és?ﬂﬁnw
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AREAR : 34
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HER-EMEOLGEICI VT2 L
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BAAREEERDEES
876179
ARBES | 22600AMX01311
HR5ERAIA 20144F121

1. 25
1.1 RENZ K BREICHI=>TIE, BPFEDRRICHDEIB L

BEREFOEMXTZOHEEND & T EEXSHAEOERR
REBEEHARICITI Z &

2 BEEGHEENHoONECENHEIDT, BEIZH=2T
T, BREETHITITL. FAREREZEHAMITTI &, BB
ROONEBRICEZREEHIE L BEYLGREZEITI 2 &[8.2,
11.1. 35 ]

3 EH. BE. AEETEZFOERLH o b, AFHREPIEERD
FERDFHR T 5 2 & H S AFIRERRVEBSFIEESL Ch D
DIERAEIET 5 F T BBEDEGLFRIRZE M4 S HIHDIRE
[CRIREBESELBVESITTHFEET S &, [8.5. 11.28H]
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N

22 (ROBHITIEEE LW &)

¥ 2.1 RO zRGPORE V77 ey V77 TFr o
ZrELyY, U kFEL, BEFELY RFEL, =<k
LILENL - U RFEL, BANREE L, SLEX—L, T/
SNILEH =L BBV R, F=V ANRT IV EART IV
oA R (AT I BRI T2 A TRENLT VFE
Yy, e RpzagIy, oA Y AFLT LT R
FUM), NUTYTA FhZLuN, TAFFLEL, B
AER, Tarrilr] ARLVFH N U R—m RPN
TEN=DE S ANAYLE Y ARFYI N TEL=UE
UORHR T T A (FFRETHIEMEOERMEY oM B s O
UL oSERIEY VN EAE G Te) OFEEHEE) ., TEL Y L
TRy AT aF I =gh TRV Iy, T L)
RrZaARY v RV LRY o b =W LT, NaaT
.l 7 =7 [10. 1B]]

2.2 RANDRGTKE U CRIFUE OB D & % B

*
*
N

2.3 IR ST LW S ARt & 5 B [9. 53]

3. AL - K
3.1 #RK
R4 TA T2 RRTA 1y 72800mg
MRS HfF ARV :lﬁjﬂﬂx 2800mg
po— *Eﬂmﬁ WA AW, AT 2 o, IV Z AL 7T Y
U LKF, WK U, REEWRT MY UL, B
3.2 HHEOMIK
R4 TA T RRTA 1y 72800mg
sMBl FIEOMAIII B L TRV vy 7l

4. MEEXIEFHE
OTRNEMEX FHAEERKLE
RBEMTARILFILRE., 7 ARILEO—7, BHEERTEE/HT R
RIVEILRIE
CHUTHANME. BEHUDHE. WU UHBEEX. fREX -mhY
CHIE
YT oy REEER. BY) T rav I RE
- TY) ) LfE
« A7 KRR 9 LJE
OEMEBMIBEREICHS T2 REEEEEDTH

5. $EEXRIIHRICEET HER

(MU OHEREDBE)

5.1 MOPEEAIDELH 5 VITERECRIER D D B2 b D
BUEAAOEREEEST D L,

GEMSBMABIEEREICH T2 REMERED T

5.2 HERPICE U A7 OBE GFHEREA500/mn* RIS 5 2
ERTRENDBRERL) 2xtG+5HI L,

6. AERUVAE
BN (KEE40kglL 1)

WA, ARY 3=l LTHIRIZE300mg 2 1A 20, 23 HEL
(12 1E 150mg X 1L 1E1200mg % 1 H 2[E & RNCAR H #5375, 72ds,
BH ORI U T TR 05E I HETE 223,
WIH G0 ERRIE1E400mg 1 H2[E], 20 H LA G- o ERR
1[m1300mg 1A2[EETET 5,

WA, ARV 3= LTHIRIZIE150mg 2 1 A 20, 28 HEL
[EIE1EI100mg 2 1 H 2[E R RTICHR Mk 595, 7eds, BFE ORIEIC
JEC T, IR R T OHAIIE2A B RO &S &2 1
150mg 1 H 2 E THIRTE %,

