%65 FSURBR—E—D in vitroBRBEE, HBEEZTEDH
in vitro BEIEH

PvaE -4- | BIEF HMEEE Kn E*
P-gp ABCR1 Digoxin? 13-177 uM
Fexofenadine® e 150 uM
Loperamide (1.8-5.5 ul
Quinidine 1.69 uM
Talinolol®’ (72 uW
Vinblastine®’ 19-253 uM
BCRP ABCG2 2-amino-1-methy|-6-pheny!| imidazo[4, 5-blpyridine
(PhIP)e®
Coumestrol
Daidzein
Dantrolene
Estrone-3-sulfateb ? 2.3-13 uM
Genistein
Prazosin®
Sulfasalazine 0.7 uM
gﬁmg; 5 OO | oholecystokinin octapeptide (COK-8)® 3.8-16.5 uM (1B3)
Estradiol-17 8~glucuronide " 1255;%22 é‘“"ﬂé@
Estrone-3-sulfate " 0.23-12.5 uM (1B1)
Pitavastatine® ;: g;m 523)031),
Pravastatinc ¥ 11.5-85.7uM (1B1)
Telmisartan” 0.81 uM (1B3)
0.802-15.3 uM
Rosuvastatin®f 1K (1B1), 9.8-14.2 uM
(1B3)
0AT1 SLC22A6 Adefovir 23.8-30 uM
p-aminohippurate 4-20 uM
Gidofovir 30-58 uM
Tenofovir 14.6 - 33.8 uM
0AT3 SLC2248 Benzylpenicillin®® 52 uM
Estrone-3-sulfate ™ 2.2-75 uM
Pravastatin®® 27.2 uM
MATET, SLC47417, 202-780 uM (MATE1),
MATE-2K SLC4742 | Metformin® 1050-1980 uM
(MATE-2K)
1-methy |-4-phenypyridinium (MPP+)" 1?8 ijm EMQIEEEk)
220-380 uM (MATE?),
Tetraethylammonium (TEA)™ 760-830 uM
(MATE-2K)
0CT2 SLC2242 Metformin® 680-3356 u M
1-methy [-4-phenylpyridinium (MPP+)™ 1.2-22.2 uM
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Tetraethylammonium (TEA)™

33.8-76 uM

“OMISTRENF BT, K or 16, fE

a) OATPIB3 HE&E
b) OATPs E&E
c) MRP2 &
d) MRP3 &
e) P-gp &HHE
f) NTCP E&

g) OATPIB3 ZR#IEZE (vs. OATPIB1) .

h) FEERBRODERIC,

KifEANNESKCRIBLON, TOo—JFE LCHEYA

i) OATP1BT ZEIRHIEE (vs. 0ATPIB3) . PEEZEBRDKRIC,
LT HMENDH Y TESDE.

j) BCRP &
k) OAT3 EHE

EEEET S

EERMIZK EAXRELLREL oM BHIERLH

[) OATP1B3 :ZIRHEE (vs. OATPIBY) . JEREMLGRENKEL, EERRIC albumin DHEEZERE.

m) OATP1B1 E&E
n) 0CTs, NATEs &£&

in vitro BEIAE

MUAK -4- | EETF R ES K; or 1Cq, fE*
P-gp ABCE/ Cyclospor ine? 0.5-2.2 uM
Elacridar (GF120918)" 0.027-0.44 uM
Ketoconazole® 1.2-6.3 uM
Quinidine® 3.2-51.7 uM
Reserpine® 1.4-11.5 uM
Ritonavir 3.8-28 uM
Tacrolimus ® 0.74 uM
Valspodar (PSC833)¢ 0.11 uM
Verapami |9 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 uM
OATP1B1, SLCOTB], 0.24-3.5 uM
0ATP1B3 SLCO1B3 Cyclosporinec:-&® (1B1)”, 0.06-0.8
‘ uM (1B3)
Estradiol-17 8 -glucuronide®® ?55;?_22 éIT“w(”(TéS)
N 0.2-0.79 uM (1B1),
Estrone-3-sulfate > 97.1 uW (1B3)
, . 0.48-17 uM (1B1),
Rifampicin 0.8-5 uM (1B3)
Rifamycin SV 31';”7_585)1\” (1BD), 3
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Benzylpenicillin

1700 uM (0AT1), 52

S1L.C2246, uM (0AT3)
O0AT1, OAT3 :
SLC22A8 Probenecid” 3.9-26 uM (0AT1),
1.3-9 uM (0AT3)
MATET1, SLC474]7, 1.1-3.8 uM
MATE-2K SLC4742 Cimetidine @ (MATET), 2.1-7.3
uM (MATE-2K)
. . 77 nM (MATE1), 46 nM
Pyrimethamine (MATE=2K)
0GT2 SLC2242 Cimetidine 95-1650 u M
1-methy |-4-phenyIpyridinium (MPP+)P (1.2-22.2 uW
Tetraethylammonium (TEA)M 144 uM

ORISRENEEHFIE, K E

a) NMRP2, BCRP,

b) BCRP fEE
c) NTCP fHZEZ:
d) 0CTs fHEZ:
e) NRP2 fHEZ:
f) OATPs [HZE &
g) P-gp BAEEE

h) MATEs £H, HEZE

NTCP, OATPs BHEZ

i) PRERERATICPEEEZEZ preincubation §5 &, K ENELT OHMEHY (BEEHE (14) OLZHO

&)

HE, LEORIE EICXHPABUVICF—EA—IXDEESEIZLTHERINT-.

TP-search (http://www. TP-Search. jp/)
UCSF-FDA Transportal (http://bts.ucsf. edu/fdatransportal/)
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7. ERPREMAREfEFRRERIC & 55T |
BRI MIEA DREMICADRHNEA 5B, £ FOMRMEERB R CRRREA: in vitro
HBRTHLN LOTHLHREST, WREORLERR LS 2 CHEENREFRRRENENIR
WS B LANBETHE. In vitrdABRERE EICEDEE MNIBHSEMEEEAE AT BRI,
EFYLTOLIAL—La v 0FRE, F-ABRANECEYAEAAOKE SR —OREDT—4 £
E(2F 5. BEREMHEEARRRICONTE, TOEYEEERCERT ZEHERESECHS, HERE
DELICBARICEE L HBHEOEENBETSHS.

