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Fig. 5. Influence of LXRa knock-down on GW3965- and/or rifampicin-induced changes in CYP344 mRNA levels
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HepaRG cells were transfected with control or LXR « -targeting siRNA (#1 and #2) and were treated with vehicle (0.2% DMSO),

GW3965 (2 pM) and/or rifampicin (10 pM) for 48 h. mRNA levels were determined and are expressed as relative levels to those in

control siRNA-transfected and vehicle-treated cells. Data are the mean + SD (n = 4) of one representative experiment from 2

independent experiments.
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Fig. 6. Influences of LXRa activation on the PXR-dependent CYP3A44 transactivation in HuH-7 and LS174T
cells.

HuH-7 cells and LS174T cells (3 x 10* cells/well in 48-well plate) were transfected with p3A4 (0.5 pg), phRL-TK (0.025 pg) and
expression plasmids (LXRa; pTarget-hL XRa (0.05 pg) and empty pTarget (0.05 pg), PXR; pTarget-hPXR (0.05 pg) and empty
pTarget (0.05 pg), PXR + LXRa; pTarget-hPXR (0.05 pg) and pTarget-hL XRa (0.05 pg) ). Twenty hours after transfection, the cells
were treated with vehicle (0.2% DMSO), T0901317 (1 pM), GW3965 (2 uM) or rifampicin (10 pM) for 48 h, and reporter activities
were measured. Firefly luciferase activities were normalized with Renilla luciferase activities.
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Fig. 7. Influences of RXRa or coactivators on the inhibitory effects of LXRa in reporter assays

HepG2 cells were seeded and transfected with plasmid DNA as in result 1 except that the increasing amount of RXRa, expression
plasmid or mixture of coactivator (SRC-1, GRIP-1 and PGC-10) expression plasmids (CoA mix) were co-transfected. Twenty hours
after transfection, the cells were treated with T0901317 (1 uM) for 48 h, and reporter activities were measured. Firefly luciferase
activities were normalized with Renilla luciferase activities. Data are expressed as relative activities to those in mock-transfected and
T0901317-treated cells. Student’s t-test was performed between two groups indicated; *, P < 0.05; **, P <0.01; ***, P <0.001.
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Fig. 8. Influence of T0901317 treatment on CYP3A4 reporter activities and CYP344 mRNA levels in HepaRG
cells.

A. HepG2 cells (3 x 10* cells/well in 48-well plate) were transfected with pCYP3A4-362-7.7k (0.5 pg), phRL-TK (0.025 pg) and
pTarget-hPXR (0.1 pg). Twenty hours after transfection, the cells were treated with rifampicin (0.1-10 pM) or T0901317 (0.0001-10
uM) for 48 h, and reporter activities were measured. Firefly luciferase activities were normalized with Renilla luciferase activities.
Data are expressed as relative activities to those in vehicle-treated cells. Data are the mean + SD (n = 4) of one representative
experiment from 3 independent experiments. B. Differentiated HepaRG cells (HPRGC10, #1224919), cultured as described in
Materials and Method, were treated with vehicle (0.1% DMSO), rifampicin (1 or 10 pM) or T0901317 (1 pM) for 48 h. CYP344 and
ACTB mRNA levels were determined as described in Materials and Method. The results are expressed as relative mRNA levels to
those in the vehicle-treated cells. Data are the mean + SD (n = 4). Experiments with HepaRG cells were carried out twice and
representative data from one experiment are shown. #, P < 0.05; #, P <0.01, significantly different from the corresponding T0901317
(1pM)-treated cells based on one-way ANOVA followed by Dunnett’s post hoc test; NS, not significant.
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Fig. 9. Influence of the treatment with cholesterol and 25-hydroxycholesterol (25-HC) on mRNA levels of
CYP3A44 and SREBP-2 target genes.

HepaRG@ cells were treated with either vehicle (0.2% ethanol) or cholesterol (10 pg/mL) and 25-hydroxycholesterol (1 pg/mL). Total
RNA od the cells were isolated and the mRNA levels were determined by quantitative reverse transcription- PCR. Asterisks represent
significant differences: *P < 0.03, **P < 0.01).
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Fig. 10. Influences of SREBP-2 activation on the CYP3A44 transcription.

