Tau? = 0.00; Chi* = 5.68, df = 1 (P = 0.02); I* = 82% 02 -041 0 01 0.2

Test for overall effect: Z = 0.61 (P = 0.54)
5 FLACS-MFIOL #1 CP-MFIOL AR j5 7 [E Bt id] UNVA ( LogMAR) Lt 8B4
D: RJ5 3mo; E: ARJF 1a,
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FLACS cp Mean Difference Mean Difference
Study or Subgroup Mean _SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Robert Edward Ty Ang2 2018 0 066 25 -018 045 52 9.0% 0.18[0.11,047]
Robert Edward Ty Ang1 2018 -0.17 047 21 -002 043 48 13.4% -0.15[-0.38,0.08) _
Peter Ziak 2019 -011 0.24 37 -0.23 043 36 28.7% 0.12[-0.04,0.29) -T—
Michael Lawless 2012 -0.01 035 61 -006 03 29 376% 0.05[-0.09,0.19) —
Jin Ah Lee 2018 -0.2 029 9 -033 045 26 11.2% 0.13[0.13,0.39)
Total (95% CI) 153 191 100.0% 0.06 [-0.02, 0.15] “
Heterogeneity: Chi*= 4.58, df= 4 (P=0.33); F=13% p t : p
L : -05 -0.25 0 0.25 05
Testfor overall effect. Z=1.46 (P =0.14) Favours [experimental] Favours [control]
E 6 FLACS-MFIOL 1 CP-MFIOL AJE SE Lb#H Meta 4347,
A FLACS CP Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV. Fixed, 95% Cl IV, Fi % Cl
FitilF 2019 28 07 43 22 07 43 25.6% 0.60[0.30, 0.90] =
Ji %t 2019 294 068 60 2.38 0.64 60 40.2% 0.56 [0.32, 0.80] -
w ks 2018 295 0.69 59 2.38 0.65 47 34.2% 0.57[0.31,0.83] =
Total (95% CI) 162 150 100.0% 0.57 [0.42, 0.72] .
Heterogeneity: Chi? = 0.04, df = 2 (P = 0.98); I* = 0% _0‘5 _0’25 0 o ’25 0‘5
Test for overall effect: Z = 7.51 (P < 0.00001) Favours [experimental] Favours [control]
FLACS CP Mean Difference Mean Difference
B_Sjudy_QL&ubgmn_Mgan_SD_[oiaLMgan_iD_Lom_wemm_IMM% Cl IV, Fi % ClI
SifFH 2019 43 16 43 28 14 43 26.6% 1.50[0.86, 2.14] -
Ji %t 2019 42 158 60 295 1.34 60 39.1% 1.25[0.73,1.77] —
wi ks 2018 421 159 59 296 1.35 47 343% 1.25[0.69, 1.81] =
Total (95% Cl) 162 150 100.0% 1.32[0.99, 1.64] -
Heterogeneity: Chi? = 0.44, df = 2 (P = 0.80); I = 0% 5 1 o 1 2

Test for overall effect: Z = 7.87 (P < 0.00001)

Favours [experimental] Favours [control]

7 FLACS-MFIOL #1 CP-MFIOL AR /B #liE i in LA S b8 Meta 41 A ARFHL IR J1 5B ARSI BT 11,

% 4 FLACS-MFIOL #1 CP-MFIOL AR5 SE b BB BRI 5347 (B —HIBRTAR)

