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cQ CQ1-1 BEEREFHOBRANBREENEESHILEHET HHV?
F_HAR—R Cochrane
A4 2016/8/26
wra |ER
# R R

#1 esophag* near/3 (cancer* or tumor* or tumour* or neopla* or
*carcinomax) :ti,abkw

#2 *smok* or tobacco or *alcohol* or ALDH2 or *drink* :ti,ab,kw
#3 #1 and #2 Publication Year from 1995 to 2015 in Trials

32
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B |EE R RRET

cQ CQ1-1 BEEREFHOBRANBREENEESHILEHET HHV?
=_RR—2 |PubMed
a4 2016/8/25
wra |ER
# BRA XHERE
Search (((((esophageal neoplasms[mh] OR esophageal cancer[tiab] OR 147

oesophageal cancer[tiab] OR (esophageal*[TIAB] AND carcinoma,
squamous cell [mh]) OR esophageal squamous cell cancer[tiab] OR
(esophageal*[tiab] AND adenocarcinoma) OR esophageal*)))) AND
(((smoking[mh] OR cigarette smoking[tiab] OR non smoker[tiab] OR
tobacco[mh] OR tobacco use disorder[mh] OR tobacco use cessation[mh]
OR alcohol abstinence[mh] OR alcohol drinkinglmh] OR alcohol
dehydrogenase[mh] OR ALDH2 protein, human[Supplementary Concept]
OR alcohol consumption[tiab] OR non drinker[tiab] OR temperance[mh]
OR quitting smoking[TIAB]J)))) AND (((neoplasm recurrence, local [mh] OR
cocarcinogenesis[mh] OR recurrence [mh] OR neoplasms, second
Primary[mh] OR neoplasm metastasis[mh] OR metachronous[tiab] OR
subsequent primary cancerx[tiab] OR metastatic disease[mh] OR survival
rate[mh] OR survival analysis[mh] OR survival OR mortality OR
prognosis)))) AND (((survivors[mh] OR permanent cure[tiab] OR radical
cure[tiab] OR complete therapy[tiab] OR fully—healed[tiab] OR fully
healed[tiab] OR complete cure[tiab] OR remission[tiab] OR CR[tiab] OR
complete response[tiab] OR PR[tiab] OR partial response[tiab] OR
SD[tiab] OR stable disease[tiab] OR PD[tiab] OR progressive
disease[tiab])))) AND ((("1995/01/01”[DP] : “2015/04/30”[DP] AND
“humans”[MeSH Terms] AND (English[LA] OR Japanese[LA]))))) OR
((((((((esophageal neoplasms[MAJR] OR (esophageal*[TIAB] AND
carcinoma, squamous cell [MAJR]) OR (esophageal*[TIAB] AND
adenocarcinoma[MAJR]))))) AND (((smoking[MAJR] OR cigarette
smoking[TIAB] OR non smoker[TIAB] OR tobacco[MAJR] OR tobacco
use disorder[MAJR] OR tobacco use cessation[MAJR] OR alcohol
abstinence[MAJR] OR alcohol drinkinglMAJR] OR alcohol
consumption[TIAB] OR non drinker[TIAB] OR temperance[MAJR] OR
quitting smoking[TIAB]J)))) AND (((risk factors[MAJR] OR risk OR risk
assessment[MAJR] OR Incidence[MAJR])))) AND (((Review[PT] OR
Meta—Analysis[PT] OR Gohort Studies[MH] OR Retrospective
Studies[MH] OR Follow-Up Studies[MH])))) AND ((("1995/01/01”[DP] :
“2015/04/30”[DP] AND “humans”[MeSH Terms] AND (English[LA] OR
Japanese[LA]))))
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#7 or #9

26

(Z24&E/TH or 2248 /AL) or JEB2YE/AL or (F/\NOfEHEFIE/TH or &
INOERASIE/AL) or (Z258/TH or 258 /AL) or Acetaldehyde/TH
or JEBRE/AL

15,768

#1 and #2 and #3 and #4 and #5 and #6

14

(DT=1995:2015 and PT=2i%5%F4<)

2,524,082

fEEEF/TH or YRDEEH/TH or FEEZE/TH or (JRX4D/THor 1)
RYJ/AL)

185,216

IEZEnTs/TH or (FEB-F ZHFE/TH or ZXRJE/AL) or
(Asynchrony/TH or B4 /AL) or EEFE B F/AL or HUNEEFE/TH
or BE-FEZRF/TH or EEBEF/TH or (FJZ/TH or EHA
/AL) or Asynchrony/TH or (B%/TH or B /AL) or ERETE
/TH or £7F % /TH or £7FHAM/TH or £FESHT/TH or LT
/TH or (4£7%/TH or 4£7F/AL) or (F1%/TH or F1%/AL)

922,250

E4E/TH or B2IE/TH or JEBE /AL or #/\3/TH or Z/\J{KTE
/TH or #/\afERH 1L /TH or 258&/TH or &%E/TH or
Acetaldehyde/TH or 77 JLTEKR/AL or ALDH2/AL or 7 JL
O—JLEE/AL or 7)LO—)LIEERR/AL or 7)LO—)LEE/AL or
JEBRE/AL

39,938

1BA/AL or SE;B8/AL or BEfiE/AL or £7F3&/TH or CR/AL or
PR/AL or SD/AL or PD/AL

1,249,874

BEES/TH or BEMA/AL or (BE/TH or BE/AL) and (FF
EFREE/AL or BEELEE/AL or [RfE/AL) or BEERFELRIE
/AL or BERFE/AL

10,726
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NGC

NICE

PubMed Cochrane EfiE EMBASE WHO PsycINFO®

147 32 26

CINAHL  Others( )

Total records identified through

database searching (n= 205 )

Additional records identified through

other sources (n =

81 )

Records screened (1st Screening)

(n= 286 )

Full-text articles assessed for eligibility

(2nd Screening) (n= 95 )

Studies included in qualitative synthesis

(h= 64 )

Studies included in quantitative synthesis

(meta—analysis) (n= 35 )

Records excluded

(h= 191 )

Full-text articles excluded,
with reasons

(n= 31 )
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ID:24568445 cohort study 42408Male |alchol, control mortality [CQ2 |Z4E(DLOHIREITE)
k4 Japanese [tabacco non EHGAIZERIZETS

smorker BEERTHHILETS
non drinker DIZEETHS
1D:23894040 cohort study 29,795 tabacco Never incidence [CQ1 |ZE1E(LE2IEREED =K
k6 eligible smoker HREEED)RIERE
patients with hE e HE R A DS
a first cancer (ﬁﬁ%%)
by single
hospital in
Japan
ID:22706885 survelliance 432607 tabacco control smoking CQl |EE(I2IERREEEE
SER10 interviews continue [CEE? (BEEET
of adults in rate THELY)
USA
ID:223433630 cohort study 1280 tabacco Never incidence |CQ2 |B2YEE(ITERESEI(ZLL
k12 patients smoker RTNALYIEREIRES
diagnosed high grade dysplasia®')
with ROEBHEMN,
Barrett’s
columnar—
lined
oesophagus
ID:22175692 meta—analysis Systematic |alchol Never Risk CQ2 |EETEBEENIRY
Xk15 review drinker [XUIN—=2TIVIZHS.
identified 16.5FT/—)RYIZ%;
unique 15 F
citatoins, of
which 12
were eligile
ID:22131340 meta—analysis Systematic [tabacco Never Risk CQ2 [RAEELLRINDEEIR
k16 review smoker BRED)RIIZHS
identified
unique 15
citatoins, of
which 12
were eligile
in Japan
ID:22131340 meta—analysis 20 case— alchol never Risk CQ2 [AEIIEERIUVEE
3CRk18 control and 4 drinker FIRRED RV DE S
cohort [ZIELY
studies,
including a
total of 5500
cases
ID:21430021 meta—analysis Systematic [alchol never Risk CQ2 |&E(Z=. 8E) X8
SCHk19 review drinker BRED)RIIZHD
identified
unique 13
citatoins, of
which 13
were eligile

in Japan




ID:21330928 meta—analysis 33 studies |[tabacco Never Risk CQ2 [Xmk18MLIRIMDEH.
k20 smoker BUE (IR7E) FBEH &
VBEMREDIRY
Z75%
ID:21190191 meta—analysis 40 case— |alchol never Risk CQ2 |BEO7ILa—ILILE
k21 control and drinker [Z7OF7ATERERED
13 cohort YRDIZ1E%
studies
ID:20716718 meta—analysis 10 tabacco Never Risk CQ2 |EEIZI->TEERE
k24 population— smoker BLUBEBEESINR
based case— BED)RIERST
control
studies and
two cohort
studies from
the Barrett's
Esophagus
and
Esophageal
Adenocarcin
oma
ID:19642154 meta—analysis 85 studies  |alchol, Never Risk CQ2 |EEIZX->TUADTED
S #k27 with tabacco smoker JROIZ10ERFDT
information 5 (BEREEITTHLN)
on 53,940
individuals
with upper
aerodigestive
tract cancer
ID:16951537 cohort study cohort1: alchol, non incidence [CQ2 [AAANBMEOBERED
k34 9,008(Japane |tabacco, smorker JRDIEEE 7 )La—
se men>= |Green tea |and non L BZFEDIE,
40yo) _ drinker and
?;gﬂgz' non hot tea
(Japanese
men40-64yo)
ID:16596648 case—control 19,734 males |tabacco 104,846 mortality CQ2 |[FEAOEBEREETSE
k36 study (esophageal males living ITEETER,
cancer spouse
death)Chines controls
e
ID:16127236 cohort study 42578 men [alchol, control mortality |CQ2 |XHR4DLIRTDERX.
k38 Japanese [tabacco non EE 7I)La—JLTIE
smorker TEXLER
non drinker
ID:9816815 cohort study 265,070resi |alchol, control mortality CQ2 |E&E 7J)LO—JL T3
S #R42 dents tabacco non rtHEER
(40yo) smorker
Japanese non drinker
MT81 cohort study 44,970 A\ |alchol, BEEDOFE[/N—VA1 [x BliEE (% 2) T
1D:19036500 AAEM |tabacco  |£FH N —hVRIR (ZE)BLUTIY
k29 Ishiguro TEN(XE2 r—BOHETRL
1B & LTl RIOBELY, A2 3Tk
JEE LB 16,19, 21
G}
MT9 case—control 343 AMDE |alchol, BEEOR|EE, 258/ | x AR K16
Nakachi study JEETHXK |tabacco, e DHNADLE
AN(EER) [salty foods, BRITE &
spices, hot