7.1 BREMREERRBODERRUEROS 1 SV

E MBSO TEMRERREE L A TEREATE S N HBEC >\ TIE, BY, RESESEY S EH
212, BEREWEEERREE, O, BIHERREBATICERT 5 LAZE L. BEAEORERE
FiER, BEE BEELALCEUAEERRBESRT S CORE HRELIREEE ML LS
BOTEMREERATSNEBECHNTE, BRTOEAOIEEASEVHAECONTE, Z0%H
, BYHEARRROTERTEEEEL, PECHCCENMEERRORRETS. 48, ERRAER
AHCHAREEL L, HRESBOENE OBRREEENL LTHRESATO SB[, BRMIZEY
BMENOHRIC L SENEEFRRRERET 5. |

EEREMAEAARBROBEL, ZOROBERRBROAREHHEEOERE ST, MEMERHE
SCHBEEERHT ABIRAENG. T, PRPKEFILENE LS 1 L—3 3 00585 h BIEHRA
BRLBELHE. In vitroEEEEARROBE, HEEANRAS TR SN, &
EMEEERRRL ETREUATEINZETIE, BHE LT, BREBCEHBRELETETHE.
% 1R U/ MABRHBR TR E RO LB £ RHT 51548, BEFEMBEMENAC & Y HEE
W OEMRERRICET SEREES - L1E, EANEDEEE L EYBEETAL, BREOEY
L AN RUREMERNT AL CHALSALHS. B8, KBRICHLENEEAROREL
FE SIS AL, BEREACIEREEEAERRIC L IR EEETAEEELH5.

7.2 BET R EEYEEERAOBE L BEOHE
EYREEROEENTEETS 012, BBREXIHAEOACETEST 5. £, SAZYLEOEH
BhHEHEICE-TIE, EHORERAOTMLEMEEROREE LI BaNH .

BRABROBRICE S EYHEEROEEDHTE, BEEREOHFERVEHRBERTELN-EY
BNHE/ST A — A DEFATHHOOMEERMICE IETS. SATHLLDI%ISEREA0. 8—1. 250 i
[LhBEE, —BUICELZEYRMOENBRENAEEERZEVEHETS. 45, LROHEN
[LhhbbY, LYHEEROBRERTRRESNE-REMLBER - L CEYMMEERH BRI RIE L
BRADEHETRETHSD. FLBEICH L THEERIZESC b5 TEE, CpBZHE () . 7
TSR, DEERE, EREELEOEMEIRE/ S A —FADEEICOVTHIMET 5.
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BRARBICRIE S G A EMEEERNEC DAL H S5 E, 8EZSR LT, EYHEEEAOERIEM
EERBEDRNBEHINT 5.

1.3 BERTHA

FEREVHEERERIE, BEALIDRF—N—HER LREERCEOHRTYA VTRET S.
I ARA—N—EHB O LREHBRORENTARSGE I, ETHREEHABRLHETRTHHH, EE
MESNRBEFELGLH-O—MMICFHERING. BELIHBOBREMRLE T HHE NMBXIRE
DB (FREFTHAL.

EYMHEERARRE, OECERBRCESFEEENS TR EZZTOTVEEERZEOENEN<—
N—OFHENEZELRISEZRE, —RNICIIFEERTEERT 5.

BHRACERAXG—RARRER, 47U AV BRER, 2N\ARETLI—ILEERLE-HRER,
REBRERV M VRAR—F—DEENEEEZZ T TVSAREENH D A D, BREMEEERRER
DRAEMSBANT HLEBEIRNETHS.

WEREDHED, BEFERICEIYFEROELT IRBBRHDIVE S VAKR——DEEERZT
5EEZLNDIEEIE (CYP2D6, CYP2C9, CYP2C19, UGTTA1, OATPIBIARE) , BEFZEIT& > TEYHMHE
EERAOERENMIET HHREELAHY, EEFRICKYBIELEEART YA UAFRALEGEELNHS

(1.9.5. 1185M8E) .

1. 4 BEBLBEER

RBRCHEATIMEEXEFUROREE, EMAEARERT TELERALT IRBLTRETH
Y, FEHZVERKBINTNIBRARELBRERSHREA NG, —F/, AEEFBHOBENTHI
£, WFROBBEERELTHEL. T, BEEOEMBEAFEMEERTSEE BRAZEEE
LTRDD. BeMLOBALHBAE, EEEOHELHERELYLERBCREL, SRR
HMEBEORAL Y, M- BEOEEAEWEEARORM-5 3HEEER LT, ARSEHEER
CARMIEREEICEHT 5.

RBIH 2 EMEEARRBTIE, BERBEOBRNESETHS. BREORSEMEE, —IHCHE
EERETELTLARESEEET S, EROBSEEOREENET 288, FHSLLEWREER
DR & WERE R R BMOACED ZILDRREIC & T, EWHEEARRE 2N ThOREEBAI<E
B AREM LT 3. BORAOAEHHET 2541, B, BIRNESUHZE 3 HEEMEE
HRHBEERT BB,

