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Abstract
BACKGROUND
In recent years, some studies have found that oral 5-1-

Baishidenge  WCJD | https:/ /www.wjgnet.com

based regimens are more effective than intravenous
FOLFOX4/FOLFIRI regimen in the treatment of
metastatic colorectal cancer (mCRC).

AlM

To systematically evaluate the clinical efficacy and safety
of S-1-based regimens in the treatment of patients with
refractory mCRC by meta-analysis, and to provide
evidence-based medicine-related evidence.

METHODS

Controlled trials evaluating S-1-based regimens for
the treatment of mCRC from January 2009 to January
2019 were retrieved from VIP database, Wanfang Data,
Chinese Biomedical Literature Database, CNKI database,
The Cochrane Library, PubMed, and Embase. Meta-
analysis of the included studies was conducted with
Revman 5.3 software and estimated by odds ratio (OR)
and 95% confidence interval (CI).

RESULTS

The results of meta-analysis showed that the 3-year
overall survival rate and 3-year recurrence-free survival
rate were significantly higher in the study group (OR =
0.65, 95%Cl: 0.47-0.89, P = 0.008; OR = 1.45, 95%Cl: 1.03-
2.06, P = 0.04). The study group had less adverse events
than the control group (OR = 0.68, 95%CI: 0.53-0.87, P
= 0.002). The incidence of bone marrow suppression,
alopecia, nausea and vomiting, and skin reactions in
the study group was significantly lower than that in the
control group (P < 0.05)

CONCLUS/ION

S-1-based regimens have better efficacy and adverse
event profile in the treatment of refractory mCRC than
FOLFOX4/FOLFIRI regimen.

2019-11-28 | Volume 27 | Issue 22 |



RIBIE, % DIRS-1hR e Rt S BRI A=Z 2t tIMeta AT

© The Author(s) 2019. Published by Baishideng Publishing
Group Inc. All rights reserved.

Key Words: Metastatic colorectal cancer; S-1; FOLFOX4;
FOLFIRI; Meta-analysis

Juan-Juan Zhao, Xin-Ming Lei. Meta-analysis of safety and efficacy
of S-1-based regimens in treatment of metastatic colorectal cancer.
Shijie Huaren Xiaohua Zazhi 2019; 27(22): 1375-1382

URL: https:/ /www.wjgnet.com/1009-3079/ full/v27/i22 /1375.htm
DOI https:/ / dx.doi.org/10.11569/ wcjd.v27.i22.1375

i 2
E/ =]
=5

AR, AT A I 0 RS- 75 IR SFFOLFOX4/
FOLFIRIZ £ 77 34 4 4 A M5 /& (metastatic
colorectal cancer, mCRC) B A YL 47649 7 5. RAFA
& 1212 ) Metasr M7 69 B 777 ik F o+ 2 IRS-17
A5 mMCRC Y 8974 97 2R An e AP, BEin B0
i [& 548 K 09 4R I

V=14
15 i Metay W 69 B 5. 7 ik A iR o IRS-1 5 £ 42
76 5T mMCRC P 4974 J7 2 R An 22 AL

Ti%E

# % O IRS-17 %06 7 mCRCH * X3, B A8 B
2009-01/2019-01, ¥ACochrane % Ze#E4F M 7] 5 ¢
PR ARAE AT T ATk 09 Lk BEAT R R, kW)
R ate: HEREE, THEHEE, FEAY
E 5 XAk HEE . P E %M EIEZ%E. The Cochrane
Library. PubMed. Embase, JIRevman 5.3%k 4% T
BT 3 i 09 AR 34T Meta A7, VA95% T 43 X a4 3.

ZE

MetaZpMres 2 A0 I 85 345 % A B FF3
FRBAERRTEOAEFEZ TR, £2FH%
i+ % SL(OR = 0.65, 95%CL: 0.47, 0.89, 2 = 0.008).
(OR = 145, 95%CI: 1.03, 2.06, P = 0.04). 52340 % %
BEERR BT @eg R AR T g g, =%
£ F A Yt 5 ZFSL(OR = 0.68, 95%CI: 0.53, 0.87, P =
0.002), £ #ApH . PLA. BsvRek, FIKBR A
& R T AR, = £ A it F & L(P<0.05).

