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 EMRBAEET ZRNAERAOS (&, BIERRE, HICS b DAPS (PA50) ABEETS. ¥
f=, UPF LY AVBEBER (UGT) G LOEPAREFEVHEEFAICBET S LbMohTINSY.

 KETE, £& LTMNOBET 3 EMEEROTEEORMIC OV TERS. 4 TACTENLERO

B L RYHEAROTS OREOIEI DT, 4. 2HITE VTP L ZDHORBBREOEAITH T,
EYHEROTEEE T BT BRNAFTECOVTERS (B4-1~3) . Ff, in vitro=BFa%
SNLPISOBRES, PAOEBEERUBREOR, invivol=i it BRERNGPIOETE, RURRUE
| HEOBMERLE (B4~ ET-I~3) L - :

4.1 BEREOTEHRERLE in vivoG5ROFE , ‘
WREABAEAAE LS 3 TRELRNL, EVETFROES0RE £ X BNICHET 31511,
EOEOBE, BREOSOKEHOY VT IR (OL/F) (CHT 5, EMAEHERZEECSRBO invivo
I=#51+ 5% (ContributionRatio, OR) HEETH2 V. RREOETEHAERARBTHIBAL
L1.1 BRU 4.1.2 ERTRRTEICH > THEELOASVBEATHENEL, COFSOBREETRER
| BYBLACTIREASBS (41 BE) . —RIZ. in vitro KBIHBA S R FHET BBAIE,
EMFS/OY—LREICBVCHBBERTRE S 2BE fo (fraction metabol ized) ERATH
NQ. [n vitro RERBEUBEEDHERBOGEN D, HEORMERI & SHANBEHREONAS
HO B%LLEICRET 5L RESHBEE, UBREOREFRE (BEX FEE: &1, 712
58 £ALNCEREVREEBRBORREEMT 5. £5, HBREOBEER L0 SR Eag
 ETHoTH, ﬂgmmurﬁmWagaﬁE%m¢é:aﬁ.wﬁ§m259U7syxuawéﬁﬁ-
HOBEERLMZT S EMNTES. '
ﬁﬁ%ﬁjnhv;ﬁfﬁﬁ@K%#ﬁﬁﬁﬂ%fE&%“Eéuﬂ%ﬂ%&&ﬁ#éﬁﬁ%&imu
%0) in vitroEW & ERSHEMOACIZE S WTHER Shi=in vivols B 2 EBERNLEDOERD50%
BEEEDERE, REAECEREIISEIT LEDLERA, ABRBNOTBERERR UM

ﬁ%k%ﬁ?éﬁﬁﬁ*%ﬁﬁb iim#&ﬁﬁLﬁEﬁmEmwéﬁﬁﬁiﬁﬂ#é

¢L1mvﬁmﬁ%ﬁﬁt&éi?%%&ﬁtﬁ%?éﬁ%@EE.'

In vitro RERORBISBENTIL, in vivo ISBHFARETOT 7 LERBRT 2REBA®, RBR, B
OHEERUMEAAELCICtORYBELRRY 5. BE BEOESCHLT, bt FNFRUMES
. HnV—ALIC 89 B, b TR, b FERORBARI/OV—LLEERRT S, P40 R UGT

& RERZRE, FROLTORCHETS (B IOREMHD | BEOBELABLALIZERL
TWAELY). HREBER JLAFAUEBEE TATE FBAREE 7Aoo LBKREEL LD
THEESFET SRR, S BARUFEMIZSTAS. FEMICH L5 VA2 —4RBLTL

5. BESRERETABICE, HALE in vitro RBROMRETHERT RETHE.
 InvitrofRBRERIL, BE, AREEROSSBRERELAVT, THULERBEETIIELTE
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Y5 SHERTIE, FEEOBRYEEE (X422 88 £FNLT, HBREORBICHT 24RE
OESEIHET 5= LATRTHS. BERORRMATACHCANBAIE, HEORMERES TR
ARBRLTLEL invitro RBRREFAT 5 LAMES LS. BRUENRT BT LT B4k
— BN, HEEORAELTERTRTHS. ﬁﬁkﬁﬁiéiiﬁﬁﬁiuwdmfﬁi?étbL
[k, WO in vitro RRRTTHBETL, HEEEET 5T LAMERIN RO,

R, BREOBARERGRMNOELEEE L THET 5. BRORNEREMILS SREEE
EFHET BIBAI1C1E, BRERGHEEORD &Y L RMNOEREE L L TRNET 5 S L AEREN S,
—HT, BREOHELHICHT S UUANEBOTSLBET IENTIY, SRHREONLEES L.
Tt A LAEETHS.

£1.2 TANT U RRBIC & 5 ETHERBORER SER I

E MBI ETANT L ARBRGERICETIRYONHRXEBET 5RBRTHY, KELEIHI
TREMOEYIEIET 5158 RUETEEAERORRICERTHEENELNS. YRNF VRS
TEONIERE in ViR EMA TS ISk Y, BRED in viTOXBABABBEEETO
BHIEST IRROFEREMRT F L LATRTHS. £EL, TRATURHBRMEEHRAEBRO
ARICRICERAROR, TOBBAEMTEATSHY, SEEORENERICKAIR>TLBBAITE,
ZORREBABETHS. &5, RECHFRUBIORBNOERENE . FAORBIADEL
BREOBAICE, BFLEVRATURARREBNEERGTERT ZBEFEN.

TRAS U RBBRTIE, ERAMNICRE GRS L MR E RS L, RSO AC &,
RELARGRBNO AC, BWRORUREEHHBENET 5. ENEENEETEEETS
BT HoEMEELL. —BNIC, EMBEENHEDE AIC (TRA/5 U ARBOBEERIREEED AIC) Iz
WY BEA INEBR SRAMICOITIL, TORPREEHET B EpHRENS. COBA, B
i AUC OBTHE, ﬂzﬁfOﬁﬁmbﬁmiitmmmmmm)L&ﬁurﬁﬁ%wﬂAEEwT%

TANS VARBCEONAERE in vitro RERBERICESE, in vivo TORBRED T BN EER
RUTORBICEST SHEOFEEOMTORIZE, B, HUTOTETTS. WREDLEEEND
FHENIRHEERVIRANAT VARBL L THES L ERBMCESS, RBSBEERL, Rz,
BEORHICSVT—RRBME G RRENE LTHESh A ENEENEBICES2, SREERC
LD BAOERNGESREETT 5. HREOLNLR WEEAN4ED) [CHT HTEEROET
FEEE, 1 DOZERBICHET ZLRMUNOBBDTORES, BERUTHEBYHBH hlE
PEEMHOBRTRLAETSHS. HLRORTLALSRERCRD SA, SOAET (IEHEE
ABITHET BT L EBBCELVNES, FRYETRS DL EHERNROR, 5 RETTED Hh
FRELGOEZRLEEHEROABLET S, UEOFEEECLY, & (FB) HELBBO invive
FEE (RADETE) £HHT S
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~ 4.2 In vitroRERIZ & 6&&3&%&3&3‘6%&&@?@ .

In vitrBREERRIE, £ MNFSAY—L, b MR, BENROBRORRRII AV—LE
PERANTEST . REETCORREORBICEERICE, BREOREETERMECHIA S
, WBELHBL THHCREEBEERERA LK, (BE2N : BR-EEENAKNDOBE
EORBER) OWEETS. ERNEEE (R28H) 2HALTRENRRRER, IROFZT
RS NK G COXBIEE 8 L, RBRAORSELREET 3.

In vitrBERERUL DY LEa L— 3 VERTH, DRERIEE FEXCERET 2657
FHoEAZELL. BHATE, b FTRBERMIE Hepehernl) , BNBSHSEAT vuc, U
KB —RETT VA BE, BOin vitrdBRA BN T— 41, DRERHEERNSB5H
ETF—SOBRT—4 L LTRESHONS. —8Ic, IREEFENERNTE A SBEREENE
BP0y FEAAEES, SEED FF—RROFERERAVT, BIRRENRR BN BERE
&6, RREOBLEEERT WO (RIS . FEAE L LTS, HREOBRERER
Lk YRRENERE LT C L BB 50, EHBETORAREREOEILE NS LARESND.
L, WREARREEER (BBREENES, 4.2.1.3E88) £4LTUIEND &AHES M
Blclk, BRELEHEEELT ST LLTRTHS. COB BEKENIERILOEY (BW A
Zo o NIBAICE, ALTEHE &7 588 & RROEE THEENEEERRRODEL £ 15T
3 (4.2.1.6HBE) .

