12 R HA B T T 4 B A T3 TS WU : 16
BENIN R EZED

BRI D F2 B XL E A7
(LEWERRFHE—MEER, =8 BW 650032; 2.48 BT = AR EE B, 1)1 44 FH 621000)

il ZE [ HW] PENEE B EIT (neoadjuvant chemotherapy , NAC) 7F 3 J|& 1] 15 9 v (1) 2 4
AR, [Jk ] 78 Pubmed ,Cochrane library #l EMbase &5 84 & b A5 &% 1990 4 1 H &
2015 4 9 A & R4 NAC 19 Bl HL XS I8 56 (randomized controlled trials, RCTs) , i W5 4y 2t
ST RIS N B 3R AT SR 077 45 N B0 4 B SR B RevMan 5.3 #{F#EATZE 4640 0r, [ 4521 ] LAl A
16 35 RCTs, 4% 2077 1 ##5 (NAC 41 308 il , %I HA 2 316 i), 452 i/~ NAC 5% B4 g 4 v
JEJE 3 5 R A A A 7F 3R (HR=0.74,95%C1:0.63~0.88 , P=0.0006) .5 4F £ 77 % (OR=1.61,95%
C1:1.24~2.09, P=0.0004) 1 3 4F JG % A 77 1 (HR=0.66 ,95%CI :0.56~0.77 , P<0.00001) , BE [ {5 Jif
JEAR RT3 (OR=1.71,95% C1:1.26~2.33,P=0.0006),NAC 411 RO TR VI Bk = 3 ¥ 5 1%
M4 (OR=1.55,95%C1:1.22~1.97,P=0.0003); i P§ 41 (9 AR 5 3t & iE (OR=1.12,95%CI.0.87~
1.44,P=0.40), HIARIWIET-F (OR=1.14,95%CI1.0.64~2.05, P=0.65) .3/4 9% {L.I7 &l ) 1j % 7k %
(P>0.05) 2 I # 5 3, [Z518 ] NAC Re e m b Je 1 B o 8 & (2B A2 2 48 TR B BR
AR A, e 2T R

SCEIA B B BN ALY s BE ALY RIS s A AE I A
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The Efficiency of Neoadjuvant Chemotherapy for Ad-
vanced Gastric Cancer:A Meta-Analysis of 16 Randomized

Clinical Trials

XIONG Bing-hong' ,MA Li*, LUO Hua-you', et al.
(1. First Affiliated Hospital of Kunming Medical University, Kunming 650031, China;
2. The Third Hospital of Mianyang,Mianyang 621000, China)

Abstract: [ Purpose ] To evaluate the safety and efficacy of neoadjuvant chemotherapy (NAC) for
advanced gastric cancer (AGC).[Methods] Electronic databases (PubMed,Embase,Cochrane Li-
brary) and ASCO proceedings from 1990 to 2015 was searched,all randomized controlled trails
(RCTs) which compared the effect of NAC combined surgery versus surgery alone in gastric cancer
would be included. All calculations and statistical tests were performed using RevMan 5.3 soft-
ware. [ Results | Sixteen RCTs with a total of 2077 patients were included. NAC can improve the
overall survival(OS)(HR=0.74,95%CI:0.63~0.88 , P=0.0006) , the 5-year survival rate(OR=1.61,95%
CI:1.24~2.09,P=0.0004) and the 3-year progression-free survival (PFS)(HR=0.66,95%CI.0.56~
0.77,P<0.00001), tumor down-staging rate (OR=1.71,95%CI:1.26~2.33, P=0.0006) and RO resec-
tion rate (OR=1.55,95%CI:1.22~1.97,P=0.0003) of patients with AGC. There were no difference
in terms of postoperative complications(OR=1.12,95%CI.:0.87~1.44, P=0.40), perioperative mortality
(OR=1.14,95%Cl1:0.64~2.05, P=0.65) and grade 3/4 adverse effects (P>0.05) between the two
groups. [ Conclusions | NAC can significantly improve the survival of patients with AGC. It is safe
and feasible,and can be tolerated.