218
7 JRS-17% £ # Ik iZ4FOLFOX4/FOLFIR 7 £ 74 7
mCRCH K RAFH AR BRIV, AR .

© The Author(s) 2019. Published by Baishideng Publishing
Group Inc. All rights reserved.

REE: & HE ; S-1; FOLFOX4; FOLFIRL, Meta4#r

Baishidenge  WCJD | https:/ /www.wjgnet.com

BoIRE: 5k, AH R AN O IRS-15 FRHMIES
FOLFOX4/FOLFIRIZ % 7 J7 4645 14 25 B & (metastatic
colorectal cancer, mCRC)EF FeBIF 649 77 3k, 12 b £ AT 7
HAZTRY, BETHE ST O, REF. KAEK, ML
st E e BILH L E A K T R ey R BAT R A= A
GOPEIR . AFFR G fE1E AMetay W 695 277 ix A otk
T 2 ARS-15 E A28 5T mCRC W #974 J7 2R Ao % A1,
A PRALEIE B 5248 K AR E.

BXIgIE, 8308 DRS-1 O aTREMSERES IS Z 2 IMeta
T, HFRENEIAYE 2019; 27(22): 1375-1382

URL: https://www.wjgnet.com/1009-3079/fullv27/i22/1375.htm

DOI: https://dx.doi.org/10.115669/wcjd.v27.i22.1375

0 52

45 H i (colorectal cancer, CRC){E 41t L A& R M =,
T I A, BB fI 71005 AL L, FET-R
A BT A. X% BT RIICRCH L I ks
SR, BT AR R, MokZ BEEHE
CRCJ5 CMA Ja il sl 4 G e #8, X R EI0E T FARIR
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CRCHIIZIT K FARLEAR W e T, X T 45 e
(metastatic colorectal cancer, mCRC)I¥] &8 i, FH )
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R, AWK IRS-177 S8 I S FOLFO X4/
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HLRRoF S 56 1D R 3L G ) P S L 2R (¥ B AT L e LR
FRARGEVAN. AW 78 B 7E 12 FAMeta 2 BT IR 58 071
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PG NI ARE 1) 38 40 ) 0 T 22 i B 2 (RS- 107 %
TBIT )R IR 4L(FOLFOX4 88 ), W Fe s R IH, s256
A0S PFSHELTXIRRZHF A0S, PFSHA ALK
(14.51 mo: 12.01 mo; HR = 0.807, 95%CI: 0.731-0.957, P =
0.002; 6.81 mo: 4.53 mo; HR = 0.745, 95%CI: 0.662-0.870,
P<0.0001). H. S50 2 (1) 1R Aok 5% i 2 500 HE 2 B (2 42
E1(17.8%: 9.1%, P<0.001)". 1B H B E A 5= T 1k 251
7 RS NI FAT IR D, A FUAE [ A AT 5T 1
fith E3EATMeta 23 BT, 30 T B AL I B 27 A0 O IR A .
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x® 1 XERETHN

1EZ RREH BEMJ355 DECISTEL 5% %Kik B HittR&R RE
Yasuizs"” 2015 Ef R 1Ef R [=]]n¢ 7 A
ChenZ"® 2019 IEf o= s R gkt 7o A
Imai&5"® 2015 Ef o= R0 BT [5]]n¢ 7 A
YamadaZ" 2018 1B o= =i PPN gty 7C A
YamazakiE"" 2015 ik o= IEf® R gty 7c A
YoshiokaZ"? 2009 IEff e RimR R [=]]n 75 A