drink




MT13 case—control 343 AMDE |alchol, BEEOR|EE, 258/ | x ARHR16, 19
Sasaki study JEZ THZX [tabacco, HER DHNADLE
ANBE  [foodsitt BRITEE
§~ I
)
MT19 case—control 141 ADE |alchol, BEEOF(BE, 25/ X ABITHER16, 19, 21
Hanaoka study EZ THX |tabacco, Ex DHADLE
ANEE) [foodsfth BITE#
MT25 case—control 400 ADE |alchol BHEEOR(GEELE [CQ2 [A43THK15
Cheng study EETHE =X @%’T“Hﬁﬁﬁ
A a, JRY
1&10$LLU:
TR
MT31 case—control 208 ADE |alchol, BEEOR|EIEEEEE |CQ2 |AZ2XHk15
Launoy study EfETIT [tabacco HER 1EE . B
VAN R BLEEE
ELERED THETA],
& EAUE ) A5
FLETY
AT
MT36 case—control 404 NDE |alchol, BEEOR|BERELE |CQ2 |AXXHA15, 21 TTMT25,
Bosetti study BEETAA |tabacco g 1EE. B 31, 37H5H,
7 ANER BLEBE & TOR0.46(0.34-
A1AN. R TR, 0.67). Z1ELEZEDA
ELERED BALE ) #45 HERHY,
Ho FLIE,
BEITI5ELL
ETYRY
o
MT37 case—control 655D B E |alchol, BEEOHR|BEELE [CQ2 [ARXHA15
Castellsague study EETIJTY |tabacco e 1EE . AUHE Z{ETOR0.5(0.4-0.7).
ANFH, BLEEEA #3% TOR0.7(0.5-0.9)
RELERE TLEERE,
DH,
MT38 case—control 284 NDE |alchol, BEEOR|EIEEEEE |CQ2 |AZ2XHk15
Takezaki study EfEZETHX [tabacco HEER 1BE . B
AFBH (4 HELEEE
=1=9) THETA,
MT39 case—control 275D EE |alchol, BEEOR|BERELE |CQ2 |ARXXHA15, ZIELERA
Zambon study FETAA) |tabacco g 1EE. U DHEEBEEREBHY,
T ABH, FHLEHE
RELERE TLEBRE,
DH
MT42 case—control BREXER X AR R 18(ARE)
Zaridze study
MT44 case—control 102 AMDE |alchol, BEEOR|EIEELEE |CQ2 | A9 16
Matsuo study EEZ THX |tabacco g 1EE TR
ANBERE) ], ARIE
ALDH2M&
EFZE,
MT45 case—control 22 ADEE [tabacco, L |BEEZDIE |BEZ L | x AR K16
Tsuda study FETHAAN DL, 26 |T== [EE THE
(EUHRX) [I2ZEgibs A=At N
EF NN BRIt
Ao T4%,




MT48 case—control 234 ADE |alchol, BEEOR|BEHEEE |CQ2 |A2XH16, 19
Yokoyama 1 study JEfZ THZX [tabacco, e [EE THE
ABHE. R [diet A, AR
FEERED ALDH2M;&
& EFZE,
MT51 case—control 34 ADE1E |alchol, BEEOR|SGEELEZ |CQ2 [A23CHK16, 19
Takagi study(F032) FETHZA A |tabacco, e BETHR
E-qid foodsftt "], ARIE
ALDH2M;&
EFZE,
MT56 case—control 513ADE |alchol, BEEOHR|BEELE [CQ2 [A2XHA15
Lee study EfETEHZ [tabacco, e 1EE . B
A BT L |betel quid HLERE
BREDH, TLEBRE,
MT62 case—control 34 NDE & |alchol, BEEDOR|FCHELE |CQ2 |A423CHk16. 19, 21
Yokoyama 2 study ZZTHA A |tabacco, g% BE TR MT48IEBHEDH.
. RF |foodsfth A, NEI MT62(EZ D H
LtREDOH ALDH2(M:&
EFEE,
MT81 case—control 253 ADE |alchol, BEEOR L&, 25 X AR EK16, 19
Akiyama study BEfEZETHX [tabacco, AR DI ADLL
A RFEL |gastric %ﬁ[i@%ﬁ;
BEDO#H |mucosal ﬁ%ﬁﬁ*§ﬂ§
atrophyfit 10};@’—:7-75 ES
MT89 case—control 260 AMDE |alchol, BAaE BT B | X ARXHR16, 19
Oze study ERETHR [tabacco, [(UADTHE) |DITADLE
ANBEHE) [foodstt  |DFedk (BIXREH,
REIF
ALDH2Mi&
EFHE,
MT1 WHODE [alchol, REREDR|BE, FF (x| AFXER15. 16, 18,
Wynder EIEF AR |tabaccofth | DHNADLE 19, 20, 21
MoKEAN BRITE#,
Faiiifa
MT3 retrospective 312ADE |alchol BEEODH|(ZBDNA|X ARAHR21
Tuynus study BETIZ ER DEEKITHR
VANEH B,
MT4 case—control 147 ANDE |alchol, BEEOR |EE, 258 | x AR HR21
Mettlin study JEETKE [tabaccofth |£E=F DHNADLE
AB% RITE#,
MT5 case—control 120 AME |alchol, BEEOF(BE, 25/ X A k21
Pottern study BRETE A |tabaccofth |[£ 3 DNADLE
Bif BRITEEE,
MT6 case—control 41 NDEE |alchol, BEEOR |EE, 258 | x AR HR21
Adelhardt study ETTY |tabacco e DHNADLE
T—IANE RITE#,
ic
MT7 case—control 226 ADE |alchol, BEEOR|BEELE |CQ2 |A%23TH 21
Vassallo study ERETJL |tabacco g 1EE. B
S7ANB FHLEHE
%, TLEBRE,




MT8 cohort study M ANDEE |alchol, BEEDI |BEEELE [ X AR HER21
Kono EZTHZAR A |tabacco T 1BE . B
Bif HEEEE
DIEHEDA
7
MT10 case—control 275 AMDE |alchol, BEEOR|BIEELE |CQ2 |A%23TH 21
Yu study EJE TKE |tabacco g 1EE TR
1988 A5, A,
MT11 case—control 52 A DIEF [alchol, B (BEE L2 |CQ2 | A2 HA18(BREE)
Unakami study EZTHZAR A |tabacco HER 1BE . B EfELREBESE
HELEEE FEDEE?
TLEBR ],
MT14 case—control 58 A DIEFH [alchol, B (BIEE L (CQ2 [AZXHK18
Wu-Williams study FETKREA |tabaccofth |H£EF JEE THBS
55 LA T 5B A,
'Ii
MT15 cohort study 185 AMDE |alchol BEEDI|FBELE [ X AR HR21
Boffetta BETKE X SEE DL
A HE,
MT16 case—control 139 ADE |alchol, BEEOR|BEELE IR [ A23XER21
Choi study 1B JZ TEE [tabacco HE 1EE TLE®: %
ABtE # .
R N
MT17 L
Cheng
MT18 case—control 173 ADIEF |alchol, B (BEE L (CQ2 [A%XH18, 21
Kabat study FETKREA |tabaccofth |4£3ZH 1EE TR
Bt BE 7],
RELKE
136 AL B
122L 0D L8
MT20 case—control 174 ADIE |alchol, MEFEE D 3 (BEE LZE (CQ2 | AZCHA18
Brown study P99 TXKE [tabaccofth |43 (EHE TR
A5 .
MT21 case—control 902 ADE |alchol, BEEOR|BEEELE |CQ2 |A23HA18, 20, 21
Gao study ERETLE [tabaccofth |£EF 1BE . B
AREL HEEEE
B, IR THETA,
&, Z D1t
MT26 case—control B1ERTE L alchol, BEEEE |BEHELE |CQ2 | A% HA18. 21
Vaughan study BE106 A |tabaccofth |PRfEEDFEAE [(EH TLHE
ENRTE298 &= ],
ATKEA
MT27 case—control B8R F L |alchol, BEEOH|BE, 28 | x ABALHR18. 20
Garidou study RiEASANE [tabaccofth [H£ 3 DHNADLE
fRES6 AT RITE#,
KEA
MT24 case—control BEJE196 |alchol, BEEOF(BE, 25/ (X AR HER21
Hu study ATHEA [tabaccofth |43 DHADLE

RITEE,




MT22 case—control 123 AMDFE |alchol, MEFREE D F (EMEE 22 (CQ2 | AZXCHK18
Inoue study FIE CTH K |tabaccoftt |43 1EBE . UB
A HELEEE
TLEBS ],
MT28 case—control 185 AMDME |alchol, B3 (BEE L [CQ2 | A HK18
Ji study F9fE T E [tabaccofth |4 1EE. B
A FHLEHE
THET,
MT29 case—control 95 A DIEF [alchol, EFEOF (EREEEEE [CQ2 | AFXHK18
Zang study ECHKE A |tabaccofth |E fEE T B
mo
MT32 case—control BEREFE L |alchol, MEFYEE D (BEE L2 (CQ2 | AZTHA18, 20, 21
Gammon study EE589AN |tabaccofth |HEZH [EHE TR
LRRFE554 ml,
ATKEA
MT33 case—control 24 AN DEF] |alchol, B 5 [BE, 258 | x AR HR18
De Stefani study EETILY |tabaccofit |4 DHNADLE
VA PN RITE#,
MT34 case—control 90 A DEF [alchol, B (BIEE L (CQ2 |AZXH 18
Ye study TR tabaccofth |42 1EE T
rbl_j__\\/ E.I-o
A
MT35 case—control 830 AME |alchol, BEEOR |EIEEEE |CQ2 [A2 k21
Castellsague study EETI S [tabacco e 1EBE. B
DILANED HEEEE
WI7A TLEBS ],
AREL
BRE
MT41 case—control BERF L |alchol, MEFREE D F (BEE 22 (CQ2 | AZTHR18, 20, 21
Lagergren study RFE167TN [tabaccofth |4 fEE T B
LiRIE262 A,
ATXR
DI—T
A
MT43 case—control BiEfR#E74]alchol, EFRE DS |BHER LR (CQ2 | AFXHR20
Cheng study ATAX) [tabaccofth |4 fEE TLLER
AANER m,
avkSUR
A&itE
MT46 case—control BElRRE |alchol, BERESE |BIEEEE |CQ2 |A423CHL18. 20
Wu study 222 NLTE  |[tabaccofth |MEFTEDF|IEE. 8UH
FH¥E277T e HLEHE
KEA TLEBRE,
MT47 case—control B8R F L |alchol, BEEOX|BESELE [CQ2 [AZHR21
Sharp study RFE159N [tabaccofth |4 fEE T B
ETALEY m,
AN
MT49 case—control BERTE L |alchol, BEEOF(BE, 2/ X AR K21
Bollschweiler study EES2 AN\ & |tabaccofth |AHE DHADLE
IRE4TATIERIUN BRITEEE,
AN il




