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Abstract
BACKGROUND
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Numerous studies have reported that the combination
of arbacicept and FOLFOX4/FOLFIRI regimen can more
effectively treat metastatic colon cancer (mCRC). In the
preset study, we performed a meta-analysis to assess the
efficacy and safety of arbacicept for mCRC to provide an
evidence-based medicine related basis for the application
of this drug.

AlM

To systematically assess the clinical efficacy and safety of
aflibercept for patients with metastatic colorectal cancer
(mCRC) by meta-analysis.

METHODS

Controlled trials that involved aflibercept with
FOLFOX4/FOLFIRI regimen for treating mCRC from
January 2009 to January 2019 were searched, covering
China HowNet database, Weipu database, Wanfang
database, China Biomedical Literature database,
PubMed, as well as The Cochrane Library and EMBASE.
The retrieved studies were evaluated according to
the Cochrane Systematic Evaluation Manual. A meta-
analysis was performed with RevMan5.3 software and
95% confidence interval (CI) estimation.

RESULTS

Five studies were included. The results of the meta-
analysis showed that the 3-year overall survival rate and
3-year recurrence-free survival rate were significantly
higher in the study group than in the control group (OR
[odds ratio] = 0.52, 95%ClI: 0.35-0.79, 7 = 0.002; OR = 0.63,
95%Cl: 0.45-0.89, P = 0.008). Compared with the control
group, the study group had fewer adverse events (OR =
0.58, 95%CI: 0.40-0.84, P = 0.004). Furthermore, the study
group had a significantly lower incidence of diarrhea,
leukopenia, loss of appetite, and nausea and vomiting
than the control group (< 0.05).

2020-01-08 | Volume 28 | Issuel |
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CONCLUSION

Aflibercept with FOLFOX4/FOLFIRI regimen has
better efficacy and adverse event profile for treatment of
refractory mCRC than FOLFOX4/FOLFIRI alone.

© The Author(s) 2020. Published by Baishideng Publishing
Group Inc. All rights reserved.

Key Words: Metastatic colorectal cancer; Aflibercept;
FOLFOX4/FOLFIRI; Meta-analysis
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B=

B AT E A ShR % AR A L A -3 FOLFOX4/
FOLFIRIZr % 76 77 #:#4% M4 25 1 /% (metastatic colorectal
cancer, mCRC) LA Wi 769 57 2k, ABF R E Ak
% AR el b 3¢ T 7 dcfe & Ak T Meta
oM, Bt PR JEIE E 5248 K AR VE.

V=14
15 JAMetay ¥ & G AT 5 Ao iR A T 40 09 -5 2 5 57
mCRC ¥ 4974 97 2L R A 22 Ak,

Vi

# & 2009-01/2019-01FT 48 B &8 A FOLFOX4/
FOLFIRIZ £ 77 mCRCH 2T FRiXEE, eLiE: P EH 4
WAAEFE . HEREE. THEE. PTEAY
& 5 L#k 4% % . PubMed. The Cochrane Libraryf=
EMBASE, VACochrane % & 3FF M A kiR MAn e
St F Lk BEATIRHY, AF TP i ik 69 Lk JARevman 5.3
B ATMetafr AT, 95% T 45 X A 454t

#ZR

KR IANSTS LK, Metap #7252 &I L340
BEEIFRAGRFIFLRRA /R T B AH
R T, £ 74 %5 & L (OR =0.52, 95%Cl:
0.35-0.79, P = 0.002; OR = 0.63, 95%CI: 0.45-0.89, P
= 0.008). SLI20 & H SR BB 7 d 0 R A FAK
Fimmt, =% 2 FA%itFEL(OR = 0.58,
95%CI: 0.40-0.84, P = 0.004), ZEFL5. & 28 LRV
R, BosvRek R A BT AR, 2
FH Gt F F L(P<0.05).