xR 2

BEENER

= SBI3TE BAAFN) FYIFRE) FERNEE HAAEARN 3EEEFR% IFETLBEFR%
Yasuiz"” S-148 426 37(21-69) 50 200 48 39
FOLFOX4/FOLFIRIZH 426 63(32-94) 51 256 23 15
ChenZ"® S-148 250 56(34-85) 33+15 65 47 39
FOLFOX4/FOLFIRIZH 250 53(26-76) 45+15 108 43 22
ImaiZs" S-148 526 66(35-96) 45+13 184 67 45
FOLFOX4/FOLFIRIZH 195 59(29-84) 44 £19 86 43 20
YamadaZ5"” S-148 452 63(36-96) 34 95 56 31
FOLFOX4/FOLFIRIZH 326 53(31-85) 44 56 39 18
YamazakiZ="" S—14 562 52(30-85) 383 125 52 29
FOLFOX4/FOLFIRIZH 562 57(28-95) 475 162 30 13
YoshiokaZ""? S-148 352 56(33-79) 52.5 56 56 42
FOLFOX4/FOLFIRIZH 306 59(29-84) 46.5 75 35 21
W ARE SCRR3 1278
TR RIREEZE (O0FS) . 4 5dREOR) . 1 EdEE
(OFS) . HEADIEZCEBIEZE(OFS) . PubMed(212
%)+ The Cochrane Library(49%5) . EMBASE(5155)
FgEE R (1915), 0D
(475S), RGN N 23R (555)
FRREASH SR 1988
NEERRBU7RS) . THEEGRS) M4
JEE3RR)
S I GIN]
1 XHERNER.
QOdds ratio QOdds ratio
Study or subgroup Log [Odds ratio] SE Weight 1V, random, 95%CI IV, random, 95%CI
Chen J 2019 -0.7158 0.0898 16.3%  0.49 [0.41, 0.58]
Imai H 2012 -0.09524 0.079 16.5%  0.91[0.78, 1.06] -
Yamada Y 2013 -0.0589 0.0845 16.4%  0.94[0.80, 1.11] -
Yamazaki K 2010 -0.7589 0.0542 16.9%  0.47 [0.42, 0.52]
Yasui 2015 -0.0901 0.0621 16.8%  0.91[0.81, 1.03] =
Yoshioka T 2009 -0.845 0.029 17.1%  0.43 [0.41, 0.45]
Total (95%CI) 100.0% 0.65 [0.47, 0.89]
it 2 _ . Chi2 = - . 2 — 0K
Heterogeneity: Tau® = 0.15; Chi* = 228.61, df = 5 (£<0.00001); I* = 98% 0‘.01 0.‘1 1 1‘0 100‘

Test for overall effect: Z = 2.65 (P = 0.008)
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Odds ratio Odds ratio
Study or subgroup Log [Odds ratio] SE Weight 1V, random, 95%CI 1V, random, 95%CI
Chen ] 2019 0.655 0.9854 2.9% 1.93[0.28, 13.28]
Imai H 2012 -0.856 0.542 7.5%  0.42[0.15, 1.23] B
Yamada Y 2013 0.541 0.225 17.7% 1.72 [1.11, 2.67] —u—
Yamazaki K 2010 0.595 0.026 24.5%  1.81[1.72,1.91] u
Yasui 2015 0.0901 0.006 24.6%  1.09[1.08, 1.11] m
Yoshioka T 2009 0.6854 0.102 22.8% 1.98 [1.62, 2.42] -
Total (95%CI) 100.0% 1.45 [1.03, 2.06] @
Heterogeneity: Tau® = 0.13; Chi®> = 396.21, df = 5 (P<0.00001); 7 = 99% ! ‘ ‘ ‘
Test for overall effect: Z = 2.10 (P = 0.04) 0.01 0.1 1 10 100

Favours [experimental]  Favours [control]

3 SFETBEBEIER

Experimental Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95%CI M-H, random, 95%CI
Chen J 2019 65 250 108 250 15.4% 0.46 [0.32, 0.67] =
Imai H 2012 184 526 86 195 16.6% 0.68 [0.49, 0.95] -
Yamada Y 2013 95 452 56 326 15.7% 1.28 [0.89, 1.85] ™
Yamazaki K 2010 125 562 162 562 18.6% 0.71 [0.54, 0.93] -
Yasui 2015 200 426 256 426 18.5% 0.59 [0.45, 0.77] -
Yoshioka T 2009 56 352 75 306 15.1% 0.58 [0.40, 0.86] -
Total (95%CI) 2568 2065 100.0%  0.68 [0.53, 0.87] *
Total events 725 743
Heterogeneity: Tau® = 0.07; Chi’ = 17.37, df = 5 (P = 0.004); /> = 71% ‘ ‘ ‘ ‘
Test for overall effect: Z = 3.04 (P = 0.002) 0.01 0.1 1 10 100

Favours [experimental] Favours [control]