Key words: gastric cancer;neoadjuvant chemotherapy ;randomized controlled trails; survival ; meta-
analysis
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AR Y A4 AR 3 4l AR &2, FLAT, v — iR
FNGER A A 1 5 2 SR AR IR (H 2 H A R %
JE AT, KY 80%TEf W12 Witk stk T2 e i1,
PRHIE R B i A AR — D AR A B o5,

T, B RIS T —Se kR A 259 LA
K25 WA R YT, H W E &l B AR IF (neoadjuvant
chemotherapy ,NAC) JHALIT 4 FHE 10 VA T7 45 7 4l
Bh ALY sk A AR B4 IT (preoperative chemotherapy ,
POC) , J& 48 1E AT T AR BT 22 Fi N HT Y 4 B Ak
7, X RRTE IR 25 B0 T R e AR ST R 5 2 R
BIAETT . NAC 7 i1 58 [ Frei 52 H 2 AR 257
BRIT 8o, E N T S0 E R FLR
A S SR R IR YT . Willlke %5476 1989 4R 1 e dR
B TR BT AR B EIR T TR R AR B
ST B RS A IR T B —Fh 7 vk B AT B Mok
B RTE, A LI IR F 2 200 4
PR T B NAC f7 8 (HAGE 25 /A — A
TEA—ZE5E TN A & B i NAC B RCTs,
WA NAC 76 8 9 b 5077 S0 & 4

1 #AMETE

1.1 WNERAE

(L)HEJ= 30 15 8 00 B, AR | 48 AR IR 1
AR, AR5 A BT 5 ()0 A58 BE AL R 59
(randomized controlled trials, RCTs), 44 A NAC
HINTF AR X IR R T AR AR FARATALAT B 4 B
BT . QVITA TN BA BT PIBRR AREITFA
iE AT RIS 2 D — T
1.2 HEBR#RAE

(D)AEBEAL XS i3 50 55 O Bl LT RS | 2Rk 28
SCHR s QUEAT I )42 32 17 HOT A PEIRTT A IRYT
o Q)WEFE HAYA I AL NAC FIF AR Bl R RO
DA K 3 4 i 0 0 200 T S5 5 (4) 1 ARk 3R (5) Ja STk
K25 (6) A B 08 B 5 (7)Ge 12 43 A i S A B
[0 J5 0] (intention to treat,ITT),
1.3 HEMEER

ATREE 1990 4F 1 A 2 2015 4 9 HREM I
B NAC 5 FARAYT B EM RCT, A PEAL 4G .
PubMed #1 Embase 5 F:AH 5¢ SCHik 4% 4% , Cochrane IIfs
PR B 6 7 W 9 BE12E (CCTR) A B 3 [l i R Jirh 7 2

560

4% (American Society of Clinical Oncology,ASCO) 7
B SCHER A 2 G ] Sy gastric cancer,neoadjuvant
chemotherapy (NAC),preoperative chemotherapy,ran-
domized controlled trials or RCT, 25 M A I1E
KRB R, 2 SCT HOFTEL, WX SR 2%
SCHRIEAT N AR . W07 k2R BOR BRI B R 7
B — B B e P 5 5 AH O R TR B I R 28
AR BRI 2K | d5c PR B 18 e AR B a0b B 1]
TEHREAR L,
14 FRHEE

AIEGEREH 2 SAAEF S %, BORHE IR A
HHMAEE VORI Z AT e E . ke
WL UL , GBI B 25 TR Y IEA IR SCR RN
T2 PR A B E 22, Al 30 73 8, W3 Bor 6 &
HT LA DR o 25 SCHR R B 02 0 3 W) BRI 30T 4 3 14 15
Jo e SCHR o, fie BRI I RS8O K4k D WL HE AR . (1)
SR —GORL R AR ) TIT 5 55 B) MR A AE
% (overall survival,08),5 fFAAFR | ok @A 7
(progression-free survival , PFS); (4)R0O T R UJBR %K ;(5)
ARG I B KR FET 5 5(6)3/4 ALY R BN A5 o
1.5 RCT REiFH