7.5 EHMEBREDEAZI Y
PRAREMHEEFRARRICENT, BRENMBBROEEERENERICE, HBREORERSIZELD

EERETOREERZREIHSENEELZLL. BIT/in vitrddBRIZEWVWTIDIANRO SN HEBRER D
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BRFEZRECIAREOHSIEBRER, LA EHLBAMOTBRENILETHD. ORI, T2
RELEZLCTEREERIREMFEZAEL, BELLIEERBOEYRECEYMTIESESLE
EET S —H DIRVERFELLEOTFREEOLGDVEEERZE XEHBRELEERSTHWVONLE
POGEIZIE, BEZREICESBREFLARETHS. —MRIC, FEEERE (BEFE) FEEREICIYE
VHEEFRRBRZEZEETES. 48, DIXEFEGETREBROFENRINICES T HAREDOSH D
HWEERADOBEIZE, H#AREHORICEEEFAZOEMBRERETTC I ORF—NR—THFS/ VIZL-
T, HEEREREROREGZIMET S ARSI S. HEEREOHEELERINABRPHIZK 552
BERZTDHIENFREINDEEICT, RIVAETORERREZS B L TREBEADHZEEIEMHEICFTE
50, FIZTHEEREE BB MIFIFICE SMEERBERENS, FOZEOREICOVTHIE
EYHCENERATHS.
BHEERELHEEFREOREDS A 2 0 AMEYROBEERICRETHZEICOVTHLEET S.
EREREMHEERASRTE, EYHEEERAORERERRIET S84 I 0 JTRETHCENETLLN
WREOREMICRKRICERT PLENHS. EVHEERORBIHSYEBERPIZELCDIEEICE
HENOREDOHRZEZETSHEITEY, EYHEEEROBRERETI SARMENDHLIN, ELIBRT
BELEESICRVEECEYHEERNEL BRI HHFEEFR

1. 6 EYMRBBERRUV S ORAR—42—DOHEEBEDER

7.6.1 P450 MIEER %AW -EYHEERRR

WERZED PAS0 [T K HRBAPEE SN D ARSI DOV TEHME T SI5E(L, /nvitroiBRXITERREYBIRE
REBROBRICEDNT, HBREORBERICES T IBROMBEEZER L THREAEMHEEFREREZR
Y5 oK BEOREZEREYT S EEOREIBRREMHEEERARICEY, HEERERUVME
HEERAZZTOTVEEESAROKREDIHZEIC, ACICRIFTEZEOREEZBZELTEELTLS. AUC
Z5fELUEICER (CL/FA1/5RMICHD) SEHEEZAONDLEEEZ NMAVEETE], R2EULES
BRBICER CL/F AN 1/2KB1/5LLEICSED) SEHEEZAONLBEEEZ HREDOHEEE!, RV [
1.25 L 2RI ER (CL/FAV1/1.25 %G 1/2 LLEICED) SEDEEZONHAEREE IBHE
BE| £95 (RT-12R) . BREPHEFAZRRTHVWAEETREDERICH->TIE, HEBREDHERE
5T 2BRDBVEEFREOHEANLE LA, HREOTEMICERARICERT IVEND D
(4.21.21, R7-188). R2MHOBRANLRBVEEELDBEREEFRRROEENARBETERT,
WREDREMICEE LGN SPREEUTORSOEETREZAVBRREDEECRARRZREL, £0
FEEREYT S ROBEFTEZAVCHREEREROBERN L, AEREEERT OLESESTRINTS
BEE BRRMICHASNDIAREEEZERL T, RURBBRICHT 2MOBEENERIZOVTHEER
HRTREITAETHS. BREELFARBR TR LEETEUNOBEFRICONTIE, LEICHLTE
IHAXIEE MERREBRIEETIVERICE YT O L LWRRTHS.
BEREOFELGRBERLSRT-1 CRESATVEWNGES, AREEZEBEX NP RETOREER UK
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BREDHEEREARICHT HUZRBBROFTSOREEZERL, HRARESKLIZLOSVERERNT
LBREBRICREIITHEEERERETS.

7.6.2 PASO N DEMRBBERRV SV AR—2 —DEERZA VN -EYHEERHR
WERZEAPASOLN DERICE Y RBHINE M S VRAR—F—THIESIh, BRICEVLWTZALDBEE
CEPEPHEERAZELCHIBENAHDIBE, BEBRHOIVE S VAR—42—(CHT HBAMOBEEE
DEELGEEERLEIAT, BREYHEERAHBROERETREZRATHIENERESIND. BRE
MHEEERERRZRET 5158, PR YRBIShIEYDES LRKROFIEITA > THET 5.

1. 7T ZEYPRBEBROFERDER

WERZED PAS0 [T & HRBDFTE SN D AREEIC OVWTEMET DIHE(E, /nvitro R LERRIEM BN RE
MBOBRICEDSNT, BREOKBERICEET 5 P40 2R R L CHRAEMEEFRAHARERET 5.
TR, FEOEEZERY S FEOEBEBRREYHEERHRICEY, HEERERVHEESRE
ZIFOTORERSBOREDHEIC, ACICRIEFIHEOEEZERELTRELTWS. AUCZE 1/6 1
TISEYD CLFDBSELEYRECLESR) SEEHEZFAONHFERZ IBOGFEE], A1/2UT1/50
EEYRECHEDY CLFA2FLULESBEREICER) SEHELEEAONLSFEEEZ MEEOFEER]
RUB1/1.25 AF1/2 KYKRELFD CLFN 125 BUE2EBRBICLT) TEEHEBZONLHFEE
Z TBVFEE] ¢35 (RT228). BREVHECERAABRTRAVSFEEOERICH->T, HEE
AORADRETMT 5-OITEROBVFEROERANEZ LA, BREOREMEICERNRICERET
LLENHD (4.2.1.218, R1-22H). BREEEAFRRTHRELALFBEEUNDOFBEICOVTIL,
PEICH CTETAXSETRBRRERSETVEMCLYTHEST S ELAETHS. BRRBERD
RZEOHRN L, REDHRFEELOHABRENMDELLGLIBREDS ST HREOREMEITRK
REEL>AT, BUGEBEREEHITAOICHRFEELOBRKEDHEERRABROERNHEES
n3d (4.2.1.21E5H8).