4 RNRRMNLER

Experimental Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95%CI M-H, random, 95%CI
Chen J 2019 36 250 90 250 16.7% 0.30[0.19, 0.46] —
Imai H 2012 12 526 56 195 15.4% 0.06 [0.03, 0.11] —_—
Yamada Y 2013 85 452 50 326 17.0% 1.28 [0.87, 1.87] ™
Yamazaki K 2010 65 562 100 562 17.2% 0.60 [0.43, 0.85] =
Yasui 2015 200 426 256 426 17.4% 0.59[0.45, 0.77] =
Yoshioka T 2009 20 352 75 306 16.2% 0.19[0.11, 0.31] —
Total (95%CI) 2568 2065 100.0%  0.35[0.18, 0.69] -
Total events 418 627
Heterogeneity: Tau’ = 0.67; Chi’ = 87.12, df = 5 (P<0.00001); /> = 94% ‘ ‘ ‘ !
Test for overall effect: Z = 3.02 (P = 0.002) 0.01 0.1 1 10 100

Favours [experimental]  Favours [control]

B 5 SR

Experimental Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95%CI M-H, random, 95%CI
Chen J 2019 36 250 89 250 16.7% 0.30[0.20, 0.47] -
Imai H 2012 11 526 53 195 15.2% 0.06 [0.03, 0.11] -
Yamada Y 2013 80 452 50 326 17.0% 1.19[0.81, 1.75] T
Yamazaki K 2010 65 562 100 562 17.3% 0.60 [0.43, 0.85] -
Yasui 2015 200 426 256 426 17.5% 0.59 [0.45, 0.77] -
Yoshioka T 2009 20 352 75 306 16.2% 0.19[0.11, 0.31] -
Total (95%CI) 2568 2065 100.0%  0.35[0.18, 0.67] -
Total events 412 623
Heterogeneity: Tau? = 0.62; Chi’ = 80.35, df = 5 (P<0.00001); * = 94% ‘ ‘ ‘ !
Test for overall effect: Z = 3.15 (P = 0.002) 0.01 0.1 1 10 100

Favours [experimental]  Favours [control]
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Experimental Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95%CI M-H, random, 95%CI
Chen J 2019 32 250 84 250 16.8% 0.29 [0.18, 0.46] =
Imai H 2012 9 526 51 195 15.0% 0.05 [0.02, 0.10] —
Yamada Y 2013 76 452 47 326 17.1% 1.20[0.81, 1.78] ™
Yamazaki K 2010 57 562 93 562 17.3% 0.57[0.40, 0.81] -
Yasui 2015 187 426 247 426 17.7% 0.57 [0.43, 0.74] -
Yoshioka T 2009 17 352 70 306 16.2% 0.17 [0.10, 0.30] —
Total (95%CI) 2568 2065 100.0%  0.33[0.17, 0.65] o
Total events 378 592
Heterogeneity: Tau® = 0.65; Chi’ = 78.53, df = 5 (P<0.00001); /> = 94% ‘ ‘ ‘ !
Test for overall effect: Z = 3.23 (P = 0.001) 0.01 0.1 . 1 10 100
Favours [experimental] Favours [control]
7 BILIEILEER.
Experimental Control Odds ratio Odds ratio

Study or subgroup Events Total Events Total Weight M-H, random, 95%CI M-H, random, 95%CI
Chen ] 2019 36 250 46 250 16.6% 0.75 [0.46, 1.20] T
Imai H 2012 11 526 53 195 15.1% 0.06 [0.03, 0.11] -
Yamada Y 2013 70 452 50 326 17.1% 1.01 [0.68, 1.50] —_
Yamazaki K 2010 45 562 100 562 17.2% 0.40 [0.28, 0.58] -
Yasui 2015 180 426 253 426 17.7% 0.50 [0.38, 0.66] -
Yoshioka T 2009 20 352 75 306 16.3% 0.19[0.11, 0.31] -
Total (95%CI) 2568 2065 100.0%  0.36 [0.19, 0.67] N
Total events 362 577

(TR 2 _ . 2 — R CA 0, T T T 1
Heterogeneity: Tau® = 0.57; Chi® = 68.62, df = 5 (P<0.00001); /* = 93% 0.01 01 1 10 100

Test for overall effect: Z = 3.20 (P = 0.001)
8 REKRRILLE.