&

I 44 79 & Bk & FOLFOX4/FOLFIRIZ %74 5y mCRC
2 FOLFOX4/FOLFIRI % 77 mCRC#Y 20 45 L2 4
MR F.
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03I

45 (colorectal cancer, CRC)/E4TH FAEH & W, H
RAEFEA T Bt AR, A AR At SV BT 1
CRCHIHBITEL100 /5 BA E, HKRZAH —+FLL EICRCHE
BN CAAAAE AL 7% SO0, At S a4
CRCHEA BT A B T, BikaE A1)
TR iR &, HAEE R EST . DARARKMAE,
TR EEHFCRCIISTT K TFRRT A 7 W R4 T, 4R,
BT B AMTE = ke mil, HEHICRCIHF LM &
FHIETE RN, MR BEAEMHIZCRCIE &AL T M,
B2 b iers, WREH D LEBELFARRIGCRCY,
XITCRCIEZE KL, UIMEZ R Baifyy, FEL
FOLFOX4/FOLFIRIJ; 5 AR, SRTIT RAEAEA 0
ANEW, Rk, OHRZHETRDL, 25 PRE
P& =5 7 11 45 19 (metastatic colorectal cancer, mCRC)
BEWG, HEEZOEIME AN A K KT (anti-
vascular endothelial growth factor, VEGF)$i{4& K 4713 7
AR P AR TR, E A Py A 2 i 78 R B A
H -4 FOLFOX4/FOLFIRT T /7 mCRCHA L L7
T R0, ABUESRHIT FE R A B R /D H G [ oo T I 2R 5
) RGPV RE TR D, AHIT T P 4 2 T
FUHIERA b, X T H7 o2 e T MetaZy A, #ET
SRR L 22 AH R AR A

1 MRRITSE

1.1 #4+

111 %%k 7 f R EANANA TR BE, 2R N E)5E
Fi242009-01/2019-01. A Z2ia EEH:  “aflibercept” -
“metastatic colorectal cancer” FI “Pif#HpEE” . “44

Pt . KR READ2N, KRB R LR T

2020-01-08 | Volume 28 | Issuel |



5, F. NUIBLERAYIEIE e Rt e oL Mt Meta DT

SCHCHE PE o [ R X R P L 4R EEE . T O BUiE
P R AR SRR P . A0S FEPubMed
The Cochrane LibraryfTEMBASE. #5215 fh 32 B 5L
A LI A 22 PR A B 200 H A A ) SR
1.1.2 SANBHERATAE: GINARE: (1) PTG BEat Fix
RLAEN T AR HEARA, R EmsA, 85 %
112 NCRC; Q)FTIEFEMIW TN R TTeEF A, HAE
HILb e, G)Friksn RFEHR L einyr 77 Hibk
FrifE: (DIfIZX RAEWNZ B A A CRCIZWARE
B QWSS Q)M EAEIT bR . H DTzl
FARIGST I7 I TERN G (OFEA R/, BETTI Al
IR TR SURENERIE =5 =7 IS URA LTI iWA B
12 F ik
1.2.1 Tz & FliHpEE A FOLFOX4/FOLFIRDY iR
3640 ; FOLFOX4/FOLFIRIZ st HR A, W2 B 75—
VORI AN R M. R EER AL T TH 2 R L4t
TR CUP>0.05), RGN B2 BA AT L.
1.2.2 & e datn: SSERAEMR, SFELHRAEFE, AR
SN BT AR . SRR . B IK 25K
1.2.3 #8% L&KM LCochrane REEVFAN Tl A STk
PR ARUES, 244 1 78 3 of id o 1) SCRRIZEAT O e AT
P FEAREAZNT, o T 4510 A — B0 SR, s AR 5 =
Ji~ SCHRER 1 L 77 U5 A 4518 VR ARifE 2
FALFE6N T : (1)SLERRAY; Q)% Tk U5 B3 rI ik
L, G)RTBFFEX & 69T 7 R . AT R
BE R EE @B T TE; (57T R
it %4 FRevMan 533 TMetaZr 7. SEFOR
{8 I FL95%CIIR, SR FH o A6 36 45 19F 7 18] S Jo Pk, A2 22
FAP R S RN, 247 <50%, P>0.15F, MIFER 1
FUZ B PR ECE Bl EANELE, I Meta 2 AT
P G RSB SRTTT 2477 =50%, P<<O.11F, NIHEIR 5 i
PEEL R, B Metad) Bk AL RS AR AL, B 21z s
AT I A VAR