I S H SR Jadad 7™, X} RCT WF5Y
(4 4 TG BR EAT 23 BT AT < (DBEDLT 51 59 7 A2 07 vk
Q)BEHLIL R ; G) = R I H b, FIE T4 4)
T RUE 5IR A HE A R DT E0R 1 2 1
%Fﬁ%ﬁﬁ?ﬁﬁ)ﬁmﬁntention to treat,ITT), RCT 53 1~
7453 1~2 53 AR BB 5T, 3~4 43 A s BT E AT, 5
Oy R BRTSE . SCHRE R AR E B R Jadad
RSB R WZ W S84 i oy ) AT BEPE AN
1.6 Zitsrin

& H Cochrane i /F M 42 £ 1 RevMan5.3 % 4
HATGE A, I BTk OS (PFS RATTHHA
XU L (hazard ratio, HR) M &3 3£ 4034, A4 HR A
B B3R IRAY , FTORH Parmar (4 7 53R, 4
5 AFLEAR R bR BE TR RO VIR R I RORE R T3t
FARH I (odd ratio, OR) B & IFGEIH i, 1L 1 E
b B 0 A 2% (WMD) s s v £ £ %5 2% (SMD) Ay
B It Ge it I H XA A AR 2 AT, D
W GE A B 7, 0 O Meta J30 AT I BT AR . 5 4% I
PR 5 i S A1t 10 K808 AN BEJEAT meta 2347, U R G20
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TR AT S SR AS 56, [ B 45 4 B WF 5 (P>0.05) R
FH [ 22 2% 07 A5 7 (fixed-effects model) 537 , 77 7F 1 3%
S 5000 R FH B LA N B (random-effects model) i
1750 M o W3 ¥ LA s Al 11 & 95% 7] {5 X (7] (confi-
dence interval , CI)Z /R~ , K 55 /K «=0.05, WTEM &
FeM i far & H“fE17R 21 &l (funnel plot analysis)7#7 .
2 & R
21 NXEHRRERMUNTRAERSFE

22 MR AT AN ASRE 6 DHFTEA
RGO AT DLHERR P05 e A9 16 A FEALXT IR
U e, 2k 2077 f A, Hoh NAC 41 1023 f
(49.25%) , %+ HE 4 1054 11](50.75%) , H: 1 1 i 72 1A AL
Figure 1,450 ABF5E Y HEARFAE W, Table 1, Horbok
BT ST 10 5 BR3E 6 K,

ZNAWFITRY RCT RS PPAG . 99 A9 16 Fi SC
Wik 7 1527 5Tt UL Table 2, 2 ABFSEY RCT £ 5T

436 fil ., NAC 415 % B4L7E OS Jy 1l 1 22 5 A Ge it
% 7 X (HR=0.74,95%Cl1:0.63~0.88 , P=0.0006), 44
AWFFE Y 8] M 358 8- (P=0% ; P=0.79) , & I G i &%
FH 1 78 RON A, L Figure 2,
222 SHEAEBR

A 6 AHEgE, 31072 il ,NAC 41 554 fi], %t
HEZH 518 9, s#rfi Bh Ak y7 4 Ak It i i B iR 3 5
AEHAF R (OR=1.59,95%CI1 : 1.19~2.12, P=0.002) , 4}
A5 B 6] M 35 - (P=9% , P=0.36) , & FE 4t it B %
I E RN AR UL Figure 3,
223 Rk A A5 H(PFS)

I3 ST IIE T PFS,NAC 44 435 i, Xf 1
4 436 i , NAC 415 %+ BEZH 4 PFS Jy Il 1 22 74 40
H2#  (HR=0.66,95%CI1:0.56~0.77,, P<0.00001).,
94 AT 5 B [ B PE B 4T (P=0% ; P=1.00) , &5 3+ 58 11 2
K I E RN AR UL Figure 4,
224 By E