SR O : S BUER g Meta S 45
(%) P s(95%CI) P
Michael Lawless 2012 [351 5 5 34 0.21 0.07(-0.04,0.18) 0.19
Peter Ziak 2019 [ 502 355 1 24 0.27 0.04(-0.06,0.14) 0.42
Robert Edward Ty Angl 2018 [ X B0 23 0.27 0.05(-0.04,0.14) 0.25
Robert Edward Ty Ang2 2018 [ 5 RN 23 0.27 0.05(-0.04,0.14) 0.25
Jin Ah Lee 2018 [#] 2 S5 30 0.23 0.06(-0.04,0.15) 0.23
#& 5 FLACS-MFIOL #1 CP-MFIOL AR 5 #LiZFn i #0551 Lb B B M 2 4 (B2 — BIBREA 5T
N . I S BRI Meta 53 #r 4
LT HEBR Y RN AT (%) - S (95%CD) -
Mz T 2018 I 2 AN 0 0.84 0.58(0.39,0.76) <0.00001
SRifFIE 2019 [i] 2 RN 0 0.96 0.56(0.39,0.74) <0.00001
Ji %% 2019 [ 22 U 0 0.88 0.58(0.39,0.78) <0.00001
GBI B 2018 Eibtvdimi 0 0.55 1.35(0.95,1.76) <0.00001
ZiEE 2019 [ 5 RN 0 1.00 1.25(0.87,1.63) <0.00001
Ji %% 2019 Bl 0 0.56 1.36(0.94,1.78) <0.00001
H T BEAILOW AR Y 53 A, IF38 5o 78— ] bR SCHR S, R ek 236 EFRBEHMI AR AW A G IR 7 SE |

TTHUBYE AT R A IFE5 R P>0.01 (0 % B AN AE 7,
% & Robert Edward Ty Angl 2018 W 5Y Al ik & S Bk B
SRR, WLE 6,

2.3.5 ECD AWt FLACS-MFIOL #l CP-MFIOL 41 &
J&i ECD #4715t o i, Jh A 5 A g o R GE A 56
B & B FLACS-MFIOL 4 ECD % i & & T CP-MFIOL
M, BAAFG 7 X (s:111.75,95% CI 86.27,137.23, P<
0.01) , WF5EIRIJC I W S Rk (P =0%,P=0.56) , WL 9,
SR B — IR AT ST B 7 I A TR ST, 5 SR T 5K
RS, R IAATIE G Meta 23 M4 AR Mk R4, W 7,

15 73 \CDE 1 ECD #47 & F A fai 73471 , Begger £ 45
W R, AR P (H14>0.05, $E 78 BT a8 A SCERA7 7 & 3
P fer AT BEMERN, ULER 8.,
3itig

2009 4F- Nagy %" 1 Ul CBPBOLH AR 2 I AW
B H D) I RO G B AL A R B AR e R FLAL
P BRI B A AR VR T IS oE  FRARR 5 0 R e 1 & 2
2010 4F 36 2 i R 24 i 4 IR IE XHEE T LenSx AP
iz T A MBEF ARG, Crozafon % 55 %
3 2 1B PR UL 43 B 496 1 K ARP O A B A FLAL A
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FLACS CcP Mean Difference Mean Difference
A Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% Cl 1V, Fixed, 95% CI
Robert Edward Ty Ang1 2018 1423 886 136 15.34 10.33 239 10.6% -1.11[-3.09, 0.87]
it 2019 65 22 43 8.5 26 43 40.2% -2.00[-3.02, -0.98] —
#2018 6.42 2.15 59 849 258 47 49.3% -2.07 [-2.99, -1.15] —
Total (95% CI) 238 329 100.0% -1.94 [-2.59, -1.30] N

Heterogeneity: Chi? = 0.76, df = 2 (P = 0.68); I = 0% 5 1 ) 1 2
Test for overall effect: Z = 5.89 (P < 0.00001) Favours [experimental] Favours [control]

B FLACS cpP Mean Difference Mean Difference
—StudyorSubgroup ~~ Mean SD Total Mean SD Total Weight IV.Random.95% Cl 1V, Random. 95% CI
Robert Edward Ty Ang1 2018  26.86 10.73 79 27.02 978 111 20.0% -0.16 [-3.14, 2.82] - "
iy 2019 17.5 54 43 222 57 43 24.9% -4.70 [-7.05, -2.35]) -
Ji %L 2019 1741 534 60 22.14 568 60 28.2% -4.73 [-6.70, -2.76) -
Tk 2018 1742 535 59 22.15 5.69 47 26.9% -4.73 [-6.85, -2.61] -
Total (95% CI) 241 261 100.0%  -3.81[-5.66, -1.96] —~—

Heterogeneity: Tau? = 2.15; Chi? = 7.67, df = 3 (P = 0.05); = 61% S . 2 i
Test for overall effect: Z = 4.03 (P < 0.0001) Favours [experimental] Favours [control]