AN 2EREAE12E AR | R Y 2 — VIR X2 B G EIT oot @E, RY a2
K OV125% LA TR E | — & LTLE9mg/kg% 1 A2 IR N 535, b, BH
50kg A%if) OIRFEIZIE T Ty IR A 5 O5E 12 E Ing/kg T DR L,
BRMEDTR A OEA I T Ing/ kg T OWET 5 (GRS L
T350mg% A= 5 A1 X50mg T DI %)

7272 L. 1[EI350mg 1H2[E% ERET 5,

AR (2L ETIRE | RY 27— VIERANC X2 855217~ 7216, @H, R) 2+
50kglh I-) —/L & LC1E200mg % 1 A 2RI &SR A &E3 5, 28, BFO
REBICIS U T, TR O%E1CiX1E300mg 1 H2[E £ T
HRCTE 5,

BN (REE40kgAiii)

1. BERUVAZICEET 5FE

(Ghiesk@E)

1.1 FEHRFINSRY a7 — O 5 Z2Bth L- i NEE B W T,
ROFEARETH D L EMASHINT L2 BAE, SERIUT R T A vnm
v NEIEZ D LN TE B,

7.2 /NRIZBOTE, BRBEDORY 2+ — Lo 525 2
Lo BEORBIOS U T, ROKGATEETH B & EMDSHINT LIz
B, BRI R IA vy AT EZL 2 LR TE L0, &5
BH#A)> & 1 AR CHEAFID R 0ANCE T L2 BEO A3 LY
RRMIIRFF I TWRWoDEEICHW T2 2 &, o, AV =
;= VERFITIERIE S Y FIEOEIGE AN 2D, NRORTE
T D BRI BARBN OMAIIHERE S e, [16. 1. 28 08]

1.3 BBERERE D & 2 IBE CIEHA OF L3 T E RV BF IR L
T, \BEAUI R T4 vy TR EHTHZ L,

1.4 BRE~FEEOHHAEIKT (Child Pugh/yZ 7 AA, BOMFIEZ
WCHY) N2 BE TG RITEE O REEREE L, 2HELL
Mgl s 028 B UG EOYEL 52 L, [9.3.2, 156.1.1,
16.6. 1]

GEMBMEBIEEEICH T2 FAELERED T

1.5 #FHERBAY500/mm’ LA EICEITE 92 . UL sE il o B 54 T 7
EL YRR S AR T T 5 2 b BREEBRICRB\WT, 180A &
BTG OFIMER O Z TR S T,

8. EELEAMIE

8.1 EEMEIEE, EEREREE. MUY vAWERD HbbILLZ
ERHDHDOT, AFNOFEGITE LR EHIC kR, BHRER
. MHPEMRERELSITO R EBEEL T H 2 L, [11. 1.6,
11.1.9, 11.1. 16&H]



8.2 EERIFEENHLDLNDZ ENH DD T, AFNOFEEIZEL T
. BEE TOITITO, BB U CITRRER A 2 8y (A1~
2\ 2475 2 &, [1.2, 11.1. 32 ]

8.3 LEXQTIER., =4I (torsade de pointes&&de) . LZEHM
g, REENR, 2REET 2 v 7 DEMETBAR, OEMESMGE.
BRGNS oD Z ENHHOT, EMIIC LERBAEZIT 9 72
CEEE AT 2k, [9.1.2, 11.1. 48]

8.4 AAIOTEIZEE L it 7 LIV —BEARE, SREHUEZ IOV
THaRWBEITY 2 L,

8.5 HlrhfRse, HANRALIETRESOIREEND &b, ARG hik
#%H AN, BR, AREESOERDIFRT L ZENHIOT, A
FBe G- O G 1R S 2 S OFER S EIE 9% £ Tk, HBIE
DIEFREESERR 20 O B OB EIC It F S TRV L o I+ aEE T
5k, T, KAEBRETIREIEH O UOFMBAL, S
I CCIRBIEMEZZZ2T 2 L 28322 &, [1.3, 11. 28]