4.2,1 <+ 0.LP450 (P450) 4 LB E R Eaﬂ‘ém“ﬂ:‘f&

,' P450: 3% < OHFESMBATIEN, ERLSTHELCIPIAL 286, 208, 209, 2019 2D6 % 1A3A (CYP3A4
BU CYP3AS) THB. _%EE%_EJ‘&J]’L!:CD%??EI FBRMERTBHEIL, invitroR WERRR VEKE
DRERE 5 EORE~OBEEEET 5. Ehe, in vitroBBi BPASOISHT BB CHMOTHEN
AREZ HhPBEICE, BEEDEEFRAEREEET D (R4-1~38H) . HBEORBIZHIHEE
ZPASOR FROFENNEVREIZIE, HOPASOS T (Bl : CYP2A6, 2E1, 202, 4F2) 4B LMZPASOLLSH
OEMERR OB ERRORN L T TRIEERNT 3.

4.2.1.1 AAEFRELLLTREERST Hin vitradBR

PO FEOFSENRERE, —RMCE MESY OV—LAERAVERBRIZEYRHTS. RBRO
s, B REHEEFERUS S 0V—LBEREFELEE, REROEREEEERE LT
SR B - & CHRET 5. ﬁu%ﬁﬁﬁ&?&&oﬁﬁ%#h YPASOS FIEDH SEART BBAICIL,
in wva@%ﬁi’&%‘lﬁ L'Ca?ﬂi'd‘%%%?ﬁ‘&é"“s’ '

C4.2.1.2 ?&*ﬁﬁ‘f’ﬁﬁi%t ﬁé_lﬁﬁﬁ’&#&"ﬁ'éﬁﬁﬁﬁwﬁﬁﬁ
In vi troﬂ’.ﬁiﬁﬁ&[ﬂ?xiiﬁ RBRG Y OFERM B, -‘r‘-’fﬁa)PtlSOﬁ‘-?-El-_ & éﬁﬁﬁ‘ﬂﬁiﬁw,ﬁﬁé
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C SHOBELLICHET SHACEEE O | R OPIS0S FROME T 5B E RO BIEE
ARG TREA ST LD, EULRMEEEEERUREE (.68 178 ¥, #2s
B RVTOBKENEEHRRRORKEEET S (H-18H . SBHRCELTE TREBY
- BMICHVEEE (7.6H, X-158) £AL. - SREOENBEOTLOREEEET 5. RRER-
S YEPHEEASZOLHFS WSS 7.06 4188 |, 550EHEFRIBERTHBHLIS
| % HBEONELHIIHTAUBBEOFSINS N EMS <, BEEDHEFRRBRERML TR
BT LERLEN. —F, BURSEEAVEEEEARROBEN D, AEAEOLENEEET A
SEMEERRERI 5T EARRSNBAE, SECHLT, BRNICHAS LS TRIEESED S
%, ALEBOROEEEOMELBNENAEARRBCIHET 3. PIPKETILOE LN HES L
FRBOBREFEL(BBTESHAE, EFNMCLIEELTERTHS. LA OREREL OHEE
fERORIEL, BEOBKHBOH TONAENT—5 CESSHRNT AT LETRTHS. BEELD
BERRMEEERRRE, HEEEOBEENEERRBOBRNS, 31l —3 3 RSk YK
BRI & 75 B EIRE A B U R £ 3 LU S N BRCEDEE BB, 1k, HT A
Y RTEHBEY S a—VXT— bz, OPAERRET ZMEAEETHOT, CYPAIKYEE LT
RS BRBRE S ORAIC VTR BETHD.

4.2.1.3 HERRE (PISOBE) L4DTEHEERET S/ vitrdlRE .

BERFEAPASOITHN L CHEERERETAEMNIDWT, in vitrdRBRI<L Y EHET % (R4285H) .
B, EECRTFETHE0PIAL 286, 208, 209, 2019, D6RUBAIHT ZMBAEMERET 5. a1
1=, in vitrol2 &I+ BMSODT—h—RIGERT. In vitrdABTHAT 2 RKOEERXRESEL,
ER, KEGEMERUTET S, CYPADBBHERE, SHYSALETR FRTOUEEORER B
DR BHEROETERNTIHET 5. -

—EHEORE THREOBRERFENEL, UBPIB0T—H—RHIHT K BEEHT 5. BB
EOREEHEE, HETECY S5 3EEABYISTETRESZ LS5 A SRELCEETE. S8
PHEBEORECHEE, TRSLIBRIESHG GF MND) . B5H% A, XUBEASAx—%
CuRIFAIC) (S LTEDBH, BEIE, Cu WEHAIHEAR) OOBUEESTRESRLL, B

BRI EEARS bh =B i, WEEMTS. In vitroBBRRISE T IKEDTHORIZE, K

RIS HBEOSEHBENRRES Y tBEHCENEFHESNIEE 8, RIGETOFEEHRE
OFEEERERAEEERT . :#‘Lli, ﬁﬁ%b‘%ﬁﬁ%‘&l:ﬁb(E&%?‘éﬂﬁ&ﬁﬁ‘&%i&ﬁt Elz
LUTEESD.

REEFKCHAT, EE&&%MI-&%%%BE%‘HE%LOL\T%ﬁ’ﬂ‘% EMEELL. HEixRE
TARESHWEEL LTI, BHARSEDO 35, ACAKREEED 5% DM ENE DRAUCD10%
 BEESHAREMET D, TOBORBMCELTS, BOBRESAEHASERNHHESISILE
BEAERNT . In w-m’c‘ﬁgéhf:i%*ﬁﬁf’ﬁﬁiﬁ‘ﬁﬁ@ﬁéﬂj%l-ﬁTé SEMNRSATWEIES,
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4

in vitroCOREMIZ & ZRREERRORIEL, EREEVHEEARRRO TV L RURBERORR
[CHATHS. itﬁﬁ%@ﬁﬁﬁmaﬁ?m.%mmﬁﬁﬁmmﬁ?%ﬂﬁﬁw&%ﬁ%%wm*ﬁﬁ
ERRT S EAUEREN S, -

REMOEEFERERNT SRBNTS, RELKLFH RHNOC., RET-+ERET) 0108
BEFECREREE L, KBOBHETSBECE, BECELT, ~9nv—htt«®%¢$§ﬁ
BHBNEEHT 54 Y L TERAREECHES 5.

In vitroBBRIZEWT, Tl rFa—avick UBﬂﬁﬁﬁb‘iﬁ?ﬁﬂ‘éi&Aﬁ H#Fa"]fk#ﬁ‘]ﬁﬂ%
(time-dependent inhibition, TDI) hHdHET 5. DINBH SN-BEE, kil BAFEE
BEEN) RUKE (BATEEREOSSORES L 15 TEBEORE) £HET S, In vitros
BOSE BIxiE, BAEORENS  FRABOREFBEIENC LABMESNEBELE, 20
J—LEE~OEBRNGRAETET DLENSEAE) FRRCBEERETHANBEEETS
(£ L CTDIE MY 3 BERS 3.

4.2.1.4 WMEHAR (P0RE) L7 3AEEERNT SBERRONEN

HBIEAEEE L & TN E5HET 51 HORKEMEEERRRERET SHEREL, in vitroF
— R EICETC, UTIZRR3Hy b TREIC L ZHEETS (H4288). hy bA7BE MR
T, BREWRER NSO T, SEPOEMEER PP TFLGEEAVEREATRTSS
4.3ESE). Ay b4 T7EEE UFTARZRIR, BEOBRRGICHT IRBROFETLHE
FETIATAEEOBE VTS VREOL R B) £HHT 3. BHLE R BCAESE, ERRE
EEAREERT L EROEREHNT 3. BRECHET 3FHEICSL T ORELBR ZHAITI,
| EMRESREEERERTOTVERE (.8 HRUR 13 1) £ALT, T0OYRY EERRRT
RS o

P L ERNEREICA T PSR LT, SN ASEOREEATS A (AUR) o 90K
[EHERRIA 0.8~1.25 £HATESD. TFNZEYHEENS AUR A 0. 8~1. 25 ORESN THo 1B
m.ﬁwabrmmﬁmmﬁﬁmaﬁﬁﬁgmﬁé.nx.m%cﬂﬁmxmkM)ﬁU%ﬁwmﬁ@m
Ak > TELZEPREERORENIEMICETAEERALABREBSATNS Z LMD, BRE
PR EARBRERET SBEEOAREHNT SR, RRTHEEL SASHEFHL-LTR
| FHBHRET R ETHE 7.

