Baseline characteristics

Hepatitis virus-positivet

Hepatitis virus-negative

n=1,236 n=18,576
Serum ALT level Serum ALT level

p** p**

<30 IU/L >30 JU/L <30 IU/L >30IU/L

Number 802 434 16,528 2,048

Age (years)’ 58.3 (7.8) 58.2(7.6) 0.41 57.3(8.2) 55.4(7.9) 0.001
Gender Men (%) 39.9 56.5 0.001 32.0 52.1 0.001
Current smoker (%) 24.0 29.8 0.001 15.7 235 0.001
Ethanol intake >150 g/week (%) 14.0 18.8 0.02 13.3 254 0.001
Body mass index >27 kg/m’ (%) 10.6 134 0.30 11.0 26.4 0.001
Coffee intake, daily (%) 8.7 8.2 0.21 9.6 7.5 0.36

*, means (SD); **, p for difference; ALT, alanine amonotransferase; 1 anti-HCV-positive and/or HBsAg-positive.
P

® 2
Hazard ratios (HR) and 95% confidence intervals (CI) of hepatocellular carcinoma by serum liver enzyme level
Person-years No. of cases HR* (95%CI)

Serum ALT level

<30 IU/L 205,509 20 1.0

>30 IU/L 28,507 89 13.5 (8.0- 22.0)
Serum AST level

<30 IU/L 202,065 15 1.0

>30IU/L 31,951 ‘ 94 14.3 (8.0- 25.8)
Serum GGT level

<60 IU/L 218,544 70 1.0

>60 IU/L 15,472 39 55 7 (3.5 83)

* Adjusted for hepatitisvirus positivity (negative, positive), sex, years of age at baseline (40-49, 50-59, 60-69 years) and
study area (six PHC areas), weekly ethanol intake (none, 1-149g, 150g and more), body mass index (<23.0 kg/m2,
23.0-24.9, 25.0-26.9, 27.0-29.9, 230.0) and coffee intake (almost never, 1-4 days/week, almost every day).

** HR = 2.1, 95%CI (1.3-3.3) after further adjustment for ALT level
ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, gamma-glutamyl transferase
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%3
Hazard ratios (HR) and 95% confidence intervals (CI) of HCC incidence by serum ALT level

Person-years  No. of cases HR (95%CI) P for trend
Serum ALT level
Total” (n=19,812)
-29 IU/L 205,509 20 1.0
30-69 IU/L 25,361 48 105  (6.0- 18.3)
70-99 TU/L 2,087 18 252 (12.7- 49.7)
100- TU/L 1,059 23 439 (22.7- 84.8) 0.001
Virus-positive“ (n=1,236)
-29 IU/L 9,341 10 1.0
30-69 IU/L 3,406 41 120 (5.8- 24.9)
70-99 IU/L 571 17 25.6 (113- 58.1)
100- TU/L 481 19 37.1 (16.3- 84.2) 0.001
HCV" (n=757)
-29 IU/L 4,724 6 1.0
30-69 IU/L 2,543 37 114 (47- 27.2)
70-99 TU/L 485 16 251 (9.8- 64.8)
100- IU/L 425 18 350 (134- 91.4) 0.001
HBV™ (n=499)
-29 IU/L 4,744 4 1.0
30-69 IU/L 933 6 185 (3.7- 93.1)
70- IU/L 165 2 350 (4.2- 293.1)  0.001
Virus-negative  (n=18,576)
-29 IU/L 196,167 10 1.0
30-69 IU/L 21,956 7 65 (2.2- 18.8)
70- IU/L 2,095 5 60.5 (19.5- 187.9) 0.001

* Adjusted for hepatitis-virus positivity (negative, positive), sex, years of age at baseline (40-49, 50-59, 60-69 years)
and study area (six PHC areas), weekly ethanol intake (none, 1-149g, 150g and more), body mass index (<23.0
kg/m2, 23.0-24.9, 25.0-26.9, 27.0-29.9, >30.0) and coffee intake (almost never, 1-4 days/week, almost every day).

** Adjusted for sex, years of age at baseline (40-49, 50-59, 60-69 years) and study area (six PHC areas), weekly
ethanol intake (none, 1-149g, 150g and more), body mass index (<23.0 kg/m2, 23.0-24.9, 25.0-26.9, 27.0-29.9, >30.0)
and coffee intake (almost never, 1-4 days/week, almost every day).

ALT, alanine aminotransferase; HCV, anti-HCV-positive; HBV, HBsAg-positive
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® 4
Hazard ratios (HR) and 95% confidence intervals (CI) of HCC incidence by serum ALT level and virus

positivity
Person-years  No. of cases HR* (95%CI) P for trend
Serum ALT level
Virus-negative** -29 IU/L 196,167 10 1.0
30-TU/L 24,050 12 9.4 (3.9- 22.3)
Virus-positive -29 TU/L 9,341 10 15.2 (6.1- 37.6)
| 30-69 IU/L 3,406 41 180.5  (89.4- 364.2)
70- IU/L 1,052 36 4542  (221.5- 931.2) 0.001

* Adjusted for gender, years of age at baseline (40-49, 50-59, 60-69 years) and study area (six PHC areas), weekly
ethanol intake (none, 1-149g, 150g and more), body mass index (<23.0 kg/m2, 23.0-24.9, 25.0-26.9, 27.0-29.9,
>30.0) and coffee intake (almost never, 1-4 days/week, almost every day).

ALT, alanine aminotransferase; **neither anti-HCV nor HBsAg.

1. Cumulative incidence of hepatocellular carcinoma (HCC) among hepatitis virus-positive subjects by serum

alanine aminotransferase (ALT) level.
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Cumulative incidence of HCC at 10 years was 1.1% for subjects with ALT < 30 IU/L, but 11.0% and 27.2% for
those with ALT 30-69 IU/L and ALT >70 IU/L, respectively. Elevated ALT levels showed a statistically
significant association with the risk of HCC compared to normal ALT levels (ALT < 30 IU/L) after adjustment for
age, sex, study area, smoking status, ethanol intake, body mass index, and coffee intake.
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BA BRI EHEEHED S (TREIRBE SRR ERE)

SamtEmEE

His Y RaR—MEMIZBITS C BRFRT AL AEGE O
il s A4 BB B R O R E
—1f & SOD ¥&%%: . IGF-1. IGF-II, IGFBP-3. sFas, TGF- 81 L&
RIS AV 22 L D RS E—

SEMRE EFH BE AHBERFRFREFRPFRE FHESF/EFHE - HETFE

L,

MEES st RaR—MERIZEW T, 2R —MIEFIX BRFFRICEY | AP
AVARZ LBHES B M i~ — I —ERET LTz, 5T C BIFFR VANV AHURBHERE (24T
MBEFRELEZSE . IEOF B2 RXBKERLL TRHELLSZELLIC, ME
SOD FEHEI I sFas BELFFBAAVAZEOBICIEDREMRRD O, MiF
IGF-1, IGF-II, IGFBP-3, TGF- 81 L~ULEAFIEAS AV A2 EDORNIZ A D BIhE R

MW %E

BR #— BRRZEEZEHEFRERBIRES
iz

ME FE BERRFEFREZPHERBORIES
BhF

H ¥ ABXRFEFHOREEFERR

EE BEF BEHNEMANZEFRAREES
HEHIR

A HEER

C BIFFR VAN ARG \Z BT DRI AT AT
X, B LA AN, iR EFOE, 7R
SAOMERENEEL TWS A REME M EREN T
W5, EZTAMETIE, FFBSARE) A7 2T H
T AME~Y— I —, FFEB AR ERF OF 50