8.6 WAMBEMSUS R SN D Z ERH DD T, KA P ITRE MM
DOLIR, BFHEOEMRT LY BLORHZHET . BEETIEDED
BN AT Y = OFERIZ L D RIMRO IR 2 RET 5 Z &, AH
PGPS ERRRBUIE OS2 B B b A, AFlOEE-Z k4
2L, RUEGTREEKGET DGA. RIERE L2 TN
BT E O E L, BXMAELR L ORERZEO LI RICEET
5z L, [15.1.38H]

8.7 BEMMPIIMPEELE=F I L VT2 ENRNEF LY,
[15.1. 18]

8.8 ARAIFEFIAICHIZ > T, HOENTHUALT 7 U U RAOHE
AL, ILT7 7 VU AT EHAE. e b e BRI
ERORrYART A NORBAHECT R EEECRS T2 L,
[10. 2&H8]

8.9 AAFNICYPIAZXT HIRVEMEREH T 2720, BEOHHIK
FNCHEE U OFAZEIZCYP3AIZ K 0 KB aE PRI EAE R 252 1 <07
WERF (110, 20FERE ] OBEICEM SN TOARWER L ETe,) 2
HENTVBEHAIT., BEIDS U THFAEORREEZ B E T 5 LHE
HIIEET D5 &, [10., 16. 4]

9. BENERZEITHEFICHT HIE

9.1 BHHE - BEEZEOHLIEE

9. 1.1 EMBBECHEENDHSEH (F-12L. RFIx L THBE
DEEROHIEBEICIFHFRS LA L)

9.1.2 FE{R*=FTHIEERVUTEREZHRELOTVVKEBICHLIEE
BeHANCERERE (W) UA w7 XU A ANVVTL) B
ETHI L, Fo, AR BRERELZEC S LHEEEDH 5 M
WA A RIFF IS8 G- L2 &y [8.3, 11, 1 4B ]

9.1.3 BEMEIILY b—RAFME. FILA—R - HF Y b—RRIRF
SEXFRIST—E A VYTILE—ERBEDESE

9.3 IFH#EEEERE

9.3.1 EEDIFHHEEIET (Child Pugh/$849 5 ACHORFREZEIZHELY) @
hHEE
EMRICREZIT O e CBIE 2 02T o Z b, EKipshke, 2ot
ST TRV ARV AN

9.3.2 BE~FEEDOIHEEIET (Child Pughs$84 5 XA, BOFE
FITHY) ObHDESE
(7.4, 16.6. 15]

9.5 i¥im
T ISR L QW D ATHEME D & D et icid e 5 L2 &, T
I~ 10mg/kglh LR HAZ I W CTHERTEME (N B KBHE /JRE KIE) |
7Y F100mg/ ke G-I B W CHRIEFEME (IRIBFEC M, HHER
%) RO LTz, [2.35H]

9.6 =ELIF
18R OISR ORILEBROA ML BB L, IO T+
EEBFT DL, BT ~OBITIIARHTH D Y,

9.7 INR

9. 7.1 KHAMREIR, HrAW, LRIk oSN T 25t & Lk
PRERERITFNE L TU7Ru,

9.7.2 BXOMEZRET D Z &, BEHAMEDIRT, AFEOILAERB
KEOFEBADGED DT, REPILBOBEEITS 2 Ln
SE LUy, N TR SG K OV R L SO 23 Je 8 U 7=

EHERDH D,

9.7.3 BEITBEL CldlE % +12AT
[A

Z &, MRERG L LSt

2
FHERERBR TIE. BN & Fe~ TSR EA OFEBBE S /W 2 & 3 il

INTND,

9.7.4 MEZHIT DETIE, BEOREZ FCBZEL, RED
RIERORRAZE LT, LER/PNROEEIFREICL E0D 2
Lo TZEL, FRIE LT, ehPlinte L UM R, D7a< L b3ATH