AW TGN N 65 SCHiR, MetaZpbrss BB 7E34F
SRR TCIR AR AR T T, SCUR A R B A AR
TR, 22 A ot R L(P<0.05). 1EAN R R
I, LR B R AERMTHIRAE S, —EERAS
TH2EE L(P<0.05). ZEE VN T REAFAE 2 Fh R R 52
JRS-177 297 2%, B WA, S-1 3 Bhmid i 4 ¢
FP4502 A6(CYP2 A6)it i #iil Frfrfeg 4 M %) &2 o), b v
HEFCRT, AT B e 2 IR A A A2, BRI, % 7
X FS-1XF F-P4502 A6 [FIHLE i A 15 BH, e 75 22 5 gk
—BHIETE. AR S N AT RE S AT 25 A
9, GPR F R FH FRS-177 R B¥6T7 77 82940 mg/mLEs:
HWg K, & sl FHIFOLFOX47T R I7E FaE, Hoarr
SR UT, (H AR IR 75 Z i — 25 i e

SR, AT FABAATECL FAE: (D)E BT KRR
SCERELH D, B BIREAR B2 AE 200001 72 47, %45 H
P AT BER R ()G IR SCHR 35 VR T RRIM; B)ANAN
[RR T 5 G2 RIS RS B RS A AR (4)36
I FAFAE BRI =

2i FRTA, DRS-1%-FmCRCHIEIT B RIFH
IT R R B 2 A DR G SR SRAT O 22 (75 R Ok
HEREZMZ 0. WE KA BENLII AT
B, Al R i 1k B A P,
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Favours [experimental] Favours [control]

NERR

shpAdE =
=

XT3 R M 45 B 9% (metastatic colorectal cancer, mCRC)
MR RUL, HAT R BT 2T, Hptr iR E
B FRIKIESTFOLFOX4/FOLFIRIT & A, SR1TT
BAFAEA RN, IEFK, AR I IRS-177 5488
Fp Ik E SFFOLFOX4/FOLFIRI T £ 77 mCRCE A LUK
BT R, AR ERE AR KD, HETMIEZ Hil
RUE ~ KFEAR . BEATL I HE S50 ) H 3 B G N 6T
PR IIBEALNT BT SR RGPV

L5

AHEITE £EI2 M eta 7 T I TE VA R GEEVFH FIR
S-175 ZAEIRITmCRCH IR TT RORM 22 4k, BET 12
PFIE LR A AR R KA.

e =l

ASHE T ZE) FARAE T3 5 [ A SRS, R
S-177 SAEIRTT mCRCH R T BRI 2 2 HUEGHEAT
Meta 7} #7, BETHRAEIEIELE AR SRR IR, BETX Tl
IRERITFEVRTT S5 ke i 72 i e LARBLE B 2%,
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L E

K2 O RS-175 R 1897 mCRC K B A, I (A ¥E
2009-01/2019-01, PLCochrane & G PN Tt N I 5 & F
MR UEBAT IR AR, FIRevman 5384 HE1T R4t
MetaZ3#fr. X T 4 KB R F, KHORME K& FHIS%CI
FHR, SR FH R 56 A0 56 45 B7F 7 IR0 S o ik, J PR e = Pt
AT m R VA

MetaZr T4k SRR B SO0 20 B3 (0 34E AR 7 R34
TR EAF R T AR m TR, ZRA G0 EE
Y (OR = 0.65, 95%CI: 0.47, 0.89, P = 0.008). (OR = 1.45,
95%CI: 1.03, 2.06, P = 0.04). SZGZH B 75 B AN KB
TR RA R T RA R, —EEFBHI R
(OR = 0.68, 95%CI: 0.53, 0.87, P = 0.002), 7EH &l
i LRI L R R B B R AR FR G T R, — 3%
ZERBE G R L (P<0.05)FE A B 5256 H br.

HARS-177 R E KIESTFOLFOX4/FOLFIR T R=IGIT
mCRCIIZRLF HA BB 2 .

REF =

LRI TN B STHR B B 50, HJe x4 — e 3C
BRBEAT 3t — P AL 0 A, DRI B R 2 T
SBRTVGIT S el AL IXUE . 2 bl BEAL. Kk
AR B RSB P A L
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