DERRTHILE BRI, B{EAN-ABEE T LU
T SOD (superoxide dismutase) &M, fRRFEL T
IGF (insulin-like growth factor) -1, IGF-Il LT
IGFBP (insulin-like growth factor binding protein)-3,
7RI AEEE T &L T sFas(soluble Fas), TGF
(transforming growth factor) - 8 1 ZHY k¥, C BUAT
RUANAE R EZER L LT FEPAVAZED
R % 7k — hPSE il et BBFF SR IC KRR ET LT,

B. M HE

R RERE

AWFFE DRI R E L. SCERRHEE OB E D KB
¥ — b HBF % (JACC Study [the Japan
Collaborative Cohort Study]) D& NN, 45 FHEHIX,
110,792 A(R_R—ZTFA BB T 4099 %) DIH,

1 ﬁﬁﬁ%%mt&ﬁﬁ%ﬁﬁ(ﬁ#ﬁﬁ&%eﬁsmcv AbT—AHY]. BEXUHCV AbfEESE , EBRIER—ZXFIUBR)

SHNRELE HCV AbBEEE D &
] X E: £
£85 $iE 15 I FE EoLiis] fEBI ofiic] iE1 s fiis]
n % n % n % n % n % n % n ) n %
40-49 2 2.9 186 6.6 1 23 166 6.7 1 20 12 49 0 0.0 9 3.9
50-59 15 221 789 280 9 205 468 188 13  26.5 71 291 5 172 51 220
60—-69 35 515 1540 547 25 568 1,196 480 25 510 135 553 18 621 108 470
70-79 16 235 299 106 9 205 660 265 10 204 26 10.7 6 207 63 27.2
&t 68 1000 2,814 100.0 44 1000 2490 100.0 49 100.0 244 1000 29 100.0 232 100.0
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19884990 fEIZEIEINIZN— AT A FRERZH
FEROMIFREE AL 37 FHEMIK, 39,242 A
MEBBIRENT, FIFFETIX, BETBIUDBARSE
DYAr LifE SOD f&E, IGF-1, IGF-II, IGFBP-3,
sFas, TGF- 81 L~ )LEDBEERET T 57D,
1997 £EETORRTHIFRL U 1999 FEFTITHIBAL 2
BATRBBIZRES . TSNP ORER LM, G,
FEX 2 — SRR ELRFRBEL, agk—]b
PE Bl xf BBAF e 2 EREL 72, SECE IR T/ NED
M (2 HR) | BAREBEFIIMIBRPAREKEOR
&, TERFETOREICIVIEE (37 XS 22 #h
M) L7z, miEREHIRIEETOM., -80°C THRAES
., BIEME SOD {EHEN K R IEHERIE 4, MiE
IGF-1 . IGF-II . IGFBP-3 %% Immuno-radiometric
assay ¥%. 1% sFas 2% ELISA %, TGF- 81 ME&
sandwich enzyme immunoassay {EIZL 272,

— 5. [EIAF3E CILRIEFIZ, 2003 £ ETORTIED A

FEHEBLIW 2001 £EFTORFBEARBEZIES.

ZTHLUANGER A, Filn, AEHEEZ —HSE
ekt &t BE LT, b — ME Bl BRAFSEIC
LOFIBRBA VAR LR E T HMIE~— I —ZREL
Tro SHIZH C BIFF RV A/VATLHR (HCV Ab[ 31
R]) BHEFIZBIT AR EATI O EHI LS 1D
# 11,000 FilZ @R L TME HCV Ab ZHIEL X8
(2B LT,

AEIOHSM R REFIT, ERO2HOOaFm— NI
%t A FE DT 5 TG &R0, 2> HCV Ab %
ELE-HE THY . IEFIN 112 6 OBLRABFEF 60
#1) . xFBRIX 5,304 B TH D, FFIESADEEFRELZ R
DEIIRA LT,

ST HT-->TiE, RO Mm{E SOD &M, IGF-I,
IGF-11. IGFBP-3, sFas, TGF- 8 1 L'~V D& M4 553{iL
IZHEDSWTERIZSBEL, F1NSMICRTT 582
AMNGNDOA Y X EEHT ALY, i
SOD {&##, IGF-1, IGF-II, IGFBP-3, sFas, TGF-§ 1
ERFIRAA VRS D BEE A BREI LT, SO T
X, FTEOIFR—MRESI X BIFIEICRBIT D~y F
TN TS, Ay XD EHICIE

unconditional logistic model &V 7z, A X i,

g, Hik, HCV Ab 2 LIZH 0, BIUHE, F
. Hidk, HCV Ab, B2JE . 88, FERIRBETERE.
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BMI, a—t—EKHAZRABLLO (SEBREAY
) KD T-, £~ HCV Ab BHEHIZBBEL-S
Wb EMELTZ, EREOREX, F14l5I% 0,
1, 2, 3LRATIULI-EBEET MIEHHILITL
DITV, #EFR% trendp ELTRLTE,

(faEE CTOEE)

IFEAEOREMX TIIXRELLBERNZAL T
A—ALRa v MERBLEZ, WKOROHIKIZD
WL, BFZE B RIE T — 2 ORERFE R OREK
FIZHALE LT EABAMLTI 74— LbRa
VR, AEIZOWTIE. A BB KFESE
REZESRLCERKREEEHRHHEEZER
(RFFE M TE DBINAIE 22V T) DEREET,

C. FRHER

KU REOHEBI L, ST REE
BB LY HCV Ab BBEE I OWTR T, SEFH D
60.7%% BN G DTz, EFEFID 69.6%., XFHD
9.0%72% HCV Ab [t Th o7z,

SIFTRT A SR TIR(FK2), MiE SOD {EHEfEA
BVEEA Y A LR T AHEMAHLITHY (&
BAGMOSERREA Y XK 521, 95%EHEX
R 2.09-13.0) . M sFas IOV Th R &4 TH
BlzE WA Y X ([ 5.49, 2.39-12.6) #/RL7TZ, —
75 . IGF-1, IGF-1I, IGFBP-3, TGF- 8 1 {3 =TI
BELANADREWNEEA Y XRBBEITETL, &&
A DSEBFARA Y X HITENER 0.14(95%
153EXM 0.06-0.31). 0.01([F 0.00-0.09) . 0.03 ([
0.01-0.11) . 0.11 (R 0.05-0.26) TH o7z, BLE . £k
B, FERFREEE. BMI o —b—HEZAEL5E
LRELWGELOBITIE, Ay XHICHALN 2 E
RS, INODERICEIARKIT/NE 0T,

HCV Ab BEE IR EERMELZEHE (&
3)BRELRVGE LFERRIZ, fLiF SOD TEHEE
XU sFas BELAFESAVAZEORIZIEOREED
R, HizmiE IGF-1, IGF-11, IGFBP-3, TGF-
B 1 L~ULLATREAAY AT EDORNTIZA DB E A A
bz, I sFasd TGF- B 1IZ W T, 4
F2E(R2) 0HELVLEENEL, RE4TALD
ZEBFBA Y XL, sFas T 15.8 (95%EEHKX
i 4.95-50.5), TGF- 81 <X 0.02 (A 0.00-0.09) T
ol
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D. B5

AIFFEORBERELT, BlO BRI TITbhizah
— NPIE Bt BAFFE T — X O BfEFT ChH DT | iE
&t BAFBANZ YL 7Y T IR TRNIEN
EFoNnD, LU ERFIT CII B ER ZH
BLTWAIE, FleliE~——LFEBAY R E
OBAENIEF TN o722 EM D, T xR E RIR
OREDO A TREIN AL RATH LIRS
LB D, .