IIHE LN b,
9.8 E&E

FARICHEBET AR CHEEICEETHZ L, —ITAEEEMET L

T2,

10. HAE{EA

AHNT. FFAETEESECYP2C19, 209 K% TR3A4 T & 41, CYP2C19, 2C9
K OBMOEEMZET 5 (in vitro), CYPSMIX¥ 5 HEMEH I

5, 8.9,
10.1 BtHREE

16. 4% 8]
(BFRALELCZ &)

pARaE

FRIARTEAR - 51715

BT - falRik T

Jy7rrEv s
(W~ B TTTv,
V7yPy)
[2. 15 /]
V77 7Fr
(2277 4V)
[2. 15 /]

U7y ey o
J 0 AHIOC,, 1393%, AUCIE
96%io L7,

'U777%yk®mmmg'

Y AHKIDC,, 1569%, AUCKE
8% L7,

KA DPEHIZED ) 77
7 F 2 DC 3. 0, AUCHE
4. 358N L 7",

U7y vk, REIOR
HEFE (CYP3A4) 75T 5,

U 77 TF R, ARIONRE
3% (CYP3M) ZiFET 5,

RENLY 7 7 7 F » ORH
sk (CYP3A4) ZPEET D,

TTrELYY
(RAbhy 2 V)
[2. 12]

U rFen
(/—E7)
=0y V) FCRR B N o 2
(Vv h7)
=< bkl hFE
V2
(RFrEy Ry 7)
[2. 151#]

77 EL YOI
L0 AHIDC,, 1361%, AUCIE
%D LT

AKEIEOPHICE =T 7
B LYY DG, 1. 4%, AUC

XL AfEEm L7,

U e Eofiiicky,
ARFN D Ca 15:66%, AUCILB2%75E
L,

T 7 E LU YiE, ARIOK
#EFE (CYP2C19 ] TCYP2CY)
EHET D,

A7y LY O/
WL (CYP3A4) ZPHET 5,

[y L e, Aot

F& (CYP2C19 KX DCYP2C9) % i
5,

TN EE

s oA E OO K

D OFEANL, A ORH
sk (CYP3AL) Z#FET D,

(F7L =) 0 AFI O AMRHE S Fuii
R ERR SV ey — v | R ERED T D2
BRI b5,
SNV ES—L
T /) ES =
(7= 3—=)1)
[2. 18]
EEVR AFEDOPIT LY . Zib | AL 2 OFA O FRH
(=7 v7) DFEFN O MAPPENIRINL, | B (CYP3A) ZPLET S,
F=Ur QT fE & . D = P R R

[2. 15 /]

(torsade de pointesZ &ir)
72 O A R O RIE %
SlEECTBEARD D,

ARTFTVw
(277)
[2. 12]

FHT LA R
TTAH I KT =
Ay AT NT T
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(7 V7 I A
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= N
AFNT TR RNY
(L M)

[2. 1]

KA E OHRICE D A AT
7 Vv OmPREARML
WWEDRIRD & B b b B
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[ gleopimic ko, cnb
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ZfihEEl R TR E
b s,