MT50 case—control BIEE202 [alchol, BEEOF|BE, A [ x AR XFR21
Boonyaphiphat  |study ANTHA AN [tabaccofth [Z£Z DHNADLE
ADH2& BT RE,
ALDH2A
i
MT52 case—control BIEE202 [alchol, BEEOR|BEELE [CQ2 |AF2X@k21
Znaor study ATAY  |tabaccofth |&=H [EE THE
TATUN A,
Bif
MT53 case—control BERTE L |alchol, BEEOR|BEELE |CQ2 |A%23TH 21
Sewram study EE344 N |tabaccofth |HEZHE (EHE TR
TIONGT A,
PN
MT54 case—control BERF L |alcholfth BEEOR |PCHEEE |CQ2 [A23Ek21
Yokoyama study R#E233 N [ADH2& e BETHR
THAAS |ALDH2A A,
ic ik
MT55 case—control B1ERTE L |alchol, BEEOF(BE, 25/ X A2 HK20
Islami study RHE223  |tabaccofth |4 DRNADL
AL IRE22 BRITEEE,
AL EME
58 ANTA3
A
MT58 case—control BEREFE L |alchol, BEFESE |BIEEEE |CQ2 |A%23CHK18. 20, 21
Lindblad study RiIE140 tabaccofth [MEFEOF|(ESE . 8GH
A IRE Ex HEEEE
287 A TA THEA,
FURA
MT59 cohort study BiEES2A [alcholftt  [BEEDI[FEZELEIT [CQ2 [AXXAK21
Nakaya THXA X BEETL
(BHE) B,
MT60 case—control BEE52 A |alchol, BEEOF(BE, 25/ X A k21
Yang study THEA |tabaccofth |4 DNADLE
BRITEEE,
MT63 case—control B8R F L |alchol, BEEOHR(BEELE [CQ2 [A2XHA18
Jayaprakash study BEE8TA. |tabaccofth |£E=H (EE TLLER
RE6TAT ],
KEA
MT64 case—control BEFEST |alchol, BEEOR |EE, 28/ | X A2 Hk20
Veugelers study ANTHFH |tabaccofth [&£= DHADLE
A BRITXEEE,
MT66 case—control BIEE234 [alchol, BEREOHR|BEELE [CQ2 |AFX@k21
De Stefani study AT [tabaccofth |4 [EE THE
VA PN q,
MT67 case—control BiEE291 |alchol, BEEOR|BEELE |CQ2 |A23TH 21
Wu study ATHENA [tabaccofth |43 1BE. BB
FHLEHE
THET,
MT69 case—control B8R F L |alchol, BEEOHR(BEELE [CQ2 [A2XHA18
Hashibe study RIE192 tabaccofth |43 [EE THE
A IRHE35 ],

ATHEBERA




MT70 cohort study BERTF L [alchol, BEREOE |BREELE [CQ2 [A%3CHk18, 20, 21
Freedman BE9ITA. |[tabaccofth |T=F [EE THE
fR#&205 A,
AL EME
188 AT
EA
MT71 case—control BIiE#RIE65|alchol, BEEOR|EE ZHE | x AR AR20
Grane study A.EBJE |tabaccofth |43 DITADLL
2T ATKE BISEE,
A
MT73 case—control B1ERTE L |alchol, BEEDOR|FCHAELIT |CQ2 |A423CHL18, 20, 21
Lee study ERE652 N |[tabaccofth |&£= BEETH
TEEA B,
MT74 case—control BIEERE19|tabaccofth |[BEEDFE |EED N A | X AR RR20
Derakhshan study AL TEPPE e DL T
53ANTT73 B,
E7A
MT75 case—control BERTL |tabaccoftt |BEEDMF|BEIEELE |CQ2 | AR HA20
Pandeya study RFE309A g (EHE TR
BRIEI6TA. ml,
EF9EE426 A
TA—AR+S
N
MT76 cohort study 34,822\ [tabaccofth [BEREDF(|(/N—V2A [x  [AR3HEK20
Zendehdel AHT—TF AR J\T”;ﬁ‘&?g
~ B % L
1EE L
7
MT77 case—control BEREFE L |alchol, BEEDOH|BREELE |CQ2 | A2 Hi21
Vioque study EE160  |tabaccofth |4 EETHER
A BRE42 A, 8BS
ANTARA A, REEL
A RiELRRE
[AMETH,
MT78 cohort study BIERE101 [alchol, BEREDOR|BEELE |CQ2 |A2XHEk21
Fan ATHEA [tabaccofth [£ZFEEFET [1BE TLLER BIRIETHRAERLET
x A, E(FXHRTH,
MT80 cohort study B8 #1082 (alchol, BEED (BME, 255 (x ARHR21
Smith ATHEA [tabaccofth [T DHNADLE
BMIANERIL) RITE#,
MT83 case—control BERRE |alchol, BEEOR(BESELE [CQ2 [A43XHI18
Anderson study 2271 NT7F |tabaccofth |4 1EE TR
AILSK ],
A
MT84 case—control BERFEL |alchol, BEEOR|BIEELE [CQ2 | A28, 21
Pandeya study R#E303A. |tabaccofth |43 1B, AUHE BB A TH
H%fg?fﬂl BEZEE
NEP972426 S =
A TLEBR ],
DN
MT85 cohort study BERE [alchol, BEEOHX|7I/IL0—)L [CQ2 [A%3CHK18, 21
Allen 773 ANTA |tabaccofth |[&£Z FEEH,
FIJRAANEK BAE R LA
e [EHE CHER

al,




MT86 case—control BERE |alchol, BEEOR|MMPE{AZ(CQ2 (A%3LHR20
Brandbury study ? 313 ATXK |tabaccofth |H£EZH HY, BRIEE
EA MMPAYHR LREET
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BEERTEDET +1| s41285| 1121| 0.21| 169203 235 0.14(RR 0.73(0.63-0.84 [H(B) 7
E;;g%@%’%}%ﬁ g +1| 89109 595| 067 10s00] 122 1.13|RR 0.65(0.51-0.83 |d(B) 9
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TEQET




Quit smoking
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% Cl Year
0.42(0.21, 0.81) 1969
0.63(0.51,0.79) 1988
0.76(0.47, 1.22) 1991
0.42(0.31, 0.56) 1993
0.97(0.83, 1.14) 1994
1.13[0.83, 1.54) 1994
0.65(0.54, 0.77) 1995
0.67(0.54, 0.84) 1997
0.75 (0.66, 0.86) 1997
0.76(0.43, 1.35) 1098
0.67 (0.56, 0.81) 2000
0.55(0.42, 0.72) 2000
0.67[0.57, 1.33] 2000
0.71(0.62, 0.81) 2000
0.58(0.49, 0.70) 2000
0.67[0.50, 0.89) 2001
0.74[0.61, 0.80) 2003
0.77 [0.62, 0.85) 2003
0.71 [0.56, 0.82) 2005
0.7 (0.68, 0.92) 2005
0.96(0.81, 1.13) 2006
1.11(0.77, 1.61) 2006
0.78(0.54, 1.12) 2007
0.71(0.55, 0.93) 2007
0.50 (0.36, 0.69) 2007
0.63 (0.49, 0.81) 2008
0.40(0.15, 1.10) 2008
1.26[1.14, 1.39] 2009
0.76 (0.63, 0.93] 2009
0.85(0.70, 1.03] 2009

Martinez1969MT2 8 66
Yu 1988MT10 53 131
Choi 1991 MT16 15 72
Kabat1933MT18 83 2572
Gao1984MT21 98 212
Brown1994MT20 98 429
Vau g han1995 MT26 143 451
Launoy1997MT31 92 293
Gammon1997MT32 235 563
Kinjo 19983 #fk42 12 4098
Lagergren2000MT41 133 447
Takezaki2D0OMT 38 70 3786
Cheng 2000MT43 33 68
Castellsague2000MT37 208 702
Bosetti2000MT36 124 498
Sharp 2001MT47 41 101
Sewram 2003MT53 83 209
Znaor 2003 MT52 86 532
Lindblad 2005MT58 77 902
Lee2005MT56 116 243
Wu 2006MT67 88 171
Jayaprakash 2006MT63 96 322
Ozasa 2007i&M0 40 2916
Freedman 2007MT70 182 233861
Hashibe 2007TMTE9 38 280
Viogue 2008MTTT 55 172
Fan 2008MT78 4 1256
Pandeya2003MTa4 281 489
Anderson 2009MT&3 99 206
Brandbury 2008MT86 172 404
Steevens 2010MT20 101 1526
Kimm 2010 MT91 224 162279
Total (95% CI) 420257
Total events 3178

Current

137 471 14%
184 288 34%
109 396 20%
108 1831 29%
449 942 38%
47 233 29%
162 331 37%
106 227 34%
194 349 39%
209 77551 1.7%
144 325  36%
195 5837 3.1%
14 25  23%
415 996 3.9%
238 558 37%
62 102 3.1%
188 350  38%
373 1768 35%
213 1784 33%
318 529  38%
269 500 37%
26 a7 26%
101 5721 26%
78 67690  32%
161 596 2.8%
124 244 33%
73 9201 0.7%
539 1179 4.0%
7 122 36%
78 155  36%
101 1178 32%
1009 458013  38%

639589  100.0%
6591

Heterogeneity: Tau? = 0.06; Chi? = 186.09, df = 31 (P < 0.00001); I* = 83%

Risk Ratio

Risk Ratio

0.77(0.59, 1.01) 20
0.63(0.54,0.72) 20

0.73 [0.66, 0.80]

IV, Random, 95% CI

- 1y {HH|,||H|i'li*|||'..|||

Test for overall effect: Z = 6.45 (P < 0.00001) o Favuu?;[f]uit smoking]  Favours [c.m;n? smoking] 10
Quit smoking Current Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI

Martinez1969MT2 8 66 137 471 1.5% 0.42[0.21,0.81] 1969

Yu 1988MT10 53 131 184 288 36% 0.63[0.51,0.79] 1988 -

Choi 1991 MT16 15 72 108 396 2.2% 0.76 (047, 1.22] 1991 e

Kabat1993MT18 63 2572 108 1831 31% 0.42[0.31,0.56] 1993 -

Brown1994MT20 a8 429 47 233 31% 1.13[0.83, 1.54] 1934 T

Gao1994MT21 8 212 449 942 3.9% 0.97 [0.83, 1.14] 1994 T

Vau g han1995 MT26 143 451 162 331 38% 0.65[0.54, 0.77] 1995 -

Launoy1997MT31 92 203 106 227 36% 0.67 [0.54, 0.84] 1997 -

Gammon1997MT32 235 563 194 349 4.0% 0.75 [0.66, 0.86] 1997 -

Lagergren2000MT41 133 447 144 325 3.8% 0.67 [0.56, 0.81] 2000 -

TakezakiZ000MT38 70 3786 195 5837  33% 0.55[0.42,0.72] 2000 -

Bosettiz000MT36 124 438 238 558 38% 0.58 [0.49, 0.70] 2000 -

Castellsague2000MT37 208 702 415 996  4.0% 0.71[0.62, 0.81] 2000 -

Cheng 2000MT43 33 68 14 25 2.4% 0.87 [0.57, 1.33] 2000 -

Sharp 2001MT47 41 101 62 102 32% 0.67[0.50, 0.89] 2001 -

Znaor 2003 MT52 86 53z 373 1768 36% 0.77 [0.62, 0.95] 2003 1

Sewram 2003MT53 83 209 188 350 37% 0.74[0.61, 0.80] 2003 -

Lindblad 2005MT58 77 902 213 1784 34% 0.71[0.56,0.92] 2005 -

Lee2005MT56 116 243 318 529  4.0% 0.79[0.68, 0.92] 2005 -

Wu 2006MTE7 a8 7 269 500 3.9% 0.96 [0.81, 1.13] 2006

Jayaprakash 2006MT63 96 322 26 a7 27% 1.11[0.77,1.61] 2006 T

Freedman 2007MT70 192 233861 78 67690 33% 0.71]0.55, 0.93] 2007 -

Hashibe 2007MT&9 38 280 161 596 3.0% 0.50[0.36, 0.69] 2007 -

Vioque 2008MT77 55 172 124 244 34% 0.63 [0.49, 0.81] 2008 -

Fan 2008MT78 4 1256 73 9201 08% 0.40[0.15, 1.10] 2008 e

Pandeya2003MTa4 281 489 538 1179 42% 1.26 [1.14,1.39] 2009 -

Anderson 2009MT83 a9 208 77 122 37% 0.76 [0.63, 0.93] 2009 -

Brandbury 2009MT86 172 404 78 155 3.7% 0.85[0.70, 1.03] 2009 1

Kimm 2010 MT31 224 162279 1008 458013  4.0% 0.63[0.54,0.72] 2010 -

Steevens 2010MTS0 101 1526 101 178 3.3% 0.77[0.59, 1.01] 2010 ]