R AR B AR S AV O TIEH | MBI BV T
X SOD EHMETLTWAEDHRENRSHD (Am
Gastroenterol 1997; 92: 2260-2263) IZb D57,
A BB FE T 1E SOD fEHEAE A @V S E AT
A X ED> > 77, TNF (tumor necrosis factor) -
o ZIVFEINDFEEMBRO 7 Rh— A,
SOD (2L PME CTMHINDET2ERERLHY
(Cell Biol Int 2001; 25: 1213-1219) , SOD /&0 L
ANRTHRI—=REMHEIL, L LARPARERIZ
TER L= b N7z, 72721 SOD AT PIZ
BETDED., MEV~WIEAICTFEEOREY
BBEL TV ATREMED B E TE7RLY,

% IGF-1, IGFBP-3 [Iff#lifuss & T LT
WAHETAEREITIREIZLHY (Int T Cancer 2000;
87: 118-121, Clin Endocrinol 2003; 59: 699-706) . I
& IGF-1 BFESABAEICEITLUTHE T LTS
BB IEOoREL H D (Cancer 2002; 95:
2539-2545) , OO E 1T M IGF-1, IGFBP-3 L
~ULDIRFIES AV A Y ERICBEE L -4 R Ofs R x
XFTDHLOTHY, FEEIZED IGF-1, IGFBP-3
DOELERTL—HEBZOLND, EZABMIE IGF-1I
CBIL TR, AP RS TREEIVLEETD
ST L DMENHY (Scand T Gastroenterol 2005; 40:
68-75) . S EIDOFERLIT—FK L2, T2 AT
IGF-II Ol CORBUIMBIZN TEHY @ ITMH.
B, R, A TTEAIN TWAEEDILTUVS,
L7=3oC, BOARTEOMF IGF-H L~V DZEAL
HLE D, SHBAK—MITEDOT —FEILIZERETD
MERHDHERDLND,

sFas (ZBEL T3, FFIEESHIAEA B HiT Fas DFH
245 — ., FBORMALD sFas PEAZ{EE
3§ 5HZ LT, Fas/Fas ligand R& 57 Rb— 2%
FRRNTVHETAHRBMBIBESNLTWD
(Hepatology 1999; 30: 413-421), £, AFHlaRE S
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FCIXMIE sFas LA ERLTWAZEBS—BL
THEEN TWA(Clin Exp Immunol 1998; 112:
166-171 . Cytokine 2000; 12: 811-814, World J
Gastroenterol 2003; 9: 2671-2675) . AWFFE CILiE
sFas BE TEWIFBAA Ay XENRRO LN L
IXZDIGEREF &R, sFas 1XFFIRAS AV AZ D1
B~v—h—,LTHENITHBIET TR, FRBAD
BFEEZEZH L THLEETHA),

— 75, TGF- B 1 {Z2oWTIL, FFHifag B E CER
# X0 M % (Cytokine 2000; 12: 811-814, Scand J
Gastroenterol 2002; 37: 233-238) E£7z13&K # (Scand
J Gastroenterol 1997; 32: 254-260) B ENEVET 5
ATHHENHY ., S EIOFT REBMITII—ELR,
R LUEBOREEEMBL VT HEHERETH5E0
&5 HY (Scand J Gastroenterol 2002; 37: 233-238) .
FEBAKIZTGF-B 1 L~V HNBA L, TGF-B 11k
HIEEMBOT Rh— ARMEISh D ATEELE
ZHib,

E. 5

L CBURFR VAN AFURIBIEE (2 e R E 2R
ELEHAE. UEROFEL R ERLLTHEL:
BALLIC, M SOD {HEHEIS L sFas LT
BRAAVAZEDORBIZEDOBENR DS, MmiF
IGF-1, IGF-II, IGFBP-3, TGF- 8 1 L L LT figiAs
AVARZEDRNZIZADEENS LN,

F. fERfEBRIFH
A

G WrFEFERE

LR R

1. Wakai K, Kurozawa Y, Shibata A, Fyjita Y, Kotani
K, Ogimoto I, Naito M, Nishio K, Suzuki H,
Yoshimura T, Tamakoshi A for the JACC Study Group.
Liver cancer risk, coffee and hepatitis C virus
infection: a nested case-control study in Japan. Br J
Cancer 2007; 97: 426-428.
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BAFBRFEEwHB & TR ETRBE SR FEEE)
SRR EE

[#%E1] CRUIFRTIANARE occult B RIFFRTANAE-ITERRA T #ife B s

JANAEDERERIIZ LA ERRY R

[#F752] CBUEMITFREBE KT Ha——%AWITOERIERZEHMD-DD

JURA—/ =t ABFZE

SRS BhER
ZFRMBEB A Z BT EF TR Bk

WRES  [FFE1IRRAR+F0iE 24— Ttz L7zOoccult HBV (HBsHL
JREatED s> HBcHLISEB DD HBsHiffatE) & HCV Lo ERYE 127 AL ©
HTLV-1 & HCV LDEREKSE 104 A, QHCV BUMURZFE 1,927 AL KR A
BERERERVWTIEY 98 » ABBFL . fFHiaRE (HCC) AU A& BRI LT,
HCV BEREE DORBIAI & EIZUTHE Y —FEiL occult HBV LD EH
PeFET 023(95%CI=0.03-1.65) , HTLV-1 L O E Y H T 1.12(95 %
CI=0.35-3.60) &, AERIRIDOEMERDIED -k, occult HBV I
HTLV-1 i%, HCV Of#fRY:c ks HCC ORERBEEEE T HLITE X<
77 |

[HFFe2]a—b—DEBMENTFRBFHRE ICBITS ALT BEEAOHBERTIL,
BLOa—t—DERELFERVAZBLOFEICIDECELOBICADBRKG
BRENRRONDETHEBOBEFERRREDSHD, 207, C BBHTROIZELES
BENLERLTORWT o b AEIZEWT, [[BE 50 AZzxigil, ALT HEEEL
LTz aR A — R —F A NZEDIN AT (1B I 7 A BEIZLT 350mg DA A
Zobha—be—%8RMK L) EEELE, BIE, NAERRFLEOBERRICE
WT, MR EHEZRELTVD,

WrIeH E
HPEZE: RIRIFSLEAFEEZ—EE Rk
Le Tran Ngoan: Dept. Occupational Health,

Hanoi Medical University

2e1:C BFRTANAE occult B BIFF R AR
F-iXe bR A THIR A MR A NVAEOEBRRIZL
B I RAY RS
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A. TFFEEH)

B2 R8I B RERSRS C BFRVANLA
(HCVIZEGL T2 bbb o= M (1 70% 723
MENF AT IF —BIEFOEEFEMEXYIT)IZB
ISR (HCC) R AR OV T, BEICH
417~ (Tanaka H, et al. Int. J. Cancer 2004), ¥
. ALEEDOHT, HBs HURBMED HBV EREE
FHTIZ, HCC DYARIMR, 4 DHEIRGLDOLE T



~C super additive IZ LR THZEE, ak—hr—
Z T THEL, —F ., HBs HuFEEM#H> HBe
LB > HBs HiiERHED ., WD occult
HBV &%l HCV Ffeiel OBERBRGITOWTE,
Zhdd HCV BMOFRURGUIL T, £DIR7%
BT DNEIPITONTIEILT LHBALTiddewy,
F7-, HCV & HTLV-1 O ERKGEIZHBIT5 HCC #
BExURRAVELTzar—MIEO®RE T2V,
ZZT.akr—bF —FEAVWTINLERKREE D
HCC RB%4 HCV SRy L kL, ERG)
H7=5% HCC RIEDA> /37 b 5H il 5,

