FHEREBAMFEEOEELREZHEETFORESL
biomarker EL CEEFEB A~ DA

REBXZXPEEEERFPREMENEGENZER X5 #H

[F=-Br]

IR 5& 1% BB i1 1% FF 3 ZE (primary biliary cirrhosis: PBC)IXRIRICEIT I HIRIED B S REMEM
EET, PELUROEXMEIZZEWVEE THS, PBC DHFFIFEALEEER THIH, BIZE
FEZEICHETL, SOHICEFILLTHARRICE->-THRBEDERL LGS, CDESIZ PBC TH
STHHREDETICEAAEZEZREDHS,

MERAET—HEEREROD—HEMN63%EES, F-PBCEBEDABICKREENEZE
BOECEMLBREEFOHVEESENATEINTIVS, &Ko T, PBC DRELETICEET
HBEEEFERTEL, Sz biomarker ELTEIEFEMARATSEMT, BAEBROBE#IC
59 3 ABC 5> RAAR—S—(MDR3/BSEP/MRP2)X> B i+ B D& B OHE Mt IZFEE T 2B L F
DERBREZFABLTLEIEAYET2—(FXR/RXRP)IZEBL, ChoMBIEFZEEPBCHDEE
EM CHERBITET o=,

[EERFGE]

PBC B3 148 4 (stage I: 104 §l, stage II: 34 {5l stage llI: 10 fll) ZFREEDHEITLEEEH D,
early stage B¥ (stage )& late stage B (stage l1+111)[Z, &AL & non-jaundice B (stage 1+11)& jaundice
B (stage INIZRFELT=, 5 DDIEHEETFEETFRICFET S single nucleotide
polymorphisms (SNPs)M 5% 48 B M tag SNPs Z3EHH L, PCR-restriction fragment length
polymorphism % & PCR-direct DNA sequencing ;A T BB LT=, SIS, BEEEFRHT= SNPs
Z#l A& HE T haplotypes HL U diplotypes ZHEELT-, FZ2ROHBEFEZEHBTHE
EREMDNAZREZELEQADRTa4vIEIGEBS T iE)E1ToT=,

[ &1

(1) MDR3IZDWVT, 3DM SNPs TEEZZR®H, Thoh b haplotype/diplotype ZHEEL 1=,
Hap 1 %> Hap1/Hap 1 DB EDRKREITEITE T, Hap 2 *° Hap2/Hap 2 ZHF DB B (T
EfE D jaundice stage [CEFTLOTHhoT= 1,

(2) BSEPI[ZDULVT, 3 D0 SNPs THEEZRH, Chioh 5 haplotype/diplotype B ELT=,
Hap 1 2 DB EDKREIXETE T, Hap 4 ZH DB B (XEFE D jaundice stage [ZEITL
PIhot- 2,

(3) MRP2 [ZDW\T, §RTM SNPs TEEEZRHEM 1=,

(4) FXRIZDUVT, 2 D0 SNPs THEEZR &, CThioh 5 haplotype/diplotype ZHEFELT=,
Hap 2/Hap 2 2 DB B DHFREITHETHE T, Hap3/Hap 4 DB B IXEE D jaundice
stage [CEITLOT o1 3,

(5) RXRBIZDUVT, 1 DM SNP THEEZROT-M, T XTD tag SNPs 55
haplotype/diplotype Z#&Z L 1=, Hap 3 AL & Hap 1/Hap 3 DB & (X EfE D jaundice
stage [CEITLOT o1 4,

(6) HEZEDFRMHT=diplotypes (Hap 2/Hap 2 in MDR3 & Hap 3/Hap 4 in FXR & & U Hap 1/Hap 3 in
RXRP)AS jaundice stage ~ DHEFTIZxF LTI IL LT=fE R E F risk biomarker TH DN EHREE
TRILDICToI-BEERTO/BRNLTOER 4-1 THS %



Table 4-1. Multivariate analysis of factors associated with the progression to

jaundice stage in PBC patients

Factor comparison*

Factor
OR (95% CI) P value
Possessing Hap 2/Hap 2 in MDR3 19.72 (2.21-176.39) 0.008
Possessing Hap 3/Hap 4 in FXR 1.23 (0.004-359.38) 0.943
Possessing Hap 1/Hap 3 in RXRf3 21.87 (3.37-142.03) 0.001

*Factor were statistical analyzed by multivariate logistic regression analysis.

OR: odds ratio; CI: confidence interval

Table 4-2. Multivariate analysis of the combination effect of MDR3 and RXRfdiplotypes

for the susceptibility to the progression to jaundice stage in PBC patients

RXRpB
MDR3
Hap 1/Hap 3 Others
Hap 2/Hap 2 34.25(2.80-418.96) 8.375 (1.33-52.80)
Others 7.00 (1.73-28.30) 0.04 (0.01-0.18)

Odds ratio and 95% confidence interval of each diplotype combination against

MDR3 and RXRf3 are shown.

(7) fEBRE-F &L T Hap2/Hap 2 in MDR3 & Hap 1/Hap 3 in RXRBASIRII LT PBC DAETICE S
LTWBRIERDHLIST=DT, 2D 2 D0 diplotype 2R Z & (D PBC EH, Eboh—
FEHEOBSE, TLTHALEHELLULAEAEFITH LT odds ratio (OR)& 95% confidence
interval (CNZ _HHAD R TA4vIEIEA M TROEFEREZMOR—2OTEDOE 4-2 (2
RLTWLDS 49,

[& ]

MDR3 & RXRBIZFEFEIL BRI BIEF THATMREENS TR EINT-. SRINLDELEFOR
EEBTNEDIE, EFELCTIREEREZNBBEZMATIFHMNEGINELALGL, &
bIZ, R FRFEFTHHATENE, ThESFENELEST/LEIEICK > TARERDAR
EDORRICEND, FRHELIEBEZDLL jaundice stage M PBC BH(ZEHT, AEEICK
UEFTHRILFESTY, HAIWIDLTHHETEELBIILENTENERTE LLEEEAS,

Ff, ChoDBIEF L E % biomarkers ELTEIEFEMADICANFETES, RkE
HHEZRDIEBRTHIETIC, RECREATRELOPTVWAZRE TELIRIERMZ



1O, PBC RIERICEEFEWTHILT, EELELTFERRICBRYDTVES, 2FYRY
ROBOBEZRENPAIVYBRE -RETEINELNALEL, %% biomarker LR DEIEF
BREZEEL, ThoZilAEbEDHILITKY, J:U*%EUJEL‘ ﬁ:?g‘“ REREIIL, &
{DBHEZRAV= cohort IEAEEHTVEEL, ELTTF—5—A—FEBRODERICRIFT-
L\O

[Eﬁi’ét&ot?—fﬁ’ﬁi]
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