Total (95% CI) 413243 556317 100.0% 0.73 [0.66, 0.80] +

Total events 3126 68191

Heterogeneity: Tau® = 0.06; Chi* = 186.08, df = 29 (P <0.00001); I* = 84% t t

ezt for avaral ofect. 2 = 6.31 (P <0.00001) ¢ ! o0 0.1 1 100

Favours [Quit smoking] Favours [Current]
Quit smoking Current Risk Ratio Risk Ratio

Study or Subgroup Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI

Kinjo  19983(#k42 12 4098 299 77551  6.2% 0.76 [0.43, 1.35] 1998

Ozasa 2007:EM 40 2916 101 5721 156% 0.78 [0.54, 1.12] 2007

Kimm 2010 MT91 183 162279 721 458013 78.2% 0.72 [0.61, 0.84] 2010 | |

Total (95% CI) 169293 541285 100.0% 0.73 [0.63, 0.84] *

Total events 235 121

Heterogeneity: Tau® = 0.00; Chi* = 0.18, df =2 (P =0.91); 2= 0% 001 o1 ] 10 100

Test for overall effect: Z = 4.34 (P < 0.0001) Favours [Quit smoking]  Favours [Current]
' ' ' ' ' ' ' ' '

Quit smoking Current Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI

Kinjo  19983#k42 12 4098 299 77551 15.5% 0.76 [0.43,1.35] 1998

Takezaki2000MT38 70 3786 195 5837 51.1% 0.55([0.42,0.72] 2000 &

Ozasa 2007i8M0 40 2016 101 5721 33.5% 0.78[0.54,1.12] 2007

Total (95% CI) 10800 89109 100.0% 0.65 [0.51, 0.83] L 2

Total events 122 595

i 2= - Chit = = = 2= 21y + 4
Heterogeneity: Tau® = 0.01; Chi* = 2.55, df =2 (P = 0.28); I*= 21% 501 o ] Iy 100

Test for overall effect: Z =351 (P =

0.0004)

Favours [Quit smoking]

Fawvours [Current]
1




Test for overall effect: Z = 0.55 (P = 0.58)

Favours [Quit smoking]

Fawvours [Current]

Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events _ Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Kabat1993MT18 63 2572 108 1831 57% 0.42[0.31,0.56] 1993 -
Gao1994MT21 57 m 303 796 6.1% 0.88[0.70, 1.10] 1934 -
I~ Vaughan1935 MT26 20 328 66 235 48% 0.22[0.14, 0.35] 1985 -
Launoy1987MT31 a2 203 106 227 62% 0.67 [0.54, 0.84] 1987 -
Gammon1997MT32 a1 387 108 263 6.1% 0.57 [0.45, 0.72] 1987 -
Castellsague2000MT37 208 702 415 996  6.5% 0.71[0.62, 0.81] 2000 -
Bosetti2000MT36 124 498 238 558  64% 0.58[0.49,0.70] 2000 -
Lagergren2000MT41 44 358 101 282 57% 0.34[0.25, 0.47] 2000 -
Sharp 2001MT47 41 101 62 102 59% 0.67 [0.50, 0.89] 2001 -
Sewram 2003MT53 83 209 188 350 6.3% 0.74[0.61, 0.90] 2003 -
Lee2005MT56 116 243 318 5289 65% 0.79[0.68, 0.92] 2005 -
Lindblad 2005MT58 6 831 33 1604  28% 0.35[0.15, 0.83] 2005 —
Jayaprakash 2006MT63 39 265 1 82  39% 1.10 [0.59, 2.04] 2006 e
Freedman 2007MT70 50 233861 40 67690  5.1% 0.36 [0.24, 0.55] 2007 s
™ Hashibe 2007MT69 26 268 147 582  52% 0.38[0.26, 0.57] 2007 -
Viogue 2008MT77 39 156 106 226 57% 0.53[0.39,0.72] 2008 -
Pandeya2009MTa4 a3 301 132 772 6.1% 1.81[1.44,2.27] 2009 -
Steevens 2010MT80 3 1456 54 13 50% 0.45[0.29, 0.69] 2010 -
Total (95% Cl) 243000 78256 100.0% 0.59 [0.49, 0.71] *
Total events 1223 2536
Heterogeneity: Tau® = 0.14; Chi* = 162.47, df = 17 (P < 0.00001); I* = 90% t t
Test for overall effect: Z = 5.52 (P < 0.00001) 0.01 - 10 1eo
Fawvours [Quit smoking] Favours [Current]
I | I I I | I I I I I I I I
Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Gao1994MT21 5 118 25 518 1.4% 0.87]0.34, 2.23] 1994 E
Brown1994MT20 98 429 47 233 7.3% 1.13[0.83, 1.54] 1934 T
Vau g han1995 MT26 123 431 96 265 9.9% 0.79[0.63,0.98] 1995 -
Gammon1997MT32 144 440 86 241 10.0% 0.92]0.74, 1.14] 1997 -
Lagergren2000MT41 89 403 43 224 69% 1.15[0.83, 1.59] 2000 T
Cheng 2000MT43 33 68 14 25 5.0% 0.87 [0.57, 1.33] 2000 -
Lindblad 2005MT58 27 852 65 1636 4.7% 0.80[0.51, 1.24] 2005 -
Jayaprakash 2006MT63 51 277 14 85  3.5% 1.12[0.65, 1.92] 2006 1T
Hashibe 2007MT69 12 254 14 449 2.0% 1.52(0.71,3.23] 2007 T
Freedman 2007MT70 142 233861 38 67690 6.2% 1.08 [0.76, 1.55] 2007 T
Vioque 2008MT77 16 133 18 138 27% 0.92[0.49,1.73] 2008 T
Pandeya2009MT84 188 396 407 1047 13.0% 1.22(1.07,1.39] 2009 -
Anderson 2009MT83 99 206 7T 122 106% 0.76 [0.63, 0.93] 2009 -
Brandbury 2009MT86 172 404 78 155 10.8% 0.85[0.70, 1.03] 2009 =
Steevens 2010MT90 70 1485 47 124 6.1% 1.12[0.78, 1.61] 2010 T
Total {95% CI) 239768 73952 100.0% 0.97 [0.86, 1.09] 4
Total events 1269 1089 ) )
Heterogeneity: Tau® = 0.02; Chi? = 20.37, df = 14 (P = 0.009); I? = 52% .01 o1 0 100
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BEERETFHOBRNEEENRIET SLEHET HHV?
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k3

32

Martinez1969MT2
Yu 1988MT10
Choi 1991 MT16
Kabat1993MT18

Gao1994MT21

Brown1994MT20
Vaughan1995 MT26
Launoy1997MT31
Gammon1997MT32
Kinjo 19983 k42
Castellsague 1999MT35
Bosetti2000MT36
Castellsague2000MT37
Takezaki2000MT38
Lagergren2000MT41
Cheng2000MT43
Sharp2001MT47
Znaor2003 MT52
Sewram2003MT53
Lindblad2005MT58
Jayaprakash2006MT63
Wu2006MT67

Ozasa 20073E/0
Hashibe2007MT69
Lee2007MT73
Freedman2007MT70
Vioque2008MT77
Fan2008MT78
Pandeya2009MT84
Anderson2009MT83
Brandbury2009MT86
Steevens2010MT90
Kimm2010MT91

ETNL

SV LR

Ak

Inversee—variance method (RevMan5.3)