B. #FEF ik
1. x5

1991 #£~93 FIZKEFR+FhEE S —T
BRI & L7 667,461 A (1,235,926 #kifl) DHHC,
407%~64 1%k, KIRFEEE LR RELTZ, ZOHh

HBs HUR 2t HBe Hiifi5tEn>> HBs Hiikka &
@ O»> HTLV-1 HiiEBHE (PA #5:219. ©%
TOUANA—H—[aHE | LR,
2. BB

MREOERME 7 7ANO, £FH B | (FFFT.
HOBEIFEERAL, RKIRFBABREKERIHD
HCC BEEFEVAMNELHEBEL. FRED 2000 F
KAETOHCC BEZTELL,
3. T

wiEIEk M A 2B 2% A, HCC BB REIT
2000 R AZBERT BLLTASEET LEE6H
® HCC ZEBABRLHRL 7=, Fo, HCV B
QBT D, LEEO, @, @#D HCC BBAERT
febRE%L Cox HBINF—RFETNVICIVEEL,
BB OF ORI DS I L UFTHREL %
3570, BRILFFREE B D95, Alanin amino
transferase (ALT) 8L PMEav AT — /I {E%x

5. QHCV HiikssE (2nd PHA #4:212<), @ FELE,
O7»>> HBs HUEBMEH (PHA %), @ O (REE TOEE)
1. R HOHEEAIAE (FRI0ES) Bt
GROUP
HCVD H+ HCV&HBs+ HCV&HBe+ HCV&HTLV1+ =33
n=1927 n=25 n=127 n=104 n=150379
AR 3 9 51.1 50.0 50.8 52.1 486
(SD) (65) (64) (6.1) (66) (6.1)
£ 5
(AN) (%) (AN) (%) (AN) (%) (AN) (%) (A) (%)
] 987 51.2 16 640 78 61.4 55 52.9 81694 543
= 940 488 9 360 49 386 49 471 68685 45.7
ALT
(AN) (%) (A) (%) (AN) (%) (A) (%) (A) (%)
29KULLTF 1318 68.4 16 640 85 66.9 76 73.1 142795 95.0
30-59 425 221 9 360 25 197 20 19.2 6928 46
S0KULL E 184 95 0 00 17 134 8 7.7 656 0.4
AFO—JL%
AbAT X (AN) (%) (AN) (%) (AN) (%) (A) (%) (AN) (%)
B 250 130 8 320 26 20.5 18 17.3 4154 28
i 600 31.1 10 400 35 276 31 298 26880 17.9
hE 602 31.2 5 200 33 260 30 288 52998 35.2
B 475 246 2 80 33 260 25 240 66347 441

AL XFAO—JL<{&:139mg/dILLTF, D& :140-169mg/dl, B & :170-199mg/dl, & :200mg/diLL E >
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AWM EOERBIZHT->TE. KERIFSL AR
= RBICKRRFRFIE & —DOREF
EEESICTHRHEORBER -, REEZIA
I T DEEB L CBIMEEIILE ThHoEA
BAERIT, FHEESKR T LR A TIHEL

C. HrsmaRk

RUIHBEOBZERGREBEEZRT, 5007
F2 NEEDEHER HREZBESE

N—TEHEEERT 49 B~52 RLITEFRLC TH
o7z ALT [EDS AL, 2TOYANAT—H— (H
1K) DI V—7TiE ALT 7% 25 Karumen
Unit (KU) L FTOEF#EER$TED 95% T, 60
KU L EDED 0.4% ThHoTc, ZIUTXIL . fhod4
DOTN—T1X, 25 KU LL T DEDEIGH 64%~
73%& . FDEIGBMED Tz, MEILV AT a— /L
2% 139 mg/dl LT OIRfEZ R TEDOEIEIT1I DU

GROUP
HCVOD#&+  HCV&HBs+ HCV&HBc+ HCV&HTLV1+ et
n=1927 n=25 n=127 n=104 n=150379
EHERZAM(B) 98.2 85.9 99.1 97.1 96.7
(ZE-BR) (2-119) (6-102) (7-119) (30-118) (0-108)
HCCREEH 53N 3A 1A 3A 27N
HCCRER T ESR 59.9 49.7 48.0 61.7 62.7
(SD) (54) (11.2) - (86) (44)
REBEE/I0PAE 336 1677 95.3 357 22
13%
0 12%
3 11%
% 10% mm HCV&HBs+
0 9% w1 HCVO)d» + —_—

g 8% e HCV&HTLVI+ —
= 7% HCV&HBc+
E 6%
* %o
S 3%
E 2%
O 1%
0% o
12 24 36 48 60 72 84 96 108
Period of observation (months)
1. CEFRVAIAHCV)BEMREREEBEFFXIAILA, HTLV-

[CERFLI-HCVREEE DIFHlERIERESR
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rovAnzR<—7— (HiK) BBREDLO>D T N — 4.3~5.4), ZHIxt L. HBsHiiKB D EE YL E
TTIE183%~32%L, RTEREDOIN—TD2.8%  TEANYF—FEA 0.23~0.26, HTLV-1 BN E
LHANTHLMIZEN -T2 (R]), BEYH TIX 0.99~1.30 &, HCV O Atk 7 n—7
BRI 86 A~99 A Thor(FK2), IR THERIAZD LJERBDeH7(R3),
HCC (ZFBBLIZEITLAT 87 AT, RERKDE
B, HCVEHBV O ERG (BB2/NVv—7)%F D, BE
T 50 & DT N—FITH R TEP -T2, 10 7 HCV 4% T HBsHUR B 1D HBV LD B RS
ANEH-VO BHEBERIIHCV OLBFHET L—F ERILTWAETIX, HCV BEMBREFICH T
336, HCV (it0>> HBsHUR B LV —7" 1677, HCC DRBBVRIMPEEINDILIT, INETEE
HCV B1%0>> HBsHLUEB > HBsHiffet s LOWEZE S 1FIE convincing REE M E E -T2,
JL—795.3, HCV BtE0>2 HTLV-1 Lk v Prevalence 32 #1&0H K&V, HBV @ occult B4
—7 357, & TOIANAZ~w—Hh— (Filk) Bt v (HBs#HiJR , HBsHLIEH LB IZ2 M T, HBehifhhs
—7 2.2 Tho72(FK2), RUIE1~4T NV —TZ Btt) LD BB TH, HCCOREABYRI TS
BITH HCC RERBUHMB N TSI ~(Y—1E) % T OWTIE, BIEDEZAHEVRALN TR,
=T, Ikeda Hi%, C # HCC MEARVRZZBIL T, C &
F3IZ HCV AT NV— 7128135 HCC % FFEEZ BE C HBcHUARBMEDE Tid. B2 HDE I
BIRI B BEMELLIRO, AENY —FHETRT, AT 1.58 (%, AEICEVIRIERLEZD, —H,
- ERHOALERELLIG A, ZHUC ALT iz C BEBHFREEZ BV TI, HBHUEBETH
HE . BLOMEaL A7 a— L EL S FEEIM S>THREMEDHFLIZEAL HCC ORBIRIZIIED
ZIZBAEDOWVTRIZE W TYH, HBsH R B K Lignzez, akR—MFF T/RL7 (Ann Intern
PETIE AERIAIO EREROE(NF—RIE Med 2007, vol.146),

£3. ERPICELSHCVE YU ZDRFHIRERE)RIDELL

t, Fim, ALT,
t, Fin ., F£&, ALT JLRTA—IL
n HCC s A EEESS

HCV D &+ 1927 53 1.00 1.00 1.00

(=) (-) (-)

HCV&HBs+ 25 3 4.30 5.38 4.30
(1.34-13.80)  (1.64-17.68)  (1.30-14.20)

HCV&HBc+ 127 1 0.26 0.23 0.23
(0.04-1.87) (0.03-1.65) (0.03-1.65)