1. 8 EYRBBERV S D RAR—2 —DEEREDER

WERZEAPAS0IZ L HRBEEERIIFET SRR DVWTEHMET 215E(E, /1 vitroidBRRILERKREE
VEEHBOBRICEDVT, BRENEEEZSAHEEREERL THRAEYVHEEFRHAREZRRT 5.
BEEEZERT IR REENMAZRTIBREZEET S FRERTIBRERBRREDHEEERAGER
[C&Y, HEERERVEEENSMBOBREDGEEIZ, HFEDHSFEDOPIND MRVEEE] OFAICKY
ANCOEEDEEZBEZTELTHREL TS, AUCKHSELLEIZER (CL/FAM/SREICED) ¥ HEERE,
HRICEITHLZPHIDEERELAEELRIWULELEEZ oM, TEYBRFMNBEFRZZITOTVE
BE| £95 (R1-388). FEACA2UELUESMEREICES (CL/FAT/SLEY/2REIZED) THRE
(X, BRICB T2 HZRBBROTEENSHT50%UL0%KREEEZL >N, [ENEEFEMWEEE
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FADZT0T INPRECEERE) L95 (R1-35H). BBRENSEMPRBBR (XIS URR—42—)
FEEXIIFET OINELNZHRARFBRTHRL-OICE, BHESRIIHT HREERE (RIET LT RKR—
A—) OFENIKREL (EYHEEMHEEERZZTOTVEEE) | SZBERICEREOEBL TS
EOFEL L TULNBIEEE (RITHRBEEERE R6-4) LOEVMHEERARREERET S REBRO/nvivo
DEEZEDFE LT, (1) CYPIREEDTA 71U, (2) CYPBREN T IOELFY, TI77ELVY,
(3) CYP2C8EEMDL/SF =K, (4) CYP2OEEDS-TILT7>, FLTEIE, (5) CYP2CI9EEDA
ATSY—L, (6) CYPDEEBEDA FTOB—)L, RU(T) CYPARBEDIF VS LAHS (R1-3) . B
REMHEEARRICEOT, HRENMEEEXIEYBBEMEEERETZITOTVEEEORBIZHE
EXIFFETHEAERSINEEE, HERTRICHFASNIFREENSVEZBROEEEEZRAIT
SREMHAEERSREEMT 52 L2EET 5 (K4-2, H4-3,4.2. 1. 4R V4. 2. 1. 6ITESR) *BEFA )

7.9 BRREYHEERSRICKIFMEIZH T2 Z0MmOEEEE
7.9.1 BERBIBEREY & SHBBEREY
IDDERIZE>TOHAB SN LEY (BABEBREY) CEVWTE B5ILERMNEESNS L,
EMDERNEENEZ LG LGS —FH, BHORBBRIZIURB SN LIEY (ZRBEBREY) <
(&, E-AHKBERN/HEESINATL, HEEER (REER) ITL5KBICIYVEVOERRNREED LR DIE
ENDGEL. BRFEDEEY, FEEZTEBRIZE >TOARBINIBEBREOEEICIXERNEE
FELCIELCAGSD, MICTHEBREORBICAE L TCWSEBRLAHIIGEICIELFEEDF D IEHTMIZE
EEHD. CAOOHEEERAOREEZFETALHICE, BHICTHS U Eh-EYHEEERARBRERD
BEAEHET, ETVIVIRUIIAL—IavVICkERENEREEZ ONDD.

1.9.2 EYRBBRE S VAR —OEANEES T HEYHEEER
BRLEISVRAR—4—DOEEREMNEELTWS I LAERT, EVHREERICEROBEIES
9 515& (Complex drug-drug interaction) %5 . RFMHIE L TIE, CYP3A & P-gp DEEHEMED
EENETFOND. EYHEEAOREAZE LTIE P-gp XU CYPA OMAIZHRWVEEREZTT A k
FAFV—LGEOHERZRVCHREERT 5, EVHEEEANHLICENHALNELH>IGAT
L, ACZZELSEDRASVTNORDFTHINEHET HLIFTET, HBRBEROBRICITTENS D
ETHA. '

Fo, WBRESMEEERELLY, BEROBRRU S VAR—4—6HEXEFET 256, BE
DERRV S VAR—S—%BETHLERIC, AOBRRVFS VAR—4—2F8T558L8E
IhB. LIS, EROEVERBHATLILT, REBRL FSUVRKR—F4—OEENEESLD
BEIZE, S YBEBHENDEXRLGEENRNDATREENH B *EFFR 0D,

1.9.3 70 TILEEHER
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 BEEOBRRU S URAR——(dT SMEBREDIERZE, 1| BIOBRKEMBEEARBR TR 57
DIZAY TILEBERBREFATHENTEDL Y. AV TFIEERREZBENT A o3n(E, BHEEH
(A[HMR(E DD RUFEERAONAZRHTHENFARETHS. WY TIEAEHBCTERTSEERD,
FENROEER (RO VAR—2—) OEREEXEHEEEREZZTOTIVEENMBHEATNS
WENH B EEFR O BNIEEERITEEEICZ OL/F XL AUCEICH T AMBEOHEZEHT S, &
PIcKEShh 7 TILEERROER, EUREERALSGWLHSn5E (1.2EBSR) & %37
BPERO IS VAR—F—ZDOVWTEIFHEZT S RDEFGWVA, BRIKHICHEL G5 aEENH 5 EY
HEERLSH D EHFHESNHEICE, SHBROBEXSFEICLLIEVBEZHWEEEREZRTOY
WEER, #AREER (R7-3, R6-43HR) HAZAVBRREVHEEFERHARERRET .

7.9.4 BEREMIAERREIC L 2EWAEERORE -

% 1 R U/ (3 IARRSEREIRIC 500 T AR OIEH £ INE L, BEFEMBIEMRY £ FIH L CEWHER
ROBRNETR 5 &5 CHBEHET 52 LIk Y, W L EWREERRBCRE SNEH 1%
HEERERHTE B BANHE. TOLDIZE, BOEMCNT SHREOHRETMET 21012, &
SESRRRIZ AT A MERE R UEROS A 2 VI H EREYICRET 5o EAEETHD.