1-1) AT RO IE S
R {lHiZ, in vitro BEEH «K) &UE&EXFEEEE‘—:?LL&%L in vive CER S HATE (’6&
B AL ) GDEIE:,EJE[I][_J:Uu'FG)‘tl_ﬁE::'Cié&E'éné

=1
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R=T+L11/K
[1]: G (EAHRBEEEABRE), H5LME, [1],: BE5B/250 nL .
K : invitro RBRCTEEL-AZEE » .

_KfEORD Ui SOMEERE (10) ZALEHALHS. LEL, [0 EEEATHA, ZHRE
1 K EFEORRHABEEEEL T K=10/2, HEVIEBRBEN K, & YBS AN VBBER
TTIEK =10 & T35 E, BEMETBMETRTHENSS.

JEE, ®Fa [11ELT, MEXO2HNDC, OBEE BABRE+ESALEL £, R
BEOHY b IEEE, 1.1 2EATE 0, BORSEOBEE. LS TERIT S P50 (Bl CYPIA) -
SEET SAMEEET S THY, HEENORBRELL & LTRER/ 50 £RALEHH2 S0
hREL Y SHERORERELEIRRT STRMEASS (AL, EXFELAREATRELS
NEAHMES). [IL,EBVBEE, RERE R1+11, /K) OBy FF78EIE 11 £HET 5. RiEN
L1 1 (RER D) £TEHSBAE, BEEUEEEREBROSEEFETSHS. COREELED
BRI ASEIRTETLEAVERNREELEELIET, B RIEAKILPIS0 EXRIC, FUB
EFOHERRERHOTVENE (.87, R7-0) AV IHREMNEFRRRERET 5. LUE
EEVHERRRRICSVCRPEEERAE N L MR S h-8a (7.2, B 4-288) ICik 450 P50
[CREY BT R RROEEEFETHE. |

1-2) BERMKTEMIEAE (TDI) **E%% © . -
PASOETRE T SEWHEERROS ISTHNTHEH, MEMRISEENICENL, 2FLERSIE
MHEMTIENES, IDINHLhDIEAHS. T, FELTEZREEOBWSHSRGORE L
WY BBRIT, SR BRI AR A RN A DB R TR R RAT 5T L
BT 25LEZDNS. '
In vrtra'ECDEZEH"JJ’;iTDI?.SFﬁﬁﬁ}'ﬁE*GIi, AEEFEMT S BBREEZRBRBETITLA .‘/#-:L&— 3 3.
EHORBNOERENBERRIETT 388, DISREIN, in vitroBTDID/AS A —4
Kot RUK) EBHT B0, —fic, EEESH IREORENEEEOEE T TR AREREIE
LTHY, BEESREOHRARCHEEELANE WS IRTHET 5. THNERE LREY, D]
ORIENE, MEEDBERUDINAS A4 (kB UK) HZT, BRAROURTN () ([Sb%

fachd H2) .

=2
R = (K + kie) / Kiwr 72720, Kupy = Kingee X [11/ (K + [1)

[1] : Cooy REETEREE+IERARRE | H5LME, (1], 3R58/250 nl

K : BATFEHLEEOSMOREE S 5 BERORE o

Kiog : BERD S REEER, Kipaot : BAFECEEEY, ke : BT OTEEREEY
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In vitroRBRORRN 5TDIRE L ZTHEATE S hAHE GFTRL 153V RMETRID &, T
BHREORE LM, 4RCRTETNERAVRRBRLEELELT, BEYUBBSOEEFRE
BHOTOEER (.85, #7139 ERVIHREENEEFRASRERNT 3.

4.2.1.5 HERAE PSORERUTYLUFaL—a)) EABTREERNT S in vitre BEBR
BERECEY, BREEEREZOROPSIORRHBER~OBREN L RHBROBAREY Y
ULELL— g RO R Y S B, BYMBEGRAELZWHRMEERET S (H438R) .
—RBIc, in vitroTCORBIZETE, EREN L FRBOSEELHNT 51, E‘&, ESEREEWIHEE
ERRRCEEEHET 280455, |

B, .in vitro ERT CYPIAZ, 286 RUf 3A GHMI: CYP3A4) {omrﬁ?ﬁiﬁ#ﬁé&#ﬂ?é P
E@ﬂifﬁé pregnane X receptor (PXR) GJ.EETE‘H:L ‘1), CYP3A B 1A CYP2C (CYP2CO 45 CYP2C19 7 &) Mt '
#ﬁﬁéhéhtbb.ﬂ%Am%ﬂ%ﬁM?é:nwnvﬁﬁwﬁ%tlUﬁiﬁﬁﬁﬁukﬂﬁéht
1BAIE, OYPIA ORIEEMREEREREU OP2 O in vitro RIS 5 RARBEEIT 5 BE
[£7420). CYP3A SRHEBOBEC & Y BRIERNSS LU Shi-BAE, OYP2C OBEE in vitro R
| BERBOLTANCRTS. CYPIA2 EUL CYP2B6 Ik PXR &IXEA51ZMSEE (ary!l hydrocarbon
receptor (AhR) % Uf.constitutive androstane receptor (GAR) kY %ﬁé#’bét&b HHERIEA CYP1A2
UK CYP2B6 £EEBT Z AL, CYPIA OEBERICELH S TRHT 3. '
BHNROBREGEL, HREOEMBEICEIRAEY, invio OFEBETTISLIBEREES
£ 3 BEUECHALEENRSA—5 (ECoRUE,) #HHMT2. —#ic, ARRCBHEERIFTEYIC
@er BRARARERS LEESORERETROND Cu. (HEBTIMEET) O 0EULES
CRERELE TS, BEE RNA LALEXNE CRERM LHEL, L LRECHRBRELECLY
ZOMMMBRERENTHY, A 10055 BE BWABICIE, invitro HRTOBRBBERNSHS &
AT ﬁﬁéntﬁgmﬁmmMMﬁmﬁwmiﬁwﬁAm Z0) nRNA AR R HBI= & BRI
)] 20%5Eﬁféﬁéiﬁ'°*l_KEU in wtro;ﬂ.'Eﬁ'E*@ﬁ?Eﬁ@meﬁ‘ﬁL\&ﬁh‘g" LHTES.

4.2.1.6 WHE/RE (P50 BARUS YU LI L—ad) EHSTRELRNT SEERROSEN

In vitroRERE Y BB hi Oy BU B, ERNT, MFOR3IBSENy bAIREE LTRIEEE
WY REEIRE hy M‘?Eﬁ[-ﬂnzr MSPK EFIL, PBPK EFAGEEBUOTRHT B EMRTES
(4.3 ESE). |

= 3 .

R=1/ (14d X Eyg @ [11/ (ECge+ [11))

1] : Gy (RATBEEATRE

ECso : BAED 50DHEE 1 7= 5T RIE, Eu: BABIMER, d: REEH

By b TERISEDS CFETIE a1 £ALS. RO. 0 OBAIL, UBHREEBESERSHFT 5.
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4.2.2 TOBORMRBEREN LTS ERICET SR AR TE 0

EHORBIES LTSRS OB HERE &k, B%, MKME PRRUBERGCES LT
CWDAEE) LLT, B/ TFEIVBIEERSE,. JSELVELAXUSI—F, FYUFUFXIE—E _TL
T FAFOF—ERUTAI—UBAREE. 7LTE FBARBRE EN5S. Ch oML ORI
HREORETHAIBACOVTS, HREOBA~OFENKEVNERE B5Y 52PEORERY
BEORELBRNTICEMERIND. BREACALOBROET LA THECOVTE, FER-
HECWETRIE YA LOMRERE X CHETRLEE S H5.

EIHEEREOSS, BREAFCUTTRBMENZSEITE, TOMETHITBUGTIAL, 1A3, 1A4, 1A6,
149, WIRVBIFHELOFLOBEIOVTRHET S (B-18H . “OBSIE, TELRBEERTSH
SR FHEIZHA T, &?ﬁﬂ@%(@Eﬁnn@fhﬁll-Eﬂ'é?% EHHB N TLNBUGT (UGT1A1, UGT2B7 A &)
LY DEBERERNT 2 EANRED (HI2BH) .
mﬁﬁﬁéu@ﬁﬁﬁﬁtﬁuﬂwﬁﬁt$Uitﬁﬁéhé%ﬁhﬁmt%.%ogﬁnﬁT%mﬁ
ﬁﬁ%ﬁﬁ?é:&ﬁ¥§LU-?ﬁ£E.vu?9>a&7»¢nvavmoﬁmmswéﬁﬁﬁmﬁ
BEAO &S (2, HRELOHRANEESh ZEVOEELRBIEMR, PAOCLUGTUN OBROFEAMK
ELNBAICIE, HRERUTORBNOSBMRICHT AEEARERHTAETHS. ChODRRT
BOLERRERIC, BREREEET ZLEREHET SROBEZAE, PAIDBEIESS.