HCVEHTLVi+ 104 3 0.99 1.30 1.12

(0.31-3.17) (0.40-4.16) (0.35-3.60)

(B /%), F85(40-49.750-54,755-59.760-64),
ALT (29KULLTF.~30-59./60KULLE),
AL XA TFO—/L{l (139mg/dILL T~ 140-169.7170-199.7200mg/dILL E)
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2 DX REOBEEIT., Bl ALT E2H
HERIL T, HCV SEEEXYITIEEE LN B
B IHRBIRI DOBBRER DM o7, Ikeda
HOHE N, HBsHLEBMED occult HBV B G D
HCV #1217 5 HCC BRI E M T
BHELTH, TOEADHBIL, FFEEIZRoT &
HTHAIEETRETHHOLETNIET, Fx DESEID
FRRELTLLTET LD TR,

Wiz, HCV & HTLV-1 LD EREGZ DOV TIE, =
R—MFFRICELDRBYRAT L OEF RIS BIAEH
TTHHERDbND, HIV LOERBETRLNDLD
72 HTLV-1 O BRGNS R R TIE, £0Z
LB HCC OREBYAT DIEFRIZ DIRN DR REM L E
ZTCWR, FERIZ, HCV BB ERBIRSL
HARTIEEAEE DL olz, HTLV-1 & EEY
LT3 C RIBMIFTREFIINTEH(F—T =0
UEIEOEHHERBEIC HCC RBIEMHIHR DO
iz DV T, JU L5 & H O A % O Rl A3
NS,

KIRFFFHR+FME ¥ — k% L7z Doccult
HBV (HBsHUERE D> HBcHLik3E 14> HBs
piikpats) L HCV L ERRYE 127 A, @HTLV-1
& HCV Lo ERYE 104 A, ©HCV BjRGLE
1,927 A& RKIRAF B AR EE L VT 98
ABEFL. fFMifass (HCC) AR % LLERRRTL
2o HCV BiMUR Y ORRBYA S % BB U7
AP —FREIE occult HBV SO EREGEE T 0.23
(95% CI=0.03-1.65) , HTLV-1 LD EBKLHE T
1.12(95%CI=0.35-3.60) &, H ERIRI D%
BT ZEMG, occult HBV 3B3X T HTLV-1
X, HCV Ofiikicds HCC ORIEBRELR
ETBHLEB R T,
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2:C HBHFRBEICHTIa—E—%2AN
T OERERFMOIDDIORF—/—F A
L5 5
A THEBH

TIBE, BABLIGAZUT XU ¥ TiTRbh
BB OIFR—MIEOHERIT, 2 —b—FEIHAF
BAD TR BB REEL REBL TWD, 2 —
E—IlE B BA T OERBFZHHATILOL
LT, a—b—DfFIC BT HRIEFERASREREIN
THY, FBREEELA TIHEREGRLLICKE
TORBUEHTEFE T, 2—t—DEMELITT
DRIEDIREEDENZA DB ZFRD TS,

a—b—BERBRRIEDREFF OILIRR TE
nE BDEU EOa—e—DFEREEHRTHIL
iZ&D, BARDHRL T @ EEICR VO THIRERT X
DEACEHE . FBAZ T TE DRI E TN
B AR TIIT—E— BB VAN AEFEED
EITEIHIT D REFE ODEIDEAREITF R DE
HERENE R L TRV = AEICBWTE M
B-C BT R BEZ M RITRIET D,

B. #FFLIE
BHERFRITKRE T 2B L K L TVH2Wn~k
FLEREET 4 — A REL IR T P37 mR
F— N T F AN LD AL T D, BIERTR
BB TR IR SN/ BE 80 4
LT, VANVAERRERBICERES BRE
LIZES T, —EDOFMER I8 B -C BT
RBEERETD, ZOILHAREEZEDHLDT
ET-BEZ 2B T, BRSO L THFSER
Ry I LAV RE L RDa—e—%H 5 ¥ %8
IR L CRERSE, 2 —t— RO D, 2 B
TEIZRIMT B, S AR LA O8EEF R Ta—k—D
BEREZIEL, 20% 2 BITLITE 4 B3,
MABIIAFR, SEABRTEOMEIN A TIF—



PEDEALIB IO 2HER DI AHI LN ASICER BRUOE DR GHIR O R E R 5,
FOFRMEDERZERLL Ta—E—DHRRIEDR KUK BREORHEM2ZTY, CriteriaA, B, C

E1.

K1. MBREOBRESRN

Study participants are those who meet all of the Criteria A, B and C below

f:(ji}i{é;{:;&Patients with lab-confirmed, HCV-RNA positive, chronic active hepatitis C, aged
from 30 to 59 years.

Criteria B:blood-chemistry index of liver function, platelets, and HBs Ag/HIV Ab status; all of
conditions below

1) ALT : 40-120 TUA, 2) ALT/AST >1, 3) y GTP<50IU/, 4) serum total

cholesterol >130 mg/dl, 5) blood platelets >100,000/ 121, 6) serum bilirubin<2.0

mg/dl, 7) serum albumin > 3.5g/dl, 8) HIV Ab negative, and 9) HBs Ag negative.

Criteria C: Exclusion criteria: without any one of conditions below;

1) liver cirrhosis of uncompensated stage suspected by physical examination (for
example, presence of asctites) or abdominal echography (presence of liver
atrophy) (reason for exclusion: the potential coffee effect is unlikely to show)

2) current heavy alcohol-drinker (alcohol consumption > 1 liter of beer everyday or
equivalent level of alcohol consumption= 50g per day)

3) current heavy coffee-drinker (4 or more cups per day) (reason for exclusion:
abstaining from coffee may be difficult)

4) under medication against hepatitis (reason for exclusion: the potential coffee
effect is likely to be masked)

5) potential inability to comply with dirking coffee as an intervention (due to dislike
of coffee, mental illness, low intelligence, lack of family support, etc.)

6) current intravenous drug user (self-claimed or those whom a physician suspect
to be ),

7) excessive obesity (Body mass index > 30) (reason for exclusion: the potential
coffee effect is likely to be masked)

8) presence of gall stone or peptic ulcer (reason for exclusion: the potential of coffee
side effect)

HNREEMHTIFIR

Flow chart for the interventional study on coffee intake and chronic hepatitis C in Vietnam’ a randomized crossover clinical trial

~

(o 0]

10

[HCV carriers who meet all criteria A, B and C (= eligible candidate)
9

atients aged 30-59 with liver dysfunction (ALT: 40-120 IU/D), HCV Ab positive

—if results of biochimical/immunological tests in Criteria B (done in the past 3 month) are known in advance, exclude
those who do not meet conditons in criteria B
«— ask if they are interested in joining the study. If yes, make an appointment for screenig for eligibility.

those who meet any condition under Criteria C

l «— obtain written consent for the screenig test for eligilibty (Form 1-1). Screen by questionnair (Form 1-2) to exclude
l <« abdominal echography to exclude patients with liver chirrosis, if it is feasible.
l « screening for Criteria B: HBs Antigen. ALT. AST. yGTP. serum albumin, bilirubin, platelets, yGTP, cholesterol. HIV Ab,

l «— screening for Criteria A HCV-RNA viral load test (the order of Step 5.6.7 may be interexchanged depending on the
testing costs or availablity of the tests)

l —written informed consent to be obtained (form 2-1) by using explanatry notes for informed consent (Form 2-2)