HepG2 cells were transfected with each reporter plasmid (0.2 pug), phRL-SV40 (0.001 pg) and either empty or SREBP-2 expression
plasmid (0.01 pg). Eight hours after transfection, the cells were cultured in 10% FCS-containing medium for 40 h, and then harvested.
Reporter activities in the cells were determined as described above.
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Fig. 11. Identification of the SREBP-2-responsive region in the CYP344 promoter.
Reporter assays were performed as in Fig. 10 using the reporter constructs shown on the left.
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XEZETO LY EORERERODIZE, Bk
HERNERROFIESCZEMEICRIETHE
RN OTERICEM TS Z LREET, &5
RABBEFOERBMBETHY ., T 5\ o BEHM
5 b EEEIERIRBRICE ARSI L, & 72 BER
TORERARERT X EFNEL TN Z R
BELEZ bR, TLTEROL D RV MEL
ZEDDZ LD, BREAROMRNEEDR T
BT A& LBz, BV OTHIR TEREESNT-E
BRILFEEBR DA IR T AR HERET S
Ty onBEbDEEZLND,

7ok, Rk 24 F 9 A ICEEIFIERICET S
EXWEZF (BBFH) BARSHTBY, &
METOREP—EER S T3,
(http://www.pmda.go.jp/kijunsakusei/file/guid
eline/mew drug/GCT jirei.pdf)
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Rk 23-25 R EAZBREIARMNE (MBRSERMEREHENAER)
MESHERRRES

EYERRIZR T D RIEZ0AE CHERICET %

WosEE i FY ELEERLRLREENER EXRZERFER HME
BrEEHE EF BT EVERRRGEENET ERZERFER ER
MRBIE BE Jt— ENEERLEMMIENER EEZENER =E
MREwAE Ml KERF ELERLBLEENER ERXRZERFEN FEIRE

MRES :

BERZEERE U CEERBERLLEF T 2EWEREREED 22 BETF 39 28 - T a & A 7o
T, BT UVTHRIEEBAARANEOZBEEZLZ AT L, I —r v 2B HuRE L i LT,
CYPZA6'41%, 2L LOBEEZNBFETROONEZI END, BETREEEIONE, EHIT,
HLA-A*31:01, HLA-B'58:01, HLA-B75, HLA-DQAI*02:01 23\ T, BRE LI EMEEN FOEEZENR F
BEIIEFETERO O, WIS 10 ETHoT, Fimd LT, BYRBEEE - T AR
—H— c P RESFOBGFLZE - "Tu 4 I LTI, BFBICBIAEREEIZI—u Yy
NEER, NSV ERRB IR, —F, BEOEYHEIBREREICEET 2T 2 HASFONT 1
Z AT TR, RIEZOHFEDN, FIZAFHTRBINTE,

T2 b A DR URIET F 7 VERICEE T 5 CYP2C19 IR\ T, {EHEHRBZENIT &
7 MEREIRTSEZERRBEh, BWERARBICRBIT D ABEDO—RE 2o TWAAMREMENE 2
b,

A BRIERK Dz, b MFREREE BV 0 vitro T

T w75 7 DEHEDIZD, AREEDE ZEBEL, EHIT7z= M UEBEFUALE
E FIFRFEE 3 - AT - BERL R OHEE Bl LT, o0 B~DEERAEIZBITS
PEEE SNTEY, SLITERE, BRAL BETSHOBBERF L,

EBEMICEE L TWE L ENDET U7 EER
BROFEFHBEML TS, LirL, TOHEE

BWTHELRVEBAREEN, KT VT OHF B. BFEE

T, EYERL I OENE Btk - Zath) (1) FERYEREERETOMBEZEICE
ICBWTHEET A 0ENE, +oii STy P B~AF—T VASEE (MAF) O RRZEMENT
720, T & LTXBAEICE D FTRRoMER ks b
ICH BB WA FI A4 vic&hid, BEZEZARE T TEEBETFEE, BRI X 2BHWERORE &

HEREAREERICGEIND D, RHEREE BET AT XA FICE LT, BARANEMD
HE&LTEERRFIZ, 7/ A EOBEEBHRS W7 PTEBCBITB~A T —7 VIVEE

A« REREOBEFZER DD, ABZIL. (MAF) DB Z{To T2,

FLLTERTYY (BH8®) BT AEEEY

EhfE - MAZEERGTF O, BEESLE LD AR

THEHTEFT ALV DOEWEEZE L, 1. CYP2A6'4

FDOwAT—T VAEE MAF) ZHELT, B
BEOFELFAOLNITIZEEENE L,

T R RETEESR I X D RISHEREY O AR . CYP2C19°2, *3, *17
WX, BBfERA PLVRDER « ZFUoNTE~OFEE . CYP2DE*4, *5, *10

2. CYP2B64, *5, *6

3

4

5

WES BRI E HIREE, £-5Hn 6. CYP345°3
7

8

9

1

. CYP2CT2, *3

BEORIEIZ L7 VAX—HEIERDORBICD . UGTIAI6, *28
TR BAEREENER I TWS, LrL, IO . NATZ5, *6, *7
£ 5 RBLRENOREZEMBT LRSI 20,
Z ZCEMERRRIC LN HEYERREN LR E
BEOERMERE (FIBERTLEBEORER)