7.9.5 HAGEFAIZOLWTOEE
1.9.5.1 EaFEREEREL-EYHEEROKRE
WREDBEFRIZLY, BEOEEXII LS VRAR—E—I2BIT2EMHEEROEE (AEXILHE
E) NEGDHIELNHD. FEWHARBE BEXEFIFIVAR—42—) OFEEARIBIFETLTLS
HWEBETIEK, —RIIEPOOPRELS, REZRORBIIEZBEET XA EFHINERIC
(X, BIMPRERFELRY, X2 EOMBEZECIAREENDS.
BILFEENENHRERICKELGEEEE5Z HRBBERE FSUORR—2—00FEL LTIE, CYP209,
CYP2G19, CYP2D6, UGT1A1, OATPIBIAY$H 5%?. M HRBEBRL IS UV AR—F—DTEBLRETHD
WEREE (L, FEREYPHEERARRZTIGEE BMCEGFEUBHEERT I EABATHD.
BEFEZEOEERVEELERTALENHD. FHICET U7 ATEEREZEDHEENSLCYP2019K
WEUNKECETTIEGTFEESMONTNBCOYPAETEHARBTHAIWBEICOVLTIE, Sh
BP0 FROE T Z SEICRREYHEEERHERETILENH S FEFR 09

7.9.5.2 HEREANT L LTHANGERE XEBERENEERHAICERSINDGES

WERENHPROBHEG EDOEH, XITEHRECHEENMET LEBERAICRESNS ZEATD
BESNDEE, EYHEEFROREAELE LT, BEHEYBRHBEOPBPKET LR EICK HEHEL
ARETHS. BRTOEYHEEROFAZTI O, HREDEKIZHEO HIRBBEROBHNETS
EOBEYLBTFANEETHD. £, ETILERAVEREDOBIZIERRICEENH ST —REBET SR
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E, ho&KHICEWTEHRKRLBEL GLIEYHEERZERASTVLIEETS.

7.9.5.3 BESHEEZHBRAZERA L LAMGS

PRREMHAEERAERIE, BE BREBEZNRELTERESL, TOBRZBEATCEEEHICE
THEYHEERADERZITOBAENE. BRETOEREIRELES, BSEEEEZHRICEDE
ERBOIRESNDEENHS. TORICE, HEBRYE, BAE SRORXR7D1—-LGEORHRTYS VL
DFEFNE 1251728, CNLERICETIEYHEEROREICH=>TIE, BEEAOEREEEZT
MIBRETHELEDITETI IOV IaL—Ya vz EALEBEERRZFI CELEATHS.
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Gzl

& 7-1 PAS0 B¥R D /n vivo FREZEDHI

FEEOHEE iy R
AN e HEERESHOTVEEE 0 oy -
D BEARERTCTVERR OACKSELLE | ACKLLE S R LR | ATRERTETLBRE O MG
IZESH (CL/F A%1/5 RiFIZHEAD) (ﬂﬁbﬂﬂiﬁhﬁuikﬁ A51/1. 25 53 1/2 BLE I HA)
CYP1A2 ciprofloxacin, enoxacin, fluvoxamine, methoxsalen, mexiletine ,oral | acyclovir, allopurinol, cimetidine
zafirlukast contraceptives, peginterferon alpha-2a (sc)
(rofecoxib) (clinafloxacin), (grepafloxacin), (piperine),
(idrocilamide) (pefloxacin), (pipemidic acid),
(zileuton)
(antofloxacin), (daidzein),
(viloxazine)
CYP2B6 - - clopidogrel, tenofovir, ticlopidine
CYP2G8 (gemfibrozil) cyclosporine, deferasirox trimethoprim
(teriflunomide) itraconazole
(telithromycin)
CYP2C9 fluorouracil derivatives, amiodarone, cimetidine, disulfiramfluvastatin,
(carmofur), (sulfaphenazole) bucorome , fluvoxamine, voriconazole
cyclospor ine, (diosmin)
fluconazole, miconazole,
CYP2G19 fluconazole, fluvoxamine, ticlopidine, allicin, clopidogrel, etravirine,
vor iconazole tienilic acid grapefruit juice® ,omeprazole, oral
(fluoxetine) contraceptives, ritonavir
roxithromycin
(moc | obemide) (ketoconazole), (troleandomycin)
(armodafinil)
CYP2D6 cinacalcet, fluoxetine, quinidine celecoxib, amiodarone , cimetidine, clobazam,
paroxetine, terbinafine duloxetine, escitalopram cobicistat, labetalol, ritonavir,
(bupropion), (dacomitinib) mirabegron, sertraline

(moc lobemide)

(abiraterone), (deramciclane),
(desvenlafaxine), (lorcaserin)
(vemurafenib)
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CYP3A

cobicistat , indinavir, itraconazole

amprenavir®, aprepitant,

chlorzoxazone, cilostazol,

ritonavir, telaprevir, voriconazole atazanavir, cimetidine, Tfluvoxamine
(conivaptan), (ketoconazole), (posaconazole), | ciprofloxacin, fosaprepitant, ranitidine
(troleandomycin) crizotinib, tacrolimus

(clotrimazole), (ivacaftor),
(lomitapide), (ranolazine),
(tabimorelin), (ticagrelor)

cyclosporine,
diltiazem, erythromycin,

_______ T T e Tt fluconazole,
clarithromycin,  grapefruit juice fosamprenavir,

nelfinavir, saquinavir imatinib,
(boceprevir), (nefazodone) istradefylline,

miconazole,
tofisopam,
verapami [,
(casopitant),
(dronedarone),

@D CYPADBBLWEEZEDERP, RBLY LOEYIHEERZZHFOTVEEED AUC# 10 EZLLEIZER CL/F A T/10 REBIZHD) SEHEN
WEIN TS, BUOEERIZOWNTIE, ZOHEERICHLTEIREZHERMIHNLEZRER, HEFAZZTOTOEEED AUC % 1.5 FLLEIC
LR TEIEYOAERTL TS,
@ EIMAOEDIERIERER.
Q@ RTOEWIZ EWMHEEERT—2N—X (http://www. druginteractioninfo.org/) RUZORME % > X H T HIE1EE & OERKMBEE
ARBRT—2ICEDE, FLUZEYDOARNNEELHEZEDI ZNEETWL, fIRTHEDOTHS. 4H, NAERVEERRESFIILEE L TLVRL.
) RIT-3RVT.BESE.