HREE

RR

HMEE

0.73 (

066 - 080 ) P=

0.00001




Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI|
Martinez1969MT2 a 66 137 47 1.4% 0.42 [0.21,0.81] 1969 -
Yu 1988MT10 53 131 184 288 3.4% 0.63 [0.51, 0.79] 1988 -
Choi 1991 MT16 15 72 109 396 2.0% 0.76 [0.47, 1.22] 1991 -1
Kabat1993MT18 63 2572 108 1831 2.9% 0.42 [0.31, 0.56] 1993 -
Gao1994MT21 a8 212 449 942 3.8% 0.97 [0.83, 1.14] 1924 T
Brown1394MT20 a8 429 47 233 29% 1.13[0.83, 1.54] 1994 T
Vau g han1935 MT26 143 451 162 33 3% 0.65 [0.54, 0.77] 1995 -
Launoy1997MT31 92 293 106 227 34% 0.67 [0.54, 0.84] 1997 -
Gammon1997MT32 235 563 194 349 3.9% 0.75[0.66, 0.86] 1997 -
Kinjo 199830 #R42 12 4098 299 77551 1.7% 0.76 [0.43, 1.35] 1998 -1
Lagergren2000MT41 133 447 144 325 36% 0.67 [0.56, 0.81] 2000 -
Takezaki2000MT38 70 3786 195 5837  31% 0.55[0.42,0.72] 2000 -
Cheng 2000MT43 33 68 14 25 2.3% 0.87 [0.57, 1.33] 2000 I
Castellsague2000MT37 208 702 415 996  3.9% 0.71[0.62, 0.81] 2000 -
Bosettiz000MT36 124 498 238 558 7% 0.58 [0.49, 0.70] 2000 -
Sharp 2001MT47 41 101 62 102 31% 0.67 [0.50, 0.89] 2001 -
Sewram 2003MT53 83 209 188 350 3.6% 0.74 [0.61, 0.80] 2003 -
Znaor 2003 MT52 86 532 373 1768 3.5% 0.77 [0.62, 0.95] 2003 -
Lindblad 2005MT58 7 Q02 213 1784 3.3% 0.71 [0.56, 0.92] 2005 -
Forest plot Lee2005MT56 116 243 a8 529 38%  0.79[0.68,082) 2005 .
‘Wu 2006MTE7 88 171 269 500 37% 0.96 [0.81, 1.13] 2006 T
Jayaprakash 2006MTE3 96 322 26 97 26% 1.11[0.77, 1.61] 2006 -T—
Ozasa 2007i&M 40 2916 101 a7 2.86% 0.78 [0.54, 1.12] 2007 e B
Freedman 2007MT70 192 233861 T8 67690 3.2% 0.71 [0.55, 0.93] 2007 -
Hashibe 2007MTE9 38 280 161 506 2.8% 0.50 [0.36, 0.69] 2007 -
Vioque 2008MT77 55 172 124 244 33% 0.63 [0.49, 0.81] 2008 -
Fan 2008MT78 4 1256 73 9201 0.7% 0.40[0.15, 1.10] 2008 - 1
Pandeya2009MTa4 281 489 539 1179 4.0% 1.26 [1.14, 1.39] 2009 -
Anderson 2009MT83 a9 208 77 122 386% 0.76 [0.63, 0.93] 2009 -
Brandbury 2009MT86 172 404 78 155  36% 0.85 [0.70, 1.03] 2009 |
Steevens 2010MT20 101 1526 101 1178 3.2% 0.77 [0.59, 1.01] 2010 b |
Kimm 2010 MT31 224 182279 1009 458013 3.8% 0.63 [0.54,0.72] 2010 -
Total {95% CI) 420257 639589 100.0% 0.73 [0.66, 0.80] [ ]
Total events 3178 6591
itv: Tau® = - Chiz = = ) 2= 839 I + 1 } J
?eu:rfogeneltyl.l T:u ;;?65 4C:l.P-(‘\ :tBDggDTf =31 (P <0.00001); I*= 83% 0.01 01 1 10 100
est for overall eflec =6ab( ) Favours [Quit smoking] Favours [Current smoking]
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CQ1-1 BEERLEFHOERIBREENEET S LEHET HHV?

HEX BEEREFHOBRANREEICIIRELERIMET D,

fi#En 1995F M 520154 [ publish S T=FR X TH#1 esophag* near/3 (cancer* or tumor* or
tumour* or neopla* or *carcinomax) :ti,ab,kw #2 *smok* or tobacco or *alcohol* or ALDH2 or
*drink* :ti,abkw #3 #1 and #2 Publication Year from 1995 to 2015 in Trials DIRFER THRERLI=ETA
Cochrane T 32 #&. PubMed T 147 #&. EF 5T 26 #&. 51 205 fRDmX A HE SN =, LY EL
FZADNDMX 81 WEMA T, —RRAY)—=2J T 95 #R. 2 RAY—=27 T 64 fRIZHGAA T
A, CQ [SHLTAZT F AL AN AR ERD H S XIFTBEIC DN TIF 35 fRTHY BB T
EOETICEATLaR— D 2 1R, REEDQETICET H52R—MARL 3 R, MELLEBHLTLS
R—MARD 1 HFwdH ol BEERERETICEAT HEFRIAEN 29 HEHo1-. RFELEREIC
DT OEMA 19 R, BREBICDOVDTORENTA 18 K. BARAEIRELT: study A 3 FHETH 1=,
BUEIZDONTO 35 mOBBRMRICODVTTIMLEREEDHEERHIVFRTEDETEL
TARTFFALREMEATLIZECH RR A 0.74, 95%Cl HY 0.68-0.80, P<0.00001 LB EICEENZD
YADEBRBT HEVEREG o=, BIEMETHY RCT TIHGWLD ., MAEDBUEE [CRIEEHRE
THRMELTIE+ R THIEEZ N, T, YT BITELTHAAN (HETE:0.65(0.51-0.83)
P<0.0004) . /& ¥ £ &% (# & 1E:0.60(0.50-0.72) P<0.00001) , FE == (#E & 1E:0.73(0.63-0.84)
P<0.0001) , 45 (Hi&1E:0.74(0.67-0.80) P<0.00001) # & R ET L= AY. WFh DMBITHEIEIC L
YEBICREEDYRIMMET L =, BREICEL TIX#EE1E:0.93(0.84-1.03) P=0.18 LffETHIIZIE
REBEEDARVIFETLE, ST,
UERY BEZEQEEIREEREDIRIZRLSEIEEZONT . LIEA>TREERLETH
DERNEEFICIREEELRHERSTDIENAZLELESZ AN,

CEREMIZ&Y 3 FRDEBMMBIXMNMASNELT=, 1 #EAHS SCC, 3 #FHS adeno TLI=AY, BEEMTIZKY
BT R EEENT-ICHBLEYEELE-LDIEHYERATL -,
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Quit smoking Current Risk Ratio Risk Ratio
Study or Subgrou, Events  Total Events Total Weight [V, Random, 95% Cl Year IV, Random, 95% CI
Martinez et al. 8 66 137 471 12% 042[0.21,0.81] 1969
Yuetal 53 131 184 288 3.1% 0.63[0.51, 0.79] 1988 -
Choi et al 15 72 109 306 18% 0.76 [0.47,1.22) 1991 T
Kabat et al. 63 2572 108 1831 26% 042[0.31,0.56] 1993 -
Brown et al. 98 429 47 233 26% 1.13[0.83, 1.54) 1994 -
Gao et al. 98 212 449 042 34% 0.97 [0.83, 1.14] 1994 T
Vaughan et al. 143 451 162 331 34% 0.65[0.54, 0.77] 1985 -
Launoy et al. 92 293 108 227 31% 0.67 [0.54, 0.84] 1987 -
Gammon et al. 235 563 194 349 36% 0.75 [0.66, 0.86] 1997 -
Kinjo et al 12 4098 299 7IS51 14% 0.76 [0.43, 1.35] 1998 T
Takezaki et al. 70 3786 195 5837 2.8% 0.55 [0.42, 0.72] 2000 -
Castellsague et al. 208 702 415 996 36% 0.71[0.62, 0.81] 2000 -
Lagergren et al. 133 447 144 325  33% 0.67 [0.56, 0.81] 2000 -
Bosetti et al. 124 498 238 558  3.3% 0.58 [0.48, 0.70] 2000 -
Cheng et al_ 33 68 14 25 20% 0.87 [0.57, 1.33] 2000 -
Sharp et al. 41 101 62 102 28% 0.67 [0.50, 0.89] 2001 -
Wu et al. (2001) 106 694 68 207 28% 0.67 [0.51, 0.88] 2001 -
Sewram et al. 83 209 188 350 3.3% 0.74[0.61, 0.90] 2003 -
Znaor et al. 86 532 373 1788 3.2% 0.77 [0.62, 0.95] 2003 -
Lindblad et al. 77 902 213 1784 30% 0.71[0.56, 0.92] 2005 -
Leeetal. 118 243 318 529 35% 0.79[0.68, 0.92] 2005 -
Wu etal. 88 171 269 500 3.4% 0.96 [0.81, 1.13] 2008 -
Jayaprakash et al. 96 322 26 97 2.3% 1.11[0.77, 1.61) 2008 T
Hashibe et al. 38 280 161 506  2.5% 0.50 [0.36, 0.69] 2007 e
Freedman et al. 192 233861 78 67680 2.9% 0.71[0.55, 0.83] 2007 -
Ozasaetal. 40 2916 101 8721 2.3% 0.78[0.54, 1.12] 2007 ey
Viogue et al. 55 172 124 244 298% 0.63 [0.48, 0.81] 2008 -
Fanetal. 4 1256 73 9201 06% 0.40[0.15, 1.10] 2008 I e—
Corley et al. (scc+adeno) 188 1868 127 1126 3.2% 0.88[0.71, 1.09] 2008 -1
Whiteman et al. 408 1048 189 397 36% 0.82[0.72, 0.83] 2008 -
Brandbury et al. 172 404 78 1556 3.3% 0.85[0.70, 1.03] 2009 -
Anderson et al. 99 206 77 122 33% 0.76 [0.63, 0.93] 2009 -
Pandeya et al. 281 489 539 1179 3.7% 1.26 [1.14, 1.39] 2009 -
Kimm et al. 224 162279 1009 458013  35% 0.63[0.54, 0.72] 2010 -
Steevens et al. 101 1526 101 178 2.9% 0.77 [0.59, 1.01] 2010 -
Total (95% Cl) 423867 641409 100.0% 0.74 [0.68, 0.80] +
Total events 3878 6975
Heterogeneity: Tau* = 0.05; Chi* = 189.05, df = 34 (P < 0.00001); * = 82% k t ; |
Test for overall effect: Z = 6.94 (P < 0.00001) oot 0.1 0 100
Favours [Quit smoking]  Favours [Current smoking]
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MR (RERE FEAER)

Quit smoking Current Risk Ratio Risk Ratio

Study or Subgrou Events  Total Events  Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Martinez et al. ) 66 137 471 1.2% 0.42[0.21,081] 1969
Yuetal 53 131 184 288 32% 0.63 [0.51,0.79] 1988 -
Choi et al. 15 T2 109 396 1.9% 0.76 [0.47, 1.22] 1991 T
Kabat et al. 63 2572 108 1831 2.7% 0.42[0.31, 0.56] 1993 -
Brown et al. 98 429 47 233 27% 1.13[0.83, 1.54] 1994 T
Gao et al. 98 212 449 942 36% 0.97 [0.83, 1.14] 1994 T
Vaughan et al. 143 451 162 331 3.5% 0.65 [0.54, 0.77] 1995 -
Gammon et al. 235 563 194 343 37% 0.75 [0.66, 0.86] 1997 -
Launoy et al. 92 293 106 227 3.2% 0.67 [0.54, 0.84] 1997 -
Lagergren et al. 133 447 144 325 34% 0.67 [0.56, 0.81] 2000 -
Takezaki et al. 70 3788 195 5837 2.9% 0.55[0.42, 0.72) 2000 -
Bosetti et al. 124 488 238 558  3.5% 0.55 [0.49, 0.70] 2000 -
Castellsague et al. 208 702 415 996 37% 0.71[0.62, 0.81] 2000 -
Cheng et al. 33 63 14 25 21% 0.87 [0.57, 1.33] 2000 -
Sharp etal. 41 101 62 102 29% 0.67 [0.50, 0.89] 2001 -
Wu et al. (2001) 106 604 68 207 29% 0.67 [0.51, 0.88] 2001 -
Sewram et al. 83 209 188 350 3.4% 0.74 [0.61, 0.90] 2003 -
Znaor et al. 86 532 373 1768 3.3% 0.77 [0.62, 0.95] 2003 -
Lindblad et al. 7 902 213 1784 3.1% 0.71[0.56, 0.92) 2005 -
Lee et al. 116 243 318 529  36% 0.79 [0.68, 0.92] 2005 aa
Wu et al. 88 171 269 500 3.5% 0.96 [0.81, 1.13] 2006 T
Jayaprakash et al. 96 322 26 a7 24% 1.11[0.77, 1.61] 2006 T—
Hashibe et al. 38 280 161 596  26% 0.50 [0.36, 0.69] 2007 -
Freedman et al. 192 233861 78 67680  3.0% 0.71[0.55, 0.93] 2007 -
Fan et al. 4 1256 73 9201 0.7% 0.40[0.15, 1.10] 2008 -
Vioque et al. 55 172 124 244 31% 0.63 [0.49, 0.81] 2008 -
‘Whiteman et al. 408 1048 189 387 37% 0.82 [0.72,0.93] 2008 |
Corley et al. (scc+adena) 186 1868 127 1126 3.3% 0.88[0.71,1.08] 2008 ~
Brandbury et al. 172 404 T8 155 3.4% 0.85[0.70, 1.03] 2009 —
Anderson et al. 99 208 77 122 3.4% 0.76 [0.63, 0.93] 2009 -
Pandeya et al. 281 489 539 1179 3.9% 1.26 [1.14, 1.39]) 2009 -
Steevens et al. 101 1526 101 1178 3.0% 0.77 [0.59, 1.01] 2010 ]
Kimm et al. 224 162279 1009 458013  3.6% 0.63 [0.54, 0.72] 2010 -
Total {95% CI) 416853 558137 100.0% 0.74 [0.67, 0.80] [}
Total events 3826 B575

o 2 = - Chiz= = - |2 = B I t f J
Heterogeneity: Tau? = 0.05; Chi* = 189.03, df = 32 (P < 0.00001); I* = 83% 001 o 10 100