5 AWESE A 1 R DR pTo, 76 NAC 4R

BT R 4.25 4, LE ) 1L X B AL B 88 4% £ (OR=1.71,95%CI:1.26 ~
22 EENFER 2.33,P=0.0006) , #&/x NAC fits ] 5 [ A v g7 1443 3309
221 EBHAEAEEO0S) a0 FBIE T ) 5 A (P=0% , P=0.68) , & )T 481 it

3 ATFFEIRIE T OS,NAC 4 435 4], %f Ha2H

R I E UM AL WL Figure 5,

Table 1 Basic characteristics of 16 trials included in this study

Sdudy,publication Country n Age (years) Sex (M/F) CT regimen GEJ/cardia(%)  Follow-up
year NAC Control NAC Control NAC Control NAC Control (m)
Zhao'"*2013 China 40 45 59(29~77) 57(33~73) 31/9 34/11 XEOX 47.5 4444 23536-286)
Basi 2013 Tran 28 26 62.63+£7.5 61.22+6.26  23/6 22/4 DCF 39.3 422 10.32(1~11)
Sun 92011 China 29 26 5.6(33~72) 52.6(33~72) 37/18 37/18 DCFL NR NR NR
Ychou!" 2011 France 113 111 63(36~75) 63(38~75) 96/17 91/20 FP 75.22 75.68 68
Imano™ 2010 Japan 47 16 - 59.5+7.7 32/15 9/7 F¥C NR NR NR
Qu™®2010 China 39 39 56(27~69)  56(27~69) 26/13  22/17 PIX+FOLFOX4 154  23.1 27.1
Biffi® 2010 Ttaly 34 35 57(25~75) 59(39~76) 23/11 25/10 TCF 21 20 NR
Schuhmacher 2010 Germany 72 72 56(38~70) 58(26~69) 50/22 50/22 CFF 514 542 53
Cunningham #2006 UK 250 253 62(29~85)  62(23~81) 205/45 191/62 ECF 26 26.1 49
Hartgrink™ 2004 Holland 27 29 60(34~75) 60(34~75) 32/24 32/24 FAMTX NR NR 83
Nio?2004 Japan 102 193 63.5+11.9  65.3+11.5 70/32 141/52 UFT(oral) NR NR 83
Wang ! 2000 China 30 30 45~65 45~65  23/7 23/7 FPLC(oral) 100 - 60
Kobayashi®2000 Japan 91 30 57.8 60.2 65/26  55/25 5-DFUR(ra)  NR NR 60
Lygidakis®1999 Greece 39 19 61+4 62+3 18/21 9/10 IP(no details) 18.97 19 26.3
Kang™! 1996 Korea 53 54 NR NR NR NR PEF NR NR >36
Yonemura 11993 Japan 29 26 64.1+8.34 56.4+9.6 21/8 20/6 PMUE NR NR 24

Note : 5-Fu : 5-fluorouracil ; DDP; Cisplatin; FP : 5-FU/cisplatin ; PTX ; paclitaxel ; FOLFOX4 ; 5-fluorouracil/leucovorin/oxaliplatin ; CFF ; cisplatin/d-L-folinic
acid/fluorouracil ; ECF ; Epirubicin/cyclophosphamide/5-FU ; FAMTX : 5-FU/adriamycin/methotrexate ; UFT ;: Tegafur/uracil ; CT ; Chemotherapy ; 1V
Intravenous ; IP: Intraperitoneal ; PEF ;: Cisplatin/epirubicin/5-FU ; EAP: Epirubicin/adriamycin/cisplatin; PMUE : Cisplatin/mitomycin Cletoposide/UFT;FPLC:
fluorouracili polyphase liposome composita pro orale;5'-DFUR:5'-deoxy-5Hluorouridine; GEJ :gastroesophageal junction; EG:esophagogastrectomy; TG:total
gastrectomy; PG : partial gastrectomy;NR :no record.
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Table 2 Quality assessment of trials included in this study