. GSTM1/GSTTI null genotypes (JHMEIHE)
0. FMO3 472G>A (E158K), 923A>G (E308G)
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E LT AR F—

1. ABCG2 421C>A (Q141K)

2. SLCOIBI 521T>C (V174A)

3. ABCBI 1236C>T (G412G), 2677G>T (A893S),
2677G>A (A893T), 3435C>T (I11451)

4. ABCBII 1331T>C (V4444)

5. SLC22A2 808G>T (A270S)

B LN
1. FCGR24 H131R (R:AEZRFuME)
2. FCGR34 F158V (F:AKBIFIM)

EERERABERG TN T nE AT
HLA-A"31:01

HLA-B*58:01

HLA-B75

HLA-B'35:05

HLA-F'57:01

HLA-DQBI*06:02

HLA-DQAI*02:01

.\‘.@.U‘r'*.WE\"—‘

FERTA27T—&1X, BEAEZEL Ui,
BEANT —ZBERICRONT WD CYPIB6 %
WL T, Wtz bu— (BHROKEBE
PETEN) ., 725N HIV BeE R HmiE s
(HBRBEFLE L OEENENE IhD KA
£H) OoF—F2bEETHZLEE LK,
F—RETEERDDHAITITAE L T MAF
EFREHLUES, A—ERNTH, BEIALMNZ
Bx256 (B FEICBT D U A JVESH
B AN TR ICEE BT o2, BRAILE
WC, MAF 28 0.1 utmﬁ%ﬁ%%ﬂ‘” TOWTIE
0.1 U EDZEE, 0.1 RMOHEIX0.05 Ll ED
ZITHER L, itl:l:*ﬁfdﬁﬁk LT, BAIZES
THI—my BT AHE R -F - db)
=L PR TR LT,

R, HIkOSEIZ. EECBIT S HEE
(http://unstats. un. org/unsd/ methods/ m49/m
49regin. htm) IZHE-> 77,

(2) in vitroFMRZAWEL, 7=z=hA v
HEREAMECET 5 BETFERPEORT
KR LT HET AT, BEOFEENE
ERL LTHESNRTWA 7=l e LT,
UC TEERLIEBMEWIIERTA Y =1
= (FR) »oEALRL, £V b7 v kP50 4
FREOZ NI EERBR LTI v Y —AEy
v MFRBEOI 7 oY —AES (CYP209 B LT
CYP2C19 DEETFEINHR) | b by IFHEAE (8
ANHE3) . 8 X T NADPH regenerating system /&,
HA BD Gentest & (RR) X VWREA LT,
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7 V—LAESERWET viEA R TR
0.2 M 7 == k4> (111 KBq) . NADPH
regenerating system #&%e 0.1 M U L ERIEE
& (pH 7.4) Z37TCTEHMBHE, I/ny—
LESEMZ, BEE, 37°CT60 45 A v Fa
AN— |k L7z, k. 100, 000 x g T 60 43 (4°C)
Bl L, ZOWENLZ 2RI ERHH Lz,

FFHRERWET v AL RTIE, TF4="
ANFEXR T IV (TNVEFF A aiBEERIEEH)
% 7p KHB (Krebs-Henseleit buffer) T €0, A >
FaX—FIZT, 37C, 1| FEMEAEEE, 0.1 mM
Zxz= b1 (924 KBq) %Ete KHB T 37C. 2
RIS &8, 100 x g T5 40 (4°C) B L
7oL (RERRE 43) 23D & v 7 B2 Uiz,

SDS-PAGE # D/ /v % PVDF EICEZE% ., Mkt
PERNMAEBRHA L — b (BAS-MS2040 % 721t
BAS-TR2040, GE Healthcare #t., HI) ~DE
Y& 4TV, BAS2500 IZ THAEY 51757,

(HEE TOERE)