CL/F % 1/5 K, B1/2k# 1/5 LERURE 1/1.25 K& 1/2 LLEIZED -
O GL—=TIN—YTa—RIZLBERFRE FAERVERICERAILS.
9 CYP3AM OHFEEDMMREZETH D amprenavir (X, B K5 w5 H fosamprenavir (calcium hydrate) & L TRBIhTLNVA.

ZFNE CL/F % 80%LLE, [ 50-80% K U 20-50%:# 4 & FI&.
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& 1-2 PASO BER D /in vivoBEZED

ULGFEER hiEEDFELE BLFEE
pis0 sy zg | EMFMERTOTLARE D | MEEMER T OTVEEEIOACH /2 | BEEAERHOTOLERE 0 AL
AUC A 1/5 LFIZHEA (CL/F A5 | LT 1/56 K YKRELHEHLS (CL/F A 2ELLE M1I/1.25 LT 1/2 LY KRE RS
FYXKECER) 5fERSBICER) (CL/F A%1. 25 f5LLE 2 fERFBIZLER)
CYP1A2 - phenytoin, smoking montelukast
(moricizine)
CYP2B6 - efavirenz nevirapine, rifampicin
CYP2C8 - rifampicin -
CYP2G9 - aprepitant, carbamazepine, -
phenobarbital, rifampicin
CYP2G19 rifampicin, ritonavir rifampicin -
CYP3A carbamazepine, phenobarbital, bosentan, efavirenz, etravirine, rufinamide
phenytoin, rifabutin, rifampicin | modafinil, (armodafinil)
St. John's wort?

@ FEHRNOEMIEIARIBERAE.
@ HFHEOEYIL EWHEERT—FX—X (http://www. druginteractioninfo.org/) BRUFDIRME 15> =X IZH 1T HIEEE L OBESKREEE
FAHEBRT—2ICE0E, FLUAREYORAXEFLHRD S ANEETL, AIRTS4DTHS. 48, NARRVERRARAFITEEHR L TLVEL.

AUC DFLH1/5 LT, R1/2UTFT1/5EYREVRURI/1.25LUT1/2 K YKREN: ZRFN AUC OFEDH 80%LLT, R 50-80% K U 20-50%
ERE.
b St. John's wort ICKBERITEE, HERUVERICEGEINS.
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& 1-3 PASO BERDBEERIFEIC L SHEEEREZITOTVOEEEDSH]

BEHSVEFRICK SREYBEFHINEERE
RITOFTNEEE

FEHSVEFRICK SEYBEFHHEERD
ZIFOTSHPRECREERE
BRLEEE? L OFFAIC & YAUCA2fE L ESERFEICER

P450 43 718 %%?%%”&wﬁ%&&uMmbS%%tkL§«L¢@b@*ﬁ (CL/FAS /551 /2R ) 352 A RIS &
ZRED) HAWNIRNGEEE I LDHAIZK Y AUC A 1/5 LITFIZHED -t $1/91 5L > (CL/FAS2
CLF MBHEL YK L) DHERAIZ & YAUCH /2RI TF1/5& Y KE CiFd (CL/
BLLESMERBICER)
CYP1A2 caffeine, duloxetine, pirfenidone, ramelteon, tizanidine clozapine, olanzapine, ramosetron, ropinirole
(alosetron), (melatonin), (tacrine) .| theophyl line
CYP2B6 efavirenz
(bupropion)
CYP2C8 montelukast, repaglinide® pioglitazone
CYP2G9 celecoxib, diclofenac, glimepiride, tolbutamide, warfarin fluvastatin, glibenclamide, ibuprofen ,nateglinide
phenytoin ‘
CYP2CG19 clobazam, lansoprazole, S-mephenytoin, omeprazole, voriconazole | clopidogrel, diazepam, escitalopram, esomeprazole,
' etizolam, rabeprazole, sertraline, :
CYP2D6 atomoxetine, desipramine, dextromethorphan, maprotiline, | amitriptyline, clomipramine, flecainide, imipramine
metoprolol, nortriptyline, perphenazine, propafenone, | timolol, propranolol
tamoxifen, tolterodine, tramadol, trimipramine, tropisetron,
venlafaxine
(doxepin), (encainide), (nebivolol)
CYP3A alprazolam, aprepitant, azelnidipine, blonanserin, budesonide, | atorvastatin, pimozide, rilpivirine, rivaroxaban
buspirone, colchicine, conivaptan, darifenacin, darunavir, | tacrolimus
dasatinib, eleptriptan, eplerenone, evelolimus, felodipine,
fluticasone, indinavir, lopinavir, lovastatin, maraviroc,
midazolam, nisoldipine, quetiapine, saquinavir, sildenafil,
simvastatin, sirolimus®, tadalafil, tolvaptan, triazolam,
vardenafi |
(alfentanil), (dronedarone) , (lurasidone), ticagrelor,
tipranavir

D BAWROEYIGARER.
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Q@ COFRIF, RBIZHTSHPS0BROFSENIKREVEDEZFRT SEMTHERSIAZIOTHY, BEMREICEICHLOTEAEL. KRPOEDIL,
EMEEERT—2 X—X (http://www. druginteractioninfo. org/) RUZDRME G o F/XITH (T HIEEX L OBREEERGRBRT—2I2H
DFE, FRLABEVYORMIXEELHEROSIANEETL, HIRTEHI0THS. 4H, NAERUVEERREHIEESE L TLVERL.

@ EYBEFMBEEAOKRESLE, ZOREEAICH L TEIRNEBRRMUFLOBEE—BLLEVWI ENEVDTIET S L.

O BRREVHEERARRICAVSOICHEINDIEERLT. 8ESRE.

Y BEERHE (16) 3R

9 CYPA DIEEH S WEFEICL 2 EYBBENEEERAZZFOTVEBETH S sirolimnus (&, TR RSy T M temsirolimus & LTERRBESNT

AV-N




8. EWHEEFRAICETIERRULIBTGEICOVTERLLIEAA
EXAFAFEDBETEON-HREOEYBRFEREVEYHEFRASAROBRIE, BEIXELETOM
DFEBRZELTCERBSICRHINSZLICLY, ERROBEERROLOICERGEREGS. BN
REMLGHEEERICET IBEREMINECRBRESEIROERELLIEZEZASFEIUTORY THH. EHR
RUOTBERENNAEHET AL, ENBEOEHAEN RO ERRRICEET ANEN LD
DERMNMOIRETT .