Sdudy Randomization ~ Allocation concealment Blind Withdrawal and dropout ~ Jadad score ITT
Zhao 2013 Adequate Unclear Unclear Well reported 5 NR
Basi 2013 Adequate Unclear Adequate Well reported 6 NR
Sun 2011 Adequate Unclear Unclear NR 4 NR
Ychou"R2011 Adequate Well reported Unclear Well reported 6 YES
Imano™ 2010 Adequate Unclear Unclear NR 4 NR
Qu™®2010 Adequate Unclear Unclear NR 4 NR
Biffi*2010 Unclear Unclear Unclear Well reported 4 YES
Schuhmacher® 2010~ Unclear Unclear Unclear Well reported 4 YES
Cunningham™ 2006 Adequate Adequate Adequate Well reported 7 YES
Hartgrink™ 2004 Adequate Adequate Inadequate ~ Well reported 5 NR
Nio? 2004 Inadequate Inadequate Inadequate ~ Well reported 1 NR
Wang ! 2000 Unclear Unclear Inadequate ~ Well reported 3 NR
Kobayashi®2000 Adequate Adequate Inadequate ~ Well reported 5 NR
Lygidakis®1999 Inadequate Unclear Inadequate ~ Well reported 2 NR
Kang®1996 Unclear Unclear Inadequate ~ Well reported 3 NR
Yonemura * 1993 Adequate Inadequate Adequate Well reported 5 NR

Note :NR :no record ; ITT ; intention to treat.

Potentially relevant articles identified

Articles omitted for analysis after

review of the titles and abstracts

n=46

Articles retrieved for more detailed evaluation

n=32

Articlesexcluded from meta-analysis n=5

no relevant outcome n=1

review n=4

Potentially appropriate articles to be included
in the meta-analysis n=28

Articles excluded from meta-analysis n=6
excluded for overlap between authors, centers,
and patient community n=6

Articles included in meta-analysis

n=22

Articles withdrawn, by outcome,

n=6

Articles with usable information, by outcome,

n=16

Figure 1 Flow chart of studies identified ,included and excluded

Hazard Radio

Hazard Radio

Study of Subgroup _log[Hazard Ratio]  SE Weight IV.Fixed.95%Cl Year IV.Fixed.95%CI1
Cunningham 2006 -0.2877 0.1118 59.6% 0.75[0.60,0.93] 2006 L
Schuhmacher 2010 -0.1744  0.2434 12.6% 0.84[0.52,1.35] 2010 _
Ychou 2011 -0.3711 0.1637 27.8% 0.69[0.50,0.95] 2011 .
Total(95% CI) 100.0% 0.74[0.63,0.88] <

I Ol 9 (P= =09 t t t t
Heterogeneity:Chi*=0.47,df=2(P=0.79);I’=0% 02 05 1 N 5

Test for overall effect:Z=3.44(P=0.0006)

Favours NAC Favours control

Figure 2 Forest plot displaying the results of the meta-analysis of OS between NAC group and control group
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NAC Control Odds Ratio Odds Ratio
Study of Subgroup  Events Total Events Total Weight M-H,Fixed,95%CI Year M-H,Fixed,95%CI
Kobayashi 2000 33 91 28 80 21.6% 1.06[0.56,1.98] 2000 _'_
Wang 2000 12 30 7 30 4.8% 2.19[0.72,6.70] 2000
Hartgrink 2004 6 27 9 29 7.7% 0.63[0.19,2.11] 2004 |
Cunningham 2006 90 250 58 253 42.0% 1.89[1.28,2.80] 2006 -
Tmano 2010 21 47 6 16 5.6% 1.35[0.424.31] 2010 ]
Ychou 2011 41 109 26 110 18.4% 1.95[1.08,3.50] 2011
Total (95% CI) 554 518 100.0% 1.61[1.24,2.09] *
Total events 203 134
Heterogeneity:Chi’=5.48,df=5(P=0.36); ’=9% ; f f {
0.01 0.1 1 10 100

Test for overall effect:Z=3.54(P=0.0004)

Favours control

Favours NAC

Figure 3 Forest plot displaying the results of the meta-analysis of 5-year survival rate between NAC group
and control group