1.3 FPRBOBST SHEHEAOH v bt TEE L EFILIZ L HFHE

| EREMREEARROSEREANT 3 BRICE, BRNICHy M OEEERVS. LAL, Ay
M RETESREORERERSAEVOT, BRRREHET3HAICE. EFLEAL R
HRBENRHZ WSRO (0 42, 5 4-3 BH). ThoORBOBRISE  MSPK EFA, Rik PBRK
ETRGEENMERTES. '

431 hy MATBEICRSCHE -

hy bATEER, BREORKIZESITLEYHEEEAOYRI EHHTHLOHD, in vitroT—41
EORETHS. itk (falsenegative) OFIWEEIT, BKICEWTENHEERMAE L2 THEEE
REETIEHNEVESIS, hy MAOBEERFOEREEAND. Hy bFORER, HASLDE
WX, BEEHSVEESEO—BNEREREOY RS 25T

4.3.2 BEMEER (MSPK) £ 7L ER¥R (1 .
OMSPKEFE, RESHOFSEESE L, MEERALSET BB NEEFRICENT 3RE0AT,
HEAAOHFEEAALTNS (X0, . FNBEOHMILITLESELALELORHILE
f50LT, PR EFNLUB L BSICRITAERATHE S LR 1 DOMREEL SN, BRHIZOL
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T4, MSPK %T)b"éﬁiﬁ Lt*ﬁﬁ‘[’ﬁﬁ DEFHANEE ST L\é 9,

—ﬁ'CMSPK%T)bEFﬁL\T“ﬂ#ﬁ'G‘Id: ?&F@ﬁ]‘a‘i%ib’é%mbﬁb\htﬁ\b B, TOBEEBAF
W3 HEANH . =t HERBREF L D SCPCERBIOFRIMEARFATEY, TAAD
EEERET SWREIC EﬁLTﬁﬁi%ﬁﬁﬁﬁﬁﬁﬁ%ﬁﬁ?é.Z\ETE@’EE’&HB??'%E‘I it, To%A
[CEEMBETHDS .21 4ESR).

R4

1 1 '
ALER =] e " T
ALCR [{_xn :-r.[‘k]kf L= I’,,,p] [_[_.-1,::-:}1—;::,]5-:[1‘r—,}-n—‘j

KABD A, Bcu:%n%nfm B, TEHE%EEL FROBEREROEHYTHE. F,
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GYP2C19 S-Nephenytoin 4 -hydroxylation
CYP2D6 Bufuralol 1'?hydroxylatipn. Dextromethorphan O-demethylation
CYP3A* Midazolam 1'-hydroxylation, Testosterone 68 -hydroxylation

CYPAEEI= DL TIE, MADT—A—REERNCHET <ETha.
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bYPZCB Rifampicin
CYP2C9 Rifampicin
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HWERZED OATPIB1 UL 0ATPIB3 [Cxd HIEFERHT 2BE, BB S 0ATPIBI KU 0ATPIB3 @
£H13, BRCHAShIENEEMLCRRT 20 L AT EH, BRABRLBAR APIB RU
OATPIB3 DHEEE (% 6-5) OFIALEMRTSHS. OB, KELY+AENEEZ o hIEEBES
AVTRET 2. HbET, REEE (K65 2RAVERNERET S &R, RBEEE (H6-5) %
BAL, EEEOFMBEL K EL)BROCRELSASEE REERORYABSROITEC LS
MEL, OATPIBI BU OATPIBS OMEEA+HA T2 2HBRTHE S L 2RET 5. EEHBERE
THRAOREREL. BREOK HF, BEEERERICHT IIESHENOPMRLSERE (11,

e, wod O A LU E T8 BAEINE LT R REEREE 7/ S— T 5 &k SBRTB. K, A 4T, ([,
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) &Y SKENEE (% (1] s, wa/Ki<0. 25) [ FERHISEHS 5 Y RR—8—0 invivo COREE

BFETES (H6-5). A, O0ATPIBI KUK 0ATPIBS METRERICH 3 BMOFEEHI=DL\T BIAEH
L=t RERR 10 - ' '

. 6.4 BRISHTS b5V RKR—5— %A LEEUEEERD in vitro RER
ECBROBBABICEYHEE (BABIUTSVRNLEY UTS VR0 MU EEEDHD) Thb
BRI S\TIE, OATI, OAT3, OCTZ, MATEI BUF NATE2K OREE & i B TTREMEE invitro TRET 3 (B
6-1). | | | | o o
OATI, OAT3, 0CT2, WATE! R3S MATEZK SeTUMREM % ML CRBES SHE, ABENR (% 65 58
ERNEREESDETREL, CABOLS URK—S—OREST SRR TEIRBATSHI L
£WRTH. OATI, OAT3, 0CT2, MATET BUS MATE2-K SSRAMBRAIC & 5 RBER OMBN~OR Y AL
(F5YRR—5—FRER EFRTERICHE T ZMYAHOK) BEF 2 BLEL 4. £, AREF
#ickY, BEEOFMBEE K (0 WATEL, MATE2K OBE0H K ETHLC G EEALS) &
Y ERAICRES DhAREICHST SO L ERET S, 2, WATEL, MATEZK (SDU\TId, ERBIhAN -
HEQOHEETHE LMD, MIEAEREE WATE REEREELT7 D EILE TLA vFa/—
3275, RIFMYAHRBEOHERS pH % 8 4BEOTILAVEICTIHE) $HILICLY, BEFE
HERBA~ORYAZE LTHETES®. i, WATEI, HATEZ-K STHERBORD Y2 Th SO
AEERULEMIZANS S ELTETSHS 0. COBSLERIC, BRSNS HIBUNER
| EBMET ARESDS. ' '
BRENHRE LD FSUAR—S—OERICHSTREERET 588, HREOKFERA~OR
YiA#HA, FFRFEBA~OMYRAHEYE 2 EEBIATH, HRETS FSVAR—2—DBEHNOH
REEKICLY, BEEROFMBEL K Es YERNICRES S ARECRESh 388, BREEH
REHD PIVRK—E—DEREANT S (H6-68H). L, HREOREZLIZKY, SHMH
HADIRY DA, FERBMMNADORYAH & HE LT 2 REUEOENES DhENEATS, ATE
CEFCLY, BEEORNREL KBk YERNCRRLSAIBECHST IS LEREL, BHEN
WTBLEHNTES. _ | o ,
WERTED OATI, OAT3, 0CT2, WATE! RUFMATE2-K [Hid BIEELRAT 3HE REBCALS 5>
A5 —OBRIS, MRTHASLORNESEL TRRT 52 LR 54, ARSERTHA
&FSUAK—S—ORBER (%65 ONALTRTHE. COB, KBLY+HBNEEZShE
ERBEEALTRETS. HbET, AREH (F 6-5) TALLRBERET 5 L%10, HRAEE
(% 6-5) #EML, BEEORMBEL K iE MATEs OBE, 10 18) & YBRMIZENES 5hIEE,
RULROMYABHRST BT EERBL, RETS M5 LR A—S—ORIEN+HRRTEIHB
RChHHT LEMRT 5. 0TI, OATS, 0CT2, WATE! RO MATEZK (<3 2 EHBEEAT 5BA0R
FRERELE, HREOK (0o WA EEEERRICSTSERAT Gy d 4 U ETHINENEY
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WAL REEEE A/ —TBLSEETS. K (1) s 4 X JEFEET Coax & YHREVEA GREA
T Cpax/Ki (1Cs) <0.25) I&, BWRIZHIFD FSVAR—E—D in -vivo“@@ﬂﬂﬁ"&’é_%‘@%é (®6-7).
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#6-1 FIVAR—S—ENLEBEEEEERLED S hi-EREDOH

Mvak -4- - KEF R

P-gp. ABCB1 Amiodarone
Azithromycin
-{ Carvedi lol STl R
Clarithromycin
Cyclosporine
Darunavir/Ritonavir
Diltiazem
Dronedarone®
Itraconazole
lapatinib
Lopinavir/Ritonavir
‘Quercstin?
Quinidine
Ranolazine?
Verapanmi |

| Elacridar (GF120918) @
Eltrombopag

QATP1B1, SLCO1BI, Atazanavir/Ritonavir
OATP1B3 SLCO1B3 Clarithromycin

Cyclosporine
Darunavir/Ritonavir

Gemfibrozil?
Lopinavir/Ritonavir
Rifampicin?