2 BR

2.1 Lk B LRk, BEHEEREN LI EX
R R BN R, 15 H S SCHER36 1, AT A I E R
SCHR, S BOESE, RGN KRR R G 15 21 5C k195,
FRE SCRRR A, 3 R 4 B AR B S SRy,
SR ZH L1362, X HRAL L7415, 455 STk s238 kAN
BEALXTRESLES, HAR VR VAR IR SEES. Hrh3iE S
MR PR B, HAR 25 STk NA L CH, %3
MR R AR L2 ) LR TRn 2, SCHER VR LI, B
PRIE RIS FEVE L2,

2.2 Metap #7H JL
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2.2.1 34 % A A 5 S S H RN HE 2H 201 1) S5 5 A
3 HiP<0.00001, I = 98%, £7-7E 5 1, T FH Bl AL RIS AR
RIHE T Meta 7 HT, 45 B 5 7R OR = 0.52, 95%CI: 0.35-0.79,
P =0.002, Fi % 5 A Guit5 2 L (P<0.05)(3).

222 35 it e A A B R SE A 0T A ZH 2 [R) S o
K15 HP<0.00001, 77 = 98%, FELE 5 P, I F BEALRL
MAFER AT Meta BT, 45 F I 7ROR = 0.63, 95%Cl: 0.45-
0.89, 2= 0.008, P27 57 A Gr it 5 L (P<0.05)(l4).
2.2.3 R RBE HGE: X S 2H AT R 4 40 [R) S PR A
A3 HP<0.00001, 7 = 85%, A7-7E 55 1, T BEAL RN
AL T MetaZh T, 455 5 7ROR = 0.58, 95%CI: 0.40-
0.84, P = 0.004, A 7 54 Gi it 5 L (P<0.05). 7 WLH
AR EEAR: 85, A4S EERGE
ORI, MetaZrHTean: SLBa gl B EAS RSO K
AR IR, WAL I Giit S L(P<0.05)
(K5-9).

2.2.4 EEAp i SAUE TR B BUS SE AR
FrIt B 2B R A5, dosHESR R T m (K 10).

3 I1e

CRCKIGHRAUK T Il S b e, (B4t ks 0., H
R4 BRAEAE W IR B2 CRCI N BULE 120 5 764, SR
T B TR SRR, HCRCH I I B4
FPEIRPRFR I, AR HEE S o, MR 2
TEHRL NCRCHF L& AL T, DI ICRCHITETT
J7 R UMIT R E, H—2&i077 7 Z EZNFOLFOX4 K
FOLFIRMLIT 5 %, 7 A ERENER K, 3
SRR 22 BT 78 R B, iR AR K, A 5 e oA BT A
EWEEZTINR R, AP Emamm) iz
;45 A %2 CRC [ B s sk

RO 6 32 S e e I AR R AR R 2 2
—, ;e MREREAR . A, EaetE NJEILVEGF
ZAR(VEGF receptor, VEGFR)EI & & . H FIFIAA G
WAEESN AR 2, EENHTREFCRCH K
Fil, X EFDAFIEMA T-201 244tk vk B 11 76 3 IE &
FOLFIRIIGYT X T BYL R A 25 FIm CR CIE & VR TT,
H RIS KR AR S 78 IR AE i 24,

BT A 76 8 LA R B R E . fTgGlIMF e
FIVEGF R AM 25 F S A T 1 i) — i 3 R 3 21 1)
AIPYEVEGFRAN G2 H, KhayatZ T8 T 1% A&
WEFC R I, BRI PG % B & FOLFIR DY iR T ¥ M 1 45
B B R 22 v AT 2, e A2 Bk v
A FOLFIRDT 1697 BB W BT By i 2
13%, N2, R TFFOLFIRIZL. Van Cutsem
ST T A S — TR AT PR BB T IR 9T, LRI FE S
o890 F R AR P B & FOLFIRT S RIaTT, o R4 F saali
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x 1 NEERER