Hazard Radio
IV.Fixed.95% CI

Hazard Radio

Study of Subgroup _log[Hazard Ratio] SE  Weight IV.Fixed.95% CI Year

Cunningham 2006 -0.4155 0.1082  59.0% 0.66[0.53,0.82] 2006 =
Schuhmacher 2010 -0.4155 0.2288 13.2% 0.66[0.42,1.03] 2010 ]
Ychou 2011 -0.4308 0.1575 27.8% 0.65[0.48,0.89] 2011 -
Total(95%CI) 100.0% 0.66[0.56,0.77] L4
itv:Chil= —2(P= =09 I t t |
Heterogeneity:Chi*=0.01,df=2(P=1.00);’=0% 001 01 ] 10 100

Test for overall effect:Z=5.55(P<0.00001)

Favours NAC Favours control

Figure 4 Forest plot displaying the results of the meta-analysis of PFS between NAC group and control group

NAC Control Odds Ratio Odds Ratio
Study of Subgroup Events Total Events Total Weight M-H.Fixed.95%CI Year M-H.Fixed 95%CI
Kang 1996 14 47 9 54 9.49% 2.12[0.82,5.49] 1996 i
Lygidakis 1999 13 39 7 19 10.0% 0.86[0.27,2.69] 1999 i
Hartgrink 2004 15 27 15 29 10.3% 1.17]0.41,3.34] 2004 -
Cunningham 2006 89 172 71 193 51.5% 1.84[1.21,2.80] 2006 L
Schuhmacher 2010 46 70 34 68 18.9% 1.92[0.97,3.80] 2010 i
Total (95% CI) 355 363 100.0% 1.71[1.26,2.33] ‘
Total events 177 136 | | | |
Heterogeneity:Chi’=2.33,df=4(P=0.68); ’=0% ' ' J !

0.01 0.1 1 10 100

Test for overall effect:Z=3.45(P=0.0006)

Favours control  Favours NAC

Figure 5 Forest plot displaying the results of the meta-analysis of tumor down-staging rate between NAC
group and control group

ARG I FAE K A R D5 T 28 S gL i L (OR=

225 RO F Ktk

11 DIFFEREE T FARUIBR A, 3990 1] ,NAC
4H 482 fi, XfHE4 508 f4i], NAC 4 5% B4 7E RO
FARUIBRRERFHMNZSAHIT#E X (OR=
1.55,95%CI1:1.22~1.97, P=0.0003), 44 A HHF 5T [H] 5
PR (P=37% , P=0.11), & IF Go i1 £ % FH [ 5 2400
LR, UL Figure 6,

226 REFAERZ AR
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NAC 41 511 5], % FE2H 531 ], NAC 415 %} Ré 4178
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NAC Control Odds Ratio Odds Ratio
Study of Subgroup Events Total Events Total Weight M-H,Fixed,95%CI Year M-H,Fixed,95%CI
Yonemura 1993 23 29 23 26  4.6% 0.50[0.11,2.24] 1993 —
Kang 1996 37 47 33 54 6.0% 2.35[0.97,5.72] 1996
Hartgrink 2004 20 27 24 29 55% 0.60[0.16,2.17] 2004 1
Cunningham 2006 169 244 166 250 46.4% 1.14[0.78,1.66] 2006 -
Biffi 2010 29 34 32 35 43% 0.54[0.12,2.48] 2010 R R
Qu 2010 32 39 23 39 38% 3.18[1.13,8.97] 2010 —
Schuhmacher 2010 59 72 48 72 8.0% 2.27[1.05,4.93] 2010 —
Ychou 2011 95 113 81 111 12.0% 1.95[1.02,3.76] 2011 .
Sun 2011 15 29 8 26 3.7% 2.41[0.80,7.29] 2011 T
Zhao 2013 35 40 33 45 3.6% 2.55[0.81,8.01] 2013 T
Basi 2013 24 28 16 26 2.2% 3.75[1.00,14.05] 2013
Total (95% CI) 702 713 100.0%  1.55[1.22,1.97] *
Total events 538 487 ) ) ) .
Heterogeneity:Chi’=15.81,df=10(P=0.11);’=37% 0.01 01 1 10 100