AIFRD D B, HICHEIC LB MAF FENT IS
LTh, 4 LW, £/, in vitroBERIC
BLTiE, MO MNFEO I 7 v Y —LEHS
SREEFHIESEEZRVER, A 74—
Rarey b2 LTRSS ZIEY 238
THDI L EBRBRAZEEZES TRESNRT
WHHLDTHY ., MBEEEZBS O RAR
iT%T%oio

C. WrERE

(1) FEEYBEREREERETOMESRICEB
T B MAF O Rz
<EWHRHuERE >
1. cyrr246 (K1)

CYP2A6 1%, iR AFIT H 77—/, TusX—
PHREEKY 7 Fu Yy — L E0REHCE L 5EEE
ThHY, ZOXEDI L, &XRERO Y A NT
FA T, IRABITH 7 —VOEYMHEET &
DOEREENRER STV,

BARAIZIB D CYP246°'4 D MAF 28 0. 200 Th
STDIZR L, BEATIE 0.110, FEA (&
EiE) Tix0.086 THY., BAALFTEADH

T, RELICEEEMU EDZE (0.114) PRBH 5
Nz, —7F. BIND 2 #uis (76 - F) D*45EE
1% MAF=0. 036~0. 038 T&H ¥ | BN HlskN iz B 1T
5%§{§ut@ﬁ§%5iwm@ BILZaho 7

P> T, CYP2A6°4 1%, R7 U7 HEN (AR
EHEM) KRBWT, BRE LEEEED Eho
2REUE (2.32 %) OERH Y, BERINHERN D
HEZLERLT, REERREVWEELDN



72»
0

2. CYP2B6

CYP2B6 [E., A RIGEET 77 LU0,
IBAFI 7 vadRRT7 7 I FEORBHZEET
5, BEELELEDLTSESE L LT, 4
[785A>G (Lys262Arg) ., &M LA, *6 [1459C>T
(Arg487Cys) . LR F /XK TI]. %6 [5166>T
(G1nl72His) BTN 785A>G (Lys262Arg) . FEMEIE
T12 5 TNT*18 [983T>C (11e328Thr) . JEMAX
FTIREONTEY | FRIT*613 HIV IERIE D L
BE L L OBEIZOVWTDEL DBRERD B,

BERAZBITD*Y "TuaX 7D MAF IX
0.082 CTh Y, #E A (MAF=0.058), FE A (&
E&, 0.072), BB A (BERHE, 0.124) L0/
2, EREU EOHEEZEIIRD 2o T,
Fre T aF L TITRBNTEH, BAAD MAF
2% 0.180 THDHDIZxF L, BEAT 0.137, H
EAT0.201, BBATO0.158 &, WFhbE
YERELNTHoT, 2B, s "TudAf7DR
ANEEIX, 0.011 THY, HOETVTHERE
BIZBWTHHEEITFHFEICES (MAF=0. 00~
0.018), RIEZIIFRBO NI oT, £z, *18
WOWTHE, BAARVGET VTHEERERICEWY
TREEZRTW N,

RRN 3 Hidgk (75 - B - Ab) NI, *4 (MAF=0. 022
~0.061) & *6 (MAF=0.217~0.282) DIEE=IT
BOLNRDoTe, BRI 3 HRiZIT 55 DEE
B (MAF=0. 109~0. 122) BT, E¥EEDLE
DHEEZEIIR O T205, FDOEH MAF 1%,
BARAD 10 L ETHoT-, 2B, 18122\
T, BT H I Eh Tz,

INOLDORERLY, BARALMOET VTR
BT, 4 MOMESE COEEEN EOHE
EFREO LT,

3. CYP2C9

BROERFE (A=A T LT H), FERXT
oA REEFEER., YALT77 00, ZJz=FA
VEORBMICEETAEER Y M v L P450
ERThD,

*2  (430C>T, Argl44Cys, JEMEIET) B L
TiX, BT U7 5 MAF 33EEIEL . ¥
WWHAANEEBEATIE, RS holz, 3
(1075A>C, Ile359Leu, JEMEART) HEICEHL
TiX, BAA T MAF=0.029, E&E A TO0.036, &
EA (ERE) T0.037 &, BEL-ERELD
FORBEEEIRO NPT, —FH, F—n
v IR AHIEERR, B (P2 MAF=0. 143, *3
0.086) &dt (*22 0.112, *3 0.064) DOENE
KTHY, BRELEZEEEUT CThoT,
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INLORERIY, BEAALMORT TR
T, 2 EOMELBTOEEZEITIRD LN
otz