KHFNEA N7 TV ORGH
B (CYP3A) #PFHET S,

| RANE 2 & 5 o (L

F# (CYP3M) ZIET D,
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A BSRAER - HEE 71 HeFF + falRA T 10.2 BtREE (BFRISEET S L)
FUT VS A AAEDPIZ LY FYT | AANE N Y 7Y T KoK S BEPRAER - R 71k R - SR 1
(g ) VT AOMARENRNL | BEF# (CYP3M) ZFAHET 2, NE NI T oA (FRULEE | AL O L0 . <3 k| KAIE<F R T2 2D
(2. 158 1RO 58> AR RIE R VEAE DB HE ) S LI | 25 7 0t P ASHI I | BHER (CYPN) AL 5,
EIFRITBLNEDD, U S SERIE Y LR | BB ENAB S,
FhrLun AR E ORI LY FhT | RENEF N7 L rrOREH Te) OMERFRGH, SMERHE | "X b2 T R ERET D
(FV V) Ve omfEES LR L, | B (CYP3A) EFFHET S, R L) LEbic, BEORELEE
[2. 12/] /I AR R 40 A VR T 203 44 5 gL, RITER %S+
THBLNBD D, SEETHZ L,
TAFTLEN AFIE DI LY T AT | KANZT A ST L e Lok NUARAZ Y b AHENEOPFRZED SLRA | RKFNIANLVARAZ Y bD
(A7) T U EADOM PR B | #EER (CYP3A) ZFAET D, MR K b o E | R (CYP3A) A BLE T
[2.15H] L. Tl B L= A e M BEENNR DD, %,
DB, LEIELT B B% SNUARAS b BT
b s, HLLblo, BEORELR
BIFER ARLOPMICEY vy | RAEE IS C RO RBEE TR L FEH ORI
(D7 A F) B RO RES ERT 5 | F (OB ZHFET D, TARET AL,
[2. 1518) BLNBD D, BT At A Tam= b A L EOHEMICE | 7= A o ARIOE
Tafiey s A OPMICE D TrF | KA BTt ) Lo A D AROCa: i34, AUCH: | BER (CIP3M) ZHHT 2,
(mFE>) Y U v DM E LR | R (CYPIM) R 5. 69MIL L7=7,
[2. 1] L. AR 2 2R )
b5, AHEOPMICLY, 7== | KHNZ T == b A ORGP
- - - b AV DCIEL THE . AUCIE | B (CYP2C9) ZFAET 2,
ARLFH b AL OO LY | ARV | RFNFE AR L F 4 PR L sfEsmL7=",
(Y b7 FH b o ERES LA #EEE (CYP3A) ZMHET D, — - - - = - - -
(0. 15:1] U f s % 352 LFAEEL LFAEE L EDOMMICE | LT AT B TR ORH

b5,

YoR—nm FHR

AH L OFFRIC LY U=

AANT Y N—m XH 0

Y L AN D Coal L39%, AUC, 121
4% LTz,

LT EE L EDPEAIIC X
v ERSEEST D BT
b5,

Ji# 5% (CYP2C19 J UXCYP2C9) %
WETLLEZBND,

A Z7H L b) v AR DM RS F | AR (CYP3A) E BT
[2. 1z/] FU. PUBEEERARIERT 5 | 5,
Z Lk HitofEBvEs
WRTDBENRD D,
TEL=TEY AFEOHHICEY, TEL | KK T L= LDk
(Ir7av) =V VoM P REN LR | SR (CYP3A) ZIHET S,
FNAYNL L ARXY | FTEHBENARS D,

SN TEL=TE S
(L% =)
[2. 12]]

Fu ok —EEEA

AHEOFFRICEY, Zhb

ARFNL Z 4 6 0 FH ORH

RN T 7 A (R
TRPED LY > SV
UND o SERVE Y Rl % 5
Te) o AR

(Rx 7Ly 2AH)

AHNE ORI LY ~x b
7 7 7 A0 M AN
U MRS A BRI (e D S8 BLAS
WIS D2BZNRH D,

ES 1S S A A N
HmER (CYP3A) ZPHET 2,

RAF=T =aF=T | OFEAOMPHES RN | B (CYP3A) ZIHET S,

ATNF=T Ta by | ZBENNRD D0, %

F=7. urIF=7 ~OEREEFTDH L,

HIVZ v 5 7 —PHER AFE OO L Y RAT | In vitrokBRiERI2B N T,

RAT T LT LT UFEAOEENRBY | AFIET T LT E LDk
THhHT7 7 LT EAOI | #iiEHE (CYP3A4) ZILE L
AN B ks E A | Y
b5,

RAT T enk ol
JIC X0 AF o MR
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7L BV AR O R
F (CYP3Ad) ZFAE LY,
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FIENLT
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EFhnd s,
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AFIEOPFHIZE Y, FLF
A v o R EE S BN
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[2. 1Z/]
TFELY KA EOPRICE Y T | KFNIET FE LY o ORH
(= FLIR) VU oMFRENRNL, | BER (CYP3M) ZFAFT D,
[2. 18] FIER OB HR S5
BT DD,
NTV Ry AFEOPFHRICE Y VT v | RENTLT & R o ORG#RE
(F—4) RrofhgEN B L AFE | £ (CYP3Ad) ZFHET S,
[2. 18] AR 5B8FhRH 5,
MY TaFy=yn AFLOPMIZL Y, 45T | KAEA$T =5 =0
(7 Lk oY = ORI EN F | AR (CYP3A) & FHES
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B b,
TR AHNE ORI, 71421 | KFNL7 4 2V v ORGEH
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[2. 1%1H] ER B RRT 2820 H
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EN A VA% AFlEDPERICE Y, =7V | KA T L L oG
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[2. 1] ERR RS 282 n b
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R ARY