Test for overall effect:Z=3.58(P=0.0003)

Figure 6 Forest plot displaying the results of the meta-analysis of resection rate between NAC group and ontrol group

A Postperative morbidity

Favours control

Favours NAC

NAC Control Odds Ratio Odds Ratio
Study of Subgroup Events Total Events Total Weight M-H.Fixed.95%Cl _ Year M-H.Fixed,95%CI
Wang 2000 0 30 0 30 Not estimable 2000
Nio 2004 15 102 30 193 15.7% 0.94[0.48,1.83] 2004 -
Hartgrink 2004 2 29 5 30 4.1% 0.37[0.07,208] 2004 - 1
Cunningham 2006 105 229 111 244 51.6% 1.01[0.71,1.46] 2006 .
Imano 2010 2 47 1 16 1.3% 0.67[0.06,7.89] 2010
Schuhmacher 2010 19 70 11 68 7.2% 1.93]0.84,4.44] 2010 N
Qu 2010 2 39 1 39 0.8% 2.05[0.18,23.63] 2010
Biffi 2010 9 32 9 35 5.5% 1.13[0.38,3.33] 2010 I
Ychou 2011 28 109 21 110 13.8% 1.47(0.77,2.78] 2011 T
Total (95% CI) 687 765 100.0% 1.12[0.87,1.44] >
Total events 182 189
Heterogeneity:Chi’=4.85,df=7(P=0.68); ’=0% = — + —
Test for overall effect:Z=0.84(P=0.40) 001 0.1 10 100
Favours experimental ~ Favours control
Perioperative mortality
NAC Control Odds Ratio Odds Ratio
Study of Subgroup Events Total Events Total Weight M-H.Fixed,95%CI  Year M-H Fixeld 95%CI
Yonemura 1993 D) 29 0 26 2.3% 4.82[0.22,105.14] 1993 >
Cunningham 2006 14 250 15 253 66.3% 0.94[0.44,1.99] 2006 —i—
Biffi 2010 1 34 1 35  4.5% 1.03[0.06,17.16] 2010
Schuhmacher 2010 3 70 1 68  4.6% 3.00[0.30,29.58] 2010 —_—
Imano 2010 0 47 0 16 Not estimable 2010
Ychou 2011 5 109 5 110 2249 1.01[0.28,3.59] 2011 —_—
Total (95% CI) 539 508 100.0%  1.14]0.64.2.05]
Total events 25 22 | , 1 i
Heterogeneity:Chi’=1.82,df=7(P=0.77); ’=0% 0.01 o1 | 10 100

Test for overall effect:Z=0.45(P=0.65)

Favours control

Favours NAC

Figure 7 Forest plot displaying the results of the meta-analysis of postperative morbidity(A) and
perioperative mortality(B) between NAC group and control group
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il v, HeH il i v (OR=0.57,95%CI:0.25~1.30,
P=0.18) . 1 4fl }fd )& /> (OR=0.88 ,95%C1:0.41~1.91 , P=
0.75). Ifi/MiIg/> (OR=1.27,95%CI.0.27~5.93, P=
0.76) W5 ZH [A] 25 JC &k F PE 25 5 . WL Figure 8,
23 HhEE

NAC 21 5 X HRAH i 5 AF A7 RO UIBRF R
Jii I e E R TR B A6 T S A 15 U < P o0 R T
A — W5 EAE 95% Cls FLBRAL, BEAT Wow R
o5, £ WFFE ] JC 5 Bk (UL Figure 9) .

3o

1982 4F Frei > 1 Je 2 7 NAC A4, 1989
4 Wilke 255 668 T NAC 76 B Th AR L itk
BB 2, HRTE B T A LSS R B A
MhoE Bl FF R BN T 2B NAC
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Figure 8 Forest plot displaying the results of the meta-analysis of grade 3/4 toxicities between NAC group
and control group
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Figure 9 Funnel plot for the results from all studies comparing the index
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