HCV carriers who meet all criteria A, B and C, with informed consent to join the study
(= study participants)

l < randomize the study participants either for Group A or Group B.
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EETHLEEERRELL, BB N/ AMEH
KEBIUZOBRERREON KBLOARBEDNDS
75, Fiz, Bkt E LA 3 5FRE =4
I, TABLUCREDOHNELFIRE, X2-A,
2-B iZ7RY, & 2-A i&, =>F)—phase #& TE
#hHa—b—%FKAL TH5 Group A %4551
ABLUCBEIEOANELFIETHY, K 2-Bid, =t
J—phase DO%IZSHERBOBEEBHM AR IT &Iz
—t—ZHAL TH59 Group B DFTHD,
AR THVDIaRA ——RBROF (YT T
L& BITTT, 2RO TRIE TS ALT I
DWT, 1)A1 #(Group A DO AH) vs. Bl #f
(Group B 0B 221#) . 2) A1#+B2 #1 (Group B ®
S AER) v.s. A3 #1 (Group A ® wash out D% D
BEM + BLH) . 3)Al #+A3 #l v.s. Bl #i+B2

E2-A. A ABLUVIARORBTEFR (Group A)
For Group A

11 l

HDIBYDOHEZATV, A—E—ILLDFDHREE
YERZ BT 5,

MACAVWBa—E—iE, BARENTHRENT
WBALRE L b —E—5HRSY (BT A BICLT
350mg) &, Bt — Mo EIcEEEL, 1B/ T%
12O =— /LI AN, MREHE R DA
EEEL, Bol-a—b—DRA M B AEIN
LCEBOEHAEZEIETILLLE,

(fHEHE COER)

AR ENI KR LRANR B — R BEE
ZE A TRRBERTZ, a—c—OERUT. TERIYIZ
BT 2 A AREBTERE T DL TS A 500mg &
Db 720 350mg 121k 7z, 238 E1E DR MR
IREDRIERZF =y oL, BLHO W &l ¥ i
T, WE, PIETEHIEEL,

Entry testing: test for Genotype of HCV and retest for liver function markers
(ALT. AST. yGTP, serum albumin, bilirubin, platelets, yGTP, cholesterol).

11 l «— retest for liver function markers (ALT. AST) if ALT level < 85% of the initinal value, retest for ALT and AST

12 [study participants to enter the 8-week intervention period (A1): provide coffee

13 l «—start drinking 5 cups of coffee everyday for the period of 8 weeks. Record daily intake in Form 3.
test for ALT in 2 weeks after the end of intervention period

14 lstudy participants to enter the 2-week washout period A2 (2 weeks)

I «— test for ALT/AST without drinking coffee

15 |study participants to enter the 8-week observation period A3 (8 weeks)

l — test every two weeks without drinking coffee

16

study participants who completed the intervention and observation period (end of the study)

E2-B. * ABLURBDOAELFE (Group B)
For Group B

Entry testing: test for Genotype of HCV and retest for liver function markers

11

(ALT. AST. yGTP, serum albumin, bilirubin, platelets, yGTP, cholesterol).

17 |studx participants to enter the 8-week observation period (BD (8 weeks

l « retest for liver function markers ALT/AST

18

study participants to enter the 8-week intervention period (B2): provide coffee

«repeat testing for ALT every two weeks

«—start drinking 5 cups of coffee everyday for the period of 8 weeks. Record daily intake in Form 3

19 Istudy participants to enter the 2-week washout period (B3)

l «— test for ALT in 2 weeks after the end of intervention period

20 |study participants who completed the intervention and observation period (end of the study)
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A
200”7 | 5% - nassvmmoz—x
7S
2weeks 2weeks  2weeks  2weeks 2weeks 2weeks  2weeks 2weeks 2weeks
Grow A |35/ | B8 [n—c— BB AMIR (A1) | VTR R (A3)
T T i T 1 T T T T T T
2weeks 2weeks 2weeks  2weeks 2weeks 2weeks  2weeks 2weeks 2weeks
ADV)—=2 0 e sy - Y
crow B [55)=77| 218 EIE2HR (B1) -t ERAABE B2 | iaes
T T T T T T T T 1

ALT and ASTER&E RSN

i (H7zA01ZLT350meiE L) Bl (LEBICIIERRET )
NAXNRE R TI—TAFEBIZSUF LICRYSF1TT S,

ALTOZEALIZLL FCEEET 5:1) Al and B1, 2) (Al and B2) and (A3 and B1), 3) A1 &£ A3 . Bl &£ B2
E3. AMBRTOIORF——RBROT AT 5L

2. LRIVENARBRISBETOHRBEEIRL, JxhtL.

past /current  date blood

List# age sex illness  chem tested HCV Ab HCV RNA HIV HBsAg ALT ALT/AST Cholesteron Bilirubin Albumin Platelets (x1k)
inclusion criteria ) ) () () (4o0-120IU/)y >I (>130 mg/di) (<1.6 mg/dl) (>3.6 g/dl) (>100.000 /ml)
(>3.35 mmoVl/1)(<27.36 mmol/l) (>36 g/l)
25 30 1 injured 8-Aug-07 pos pos neg neg 37 1.7 39 . 225 455 228
11 30 1 injured 8-Aug-07 pos pos neg  neg 44 0.6 4.6 10.3 425 186
14 30 1 kidneystone 8-Aug-07 pos pos neg neg 46 1.8 33 123 41.8 113
4 42 1 pallstone 8-Aug-07 pos pos neg neg 48 1.7 3.9 14.0 38.8 187
19 34 2 injured 8-Aug-07 pos pos neg  neg 50 14 39 14.3 40.0 128
27 30 1 stomach  8-Aug-07 pos pos neg neg 58 1.5 35 143 41.6 218
10 42 1 pgallstone 8-Aug-07 pos pos neg  neg 61 0.7 5.1 20.3 379 190
7 50 1 kidneystone 8-Aug-07 pos pos neg  neg 62 1.0 34 7.8 375 88
26 46 1 healthy 8-Aug-07 pos pos neg neg 82 1.6 4.5 199 419 254
28 55 2 kidney 8-Aug-07 pos pos neg  neg 83 14 44 6.5 424 183
31 30 1 injured 8-Aug-07 pos pos neg neg 98 1.9 3.7 294 46.1 180
18 64 1 healthy 8-Aug-07 pos pos neg  neg 99 0.8 29 9.4 428 96
45 30 1 brain 19-Nov-07  pos pos neg  pos 38 1.0 4.4 136 419 189
49 30 1 injured 19-Nov-07  pos pos neg neg 44 0.8 4.7 20.8 419 221
50 41 1 stomach  19-Nov-07  pos pos neg  neg 55 1.1 4.1 7.2 42.8 86
43 30 1 gallstone 19-Nov-07 pos pos neg neg 58 1.4 4.1 13.1 445 225
37 30 1 injured 19-Nov-07 pos pos neg  neg 74 1.7 56 5.8 478 190
41 55 1 healthy 19-Nov-07 pos pos neg neg 77 0.7 6.8 135 369 216
40 68 1 prostate  19-Nov-07  pos pos neg  neg 82 0.7 3.8 20.0 39.5 127

C. EBRIR

BAE ., XIREMHE OBEFEELED TD, TR
19 £F 12 A B mliZ BT DRI RERE DY AR K 2IT
AT, Vb ATORBEEZBSOHEFD
(ERE 2042 3 AR R) THY, ABEB/KE. M A%

FFRBIRAIBIUCHEBIZEIAETREDOMIZAD
BRICERE ROND LT IHEBOEFHRRE
WD, 20T, C BBHAFROIFEIRR I T K
LT b AEIREBWT, FBE 50 AxRt
bl ALT [EZEEELIuRt— =T A
XD A (1B A7 A BIZLT 350mg DA