0ATH SLC2246 Probenecid

0AT3 SLG2248 ‘Probenecid

MATET1, .| SLC4741, Cimetidine

MATE-2K SLC47A2 Pyr imethamine®

a) BEXREKR

by BFY AR

c) P-gp, BCRP & dual inhibitor

d RERSTLHLE, BCHFBEOBRMRHLIOT, HRIERL
DTLK D EITEERBETHD.

40



262 15 URR—S—EN LIHEEMEERRAESD S hRREOR

bvak" -4~ REF ENE
P-gp ' ABGBI Carbamazepine
. : Phenytoin
Rifampicin

§t. John's Wort®
Tipranavir/Ritonavi r"-"’

OATP1BI, SLGO1BI, Rifampicin
QATP1B3 . SLCOIB3 Efavirenz
a) HFYAD

b) HEXRER

c) invitro EBOERICE I &, ritonavir i, P-gp MEE

- BE%HL, tipranavir (&, P-gp OMEFREEHILV—FT, &

e, FhoOPRBEESh=EDELTRATY
B EIFEEETD.
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B63 FIURM—S—EALABERIRERRNRS 5 h - EREOH

bIVAE -4-

RIEEF

ERE

P-gp

ABGBT

Colchicine

Aliskiren

Ambrisentan® .

Dahigatran etexilate
Digoxin

Everol imus®
Fexofenadine -
Imatinib?

Lapatinib®

Maraviroc®

Nijotinib
Ranolazine*®

| Saxagliptin®

Sirol imus®
Sitagliptin®
Talinolo[®
Tolvaptan®
Topotecan®

BCRP

ABGG2

Diflomotecan®
Imatinib

Rosuvastatin
Sulfdsdlazine

CATP1BI,
OATP1B3

SLCOIBI,
SLCO1B3

Atorvastatin

Atrasentan®

Bosentan
Ezetimibe
Fexofenadine
Fluvastatin

.Gl ibenclamide
Nateglinide

Olmesartan

Pitavastatin®

Pravastatin

Repaglinide

Rosuvastatin®

Simvastatin acid

SN-38 (active metabolite of
irinotecan) ‘
Telmisartan®

Torsemide

‘| Valsartan

0CT2

SLC22A2

Metformin

WATET, MATEZK

SLC47A1,

SLC47A2

Cephalexin
Cisplatin
NMetformin

42




ORTI, OAT3 _ | SLGZ2AG,

SL622A8

Adefovir®?
Bumetanide®
Gefaclor
Cidofovirt™
Ciprofloxacin®
Famotidine®
Fexofenadine
Furosemide
Ganciclovir®
Methotrexate®
Penicillin G®
Zalcitabine”
Zidovudine

a)

b)
G)

d)

e)

)

g)

CYPARETLHI LD, P-gp DIEE & & 412, CYPIA DEED
EE AR TV AERENSHE - L ICERIAUETHD.

BARER

BIRPEFTHHL & i P-gp DEEL LIS,

HENTWS.

in Wtroﬁﬁd)#%% 0ATP1B3J§EE‘]§§ (vs. OATP1B1) 'CE% &

MRBENRTIND.

invitro B SEBROEERE, 0ATI JE%RE@EE (vs. DAT3) THDHC LAURE

ThTLA.

in wtroﬁﬁﬂ)ﬁ% 0AT3 ERE‘JEE (va 0AT1) TH3BZ &ﬁ‘Tl&

T ERTLND.

h)

U2 BB THHD.

43

BCRP OIAFDEE
'Eﬁﬁlﬁfméjﬁﬁﬁﬁé EICEENBETHS. :

in vitro BB E, FFRYAHAI= 0ATPIBI (LR AR S



R64 FIVAR—E—D in vivo REEHE, RBETEOH
in vivo REIERE '

2 R=F ARENE
P-gp { ABGB1 Dabigatran etexilate

Digoxin-—- - - -~ e
Fexofenadine® :

BCRP ABG‘GZ Rosuvastatin®
-1 Sulfasalazine

OATP1B1 SLCO1B1 Pitavastatin®
Pravastatin®
Rosuvastatin®

OATP1B3 SLEO1R3 | Te [misartan®
OAT1 SLC22A6 Acyclovir
' Adefovir
Cidofovir?
Ganciclovir

0AT3 SLGZ2A8 Benzylpenicillin
: Ciprofloxacin
Pravastatin®
Rosuvastatin®
Sitagliptin

MATEY, - SLC47AT, Metformin
MATE-2K, 0CT2 SLCATAZ, N-methylnicotinami de
SL62242 (NMN) T80

a) FFiEi%ci= OATPIB1, OATPI1B3, MRP2, MRP3 ¥:tfI=FHE
Aiz(X, 0AT3, MATEL, MATE2-K DEEEH$REG S ih.'C
W3 I EITEREARE.

by E{LEWUNI=BCRP, FFHR YiAHA(ZCATPIB1, GATPIB3,
NTCP 3 UR I BHE#IZ (& OATI OB SEAHE T h T
B EIEEBNRE. £, invitroRBTlE P-gp,
MRP2 DEBXETEHS. .

¢) in vitroESTIX P-gp, MRP2, BCRP @EE%'@’B@
3.

d) AE;-HEitIZ MRP2, %#F‘L*I- OAT3 wEﬂ%b‘ﬁﬂ:éht
WA EICEENBE.

e) EL%E - FFRD UGTs iz J:%)?ﬂ‘“ftafﬁ”ém'l‘j'é M
HoEhTLAS. '

f) HEFRER

g oY 7591’&5&3’@#1&5?’6 ElckY, OATI®D
WEREEFHEETICELEATETHS.

h) NEEEE. BEOYL T U IEROBELSITS
=8, BOVTFIVRELTHETAHEDY.
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MVHvﬁﬂmii

VSUAF - AE7 | REERE

P-gp ) ABGB1 Amiodarone 7
Clarithromycin®
Cyclosporine?
Itraconazole
Quinidine -
Ranolazine®
Verapani |
BGRP ABCGZ Guroumin®
| Eltrombopag
OATP1B1, SLCO1B1, Cyclospor ine®
OATP1B3 SLCO1B3 Rifampicin?
OATt, 0AT3 SLE2246, Probenecid
© | SLez2as ‘
MATE1, MATE2-K | SLC47A7, Cimetidine o
1 SLC47A2 Pyrimethamineb-®

a) ESERMAiERE OATPIB] T 0ATPIB3 £ BEE S 5 &
PERESATVSC LITEENBE.

b) BAEXRKE

c) ERIRIMLAPRETHLED P-gp SAEFET D EAEE

L EhTWABIEICERINRE.

Cd) RERET S &, BHDRNETLH0T, BEERS
TOHOER. ,

e) HETE, BROEXRIENZIN (RILT7 FFIUE

BHIOHER) -
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65 ~SURHE—E— in vitro AEEE, ANEERDH]

in vitro REIEY

AR -4~ | REF | SREESE K, fiE*
P-gp ABCBT Digoxin® T3-177 uM
o - "7 | Fexofenadine®>? 150 uM— — —°~
Loperamide {1.8-6.5 ui)
Quinidine 1.69 uM
Talinolol ®? (72 uM)
: ‘ Vinblastine<’ _ 19-253 uM
BCRP ABCG2 2-amino-1-methy|-6-pheny| imidazo[4, 5-blpyridine
. (ph]p)c.e) ’ ’
- | Goumestrol
Daidzein
Dantrolene
Estrone-3-sulfate®? 2.3-13 uM
Genistein : '
Prazosin®
Sulfasalazine 0.7 uM
gﬂmg; | gigg;g; Cholecystokinin octapeptide (CCK-8)® 3.8-16.5 uM (1B3)
. _ SR 2.5-8.3 uM (1B},
.Estradiol-17 B -glucuronide ¥ 15.8-24.6 uM (1B3)
Estrone-3-sulfate ” 0.23-12.5 uM (IB1)
Pitavastatin®®*? ; gg?u!?l ’("123)("31)'
Pravastatin>f® 11.5-85. 7uM (1B1)
Telmisartan® o, 0.81 uit (1B3)
' | 0.802-15.3 uM
Rosuvastatin®® ik (1B1), 9.8-14.2 uM
(1B3) '
0AT1 SLG22A6 | Adefovir 23.8-30 uM
p-aminohippurate 4-20 Mt
Cidofovir 30-58 uM
) Tenofovir 14.6 - 33.8 uM
0AT3 SLC2248 | Benzylpenicillin®® b2 uM
Estrone-3-sulfate ™ 2.2-15 uM
- Pravastatin®® 27.2 uM
MATET, SLC47AT, 202-780 uM (MATE1),
MATE-2K SLC47A2 | Metformin® 1050-1980 M '
: (MATE-2K)
t-mothy ~4-pheny Ipyr idiniun (#PP+)"- AL
. 220-380 uM (MATE1),
Tetraethylammonium (TEA}™ 760-830 uM
- : (MATE-2K)
0eT2. SLE22A2 Metformin® : 680-3356 uM
: T-methy [~4-pheny [ pyridinium MPPH™ 1.2-22.2 uM
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|