Test for overall effect: Z = 6.79 (P < 0.00001)

MR (RERE AR

Risk Ratio
IV, Random, 95% Cl Year

Favours [Quit smoking]

Favours [Current]

Risk Ratio
IV, Random, 95% CI

Quit smoking Current
Study or Subgroup  Events  Total Events Total Weight
Kinjo et al. 12 4098 209 77551 6.2%
Ozasa et al. 40 2918 101 5721 156%
Kimm et al. 183 162279 721 458013 T78.2%
Total (95% CI) 169293 541285 100.0%
Total events 235 121

Heterogeneity: Tau® = 0.00; Chi* = 0.18, df = 2 (P =0.91); 2= 0%
Test for overall effect: Z = 4.34 (P < 0.0001)

MRRE (HAN)

0.76 [0.43, 1.35] 1998
0.78 [0.54, 1.12] 2007
0.72[0.61,0.84] 2010

0.73 [0.63, 0.84]

o m/

0.01

Risk Ratio
IV, Random, 95% Cl Year

0.1
Favours [Quit smoking]

Risk

10 100
Favours [Current]

Ratio

IV, Random, 95% CI

Quit smoking Current
Study or Subgroup _ Events  Total Events Total Weight
Kinjo et al. 12 4098 209 77551 155%
Takezaki et al. 70 3788 195 5837 S51.1%
Ozasa et al. 40 2018 101 5721 33.5%
Total (95% CI) 10800 89109 100.0%
Total events 122 595

Heterogeneity: Tau? = 0.01; Chi* = 2.55, df =2 (P =0.28); I* = 21%
Test for overall effect: Z = 3.51 (P = 0.0004)

0.76 [0.43, 1.35] 1998
0.55[0.42,0.72] 2000
0.78[0.54, 1.12] 2007

0.65[0.51, 0.83]

h
—a
*

I
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0.1
Favours [Quit smoking)

10
Favours [Current]

100



M (SCC)

Quit ki Current king Risk Ratio Risk Ratio
Study or Subgrou Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Kabat et al. 63 2572 108 1831 54% 0.42 [0.31, 0.56] 1993 -
Gao et al. 57 1M 303 796  58% 0.88 [0.70, 1.10] 1994 i
Waughan et al. 20 328 66 235 45% 0.22 [0.14, 0.35] 1995 -
Launoy et al. 92 293 108 227 58% 0.67 [0.54, 0.84] 1997 -
Gammon et al. 91 387 108 263 5.8% 0.57 [0.45, 0.72] 1997 -
Lagergren et al 44 358 101 282 53% 0.34 [0.25, 0.47] 2000 -
Bosetti et al. 124 498 238 558  6.0% 0.58 [0.48, 0.70] 2000 -
Castellsague et al. 208 702 415 996  B.2% 0.71 [0.62, 0.81] 2000 -
Sharp et al. 41 101 62 102 55% 0.67 [0.50, 0.89] 2001 -
Sewram et al. 83 209 188 350  6.0% 0.74 [0.61, 0.90] 2003 -
Lee et al. 116 243 318 529  6.1% 0.79 [0.68, 0.92] 2005 -
Lindblad et al. 5] 831 33 1604 2.8% 0.35 [0.15, 0.83] 2005 e —
Jayaprakash et al. 39 265 1 82  3.6% 1.10 [0.59, 2.04] 2006 -1
Hashibe et al. 26 268 147 582  40% 0.38 [0.26, 0.57] 2007 -
Freedman et al. 50 233861 40 67690  4.8% 0.36 [0.24, 0.55] 2007 -
Vioque et al. 39 156 108 226 54% 0.53 [0.30, 0.72] 2008 i
Corley etal. (scc) 112 1794 ¥ 1081 58% 0.82 [0.63, 1.08] 2008 -
Pandeya et al. a3 301 132 772 58% 1.81[1.44, 2.27] 2009 -
Steevens et al. N 1456 54 131 47% 0.45[0.29, 0.69] 2010 -
Total (95% CI) 244794 79337 100.0% 0.60 [0.50, 0.72)
Total events 1335 2618
Heterogeneity: Tau® = 0.13; Chi? = 164.40, df = 18 (P < 0.00001); I* = 89% I f f {
Test for averall effect: Z = 5.57 (P < 0.00001) .01 ot o 10
Favours [Quit smoking]  Favours [Current smoking]
MR ()
Quit smoking  Current smoking Risk Ratio Risk Ratio
Study or Subgrou Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Randem, 95% CI
Brown et al. 98 429 47 233 58% 1.13 [0.83, 1.54] 1994 T
Gao etal. 5 119 25 518 1.1% 0.87 [0.34, 2.23] 1994 _
Waughan et al. 123 43 96 265 TT% 0.79 [0.63, 0.98] 1995 -
Gammon et al. 144 440 86 241 T8% 0.92 [0.74, 1.14] 1997 -
Cheng et al. 33 68 14 25  40% 0.87 [0.57, 1.33] 2000 -
Lagergren et al. 89 403 43 224 55% 1.15 [0.83, 1.59] 2000 T
Wu et al. (2001) 106 694 68 297 6.5% 0.67 [0.51, 0.88] 2001 -
Lindblad et al. 27 852 65 1636 3.8% 0.80 [0.51, 1.24] 2005 I
Jayaprakash et al. 51 277 14 85  29% 1.12 [0.65, 1.92] 2006 -
Freedman et al. 142 233861 38 B7EO0 49% 1.08 [0.76, 1.55] 2007 T
Hashibe et al. 12 254 14 448 17% 1.52 [0.71, 3.23] 2007 -
Corley et al. (adeno) 74 1756 45 1044 49% 0.98 [0.68, 1.40] 2008 -
Vioque et al. 16 133 18 138 22% 0.92 [0.49, 1.73] 2008 T
Whiteman et al. 408 1048 189 397 98% 0.82 [0.72, 0.93] 2008 -
Pandeya et al. 188 306 407 1047 9.8% 1.22 [1.07, 1.39] 2009 -
Brandbury et al. 172 404 78 156 8.3% 0.85 [0.70, 1.03] 2009 I
Anderson et al. a9 206 7T 122 82% 0.76 [0.63, 0.93] 2009 -
Steevens et al_ 70 1495 47 1124 4.9% 1.12[0.78, 1.61] 2010 T
Total (95% CI) 243266 75690 100.0% 0.93 [0.84, 1.03]
Total events 1857 1371 ’ ) ) )
- Tau® = - Chit = = = =
Heterogeneity: Tau® = 0.02; Chi* = 41.62, df = 17 (P = 0.0008); I* = 59% b1 o1 o 100

Test for overall effect: Z = 1.35 (P = 0.18)

Favours [Quit smoking|

Favours [Current smoking)



Bl (421)

Quit drinking  Current drinking Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Martinez et al. 14 94 107 322 41% 0.45 [0.27, 0.74] 1969 —
Cheng et al. 140 656 207 882 T.4% 0.91 [0.75, 1.10] 1995 T
Launoy et al. 26 58 181 542 6.1% 1.34 [0.99, 1.83] 1997 —
Castellsague et al. 135 382 365 916 7.7% 0.89 [0.76, 1.04] 2000 -
Bosetti et al. 49 115 347 1217 7.0% 1.49[1.19, 1.88] 2000 -
Takezaki et al. 24 533 234 8234  5.0% 1.58 [1.05, 2.39] 2000 —
Wu etal1 101 653 82 581 6.6% 1.10 [0.84, 1.43] 2001 ™
Yokoyama et al.1 13 27 218 672 5.1% 1.50 [1.00, 2.25] 2002 —
Chen et al. 68 190 27 184 5.2% 244 [1.64, 3.63) 2002 e
Sewram et al_ 17 49 280 639  5.2% 0.79 [0.53, 1.17] 2003 a
Nakaya et al. 4 1594 44 16258  1.6% 0.93 [0.33, 2.58) 2005 I
Yokoyama et al.2 4 15 24 165  1.9% 1.83[0.73, 4.59) 2006 T
Wuetal.2 12 26 213 406  4.9% 0.88 [0.57, 1.35) 2006 -
Lee etal. 151 262 363 570  8.0% 0.90 [0.80, 1.02] 2007 -
Ozasa et al. 10 1319 130 7436 3.2% 0.43[0.23, 0.82) 2007 _—
Vieque et al. 38 87 148 383 6.5% 1.13 [0.86, 1.48] 2008 ™
Gao et al. 30 57 299 625  B6.7% 1.10 [0.85, 1.43] 2008 ™
Pandeya et al. 120 227 870 2161 7.9% 1.31[1.15, 1.50] 2009 -
Total (95% CI) 6344 42193 100.0% 1.09 [0.94, 1.26] "
Total events a56 4137
ity 2 = - Chiz = = - 12 = 799 I u } J
?elttarfogeneﬂyl.lT:u N ;?G:I, ?:I . _8;.;?, df =17 (P = 0.00001); I*= 79% 0.01 o1 10 100
wst for overall effsct: Z = 1.17 (P = 0.24) Favours [Quit drinking]  Fawvours [Current]
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Bl (R JEAER)