1EE AR BENISE SCHuSERY DI B& Kih
ChibaudelZ5" 2019 BRI BEANNY IR SRS BRI R R
Yusof&® 2016 BTN BEH RS BTN BN IR
Lisg"® 2018 BRI BEANY IR SRS BRI BT IR
Tang%"” 2012 DLkt REANT IR IR IR IR
Lambrechts&"" 2015 e[z ) JEBEH N IR L BN BT R

® 2 BEEDE

7 IE\ IE\ X X
- SBTSE SEANA TOERE) maNEE o B SEREGR SEREGA SERARE SETARE

N (%) 5N (%) BAHIN)
ChibaudelZ=" S22 522 52(35-75) 52 152 51 267 30 154
WHRE 522 62(33-85) 37 178 42 218 14 72
Vusofzs® SREUZH 285 545+13.2 3612 123 57 148 44 125
WRA 285 491+11.3  42+11 185 44 125 22 63
Lz SESmZH 175 55(27-63) 58+ 6 92 59 103 55 96
WHRE 175 52.5(35-75) 45+18 103 55 97 32 56
Tang=" S| 320 52.5 39 52 75 239 55 175
WRA 253 52 41 100 44 112 34 86
Lambrechts== SREUZH 510 56.5+13.5 46.1 175 57 291 49 254
WRA 498 57.5+14.5 453 198 25 123 13 63
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Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of paticipants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias
6% 25;% 56% 7§% 1000)0
Low risk of bias Unclear risk of bias High risk of bias
B 1 SXEHREENS.
T —— FOLFIRT/ATT , A LS BB IR 3 N 75%, S8
s U2 BB R ALYR T AN 10, Seie 20 B 2 TR Ak
SIS R, SB00%, N s
ZO N Tk JELEAFI A1 97.59 mo(95%CT: 2.33-9.59), 1fij H v TG ik fé
TR 198 AT KT R4 FOLFIR VAT 1 U1 445 B e 1) i
2.5-5.1 mo)"™"". 7 Yoshino®5" I 7 ) — IG5 B Af
SRR R4 # mo) (EYoshinoF WS IR
Ek VO AT PR G Hh e 1226051 55 72 14 45 B e B8 %
H%%%ﬁzﬁaks% )\éﬂ )I%Fﬁﬁ)\éﬂ;%%‘ﬁl1%*&%EE§UBQ$E@:E‘?E%Q
FOLFIRIZH 122 & & FOLFIRIZ, B 9045 5 2 0, sk
2 XEEmmEE. B R AL S A Tok e AR A7 ] B A
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Odds ratio Odds ratio
Study or subgroup log [Odds ratio] SE Weight 1V, random, 95%CI 1V, random, 95%CI
Yusof MM 2016 -1.1265 0.1524 19.8% 0.32[0.24, 0.44] =
Tang PA 2012 -0.754 0.321 14.5%  0.47[0.25, 0.88] —
Li J 2018 -0.7034 0.0743 21.6% 0.49 [0.43, 0.57] -
Lambrechts D 2015 -0.6832 0.051 21.9% 0.50 [0.46, 0.56] bl
Chibaudel B 2019 -0.053 0.0327 22.1% 0.95[0.89, 1.01] u
Total (95%CT) 100.0%  0.52[0.35, 0.79] <>
Heterogeneity: Tau? = 0.19; Chi® = 173.84, df = 4 (P < 0.00001); 72 = 98% * !
0.01 1 10 100

Test for overall effect: Z = 3.11 (P = 0.002)

B 3 3EREBERER

Study or subgroup

Odds ratio

log [Odds ratio] SE  Weight IV, random, 95%CI

Favours [experimemtal] Favours [control]