4. CYP2C19

7u bR FEERCTMMEE 2 B R
T UNVEORBHZES LTW5D,

*2 (681G>A, splicing defect. JEMETHIR)
@ MAF IZBIL T, BARANT 0.293, MEAT
0.275, FEAN (BERRK) TO0.202 &, E¥EL
FoBREBEEIRD NN, —FH, F—n
v RBIT A Mgk EIE, db (MAF=0.161) &
0.122) OENRBERTH o7,

*3(636G>A, Trp212X, EMETHELR) 1TV Th,
BAANTO. 124, BEATO0.088, FEA (EE
B TO0.042 &, EXEFEL EOEITRD LR
Dot, 3—u v BT, EFICEER
&< B REETH - 7,

*17 (-806C>T, T&EME EH) OBEEIZEE L T,
HAANTO.011, BEATO.012, FEA (BEE
B) TO0.010 &, RIEEIIFBD RN oT,
—J5, F—u v 2B A EE, K’ O(0.272)
Ldk (0.190) OEVRFERTH T,

PLEDERMNG, *2, %3 “170WVWTFnb, H
ANEMOERT V7 RIER T, E¥EL LD
EZRRDLNRNho T,

5. CYPID6

FFIgIC 31T 3 P450 FHILE L LBV
FETH DN, FIRERE, BHHRE, ;oo
e XREZIVEEDEZL OBEOEELNR
BICBEETIEERSTETH D,

HIIEBEERE LTI AT AT
(1846G>A, splicing defect, JEMEEZR) & 76
NFraH A7 (gene deletion, TEMEIHL) 128
LT, N -EFUMAF 25 HA AT 0. 003 & 0. 058,
BEE AT 0.004 & 0.060, FEA (EERE <
0.002 & 0.060 TH V., RE L7EYEME MAFO. 1
KFEDOHETL0.05) PLEORKEEIIRD bk
Molz, =K, FHEETE2L 6307 nH
A 7 (100C>T, Pro34Ser i, {HFMAKT) TiL.
MAF 28 BARANT0.379, #E A TO0.455, FEA
(EEEHR) T0.526 THY, AAANEHFEA (&
RiR) MTO0.147 &, E¥EEL Lz 0.1 ED
BEZENRD NN, TOHEELITN 1.4 T
HoT,

CYP2D6 BERICHREDP RE L EBEL TV AHERK
BT, BREENRDOONDAEENS S, L
N, IVBEBOKREREEHEEE L LT
L5 BEBE UBEEIX, HARNT 0.061, #EE
AT 0.064, FEAN (BERK) T 0.062 &FEE



ThHY, FHEETEZ LT 0 DEEZED,
CYP2D6 IEHE D RIEZICE 2 2 EIT/NEVATEE
PEREZ i,

—J7, 3—m T, LB L. Ak (0. 236)
LEF(0.160) 1T 0. 076 D MAF 225 R 57225,
0.1UTFTThotz, 5L 10ICBL Tix, HEMN
L, FHEERRD NPT,

UEDFER» S, BAANLMORT 7 Bk
M CIX* 10 CEEFEL EOERRD N E MR, £
OB 1.4 LS, BEIINSNWEE
2 b,

6. CYP345

CYP3A5 X CYP3A4 [EIER., AT U LF ¥RV
FHEH], RV OTEBEY, REMERE 7 a
U LAEDOIEFIZE OEERZRHET 5,

EHEDIZITEHEEEZ LD T %3 (6986456,
splicing defect, JEMEVHLR) O MAF X, BAA
TO0.762, BEATO.759, TEA (EREKE) <
0.737 Th Vv, EEELUELORKEEZIIFED LN
Rinots, F—u v NZELTH, 6T 0.922,
PEC0.931, B C0.923, B TO0.932 & Husiz=
RS bRRdo Tz,

ULEDOFERNL, BARACHMOET VT Bl
T, 3 BRI HEREEL EOFEEZEITR
O LN T,

7. UGTIAI

TNT v BREBEZO—ETHY . B2
REEEDERE 25 FTh A, UGTIAL IIHI A
FlA Y T OIEEREY SN-38, hu R
PTF URREEEBE L ba R RS AR
BEHREREREAY P 7 = SR8
Do