8 FLACS-MFIOL #1 CP-MFIOL 4B Il &#n lll Zk4#% K CDE tb#H) Meta o387 A 9% ;B %4,

FLACS cp Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD _Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Robert Edward Ty Ang1 2018 2,44367 658.78 189 2,377.26 45982 69 32% 66.41[-77.09,209.91)
23518 2019 2,256.4 1106 43 21483 1283 43 253% 108.10(57.47,158.73) —
F%2 2019 2,254.32 11157 60 2,147.25 12823 60 351% 107.07[64.06,150.08] —
ihf 2019 2,24364 25348 47 204791 25747 47 6.1% 195.73[92.44,299.02)
=R 2018 2,256.34 11057 59 214826 12826 47 30.3% 108.08(61.81,154.35) —
Total (95% CI) 398 266 100.0% 111.75[86.27, 137.23] R 2
P 2= - - = + + + +
Heterogeneity. Chi*= 3.01, df= 4 (P = 0.56), F= 0% 200 100 0 100 200

Testfor overall effect: Z= 8.60 (P < 0.00001)

9 FLACS-MFIOL # CP-MFIOL A& S ECD tb#E: i Meta 547,

Favours [experimental) Favours [control]

% 6 FLACS-MFIOL #n CP-MFIOL 4 Il Z&#n l k4% K& CDE Lb RIS EAE S 17 (B —HIFRHEST)

o g ST PEAG B Meta 53 H74%
o HEBRTF5E AR AT (%) » S(95%CD) -
13 Robert Edward Ty Angl 2018 [i5] 2 RUNE 0 0.92 -2.04(-2.72,-1.36) <0.00001
TR 2018 [ 22 S 0 0.43 -1.81(-2.72,-0.91) <0.00001
SeV1E 2019 P HILAL iz 83 0.01 -2.80(-4.25,-1.35) 0.0002
I 2% Robert Edward Ty Angl 2018 [i5] 7 RUNE 0 1 -4.72(-5.95,-3.49) <0.00001
EE M 2018 FEHL3E R 72 0.03 -3.79(-5.14,-2.44) <0.00001
SRR 2019 P HILAL iz 73 0.03 -3.86(-5.16,-2.56) <0.00001
Jr%k 2019 B HLAS R 71 0.03 -3.37(-6.03,-0.71) 0.01

%7 FLACS-MFIOL #1 CP-MFIOL ARG ECD Lt & BB S 7 (1B — BB R)

HERR BT e : S PR g Meta 7 Hr &t 4
(%) P s(95%CI) P
Robert Edward Ty Angl 2018 [ 22 U 22 0.28 115.04 (84.91, 145.17) <0.00001
R 2018 [ 502 355 1 0 0.4 113.35 (82.82, 143.88) <0.00001
SEHEIE 2019 [ X B 31 0.23 116.35 (78.08, 154.61) <0.00001
J7%% 2019 [ 22 3% 0 0.4 114.28 (82.65, 145.91) <0.00001
ik 2019 [ 5 RN 0 0.96 106.31 (80.02, 132.60) <0.00001
% 8 Begger RIGEN M ETA R E KRR
. UDVA UNVA _— yjﬁj*ﬁ j'j CDE £CD
1d 1wk Imo  3mo la 1d 1wk Imo 3mo la i M D Mo

! 1.02 000 038 120 1.04 000 - - - - 034 0 1.04 0 102 -024
P 0308 1 0707 0.23 0.296 1 - - - - 0734 1 0.29 1 0308 1

B BR AT 811 BlfL A LML N BRI BR AR R B, B IEFEZ BRI E W) 5 A R BIE S N BT ARIBYT
WOCH B AR BERS A IR RBUE A FLRER, > AT R AR AR F A BT AR 2E A B
AR AL AR ), AT SR SRR ARSI 0F ARz —, MRS SN T iR R B 2 f N T etk
ARG I A 9 K PRI, ROR M T A N TR A A 50— £

21 5 N BE TR & R C Rt A BRI, AR R B, Dy B R TR OR SR LT
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9 AR A% 1 B 2 R T CDE, 820 48 75 R 1 % IR PN 45 4
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