Tetraethylammonium (TEA)"

33.8-76 uM

YO RIZRENEEEE, K or [0pfE

a) OATPIB3 &
b) OATPs &%

c) MRP2 &%

d) MRP3 &H

e) P-gp ¥

) NTCP ¥

g) OATPIB3 BiRMER (vs OATPIBIJ
h) FEEEBROBIC, Ki EpNE(RARELHh, TO— T L CEIEEEEET 5.
i) OATP1B1 BIRAIEE (vs. OATPIB3) . [AERBROKRIC,
BETIHENBY E%Z?bﬂ%%

j) BCRP &3
k) OAT3 &%

1) OATP1B3 :EREIEH (vs. OATPIBI) .

m OATP1B %2
- n) 0CTs, MATEs %

in vitro BEHER¥E

EHEHIC K ERARECRRE 5N AHEENS

FRRMAREMAE <, EBRRAIC albunin DAFEER.

- 47

buaE —5- | BREETF HEIARE K, or 1Cs{ili*
| P-gp ABCB1. Cyclosporine® 0.5-2.2 uN
o Elacridar (GF120918)® 0.027-0.44 uM
Ketoconazole® 1.2-6.3 ul
Quinidine? 3.2-51.7 uM
Reserpine® 1.4-11.5 uM
Ritonavirf’ 3.8-28 uM
Tacrolimusf’ , 0.74 uM -
Val|spodar (PSC833)¢ 0.11 uM
Verapamii® 2.1-33.5 uM
" | Zosuquidar (LY335979) 0.024-0.07 uM .
BCRP ABCG2 Elacridar (GF120918)¥ 0.31 uM
Fumitremorgin C 0.25-0.55 uM
Ko134 0.07 uM
Ko143 0.01 uM
Novobiocin 0.063 - 0.095 uM
Sulfasalazine 0.73 uMN
CATP1B1, SLCOTBR1, _ 0.24-3.5 uN
OATPIB3 | SLCO1B3 - | Gyclosporinec©-*¥# (1B1)P, 0.06-0.8
' M (1B3)
Estradiol~17-glucuronide® 282k T; J‘g‘;é)
Estrone-3-sulfate *° 872;0,3; ‘!(11!;35181)'
, . 0.48-17 u¥ (1BD),
| Rifampicin 10.8-5 uM (1B3)
Rifamycin SV ‘L ;17._&33{1)” (181), 3




BenzyIpenicillin

1700 M (0AT1), 52

SLC2246 LW . (0AT3)
0AT1, 0AI3 ! . :
SLG2ZA8 Probenecid? 3.9-26 uN (DAT1),
1.3-9 uM (DAT3)"
' [MATE; - |-SLc47AT, | — - S = - T1-1-8.8"ul- -
MATE-2K SLC4T7A2 G[metldlned’ (MATET), 2.1-1.3
M (MATE-2K)
S { T7.nM (MATET), 46 nM
Pyr imethamine (HATE-2K)
0CT2 SLG22A2 Gimetidins® 95-1650 i« M
1-methy1-4-phenylpyridinium (MPP+)? (1.2-22.2 uMh)
Tetraethylammonium (TEA)® 144 uM

ORITREINAEEHER K E

" a) MRP2, BCRP, NTCP, OATPs Bﬁ$§
b) BCRP fA&ZE
c) NTCP A=
d) OCTs[REEZE
e) MRP2 [EEEE
) 0ATPs [HE
g) P-gp BEEEE

h) MATEs £5, FBEE

i) FEESEERATIC BH%E’E preincubation 33 &, Kiﬁﬁt‘mfb's"%ﬁhib") (¥E$IE (14) DEsED

2 &)

#E, BEORL TIoXRPEVI=F—4 f\—z_a){u&%%l: LTERE S -,

TP-search (http://www. TP-Search. jp/)
UCSF-FDA Transportal (http://bts.ucsf. edu/fdatransportal/)
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7. BRI RIS & 3 EHE
BRRBILHENA SREMITTOA TLIEESE L. & FORRERRBRUSRRER L /n vitro
SRBETHLHLOTILMEEET, BREORLERE LR S X CHAEMEERARBENEMCE

BT BCENBETHS. In vitroRBERE SR SR E MoB Y ARWEEARETHT ARSI,

EFY LI IaL—a v OFE EERERMECEIEE FRORE OO T2 58

oD, BEEWREAARRIZOLTHE, TORMBEFRACERT SRFRERMCHE, BRE

OELIBARIER L ERBHEORESLETHE.

11 EREWEEFRRROLEERUREOS 13T

E MBSO TEMREFREE LS TRENRRS A BBECOVTE, B RESREL e
g, BEEWEEGRERRE, B, SLARBRMMAMCERT S S AEE LY. BRAROBBRE,
R, REE BRELEOCEMNEARRREEETS. CORE, HEELREELOMG I
C BLTERHESRATRSAERAICENTE, BRTORAOTRESAEVHRRLOIVTS, 20K
. RMREFARROTRESSEZEL, ABICH L TRDREFRORNETS. 48, ERAR
AFGLARES &, BRENMBOENL ORRREEANE LTHRSh T BAR, EAMICIES
HEENOHRIC & S EMAEFERRRERERT 5.

| BEETEEARRBOREE TOSORKNBOARREHEROERIIENT, HEARIE
SCHBREERNTARCHEIAS, £, PBKEFLBHELSS 2L—2 3 VN DBERBHERA -
HAGBELHS. In vitrdEVHEFRRROBR, HEARSELATHENTSAEEMIE, BE
EPHEAERBL S CREMARINAETE BB LT, BEERTRERZILLTRETHD.
# TERY/ R ESRAR CEEEFROBEERET 5138, BRERMBIERITEC &Y HHEE
e ORIREHRICET AEHBEBLC L, BHEMEREEEL-EVBBETHL, BREOEY
PR EANRRURSBERNT L TARLEALHS. 46, RRRCH-LEPRIERORTM
HESA-PEE, WERTRCERENEECERRCLIRNEERTEBELHD.

7.2 BETREEMREFROERLSROUE
EOREEROERNFESTS 25Ic, PRERSHAEONCEFET 5. T, HAENEOEA
| abeAEICE ST FNCEEROMEL RIREFROIERL S BEH 5 5.
BHERBROSRITES CRMREEROREOUEE, BEAREOH BRI BRTRL LY
BE/RS A5 OBATYLOWEBRMIESET 5. BATHILLDI09CEMZRIA. 8—1. 25D FaH
CHBEE, —BNICELBEENHORNBEENSREARERDSUETS. 45, LRORENs
[hdbLY, UBEESOERRBTRESNREMLBER -k CRYMAEERAERN IR L
REDEHETRETHE. FPBECH L THEAAICE 500, 5 TBE, C.IREE (t,) , 2
YT TR, HIER, LR EORNHE S A — 2 ~OBRIZONTHTHET 3. '
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BEERIC ISR & 2 2 IR L B WA S 54, ISESRLT, EMREAROBREM
EEBMEONEENNT 5. |

B REFHAL L o o e o . e e e o
 BEEWHEERRRIE, BEALIORF—N—BR LEERBLLORRT VA U TEET 3.
9 ORF——RBC LR EBROEHATTRTSSIE, BTRMEBRRLFETRETHIN, Eik
MIEBASTREF L5 =H—BHIC[HERShA. E—té%‘n‘ﬁ@ﬁ%’&ﬂﬂﬁt?‘é&ﬁ ) i ficR

DEED) [ERATHEL.