8.1 ERALOEE~DEH |

MOEEREHAT D LIT& Y, HERE X LA ORI R OB LR, BAOBIEROES,
i LOEHEROLBER RREEDEELENELIBTNEHY, BREALOIEEET HHEICE,
ERAAORERGCRE-SEERGEEREL, AYRORBONEORERIC L EIEAOREIL I
ZOBEL T ORERVENEE AWCRUC,,) OEHORECESE IEREOEEERHNTS. #
BHEE LT, THEZER BELAVCL) | X THEEE GHREICIETLC0E) | Ahs. Y
BECEHORECELLT, EETRERNRRET ZTEMNE C, ThOSRIEIHH Sh DERD
BOBKNEELZ EESSEICE, EINE LT THAZE) &95. MBI DARNBOMBKGE
EWEBD >N BN, EMHEOEDAKEME - AEORETEE SN S BREOHE &MY STaE
BHY, BEEBHICES LEERERICELHES CLABERELTIES5MEEE TORECSL
T IBtRERI XIE TH#HREEl £95.

MEE/ERA) OHEICE, BHECAVT, HREORHCEHIERNFRLIOESAAOER, BE
RUSEER, B, SHRUHERCHS T AEMRERERE, REARICEEYT 2 ENHEHEOBE
%, [FEI, EEREMBEERCESE EZICHHTS. WREAPEEN L TENBESMEEIER%
5z %56 (HEE HFEX. HEERZE) , HEERORE (7.61 7.7ERVERT-, R1238) %
BET 5. GHREICEY AEEWEE TRLRYRLEObNYOTRBRE L, HEEROESE (%
BRE) CESTEEHHT, EHL - ENBRLLAEEAONE EHRER - BEHE, #F - BRE
FHE) FRHTH. EALOGEEEROSACIENSORHMCENEL —RLEEHT S, TH
AZE] T SRAZRLTITRTOERGE—BEERENEESEEHELTERT 5. HAZE
EBEFIE TER] OEICHEZICRET 5. | |

EYMREERIC L AHEEEBT 5 -O0IESENSNIE,  TEEEK - BESE) CEHL, 29
WMEERZEE L BREOHAICE YRLH EOBSHE C ZTREEDSH SBRETFLEE THE - BRE
F1ICEET S HEFROREATEABEICE BEATHTHISERHT .

HERRICEY, YHBREORE - AEORGFABELSAICE, (A% - ARCEET 3EALD
T OEICHNT, B LLEREEIERRBALICHT 2 ERNLIERICESERE - REORGH
EEERNICEHTS. T URIEEOBEAD LBITIEERET NESEIEE (BB EANEE)
DIEIZFEEHT 5.
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BEEEXIREET CHU M EVENTLOBRREEOEES L EORE (RE) ELOHEEEA
(& TERFRREMRICRIFTIHE) | ZHEMWESELICETSEEE TERALOEER] XE TRYEL
LOEE] CRET S EYPESFORBEYLEELOBEERIIOVWTELEELLDICOVTIEREKRAE R
HCHIET 5. ,

FREICBWT, EYBRFEMEEERICLVYEBREIEZET Z2HALEERSELCTHY, HEKKER
EIZOWT, BERBEEASRRBRIEIEELTOEZVLODOR—DEMEREOEFEICERL T, HAKE DM
[CEMEBEECNET 2ERMENBULRETIEMOLI 2 L—2 3 VR EICKYRSINEIBEICE B
RTOGHADHEERGELER LI-LT, TEREDOLHZHRINT S COEZAATENSEOELEE
EREDOEZEE LTHWVSY, TEREOEERVNEDLEE, HETHEYME - B2, MUELE
DERMNEREZZEBE L TRET . Tz, FEBRBIZH>TFETIVI®YIaL—avEFERLE
CENBREICHED L SEET .

8.2 HEMRRELBMHEEREIZONTORE

MERRE] OEEMER, HEFRAERVEHEEFRARE S, SHARRET DT ATOEMNEE, —ik
HERRMLBHRFTRZHEL TIEWEZTS. —7A, THRAIE] OIXEWRER, HRAEFZO—KE
ZHRELTEEMEZITS. L, CYPASEHLLIRMEEERIE, TERENDELHAENSH L
BT EITMAT, TNENITHELGIEREOREIFAEOENLZ T TRECEYERBFEIZELS>TH
BRdHZ o, HREOETOMEEITOVTHENXEICRHT S EIEFARETHS. CYPIALEH S
EYHEERIZIOVWTE, BAEXETFECRESEORIL L ELICHAEORIXELZSRT LR, £E
E(CELTIHCYPATEICRE SN ENRHZE MAEKMA] OBBECRHT LT, THEEER OF
FEEERICET2ELDORANLDEREZERT LI EATES. LHLELAL, ZOHETHLERIKTOH
AOmatRELERB L LTRRNGHAEFRZ=FIRBEINET S. 4&, CYPSALSDPAS0TFIEIC
FAEYEEERICOVTIE, HARFRZHLL TIEBREZTO L LIS, RDECHLCTEESED
BHET 5. PALSNORBERRU SV RAR—2 -G EICLHHEEERDIEREICSNTIE, FHRAE
Rl ZBAR L TEEREZTD.