Odds ratio
1V, random, 95%CI

LiJ 2018
Chibaudel B 2019
Tang PA 2012
Lambrechts D 2015
Yusof MM 2016

Total (95%CI)

-0.7532 0.0452 22.9%
-0.589 0.0478 22.9%
-0.5214 0.075 22.3%
8.8% 0.78 [0.32, 1.91]
-0.0526 0.0362 23.1%

-0.251  0.459

100.0%

Heterogeneity: Tau® = 0.13; Chi® = 171.45, df = 4 (P < 0.00001); /> = 98% }0 o1

Test for overall effect: Z = 2.66 (P = 0.008)

B 4 SERBLEERER

Experimental Control

Total Events Total

0.47 [0.43, 0.51]
0.55 [0.51, 0.61]
0.59 [0.51, 0.69]
0.95 [0.88, 1.02]

0.63 [0.45, 0.89]

Odds ratio
Weight M-H, random, 95%CI

1 10 100

Favours [experimemtal] Favours [control]

Odds ratio
M-H, random, 95%CI

Study or subgroup Events
Chibaudel B 2019 152
Lambrechts D 2015 175
LiJ 2018 92
Tang PA 2012 53
Yusof MM 2016 123

Total (95%CI)
Total events 595

522 178 522
510 198 498
175 103 175
320 100 253
285 185 285

1812 1733 100.0%

764

21.4% 0.79 [0.61, 1.03]
21.5% 0.79[0.61, 1.02]
18.3% 0.77 [0.51, 1.18]
19.0% 0.30[0.21, 0.45]
20.0% 0.41 [0.29, 0.58]

0.58 [0.40, 0.84]

Heterogeneity: Tau’? = 0.15; Chi’ = 26.73, df = 4 (P < 0.0001); /* = 85%
Test for overall effect: Z = 2.89 (P = 0.004)

B 5 FRRELER

Experimental Control

Study or subgroup Events

Total Events Total

Odds ratio
Weight M-H, random, 95%CI

1 10 100

Favours [experimemtal] Favours [control]

Odds ratio
M-H, random, 95%CI

Chibaudel B 2019 52
Lambrechts D 2015 75
LiJ 2018 46
Tang PA 2012 27
Yusof MM 2016 75
Total (95%CI)

Total events 275

522 78 522
510 95 498
175 53 175
320 56 253
285 79 285

1812 1733 100.0%

361

21.0%  0.63[0.43,0.92]
22.5%  0.73[0.52, 1.02]
18.1%  0.82[0.52, 1.31]
17.3%  0.32[0.20, 0.53]
21.2%  0.93[0.64, 1.35]

0.66 [0.48, 0.91]

Heterogeneity: Tau® = 0.09; Chi® = 12.41, df = 4 (P = 0.01); I* = 68%
Test for overall effect: Z = 2.57 (P = 0.01)

6 [EEER

(13.50 mo:12.06 mo; HR = 0.817, 95%CI: 0.713-0.937, P =
0.0032; 6.90 mo:4.67 mo; HR = 0.758, 95%CI: 0.661-0.869,
P<0.0001). SZH&ZH [ 87 5 S it 2 e o} IR 2H I S 2 1

J3aishideng®
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1 10 100

Favours [experimemtal] Favours [control]

(19.8%:11.1%, P<0.001). BRI 7545 S A BTAA P 5 FH
TmCRCEFE S 7 )0 ARUESE. (2 H AT E N T
YN ETT R N TEATHOR D, K FUAE [H P b