EMHEEERAZRE, MESEREEERIC J:6#@7&En’—(?ZE%IT%?L"E‘%§§’&%¢?$1§$B‘]?—
A—-OFHENERLTHGERE, —RMICEXFERTRET S.

BRI ERANT—REEER, YTV AL b BEAS, 2/3XE7La—LEERL-HBER,
REBERV SV AR—F2—0OEENEEERZ (T TS TEEENSHS é:)b\b, Eﬁﬂiﬁ%#ﬂﬁf’ﬁmﬁi{ﬁﬁ
ORFEMLBRATEELEERTETHS. \

BEREOMEAN, BEFERICKLY ﬁﬁ@i‘lb‘a"éﬁsﬁﬁ#éﬁé L\li P URR—2 —DEBEBR ST
bEEZ bhDiHRIE (CYP2DS, CYP2C9, CYP2CT 9 UGT1A1, CATPIB1#: &) | mfn?%ﬂl-*of%@*ﬁ
EffAORBRENEET DTHENSY, ﬁh?ﬂl- U BRI L-REB TS VA RATEAN S

(7.9.5. 1IAS M) .

14 BERERSER -
RRTEAT EEFRRIRERORES, RINEGRERT TREERALT SRRETRETH
Y, FRHIVERBSNTOIRAARLBERSMREANS. —F, BEEGRBOBENTEH
[ CThOMEERSLTHEL. ¥k, AHEOEMBDESFRUELRTRAE, BRAEESE
LTRDD. REVEOBENHHBAE, REEOAREHBRNES Y SEARICREL, MizoR.
| EBEOWALY, A% REOZEARYEEFAORECSA AEEESFRLT, AREHEER
URBRBEREBITERT 5. _ |

RIS EMREFARRTE, BIRBORRNEETHS. BREORSEHE, —RNIH
REREFELTUARSRHLT 5. SNORSEBOMEENRT 598, FHSLSRMIEE M
DR & HRER CHENOACEOELOEEICE > T, EPEEERRRE LA ThORSERA-E
BT 2LBHEHNT 5. BORNOHETHT BRI, B, BIRARSEHERLSERENRE
ERARBREEIET BHBILL

15 REMMERSOSSILY | - |
BEEEEERRRICSVT, ERESHBROBIAREOBAIE, BREORERSILS
ERRECOBEERERNT S5 EMBELL. B(Tin vitroRBRIZTH N TIDIAED SR HRER U
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MRFHEECTTREOSSHHREL, Su< SRAMOIESABETHS. CORIS, RS
M L LT SRR SMBEAEL, BEL R ERREORNBE CENM TS LS
EET5. %, DIRVERRELLOMREEORVAEERE XEHELSEERSTALNLAE
MOBAICIE, EERE5ICLIRHLTRTSSE. —BIC, WEEERE (REE) FEERSICEL YR
WIEAERRRERETES. 4, DINIRNES L CREBROEMAENNICERT 3 THRIEOS S
HEFROBEICE, HRESHORCHIEFRAROMMEENERT S DR F——FF LItk o
T, HECREAEEOEREEHET 3 - LARRINS. HEAREOMEERINBRMHI L 58
FEBHHEMAFREINIBEITE, RIVBETOHEERAESE L TREABR~ORE % EREIZHE
TB18, mx@mzﬁmﬁaamﬁﬁmﬂﬂu;émzﬁm#ﬁ%mb FORBOREISONTHIE
| BT BCLHEATHE. |
wﬁﬁﬁmﬁbﬁzﬁﬁﬁmﬂgwa4*>§ﬂﬁ¥%ﬁwﬁﬁ¢ﬁukﬁfﬁﬂhour%%ﬁ?é.
BEREMIAERRRT, B EAROTEEERALT 554 30T TRET 5 EMTE LI,
| HBREORLRCRARIERT IHERHD. EWREFROXBASNERERIZE L DESITE,
WEHOREOMBEEG S EITEY, EUREFRAOEELETT STRENS S, BREIBAT
B5 LS cRt EETEEEERAE L B Ba L 55w

7. 6 EUMRHERERC M LAR—S—OBEFEOER
7.6.1 P450 OIEEREEH-EMIREEERE

WERIED PASO 1= & B RBIATEE & h B TRAEIC D W CIHET 2BA1E, in vitro R ILEERIEMEAE
SKBOSRICETVT, RREORBEHICHSYT IBRORSELER L CREEUHEEEARBEE
5. TOR MEOREEEET . BEOREEREMEEERERCLY, HEFRERCE
EERERHOTOEEEASOREOSBAIC, ACICREFTHEOEESEEL LTHELTLS. AIC
 ESEBLEICER (OL/F A 1/5 RBICRD) SHELEALNIBREE TROEHE . F2EMES
BRI LR (OL/F A% 1/2 %38 1/5 BLECHD) S#5L5%0h5BERE HEEQOEER, RY [
1,25 f55LE 2 fERBIC LR (CL/FAC1/1.25 %% 1/2 BLEISHA) S#3e%%0n3ASEE IBLE
TEI ETH (RT-168 . BRRUALFRRETAO A EERORRI- ST, RREDHA
5T AREOAVEEROEANZE LA, HREORLLCEXEIRET SHENSS
(4.2.1.278, % 7-1 8F). RLEOREHSHVESR: OBEAEERRRORBNERTBEL,
BREORSIICEE L AL REEUTO®RS OEEEL ALV -BREDREFERRRESRL, 20
EEERNT 5. RUEEEZEVVCEEARAROBRN L, HEBEESETIAERARESAL
BAIE, WRMICHASNATRIEEERL T, FICRHBRICHT 3 HOBEEOMERIZONT B
BB TRET<ETH5. BREEFERRTAN L-REEOBRERIOLTE, BEHLTE
IR IE S MAEEREE MR (LT TR & U ST 5 S L 5T CH 5.
BREOTELRMERAE -1 CERSATOENEES, ARGEEAINFBECORSMERUE
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 REOWALKIZHT B UBRHEROFEOREEEREL, ﬁ%&%éhé EDSLENERLT,
LBHEIRETEEFAERNT 5.

~7:6:2 PASO LA DEMRBBRRY F 50 R~ S —OEEE LA EWEERRRR
BBREAPISOLIA OREIZ & Y RSB B M5 VR~ 5 —THESh, BRCBLTThEOES
=& BEWHEERAEECSBENHIBE, LUBRSDE b5 oA~ — T SEAORER
OEESEEERLESAT, BRENIEFRRRORETRESRET 55 LARRENE. BEE
YHERARRERET 588, PS0IL YRBE W IENOBE L FRO IR > THET 5.

7. 1 EREREORERDER |
WRIED PISO (= & B RBARB S L Z3TREESVCIET 881, /n vitro RBRUZEHREME
HBOSRCETNT, BRECRMERICHST 3 P50 28R L CHFEEYHEFRRRERET 5.
ZOK, BHEOBEAENTS. BEOBEIEFEWEEARRRCLY, BEAEERTEEARS
FHOFOEREMEOREOBAI, ACICRETEEOREEZEEE LTREL TS, AIGE 1/5 1
TR OLF MEBEYKEC LE) S€3LEX0NPREEE TAVREE | [ 1/25F1/5 1
ERYKE SRS OL/FAS2 UL S BRHBICES) S#3E5X0NAHNEE IHREOREE] ,
RUR /125 T 1/2 £YKE<HD OL/F A 1.25 5 2 @I LR) S35 0hoHEE
% TBLEEE] L5 (R128W). BREVEEFRARBRCASHERORRI-S:>T, BEH
AOBANRETET 5O EROBNFEEOEBHNLE LI, BREORLBCEARRET
BUEAHS (4.2.1.20H RT28E). BREIGERRTRELASEEUNOBEECSVTE,
HEICH L CE TS IHERRBR EET VBRI L VHET 5L 4 THTHS. BHEERU
OB S, BEOBRRFEE: ORERSABEL ZIBREOHATIE, BREORLBICRX
REELES AT, BUAREERTT 50  SHNEE L ORRENNEEFRBORBIEE S
nE (4212588