B44 5, LRz ha—b— %A ) B R E LT, BIE.
NIABERKE LT OBERRIC BT, AR ER
D. &% FEEBEL TS,
S OERBASFRBAREICBIS ALT _
EEROMEY R oL, BLUa—t—0ERE: B FARE
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=

A SR ET R B S (TR % SRR AR R L)
SHETFI

SHEEMOITFR T AN ZARLEEIZBIT D U A VARG ER B D

FAZERNZEY D RENRE

SRS HATRERR EERFEFHTESEFEETHEEST B

MREE

REER (RELIUEE) | 6 XEZR EDRHEBER - YAV DEETF
2 36 L OYRYYE (HTLV-1-HBV * Helicobacter pylori) D3 FEAE RN FREIZR
IETEEIZOWT, SEFIX BB EOFIETRET LI, ITHIRRRAEEE 209 4.
TRBEx BBRE (— RS2 H) 275 4. BHEATR AR (BMETR AT EE)

| 381 ZHDO=EBAHEBRNL, ZORKER, BYFREBREIZBWT, IVEED

WUESFTREY A2 % L ASEAENHALNERD BHEFREEE BV THA
EERERTAENEELE X ON, BIEE T BIEE L OBES RS
LU TE7- CYP1AL, CYP1A2, CYP2A6, CYP2EL, GSTMI, NAT2 DEEFLH
DA, CYPIA2-2964G/A ZFINBAEMIEE HDUNIRIEL A 1TV THTFEY
27 EBRELTEY, T OSRNBEREH DI ZRIZEDIRIE REE
T HEMNHLIN o7, CYPIA2 IZX > TREIEN AL EW AR ICE
ERREERIZLTCOBAREEYRSH D, RIREMET A/ THD IL-1p BL
U TNF-aDEEF %5 IL-1B-31C/T, TNF-4-1031C/T 3LV TNF-4-308G/A IZ
SVWTHREZIT R, HEES BLOBEMES ICBVWT IL-1B-31C/T %
RIS AZICEIEL TERY, ZOBEB TR OEWITE > THIE S L U
PR UAZ I RIE T RN R D AIREMENRIB S 172, $T HTLV-1 Hiff, $1 HBc
LA B L OWT Helicobacter pylori FLEDW, T HTLV-1 HUED L3 FEEY A2 L
AL CWAATREME VRIS I, KD KB PRI L DA E EN D,

L RGBT B FCIC LD AT B AR S L I O B OBk
F GERIZ DWW TIEE RIS R . Hara M, et
al. Case-control study on cigarette smoking and the
risk of hepatocellular carcinoma among Japanese.
Cancer Sci 2008; 99: 93-97)

A HFEER)

HOBENZR T AT (LU, iT#) © 9 HIL,
kiz C BIFRUANAEGH DV NE B RUFR YAV
RBERDBEE LTS, Ll FREITS R
BTHY, hOBRBERRLELCHIRRIZL-THE
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BEZIHEPREINTEY, BEIIZOERHD
—DTHD,

i, EBE AT Ze R (IARC) 1P 2 A Y
RSB, L L, ROBBERERE + 7R
RENTORN, ETE—IT, ZLDEEFE (FFiZ
iE Bk BB 2E) ICR W CHE L FBY A7 ORI O &
RGBSR A TRV AN DD, 12, <O
2 (FFIza—FR—MFZE) I8V Tieb B2 fE R
FCTHIFRT AN ARG D E EEI TR D
BB, BT, RV AN ARG D I &> THLE



BEDFBY R SR 5P RetE (R EAER) »3 14
IZRAIN TORWERHD, ZO7H | FFfE T8
DOBRDPLEIVOERM (BHE, TFRY AN AL
MR BEBRELRE) ICAEL R T &)
BIRE 2L, '

A SE Bt AR Tid, @ E ORBxe B (— %

Sk BE) DIz, S IEOR W IBHEITFR R
HOLXTRBEIZEREL T, BEE B OE#EIZEE T2
BRETEITHEIT, LR = SOMBEICE T3/
BT T,

B. BF3E )51k

RRE TR T, AR R THEED 40~79 DL
BREEEICREL 2, FFERIL. 2001 41 A~
2004 £ 3 BIZHEE ZWia T T 913 O B
& 209 & THY, AEBER KB WHR A
BALRBEF A AR O ABE SR BENLREL
7o (B 13 92%)

SFRRBEIL, 1R Bt BB (— S R 2 H) 256
4 2)BMERTR B (P O& fFD 2 ) 381 4
D RIS, ke BEEIL, 2001 4£ 5 A ~2003
F 4 BIEBERREREN KEZBUILE (B
B) THY .| FPERF RS U 5547 03 8 B
IZCTEDMRE-IHRITREL (B 18 713%), 20
FER 275 B DOBMEB LGN, S RZBHER TR
SERSER BICRAL QW2 194 (B 74 . i
BRI 2 4 1B MEPAZEMEIR B 5 4 . IBMETREAR - M
AR 24, BiE 3 4) 27 256 LMD
KtRELIZ,

AT BRI, 2001 4F 9 H ~2004 4E 3 A AT
HEHLFEILZRBEZ B U BT RER 298 &
FFEZBE 83 A DAEF 381 4 THY, FFEEAHL
TWARERBIORERAATEL (A48 CRE
P T B S oMt - REHERE) OFITBRSNL
7o (B 13 96%) .
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FER (GHEM P EEXRAEZEL MBI
- SR & DATEEBICET 2R ELTV., £
£ LT HBs H1E (CLIA ¥£) &5 5T HCV B1
& (EIA #5) ZRIE LT,

7 — ZfEHTIE unconditional logistic regression
model Z M WT, ., £F#n (40-49, 50-59, 60-69,
70-79) . KR (1 A7 B AERE 3 L0 E-10
FLLEOKIERESY, 72L) . HBs HUR. H1 HCV #1
FEEMEL T, SRR TREBEOA Y X
H. (OR) & 95%{EH X (CD ZHEE L 72,

(fEE COEE)

FFRRTENT, B ER K F 3 L O SR bt
FFAEREDMBEFEZBRORRBELTII ., iz, #A
EEPHAXELTHOTHESINCET 58 &E

BT OBAZITV, R ENLHOLNLUDEMIZ
LM RBMORIBEE B LT, AL EML,

C. WFZoRER

HERID AL, FFERE (HCC) IX5 141 & - & 68
% FRBET BB 1674 - & 894, 1B MENTHR B
(CLD) I35 205 44+ & 176 &4 Th Tz, HRAEEIT
FFHERE 69 5%, JRBext FEE 61 m%. 1BMEATIE AR 61
% Céh o7z, HBs TURBBMEE OB IIAFERE 9%,
JRBEXT BREE 2%, BT BEE 9%, L HCV B
HFEOBISIIITFREE 86%. TR REE 8%, 1BIHEAT
RIERF 86% Tholz, ZHRERHLHEDEIRIL. B
PETIIATHERE 33%. JRBEXTBRRE 13%. BHEATEA
B 17%. 2t TIIFREE 4%, FRBext FREE 1%, 8
FTRERE 2% Thol-, BIEMEE OFI&I1X, B
TIIATERE 47%. bt BRAE 34%, BYERFEREEH
37%. ZHETIIATHERE 4%, IRBEct BREE 3%, 1@1EAT
RBRE 6% ThoTz,

Fig. 1 \ZMEEERIC RIATEOREA Y XA
RUTe, APEEREL IR Bext FRBE O LB Tl BRI
HICVAZ FREMERD DM ERNICHE BB



TR 2Tz, — 77, BETRBHFLOKR T
BEREEICRHTFNICEERIRZ EEBRLN
72 (OR = 2.5, 95%CI 1.4-4.6) , Fig. 2 {ZAFERYE R
(pack-years) IR DAFE DM IEA Yy Xt &R LI, &£
LHDOM BB LO KB TOERICBEFRSIZ-EVE
(P trend = 0.43) . & (1-19 pack-years) HDV I
48 (20-39 pack-years) DA T IV —Thb TR
A7 BEEADBBES N,