2020-01-08 | Volume 28 | Issuel |



B55, 5. NUEENAYIai S oS Rt e A= Z 2 6iMeta DT

Experimental Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95%CI M-H, random, 95%CI
Chibaudel B 2019 75 522 85 522 20.8% 0.86 [0.62, 1.21] =
Lambrechts D 2015 85 510 112 498 21.0% 0.69 [0.50, 0.94] -
LiJ 2018 53 175 68 175 19.9% 0.68 [0.44, 1.06] ™7
Tang PA 2012 12 320 85 253 17.9% 0.08 [0.04, 0.15] -
Yusof MM 2016 62 285 99 285 20.5% 0.52[0.36, 0.76] -
Total (95%CI) 1812 1733 100.0% 0.46 [0.25, 0.85] N
Total events 287 449
Heterogeneity: Tau® = 0.43; Chi = 47.15, df = 4 (P < 0.00001); * = 92% * * * !
Test for overall effect: 27 = 2.50 (P = 0.01) 0.01 0.1 . 1 10 100
Favours [experimemtal] Favours [control]
7 BRI/
Experimental Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95%CI M-H, random, 95%CI
Chibaudel B 2019 43 522 56 522 21.1% 0.75[0.49, 1.13] T
Lambrechts D 2015 63 510 102 498 22.0% 0.55[0.39, 0.77] -
LiJ 2018 63 175 98 175 21.0% 0.44 [0.29, 0.68] -
Tang PA 2012 5 320 62 253 143%  0.05[0.02,0.12] ~— —
Yusof MM 2016 52 285 106 285 21.5%  0.38[0.26, 0.55] -
Total (95%CI) 1812 1733 100.0% 0.37[0.21, 0.63] S o
Total events 226 424
Heterogeneity: Tau? = 0.33; Chi’ = 30.48, df = 4 (P < 0.00001); /> = 87% ‘ ‘ ‘ ‘
Test for overall effect: Z = 3.59 (P = 0.0003) 0.01 0.1 . 1 10 100
Favours [experimemtal] Favours [control]
8 RBEUKRLR.
Experimental Control Odds ratio Odds ratio
Study or subgroup Events  Total Events Total Weight M-H, random, 95%CI M-H, random, 95%CI
Chibaudel B 2019 32 522 66 522 21.1% 0.45 [0.29, 0.70] ——
Lambrechts D 2015 52 510 113 498 23.0% 0.39 [0.27, 0.55] ——
LiJ 2018 65 175 128 175 20.8% 0.22 [0.14, 0.34] =
Tang PA 2012 8 320 32 253 13.6% 0.18[0.08, 0.39] "
Yusof MM 2016 45 285 65 285 21.5% 0.63 [0.42, 0.97] -
Total (95%CI) 1812 1733 100.0% 0.35[0.23, 0.53] <
Total events 202 404
Heterogeneity: Tau? = 0.16; Chi? = 15.69, df = 4 (P = 0.003); * = 75% * * ‘ !
0.01 0.1 1 10 100

Test for overall effect: 2 = 4.95 (P < 0.00001)

9 SEINRITELE.
WEFE 25 AT Meta s #r, 33k M B2 SEAEUE 2= A0 55 1
A",

AW FILGINS TS SRR, SEI0H 1812610 F X &,
X RRZH 17336 T X R, MetaZrBréh K B: 7E34F
SRR TCI AR AR ZR T T, SCUR2H B B A A
TR, 2 5 Guit S U(P<0.05). 1EAN RN T
[, SEIRAH B AR T XA RS, —HERASR
TR U(P<0.05). 2B W AR P 3897 20 ey 1) i AT 32
A CUT 7, AN, B 7 2 e i 4 i e
6 L5 240 L 1°) A2 g T 400 ) ke 240 L %) 52 ), e T R
BEIR T, MM B3 1R AR A7 R ok R AR A7 %
TP AN T Re S 23R AR O, B Al
FOLFOX4/FOLFIRIJT & B EAE, MuGyT SR BT,
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LB

AT B A1 M eta ) T B 775 R GEIEPF A T A
VIR T mCRCH AT RCR AN 2 22k, BE s fOmiE
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R TE
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AW FAEANN ST SRR, Meta 2t SR SEIG 41
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SR, 22 74 4iit %5 L(OR = 0.52, 95%CI: 0.35-0.79,
P =0.002; OR = 0.63, 95%CI: 0.45-0.89, P = 0.008). 554
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HERHGT 5 (OR = 0.58, 95%CI: 0.40-0.84, P =
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