AFEOPFHRICEY AR
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AEIEDOPFHIZEY, 2o nm
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v IR AN L OfFAER L
-3 NP 2 S D
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TWd,

AL T N7 7 U ORGE
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7u kR FPER

AL Pz kY ARAT

AFNTARATZ =D/

L7 ¥ R) AR Y oM P RE R ER | SiESR (CYP3A) ZFRET S,
[2. 15/] L. fERAERT 2 B2
b5,
RVIVAE SRV AFlE ORI LY A | KFEAL 7 VXS D
(RNR 1) L4 ho R EN | {CHEEE (CYP3A4) ZPAES
[2. 1/] U AERABRT 2B20 | b,
B 5b,
~NH LT KA & DO LY .~ 3T | KFNE~ ST 5T 2 ORGE
(I LY A A R) LT OMAREN B L. | B3R (CYP3A) %#FEET S,
[2. 1] FIFE D350 S, IR RE
BEFEIZLDLAEDY R
NEELBENRD D,
A=A 3 AENEOPFRC LY 2Sas | KA S a7 o o
(V7K 2) vy OMPREN LA L, | BEE (CYP3A) %FAET 5.,
[2. 18] FIER AR 2 BT
b%,
utr7y =7 AHEOPFHICLY, vF 7 | KAlIErF 7 7 =T DR
(¥ 1) FA= T OMmMPREN EF | #EE (CYP3)) ZMET S,
[2. 1] L. BIfER 3R 2 820

WD,

FAT T =)L TV = DCu1E2. 25, AUC | i (CYP2C19 J UYCYP3A4)
133, sfHpm L=, ZIET %,
IHYT A AFEOPRICE Y IFY | RANEI XY T 2O RG#RE
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B I Y T A DAUCHE
B.IfFICHINL, IV T A
7. Smg BA[AIRR (G0 (A
KRIKFB) DIF YT LDC,y
133, 812, AUCIE10. 3f% (24
L,
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KA E ORI LD, HMG-
CoAJE T I 4 L 7 3 o 1, it
FEREIMT 28RN H 5,
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[ HMG—CoA 35t JT /% # PHLE 3K D
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=9,
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ML,
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VIVET A KR EOHFRIZE D, Y Y | BANLY L ET A0 R
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FT b

ANV IR = VIR FE R IMLFERE T
743K

AAEOHRICE D, 2
D FEF O 1. T EE B3 HE 0
LBENRD D,

AHENT Z 6 O A DR
B (CYP209) ZPHET S,

PRI
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BT A A RRHUE
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D FEF > 1 B 23 05
LBENRD D,

A E

AR L DOHFRIZE D A F
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FxFa v

AH L OPFRIZE D AF
= R DG & AUCHI N L
71-:18)0

Tz H =)

AHlEOPERICEY, 7=
2 =L OAUCHEIIN L 72",

AN Z B O FEA DA
f## (CYP3A4) ZPHET S,

A7 a7y, Va7 x
+27

AHlE OO LD, Zhb
DIFIDC,,, & AUCHHIN L 7=
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AHNE S OIEH ORH
B (CYP209) ZIRET .

16 1 BEATHE
JIVEFATR Y mF =
VT A NT VA —v

JINVEFATRY = F =)L
T AT IA—E DO
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ARANE Z B D IRHF DA
B4R (CYP3M) ZPEHET 2.