EROBRICHREREE B A7 LABRLR
DNBEERREE VRS AR RO T, EATE
BEELOBEN I >EILRNWEND, JVEED
BRIENY AT RIS L TO SRR RS
v ZOAFEEE ERMICRETT 27212, BEH
WEiRZE 40 £/, BE 20 F£MH, @E 10 £/, @
x5S ERERSLT. EREFhoOBEICBITS
pack-years BIDFFRIARZZHEE LT, ZDOFER. AT
R LABERT RBEL O L TIEE OHIR Th At ET
BB TRV, PR LB TR ERLOL
# (Fig. 3) CiRE 10 FHHLVITHEE 5 FHD
pack-years DERILEBRBAEELR-T, ZOBKX
I BRI R T ORI 5B THY | Kz E=
5 4EROBYE B2 OV TRV BB S L,
BE 5 EMICE{RbRoTcE R RELLISE
1-4 pack-years DF DA v X 1% 1.9 (95%CI
1.1-3.6) THY. 5 pack-years LA EDFEDA Y XL
2.8(95%Cl 1.5-5.2) LHEE ST,

D. B&

AT, PR LB AT R B R L O BRI
BWTC, JVRITOBRBENIFEIAY LR LBEELT
WBEWVHTERMBELIT, IPER LR REEL D
KT EROBENIF oY Ligh ol AIZONT

1. bR BREIC BV TR T ANV ARG D
etz HBs HLEEHT HCV FLiEOHEEF

R ENIEEME AR R EICLIEFL—RER->T

39

WHEHERIE D,

BIEETITIT O BE L TR I B 25 0
ROEL TR GEFRISHAB Clado7h’ | ABF%E
KBWTHOAEREELOMICERGBEFBEER
SNiedotz, LML BHIFRBHLOL
BT, JOBEOBYEIZE TR A LR @ L T
BY., ERICBERSHRICRAEMBH o7, Z0
=3, B OWREBIEOE LSRR LA O B

WCKREREBEE X ZORRAEREESHRY
VAR OBEEE L O BRIGERAEA TLE) AIEE
HETFET D,

Hirayama 3L U Tsukuma Hid, KEHEA BT
FEDORERITHE ST, BIER IR E RO KL
BE4ATEEEA R L TOAR, xr OFRIZZO
FREMEA XL TV D, ZERBETREDOBLANDIT,
B I = m—a VO R0y et —Tardh
BDNEITa S Ly asilBEL T Db D LIS
Do A

BE LR IC BT 2 FM RO LI N TR
FFRD AN ARG AIE B TUVRUWNDS, ARAFFEIS
FFREREL B MR BEEOLEBICB W T, IFR VAV
AP A EL T L CTRIE QWA TEY RS L5
LB LTV BEEZHALMIL, REERRELD M
BT, FFRVANVAREEMIETHEMEL DR

BASBAS TR AR STz B>V T Bk 0@y ¢
BV, ZORIBEE R T BDIIILY ZE OB
BEEOFAENLEID, Ll fTEEE ORI
Sy MBHEFTIR BEBENLREAEL TDEWVIEE K
BRICE ST, 2R EROFHEE REEZRA
BETBI0%., FFRTANAX LI T HHOLEMITR
BEELHNBEMEARRLFRT P DFRE
DEBENLEBRIHONDILDEEZD,

AAFFRIZB T, HBs HUREHT HCV HUAD
FBNEETHOTEERE 178 DHTHY, BELAT
RUANABEROZBAERICE T E (2203



PR AN ABIGLD72NEFIZB O THBREIZL DY R
7 LR WRHDBMNEIN) T X2 0T, LinL, EIZ
HCV BYZ B3k D@ TR BB TV CHE
MEFREVAY B REEDFEREHALIITRY | BT
REBEIZBOTUITELRY BCEEIHLFH
FFE T BH I D72 3 D RTREME DS R I T2,

BHERFE B BE BT, ZVEGEO R AT
VA% ERSEDEDALNLRY, FEBRKEHD
WIE— R DA 2 ITITALSRB I N TH2RDA, 8
FFRBBEFICBWTHREEL R IENEEL
Bbohd,

L. SEfxt FREFFEIZ LA HE L S B R
(CYP1A1,CYP1A2, CYP2A6, CYP2El, GSTMI,
NAT2) DB F LR DO BEE DK
A. HIZEEH

RI4EHEIZ Cytochrome P450 1A2 (CYP1A2) BX
' N-acetyltransferase 2 (NAT2) (2B 9 555258k
IZHE L7z, CYPIA2 BX Y NAT2 i34 /30§82
EENDFEFERTIVRA~T A7y I Tl
DREBHEORBMEMLLMBRICHEDIERETH
Do

—F, FRFETIVRANT A2V TIVIE,
SZRADEICEENDIRBEHELL TUIEN DL,
HERNOSAARIDERIZIVELEENDEBIERK
(LR F R R EDBEICB W THEB SN TE .,
FEFERAKRORBTEMAL (B 1 ) I2Bba K
RHI2EERIZICYPIAL THY, 5 (F 1) 2P
5 KB BEFE 1L Glutathione S-transferase p 1
(GSTM1) THY, ZNHDEER DEBAR T SR HLE
(B L7 AT R ICBI 5 L TV B AT R BB, &
7o BRI BEHELL T=raY T
PEENTEY, ZONRBEMHEIZBEDDEERLL T
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CYP2A6 BLU'CYP2EL BHILNTEY, ZHHDE
TR ITEE O BEEL BR A RN b,

A EIOBFE T, AiFEEORKRFREX T, #iz
IZ CYP1A1, CYP2A6, CYP2E!l 33X GSTMI % fi#
P RICIN R, BFBEFSRAIFEY 22 ICBEEL
TWANEIPERENICRF T 5L, =
F LRI LB A2 RIETHREERIZOW
TREEINZ T,

B. BF3ES51E

SRE L., R OFTFERE 209 4 | JRBEx BREE (—
o R DAE | WERIERBICRALTWE 19
2 DERSRL) 275 B BIUEMATE B (RO
BUFDRNE)381 £ ThHD,

N7 4—a—khb DNA iU T, CYPIA]
Mspl 2% (3'-flanking region) . CYPIA2 Ddel %%
(5'-flanking region, G-2964A) . CYP246 Accll 3£
W Eco8I1 % %! (functional allele [CYP2A46*IA,
CYP246*1B] & whole-deletion allele [CYP246*4C)
DA HEEHB]) . CYP2E1 Rsal % %! (5'-flanking
region, C-1019T ) . NAT2 Asp718, Tagl B L O}
BamHl % %! ( functional [NAT2*4] &
non-functional allele [NAT2*5, NAT2*6, NAT2*7|®D
FEZHA) T
reaction-restriction fragment length polymorphism

(PCR-RFLP ) {6 TR E L =, GSTMI % A

. BInR

allele

VW T id |, polymerase chain

(homozygous deletion [null genotype] & non-null
genotype) [ZPCRIETHRE LTz, B, BEFE
BOYERROBEMEZRFT OO, 75 A
WIBIR L7z 10%DRIFIZ OV THER—HIET
BEFRREZIT> T, BRB BT LENE I 0
EHHR LI, £, RR28EFRLHESN
A DRRAIZ-DV T direct sequencing 1T T,
FERB—HTHNE I DERHER L,

T — & fRHT1E unconditional logistic regression