Quit drinking  Current drinking Risk Ratio Risk Ratio
Study or Subgrou Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95%: CI
Martinez et al. 14 a4 107 322 42% 0.45 [0.27, 0.74] 1969 —
Cheng et al. 140 656 207 882 7.9% 0.91 [0.75, 1.10) 1995 T
Launoy et al. 26 58 181 542 6.4% 1.34 [0.99, 1.83] 1997 e
Bosetti et al. 49 115 347 1217 7.4% 1.49[1.19, 1.88] 2000 -
Takezaki et al. 24 533 234 8234 52% 1.58 [1.05, 2.39] 2000 —
Castellsague et al. 135 382 365 916 8.2% 0.89 [0.76, 1.04] 2000 ~
Wu etal.1 101 653 a2 581 6.9% 1.10 [0.84, 1.43] 2001 T
Yokoyama et al.1 13 27 218 672 52% 1.50 [1.00, 2.25] 2002 —
Chen et al. 68 120 27 184 53% 244 [1.64, 3.63) 2002 e
Sewram et al. 17 49 280 639 54% 0.79 [0.53, 1.17] 2003 -
Wu etal.2 12 26 213 406 5.0% 0.88 [0.57, 1.35) 2006 -
Yokoyama et al.2 4 15 24 185  1.9% 1.83[0.73, 4.59] 2006 -
Lee et al. 151 262 363 570  8.6% 0.90 [0.80, 1.02] 2007 -
Viogue et al. 38 a7 148 383 6.9% 1.13 [0.86, 1.48] 2008 ™
Gao etal. 30 57 299 €625  7.0% 1.10 [0.85, 1.43] 2008 ™
Pandeya et al. 120 227 &70 2181 8.5% 1.31[1.15, 1.50] 2009 -
Total (95% CI) 343 18499 100.0% 1.13[0.98, 1.30] | g
Total events a4z 3963 ) ) ) )
Heterogeneity: Tau® = 0.06; Chi* = 73.47, df = 15 (P < 0.00001); I* = 809 r T T 1
Test f:?nverl:" effect: Z = 1r.63 (P=0.10) ( ] ’ 0.01 0.1 A 10 100
Favours [Quit drinking] Favours [Current]
il (RiER SECER)
Quit drinking  Current drinking Risk Ratio Risk Ratio
Study or Subgrou Events Total Ewvents Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Nakaya et al. 4 1594 44 16258 35.7% 0.93 [0.33, 2.58) 2005
Ozasa et al. 10 1319 130 7436 64.3% 0.43[0.23, 0.82) 2007 ——
Total (95% CI) 2913 23694 100.0% 0.57 [0.28, 1.16]
Total events 14 174
Heterogeneity: Tau® = 0.10; Chi* = 1.52, df = 1 (P = 0.22); 12 = 34% I t 1 t |
Test f:?nver:ll effect: Z = 1r.55 P= U.1I2) ( ’ " 0.01 0.1 PR 10 100
Favours [Quit drinking]  Fawvours [Current]
il (HAN)
Quit drinking  Current drinking Risk Ratio Risk Ratio
Study or Subgroup _ Events _ Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Takezaki et al. 24 533 234 8234  225% 1.58 [1.05, 2.39] 2000 il
Yokoyama et al.1 13 27 216 672 226% 1.50 [1.00, 2.25] 2002 T
Nakaya et al. 92 1686 668 16926 28.4% 1.38 [1.12, 1.71] 2005 -
Yokoyama et al.2 4 15 24 176 10.5% 1.96 [0.78, 4.90] 2008 T
Ozasa et al. 10 1319 130 7436 16.0% 0.43[0.23, 0.82) 2007 =
Total (95% CI) 3580 33444 100.0% 1.25[0.87, 1.80] -
Total events 143 1272
Heterogeneity: Tau? = 0.11; Chi? = 13.58, df = 4 (P = 0.009); 12 = 719 I t } i
Test f:?nverl:ll effect: Z = 1.20 (P = 0.23) : J * 0.01 ot 10 100
Favours [Quit drinking] Favours [Current]
#iE (SCC)
Quit drinking  Current drinking Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Launoy et al. 26 58 181 542 10.2% 1.34 [0.99, 1.83] 1997 "_
Bosetti et al. 49 115 347 1217 12.3% 1.49[1.19, 1.88] 2000 -
Castellsague et al. 135 382 365 916 14.2% 0.89 [0.76, 1.04] 2000 ™
Yokoyama et al.1 13 27 218 €72 8.0% 1.50 [1.00, 2.25] 2002 —
Sewram et al. 17 49 280 639  8.3% 0.79 [0.53, 1.17] 2003 -
Yokoyama et al.2 4 15 24 176 2.6% 1.96 [0.78, 4.90] 2006 T/
Lee et al. 151 262 363 570 15.1% 0.90 [0.80, 1.02] 2007 b
Vieque et al. N a0 123 358 10.2% 1.13[0.83, 1.54] 2008 ™
Gao etal. 1 48 207 533  9.5% 1.13 [0.80, 1.58] 2008 T
Pandeya et al. 29 136 236 1527 9.4% 1.38 [0.98, 1.95] 2009 [
Total (95% CI) 1172 7150 100.0% 1.14[0.97, 1.34] | 4
Total events 476 2342
Heterogeneity: Tau? = 0.04; Chi® = 30.97, df = 9 (P = 0.0003); 12 =71% :n.n ] a? ] 110 P au:

Test for overall effect: Z=1.61 (P =0.11)

Favours [Quit drinking]

Favours [Current]



s (i)

Quit drinking  Current drinking Risk Ratio Risk Ratio
Study or Subgrou Events Total Ewvents Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Wu et al.1 101 653 82 581 2086% 1.10[0.84, 1.43] 2001 -
Chen et al. 68 140 27 184 229% 2.44 [1.64, 3.63] 2002 -
Gao etal. 1 28 15 341 21% 0.81[0.11, 5.92] 2008 —_—
Vieque et al. T 56 25 260  10.3% 1.30 [0.59, 2.86] 2008 - 1T
Pandeya et al. a1 198 634 1925  351% 1.40[1.18, 1.64] 2009 -
Total (95% CI) 1125 3201 100.0% 1.45 [1.08, 1.94] L 2
Total events 268 783
Heterogeneity: Tau® = 0.06; Chi* = 11.01, df = 4 (P = 0.03); I* = 64% ! t y |
Test f:?nverl:" effect: Z=2.47 (P =0.01) [ } 0o 0.1 R 10 100
Favours [Quit drinking] Favours [Current]
il (5 4-LL B EE)
Quit drinking  Current drinking Risk Ratio Risk Ratio
Study or Subgrou Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Cheng et al. 53 409 207 882 16.7% 0.55 [0.42, 0.73] 1995 -
Launoy et al. 12 29 181 542 10.0% 1.24 0.79, 1.94] 1997 T
Castellsague et al. 58 179 365 916  19.5% 0.81 [0.65, 1.02] 2000 =
Bosetti et al. 81 400 347 1217 20.2% 0.71 [0.57, 0.88] 2000 -
Lee etal. 48 98 289 447 20.2% 0.76 [0.61, 0.94] 2007 N
Viogue et al. 22 57 148 383 134% 1.00[0.70, 1.42] 2008 -
Total (95% CI) 1172 4387 100.0% 0.78 [0.686, 0.93] ¢
Total events 274 1537 ) ) ) )
Heterogeneity: Tau® = 0.03; Chi* = 1268, df = 5 (P = 0.03); P =61% Yy o Py 100

Test for overall effect: Z = 2.72 (P = 0.007)

E (10 LA Lo %)

Quit drinking  Current drinking

Favours Quit drinking  F

avours Current drinking

Risk Ratio
IV, Random, 95% Cl Year

Risk Ratio
IV, Random, 95% CI

Study or Subgroup  Events Total Events Total Weight
Martinez et al. 14 a4 107 322 7.0%
Cheng et al. A 248 207 882 14.5%
Launoy et al. 5 15 181 542 3.5%
Bosetti et al. &0 327 347 1217 28.5%
Castellsague et al. 37 126 365 916 21.9%
Sewram et al. -] 26 280 639  3.7%
Lee et al. 26 56 289 447 20.9%
Total (95% CI) 892 4965 100.0%
Total events 179 1776

Heterogeneity: Tau? = 0.00; Chi* = 6.21, df =6 (P = 0.40): I* = 3%
Test for overall effect: Z = 6.25 (P < 0.00001)

0.45 [0.27, 0.74]
0.53 [0.38, 0.76]
1.00 [0.48, 2.06]
0.64 [0.50, 0.82)
0.74 [0.56, 0.98]
0.53 [0.26, 1.07]
0.72 [0.54, 0.96]

0.65 [0.57, 0.74]

1969
1995
1997
2000
2000
2003
2007

- .||.|1|'|{

0.01 0.1
Favours [experimental]

10
Favours [control]

100
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Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Martinez1969MT2 8 66 137 47 1.4% 0.42[0.21, 0.81] 1969
Yu 1988MT10 53 131 184 288 34% 0.63 [0.51, 0.79] 1988
Choi 1991 MT16 15 72 109 396 2.0% 0.76 [0.47,1.22] 1991 T
Kabat1993MT 18 63 2572 108 1831 2.9% 0.42[0.31, 0.56] 1993 —_
Gao1994MT21 98 212 449 942 3.8% 0.97 [0.83, 1.14] 1994 T
Brown1994MT20 498 429 47 233 2.9% 1.13[0.83, 1.54] 1994 T
Vau g han1995 MT26 143 451 162 3N 3.7% 0.65 [0.54, 0.77] 1995 -
Launoy1987MT31 92 293 106 227 34% 0.67 [0.54, 0.84] 1997 -
Gammon1987MT32 235 563 194 349 3.9% 0.75 [0.66, 0.86] 1997 -
Kinjo 19983 42 12 4098 299  TF7551 1.7% 0.76 [0.43, 1.35] 1993 /1
Lagergren2000MT41 133 447 144 325  3.6% 0.67 [0.56, 0.81] 2000 -
Takezaki2000MT38 70 3786 195 5837  31% 0.55 [0.42, 0.72] 2000 -
Cheng 2000MT43 33 68 14 25 2.3% 0.87 [0.57, 1.33] 2000 -1
Castellsague2000MT37 208 702 415 996 3.9% 0.71[0.62, 0.81] 2000 -
BosettiZ0DOMT36 124 498 238 558  3.7% 0.58 [0.49, 0.70] 2000 -
Sharp 2001MT47 41 101 62 102 3.1% 0.67 [0.50, 0.89] 2001 -
Sewram 2003MT53 83 209 188 350  3.6% 0.74 [0.61, 0.90] 2003 -
Znaor 2003 MT52 86 532 ar3 1768  3.5% 0.77 [0.62, 0.95] 2003 -
Lindblad 2005MT58 77 802 213 1784  3.3% 0.71 [0.56, 0.92] 2005 -
Lee2005MT56 116 243 s 529  3.8% 0.79 [0.68, 0.92] 2005 -
Wu 2006MTB7 88 171 269 500  3.7% 0.96 [0.81, 1.13] 2006 T
Jayaprakash 2006MTE3 96 322 26 97  26% 1.1 [0.77, 1.61] 2006 -T—
Ozasa 2007:&f0 40 2916 101 5721 2.6% 0.78 [0.54, 1.12] 2007 .
Freedman 2007MT70 192 233861 78 67690  3.2% 0.71 [0.55, 0.93] 2007 -
Hashibe 2007MTB&9 38 280 161 596  2.8% 0.50 [0.36, 0.69] 2007 -
Viogue 2008MTTT 55 172 124 244 3.3% 0.63 [0.49, 0.81] 2008 -
Fan 2008MT78 4 1256 73 9201 0.7% 0.40 [0.15, 1.10] 2008 —
Pandeya2009MT84 231 489 539 1179 4.0% 1.26 [1.14, 1.39] 2009 -
Anderson 2009MT83 99 206 77 122 3.6% 0.76 [0.63, 0.93] 2009 -
Brandbury 2009MT86 172 404 78 155  3.6% 0.85 [0.70, 1.03] 2009 -
Steevens 2010MT30 101 1526 101 1178 32% 0.77 [0.59,1.01] 2010 -
Kimm 2010 MT31 224 162279 1009 458013  3.8% 0.63 [0.54, 0.72] 2010 -
Total (95% CI) 420257 639589 100.0% 0.73 [0.66, 0.80] L]
Total events 3178 6591
Heterogeneity: Tau® = 0.06; Chi* = 186.09, df = 31 (P < 0.00001); ¥ = 83% 001 Y] 1 10 100