*6 (2116>A, GlyTlAr, IEHEET) BET7T VT
DORET VTILEREDBRETEETH D, MAF
X, BANTO.155, #®EANTO0.220, FEAT
0.205 &, BAHBEEZ 0.065 TEMEMFEL L TR
ELZ01UTTHY, BEREThH-T,
72%28 (A(TA) ;TAADA(TA) ,TAA, TEMEIRT) 2B L
TH, BARATO. 110, BEATO.115, FEA
TO0.127 &, FIERERT, BREMZIZ0.1UT
Tholz, I—r BV TH, *28ITEL.
6T 0.318, PET 0.340, BT 0.330, ¥ T
0.344 & 4 #HURH CEBEU LOZEEIRO LN
Rhole, 6B U TIIBEENERTITKRL., &
WEECTH - 7,

PE-T, "6, 283, BRNEMORT VT
EHEM T, ERED EOEEZITRD bhigh

27,
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8. NATZ

AV=T VR AT HRE, TIAT
URERFVUVBERRETIEERORBICE
595,
WTNLEEE T2 07637 & 7T
H B (341T0C, IlelldThr (481C>T)) , *6
(590G>A, Argl97Gln), *7 (857G>A, Gly286Glu)
DENTTEZ A TEEZ, TP BEARATIR
0.014, 0.205, 0.088, E&E[E A TIiX0.015,0.206,
0.119, FEA (BERME) Tix 0.043, 0.227,
0.130 THYH, WTHOEEELREL-E%E
BUTThoTz, —FH., F—n v% 4 Hillick
T BHBEEE I, *SITEA L 0. 425 (BE) ~0.498 (4b) ,
*6IlZBIL 0.264 (db) ~0.295 (R) , *71TEHL
0.013 (F. ) ~0.026 () L. WFhbiE
EEITEREL T Th o,

PE-T, *5 *6 *7OWVWThb, BAALMD
W7 VT RERBT, EEEN EOEEZITIRD
Lo T,

9. GSTMI/GSTTI null genotypes

TNEFI L SSEBERTHY, RETHT
FZ0BRR NV ABES T EBE(LT 2 RE R
HoTWbd, FEx DERRICL D EYEIFES
FIE L OBEERHFEIN TN D,
HICEEFOERBIZLVEEDOHEEEL L
b BEFENFIET 5, T Eh GSTML, GSTTL
@ Null genotype MHEEX., HAANT 0.501 &
0.496, EEATO0.527 &£ 0.509, FEA (EER
BE) TO0.535 & 0.443 THV ., WPFh bEEE
13 0.1 LFCREZTED bhizhote, I—
oy ZB LTS, RROEEZEIL, GSTML 12
BALE (0.509) X4k (0.533) @ 0.024. GSTTL
B LA (0.165) &EF (0.195) @ 0.030 TH
v, HIRZEEZ RO o7,

BT, GSTMI F8L TF GSTHI @ null genotype
TiX, BAAEMOR T V7T EEMT, E%EE
PLEDHEEZEIFRD bR oz,

10. FAMO3
FMO3 1%, AFI 7w Y —LEQICRBL, BF
R, PMEEES (HE - -EEEXY UF7,
MEEERY a -V —1%) O N, S-B{bKE
DD, BAAMIEERHEZ S b BiEEE
TZb7ebTHESLE L L T, 472604
(Glul58Lys) B TR 923A>G (Glu308Gly) A3& 1 .
RY U F I EDHRIBIRIENHZIR - OBEL
WEINTND,

BAND FI03 4726>A (Glul58Lys) 38 & O
923A>G (Glu308Gly) DEEIX, FhEh 0.234
BXU0.204 THY, BEA (MAF=0.185 Bk



W0.174) , FEA (ERIE., 0. 237 B L 0. 165)
DT, RELEZEBEU LOEITRDON
o,

—J7. BRI 3 Hudgk (76 - 79 - k) TIE. 472604
(Glul58Lys) 38 & T 923456 (Glu308Gly) & % 1T
MR CEEMBL EOEEERNRD O, T
b b, 47260A (Glulb8Lys) T X . dk

(MAF=0.435) L7 (0.285) HUEZREIT 0.150 @
FEM, 923A>G (G1u308Gly) T, 4k (MAF=0. 220)
EFF (0.114) HIEREITO0.106 DER, T ZEH
mObNTZ, LirL, TOBREIXMMNY 2 &K
mCThoT,

PLEDZ &35, FHO3D 2 FEDETEEEIC D
WT, BT V7 RN CIIREEIFERD b
NI b —H T BRMEISR N COHREITRED
LILDHOD, TOREX 2 FREEL/NEWNT
L. BEHLNERoT,

<EH LT URAR—E—>

1. ABCG2

ATP BRENEL 5 L AR—H—D 1 BTH Y,
frig (REERD . /B, KB, BBEEICRE L.
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