8.3 EMEREM~ DI

TEMERE] (ZIX, £ MIBTI2EREOENFRENFIEMNIEETELL > ERNLGEYELE/NT A—
S EHRERRAOKFICEET 2BEEZTORMELD /n vivoXd in vitroBBBRIEZETE T 5. EWEhE
PR ERIET 50T, 28I UTI VR, DHERE BRAAFTTRASEY T4, Rtz
EDEYFE/NSA—FZHNEETHY, BORSZTENE LEBERIZENTE. REICKE L THIRNERES
[Tk YUT—2 /[ TRINVOHMEDZ LT HEBICRERT 5. Fi-, HEFAOBFICEETHIREELL
T, TEHABREZINICEHDLIBRLGLELZOFSOREICHTIEENLER KBBROBEERV
FE, BOICRIR, 2%, HRICETAEMRAEHE LS EREOEREEORNT IERICEHT 5.
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T—5 OERREEITIWICE, /n vitro BBRXIIEEREYMHEERHRICE 520, FLEAT—4
MYITal—2arvRETHRLONEEEBLGOMNREICKA L TRET 5. RiE L -BRREMAEERR
BRI, HMEEROFEICEDLLY, RERMNICEREEAONLEREZ EYHE] OBREBICTEVLTETIC
BREH Y 5. EVHRICEFITO oNBRNRCEERRBRICEET IBRSHNHHEEE, HETH
W-RZ% - AELLEDBERE L IEPDHROZLZIFRIEM T 5. BBREEORTIE, B, RXIFIR
ZFAL AUC X G B EDEIL EEEBMMN DRI T 5. BTV A U OFHMLET — 2 [EHRAXEU
NOEMZER L TERIEHT . LWITIhOBFEREH/ICOVTY, RAXERTXHESIATHLELT
RIZERREIZ T D.

8.3.1 EMBEFMARERRERIAE (HE : HHEERE 082

EMBAE AR B WA, MEEREE LA ENBRE L ORERUET ZLEOAE
% EBMICHELCEHTS. COBEE —RICUEBICHT 2 RROTHOEEARES O
EEMAREARRRIC S YRHEAS (AEE, HEEOT. 6 7.TERVUE-, 1288 . 48,
BEORBEE (RU LS VAK—8—) BBENAZOBREC L > TEELEARBTENEAICE, 2
DIRIE D in vitrosBRDEMERLRET S L TELZ AL

8.3.2 EYBEEHMLGHEEREEASE (BER, FEE . HEERE) 0585
EVHEFHECHEERESASHRERL HEFRAZELIEVPELORFERUVUSASFZENEE
Mg RESICEDE, HEXEFEEROME (7.6, 1.TERURT-, R1-288) 1 88HTH. =1
L. FSURR—E—2 N LEEYHEEERDGEICE, HERATEIAODREZRELT S ENT
EHVIEHD, BEEEERE (R6-4BER) [CRETHEXIFECAOEREZEENICEEHT .
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9. BET BHEHRUAL F5A >
AAA RS AIE, RWEEFRORNRGIERECET 3 —RORAETLEEOTHS. BI-L

REINTWSAA RS54 0BG EICLEYHEEROREICET SERAETENTVEN, KA/
FAVEENCDONBEHE L TEETLHLLELIT, BRATORIOMERUVER A EZHARAALIZELED
THb.

ICHA A FS 4>

)
2)

3)

4)

5)

6)

7

8)

9)
10)

1

12)

13)

EHIEIANEH EBENTE ABRTICELNLIREWHEROMYEL (CHE2AH A K51 >)
ERITEIABEN EARH0320078 KBHRORLSHEROMYFL - REBRED-HOMHED
EEEMEDEE (ICHEDHA K1 V)

EHITEIA16EH EABEKBE0I6001E, ERRHKE0I6001E EEATLHEROHE
(ICHE2EH A K54 )

TRR8ESHIAFM EEHEIDE RROBEREEDERENEICETSH/M4 K54 > (ICHE3AA
KS42) | FRAF0FI8EN FHEE RERSSE

FRHEETABEN EBEINE FEERORDVDELFAE_RKGEROBRT (CHEAHA K54
)

FRHI0ESA BN EEREINS SNETERSN-EEROBRHBT—2ORYEL, R
ERBEE62E NEBKT— S £2FANDBICERT A& RIEWERIC DL TOES (ICHESH A
KS42), FRI6E2ABERVERISEIASEM HHEHE RERSSERVAEECEE (2
02)

FHIEIA2TEN EXROHBERROBMOLLIET 245, AN ERHEV0S EXROHE
RHBOEHOELIET 55 S DT (ICHEEH A K54 )

FHSEI2A2EH EHEHIAS BRECEASNIEEROBKIEECET 54/ K54
(ICHETH A K54 >) | FH2E0B1TEH BHER RERSSE

ERI0FELA2IBM ERFFEIB0S ERERHARO—ARTES (ICHE8H A K54 )
ERI2E12A158H EXBHI0E NEEFICESTIEEROBMEHRICET 544 V2
(ICHE A4 RS54 Y) , TRIECANENR FHER RERLESE

FR20FEI AR EEBEERE01000138, FARHKH100028 4~/ LEERFZH1T2MHE
(ICHE1S A K54 >)

ER23F1A20BM ERBERZFINF1FE, ERREKF20F1ET EERKFREINMAFTH/8
S—SREEROMEICE T 5 AT —H—  BEEEROHOTRIC ST 2 AEOEHRES,
EROERRUHER (ICHE16H 4 K51 )

TH2EIAI9EN ERBERQIIEIE EZXROBKRBRE CMERERRREND: OO
REEERBOEBIZDOVWTOHAET VR (ICHMR2)HA RS54 Y) , ERR458F16B[ FE75
B REEGSE

— 133 —



ERDiEdtE (EYEHERE)
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3) FERIBECAIEN EREHEI6E BEESOBEEMEERRIZONT
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5) TH20E6HIEN EBEEHE06030018 VA 40 R—XERBBOEHICET5H /4 VR
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I TRGEIAI0ER EEEE TOv/REARS L ILEESOBRICET ZEEREBE/MNE
EEFTOERY IO Vay « R—/8—)

B TRSFLASAN XMHFH BEREE GFRERL Chr/ L BETFRATHIZE ST 50

RSt

9 TEEEEMBERRE Fi

EROiEst GRiEXERE)

1) FHROFIABENM ERFO06S, XRHL0S EFRAEERMXEORMLEMOLT

2) ERIELABEMN ERFENTE ERFAEEROERALOZEERSEMEICONT, B BHERK
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