Test for overall effect: Z = 6.46 (P < 0.00001)
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Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 85% Cl Year IV, Random, 95% CI
Martinez1969MT2 8 66 137 471 1.5% 0.42[0.21,0.81] 1969
Yu 1988MT10 53 131 184 288  3.6% 0.63[0.51,0.79) 1988 -
Choi 1991 MT16 15 72 109 396 22% 0.76 [0.47,1.22] 1991 T
Kabat1993MT18 63 2572 108 1831 31% 0.42[0.31, 0.56) 1993 -
Brown1994MT20 98 429 a7 233 3.1% 1.13[0.83, 1.54] 1994 T
Gao1994MT21 98 212 449 942 3.9% 0.97 [0.83, 1.14] 1994 T
Vau g han1995 MT26 143 451 162 331 3.8% 0.65[0.54, 0.77] 1995 -
Launoy1997MT31 92 243 106 227 38% 0.67 [0.54, 0.84] 1997 -
Gammon1997MT32 235 563 194 349 40% 0.75 [0.66, 0.86) 1997 -
Lagergren2000MT41 133 447 144 325 38% 0.67 [0.56, 0.81] 2000 -
Takezaki2000MT 38 7O 3786 195 5837 3.3% 0.55 042, 0.72] 2000 -
BosettiZ000MT 36 124 448 238 558  3.8% 0.58 [0.49, 0.70] 2000 -
Castellsague2000MT37 208 702 415 986  4.0% 0.71[0.62, 0.81] 2000 -
Cheng 2000MT43 33 68 14 25 24% 0.87 [0.57,1.33] 2000 I
Sharp 2001MT47 41 101 62 102 3.2% 0.67 [0.50, 0.89] 2001 -
Znaor 2003 MT52 86 532 373 1768  3.6% 0.77 [0.62, 0.95] 2003 -
Sewram 2003MT53 83 209 188 350 3.T% 0.74 [0.61, 0.90] 2003 -
Lindblad 2005MT58 77 o002 213 1784  34% 0.71[0.56, 0.92] 2005 -
Lee2005MT56 116 243 318 529  4.0% 0.79 [0.68, 0.92] 2005 -
Wu 2006MTET 88 171 269 500 3.9% 0.96 [0.81, 1.13] 2006 T
Jayaprakash 2006MTE3 96 322 26 a7 27% 1.11 [0.77, 1.61] 2006 T
Freedman 2007MT70 192 233861 78 67690 3.3% 0.71 [0.55, 0.93] 2007 -
Hashibe 2007MTB9 38 280 161 596  3.0% 0.50 [0.36, 0.69) 2007 e
Viogue 2008MT77 55 172 124 244 34% 0.63 [0.49, 0.81] 2008 -
Fan 2008MT78 4 1256 73 9201 0.8% 0.40[0.15, 1.10) 2008 E—
Pandeya2009MTa4 281 489 539 1179 42% 1.26[1.14, 1.39) 2009 -
Anderson 2008MTE3 a9 206 77 122 37% 0.76 [0.63, 0.93] 2009 -
Brandbury 2009MT86 172 404 78 155  3.7% 0.85[0.70, 1.03] 2009 -
Kimm 2010 MT31 224 162279 1009 458013  4.0% 0.63[0.54, 0.72] 2010 -
Steevens 2010MT80 101 1526 101 1178 3.3% 0.77 [0.59, 1.01] 2010 7
Total (95% CI) 413243 556317 100.0% 0.73 [0.66, 0.80] [ ]
Total events 326 6191
Heterogeneity: Tau? = 0.06; Chi* = 186.08, df = 29 (P < 0.00001); |* = 84% I f : i
Test for overall offect Z = 8.31 (P < 0.00001) { ’ 00 0.1 ! 10 100
Favours [Quit smoking] Favours [Current]
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Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Kinjo 19983 @42 12 4098 299  F7551 6.2% 0.76 [0.43, 1.35) 1998 -1
Ozasa 2007:8f0 40 2016 101 5721 15.6% 0.78[0.54,1.12] 2007 -=T
Kimm 2010 MT91 183 162279 721 458013 78.2% 0.72[0.61, 0.84] 2010 | |
Total (95% CI) 169293 541285 100.0% 0.73 [0.63, 0.84] *
Total events 235 1121
e 2 _ " 3 — — -2 = . . - .

Heterogeneity: Tau® = 0.00; Chi*=0.18, df = 2 (P = 0.91); = 0% .01 o ] 0 100

Test for overall effect: Z = 4.34 (P < 0.0001)
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Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight [V. Random, 95% Cl Year IV, Random, 95% CI
Kinjo 19983 /42 12 4088 299 77551 15.5% 0.76 [0.43, 1.35] 1998
Takezaki2000MT 38 70 3786 195 5837 S51.1% 0.55(0.42,0.72] 2000 . B
Ozasa 20078 40 2816 101 5721  335% 0.78 [0.54, 1.12] 2007 —=
Total (95% CI) 10800 89109 100.0% 0.65 [0.51, 0.83] &
Total events 122 595
Heterogeneity: Tau? = 0.01; Chi* = 2.55, df = 2 (P = 0.28); I* = 21% t l l {
Tast for overall offect: Z = 351 (P = 0.0004) { } 0.01 0.1 ! 10 100
Favours [Quit smoking] Favours [Current]
o SE(0a(RR])
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Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Kabat1993MT18 63 2572 108 1831 5.7% 0.42 [0.31, 0.56) 1993 —
Gao1994MT21 57 171 303 796 6.1% 0.88 [0.70, 1.10] 1994 -1
Vau g han1995 MT26 20 328 66 235  48% 0.22[0.14, 0.35) 1995 —
Launoy1987MT31 92 293 106 227 8.2% 0.67 [0.54, 0.84] 1997 -
Gammon1987MT32 91 387 108 263 6.1% 0.57 [0.45,0.72) 1997 -
Castellsague2000MT37 208 T02 415 096  6.5% 0.71 [0.62, 0.81] 2000 -
Bosetti2Z000MT 36 124 493 238 558  6.4% 0.58 [0.49, 0.70) 2000 -
Lagergren2000MT41 44 358 101 282 5T7% 0.34 [0.25, 0.47] 2000 -
Sharp 2001MT47 41 101 62 102  5.9% 0.67 [0.50, 0.89] 2001 -
Sewram 2003MT53 83 209 188 350 6.3% 0.74 [0.61, 0.90] 2003 -
Lee2005MT56 116 243 318 529  6.5% 0.79[0.68, 0.92] 2005 -
Lindblad 2005MT58 B &3 33 1604  28% 0.35[0.15, 0.83) 2005 —_—
Jayaprakash 2006MTE3 39 265 11 82  3.9% 1.10 [0.58, 2.04] 2006 -
Freedman 2007MT70 50 233861 40 B7690  51% 0.36 [0.24, 0.55] 2007 I
Hashibe 2007MTE9 26 268 147 582  5.2% 0.38 [0.26, 0.57] 2007 —_
Vioque 2008MT77 39 156 106 226 57% 0.53[0.39,0.72) 2008 -
Pandeya2009MTa4 a3 301 132 772 B1% 1.81[1.44,2.27) 2009 -
Steevens 2010MT30 31 1456 54 1131 5.0% 0.45[0.29, 0.69] 2010 _—
Total (95% CI) 243000 78256 100.0% 0.59 [0.49, 0.71] 4
Total events 1223 2536 . .
Heterogeneity: Tau® = 0.14; Chi* = 162.47, df = 17 (P < 0.00001); I* = 90% .01 o1 ] 10 100

Test for overall effect: Z = 5.52 (P < 0.00001)
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Quit smoking Current Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Gao1994MT21 5 119 25 518 1.4% 0.87 [0.34,2.23] 1994 I
Brown1994MT20 98 429 47 233  T.3% 1.13[0.83, 1.54] 1924 T™
Vau g han1995 MT26 123 431 96 265 9.9% 0.79[0.63, 0.98) 1995 Nl
Gammon1987MT32 144 440 86 241 10.0% 0.92 [0.74, 1.14] 1997 -
Lagergren2000MT41 89 403 43 224 6.9% 1.15[0.83, 1.59] 2000 ™
Cheng 2000MT43 33 68 14 25 5.0% 0.87 [0.57, 1.33) 2000 T
Lindblad 2005MT58 27 852 65 1636 4.7% 0.80 [0.51, 1.24] 2005 -1
Jayaprakash 2006MT63 51 277 14 85  3.5% 1.12 [0.65, 1.92] 2006 e
Hashibe 2007MTE9 12 254 14 449  20% 1.52[0.71, 3.23] 2007 B
Freedman 2007MT70 142 233861 38 67600 6.2% 1.08 [0.76, 1.55] 2007 T
Vioque 2008MT77 16 133 18 138 2.7% 0.92 [0.49,1.73) 2008 -
Pandeya2009MTa4 188 396 407 1047 13.0% 1.22[1.07, 1.39] 2009 -
Anderson 2008MT83 99 206 77 122 10.6% 0.76 [0.63, 0.93] 2009 -
Brandbury 2008MT86 172 404 78 155 10.8% 0.85(0.70, 1.03) 2009 ™
Steevens 2010MT20 70 1485 47 1124 61% 1.12 [0.78, 1.61] 2010 T
Total {95% CI) 239768 73952 100.0% 0.97 [0.86, 1.09]
Total events 1269 1069
ity 2= . = = = s |2 = o, I } 1 } i
Heterogeneity: Tau® = 0.02; Chi* = 29.37, df = 14 (P = 0.009); I* = 52% 0.01 o 1 10 100

Test for overall effect: Z = 0.55 (P = 0.58)
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