7. 8 EYRBBRERV IS U RAR—F—DOEEEDER

HWEBREAPAS0IZ & ZRBEMENTFERT SAEMCOVTEHET SBAK, /in vi tro%ﬁﬁiliﬁﬁi%
MBERBROBRICESVT, RRENPEZEZ FRRELER L CEREDAEARRREERT 5.
EE%EERT%&.%E%ﬁﬁm%%&%&ﬁ&%ﬁ?%.ﬁﬁ%ﬁﬁéﬁﬁﬁﬁﬁﬁ%ﬁﬁ#ﬂﬁﬁ
kY, HEERERUVABTENEORSOESIZ, BEOSTFHEOPISON FALBESE) 0K Y
NCOEBOEELZERE LTRELTINS. AUCHSELLEIZER (CL/FAT/SREBICRL) THEHEEL,
HEITH 2 LBPEINTEENBHTR0%LELEL SN, [ENBELOREERESHOTOR
BE] 25 (RI-38E). F-FAICA S E5EREIZ LS (CL/FA/BELE /25 m) THEE
&, EEIZETDUBAHBROBEENAESO50%E E80%EBEER Sh,  [RYBESHEE#
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AORGOTENPREORER) LT3 (RIISH). BEESEDRBEE (VL F5VRHK—5—)
EEERERT FOENEMRRRTHRBIDICE, BRLHITHT HICMEBER (U b5 R~
A—) OBEHAKEC (EVBRENHEFRESHOTVEEE) , YHERICEREOBATIN S
EMBELLTWNBINEE (RISRELHEE R6-0) CORMEEARRBERET 5. REMRO invivo
DEREOFELT, () CPIREEOTAT (YUY, ) CPBEROIIOEFY, TI7ELY,
@)WM%EﬁmvNﬁu:F;M)WW%EE@&U»?7UQfT»795F§(&GWEW&E@#
AFSY—)L, (6) CYPDGEED A b TFOO—), RU(T) OPAREDIH VS LLES (R1-3) . K
FREMREARRRISSNT, HRRAERER SRNDESMEEERAE 2T 0TV EERORBER
EREFERT 5T LARRENLBA, BERTRCHASLITREAE D LBRBROREELALT,
BRI RRREEMT 5 a&%ram(m—z B4-3, 4.2. 1. 4R U4. 2. 1. e:ﬁ@ﬂa)*mm.

79ﬁ%ﬁ%ﬁﬂﬁﬁﬁﬁt*é%ﬁtﬁH%%wﬂw&ﬁiﬁ
7.9.1 BREBREN L SRBRERY

1DOBRIZL >TOAMMEILIEY (ERABERERSY) ISBLTE, ﬁ%T%ﬁ%ﬂmgéhé&
EMOEBNRENEL(ECERD. —F, ERORMBEFRICK YRBShIEY (SRAMREED ©
I, Etéﬁﬁﬁiﬁﬁ%éhf% R (REEF) ICLRBICK Y EDOEFNRED LFOR
EADLRL. BESEOBES, BEE B ERECL>TOARBEN S BRROBAIC I ERARE
FEL ECEDH, BIBBREORMIZEE L TV SERAH DB OREOR D SN
EEid. _hbwﬁﬁﬁﬁwﬁﬁi$ﬂ?étwlﬁ ﬁmLTﬁ4Jéht¥%ﬁﬁﬁmﬁﬁ?%®
ﬁﬁtAbﬁt ETU/?&U/ lb—yazhiéﬁﬁﬁﬁﬁt%iéh%w '

'I&Z%%ﬁ%ﬁ%&bjyzﬁ—ﬁ—wﬁﬁﬁﬁéﬁéﬁmﬁﬁﬁﬁ
BEL b VAR—E—OEEEERABEL TV IS EHERT,. EVHEERCEROBENES
4384 (Complex drug-drug interaction) #%% . {t&M& LTI, CYP3A & P-gp OREBRMED
BWAET NG, BYHERAORESRE UTIE P-ep RU OYPA ORACHVESERERT A L
FATV-AGEORERERNTHRERET 24 RPHEGRRLSSIC LHHOMER-BET
%, mcEﬁﬁéﬁéﬁﬁﬁufﬂ@ﬁ?ﬁ&éb&ﬁﬁ?%:Euf%f,ﬁﬁﬁ%mﬁﬁhﬁ&ﬁﬂﬁ
ETHB. ‘ o
Et, BREAHEAREESY, EROBERV LS UAR—4—EAEXERETEHE0, B
ORFERV 5 Y RK—5—EBET 5 AR, JOBRRY L5V AK—5—EHHT A LEE
Sh. ShIZl WEORMERWHRTSCLT, REBEL SRS —ORENERTAE
BEIZI, ;Uﬁﬁmozxa%#ﬂﬁméﬁﬁﬁﬂ55Wﬂﬂm | |

1&3ﬁ9$»§€ﬁ&
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BEEOBERV 5 VR F—8—Io4T S RBREOERE, | AOBFEMEEERRRCRNT 57
BHIHY FLERBBRENATSCLAMTEE Y. HY FALEARBRERCTHA LT RIS, BHER
(FHXIE DD RUBRERORAERNT 5 L XTRTHSD. 719 FLERBRTERT 325,
FERROERE RUY FSURAR—2—) OREEXLREFREZHOTVEEN SBRShTNG -
BEA GBI 0 S SRR ST OL/F RI% A BISH T SHBROREE RN 5. W
YIRS RH 7 TLEERBORE, RWREARNEOEHIFShBS (208 &, RSt
BEEEC LS YRR—F—(COLTRICFHEE 5 BEGEON, HEMISABL 125 TN S 55
HEFALSD LU AEBRCE, SREBOEER SREIC &2 ENVELMEEERERT 0T
OEEE REEEE (F73 BO4SE EMEANERENIEERRBERET 3.

7.9.4 BEEENIERELIC & 3 RMEEEROBE

1 RU/RIFMAESREERI 500 THAEONR 21N L, SREEMBESRIT &8 L CEwiaEs
ROBMERL &S CHREHET 52 £Ic4Y, I L -EDREFRARRTANSNEA - R
HEERERHTESBEMHE. TOLDIE BORMIHT SRREQRAERET 51bHlz, X
HERRBIC S0 SUERMETRROR A 307G S REIRET 5o ENEETHE.

7.9.5 HAEEROLTOER

7.9.5.1 REFSREEE LY EEROR

. PBREOBREIHICLY, HEOBEXL LI URA—S—CHH SEMEEERAORE (HEREH
B KREDCLNSD. TELHARE @REREFSUAK—4—) OEEMARKEREHETLTINS
BRECTE., —RIENMODPEEISC, RESEORBMXITHREEET ZRML MBS NER
IE BCmAREEEAY, Ret rOMELE L ATWEMNSD.
BEFSENENBRECREAZEEEL IRMERL F5 VR F—2—0RTHBE LTIE, CYP2Y,
CYP2C19, CYP2D6, UGTIAI, OATPIBIA'%H2%. hibRBIEEES® M5 RK—4—MEEREGEETHS
WAREI, HREVEECRARBETSHLR, FNCRETSRAENEENT S LAEATHS.
HEFSROBERUVEELERTILENHS. BICHT 7 ATERRBEOHEEMNTLOPCI0R
BEEAKE BT HRET SHAM T B0PDEATENLBHTHSRREITONTE, Th
5PASOS FHEDEHEE BB EDREEARBRE S BENH S WE¥ 1

7.9.5.2 HEREMT L LTHBILEE IRTER0BEERCERShEES , |
BREAGNTORBES £ OEH, XETHEOFRENET L SERRITREShD T L4+s
BREIN DS, EWHEERAORNTEL LT, BEARNHERBE-OPBKETILE Lok 35ES
 TMHTHD. BETOEPREEAOTUETSLHISE, BREONE SHIRMEROENNSES
EOENEFANBETSS. £, TFNEAV-RHOBICRBARCEENS5r— A 40T 54
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¥, ChoSEICHLTHELIES B RYHEFRERESHI L SHET 3,

7.0.5.3 RRERELHBNRERE LAVESR 5
BREMEEERRRE, A% RETEEEHRE LTRESA, TORRENER CRERAISH
A RMEEFROERERS BAMEL. REECOREARMIIHS, BLEERTEXNRIZENE
ERBAERSh3BEM5S. TOBE, BEME AR ROR7S1—LELORBTF VL
OMINS B, ChbREICST SRIMEEARAORNCS> T, BESHOEKMEE+
BIERTBELBICETYLTBL T2 L—S 3 LA LEENEERS CELARTHD.
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