VATIT I

AHEOPFFICED VAT
77 b oM REN B
LEENNRD D, AHE D
AR LERGET, BEOIR
REICIER L, REIGELTY
F¥ 7T N OWEEEET
HT &,

ARENT Y A 77 b ORH
f## (CYP3A) ZPAET 2,

I UFIFY VD (St
John’ s Wort, >k« a—
YA U—b) EHRS

A ATFEFY VT LED
PERIZ L0 | AFIOAUCIEE9%
Wb LY, KA GR TR
AITF XYV UEHR
AEAER LWL D EET
5Tk,

A TAIFY Y UE K
A OHESR (CYP3AL) %3
HY 5,

11.1.6 EEE (1.0%)

HEREEE (GIEEREE, BR, BIRNESES
ZENDD, (8. 12H]

11.1.7 MPORESESEIREE (JHAEAI)

11.1.8 5> -
11.1.9 m&EEE (2. 0%)
E"ﬁ’ﬁi’fﬂfﬁl

NU—ERRE (HERH)

1.1 10 {%%ﬂi X% FETRH)

AR 2%
THIR D LD E

1111 E=E (EFT%)

) RIS

BRI, FAR R, MEERIERAE, R e
WNEEE SO EE R MIKIEENH Hbhd ZEnd b,

[8. 1&#]

’%@ﬁ,’%&kﬂ%"ﬁ‘&)‘bbﬂé ZENHDHDT, Hﬁr

TG AP L, EEORLE AT Z

FOREOMEEN 5 b OIS 2 LR b B,
11,112 1EmReAReE (B R0

il AL

T ARG RHE R H S bND Z LR d B,
11.1.13 RIEkER% (0. 20%)

W, IPIRIREE, FEE. MG ORE (%l

IRk, CKES, MR OIRF I A7 ey A ZR#ME

) SEFRD DAL

Kﬁ\@%%Wﬁﬁwﬁ\%%m\m%7~ﬁ~%®@§%iML\

AF ODT&':EHEEPET% ey

Y7psniE 2175 2

11.1.14 (£ #E (&EEK%)

BEEQRMAEERH 5D DD,

11.1.15 EHEE (0. 1%7)

BRI B L~ AR N O Bk
11.1.16 &h U LME (1.0%)

(8. 1%M]

FEBUHE A RGAA ORI E SV T0 D,

1.2 ZDinElER

12, BIBBE A E A OB EE O

FERHOLDLNDZ LN D,

1. 8lER

WORIWERN D LD Z ERHDHOT, BEE+HDITITY

DBFBD LN AT
1.1 EXGEIER

M1 2avy GHERH).
11.1.2 hEERBIRIERIARAE

AN 1

3G 2 PIET 5 72 EEORAEEZTT O Z &,

T+r745F%— (BEERY)
(Toxic Epidermal Necrolysis : TEN)

(BEPEARD) . RISHEIEEREIREE (Stevens-JohnsonfEIREY) (BEEER
B . SRAAIBE (BEEE )

BB DIERD b & b= E

ST &,
11.1.3 FEE (5. 0%)
TS 7o PR

RH) .
DAEMOTIE R
R, 58

11.1.5 lD’F@ (3. 0%)
D RE
BEETHZ &,

BERET vy LEET
ENHLONDZ ERD D,

BT D BE RO bl

[1.2,

B2k,

DESEA (1.0%) .
SEEEETAvY (GEERE)
D (torsade de pointesZ&de) .

b ETI L,

iEGAEPIE L, R LE

(FFge, SE, AFPRE. HFEEIES) 2KdHbbhd 2

ERHY . EEHIHHES N TND,
11,14 DERITER GAETH).
TEAR HERH) .

8. 22 1]
DEME) (BT

D,
DV SMNE, SR

[8.3. 9.1.2&M]

7 AL

5%LA - 1~ 5% 1%AT" B
ME R VY 8 [ ER DS AE L i i, V> SEE
FlEE INBISME
R WiE, OIERITE fifiZK N, 7 =
7
H - kpshEE ETEE .
HRPERZ
[aFa A e ADHA £ 53 W Fl B2 TR RE R
4, HURIREERE T
HEAE, HORI b AE
1K TAE
MR HEY . B | MR R, AR MR 2% . B 4h i
Mgk W R 2%, BRI, f4 15
T ARG TR TR, AR AR
BN, AR, HARRE
FLIATHIE, SEHUE.
MRz Y, MR
FR A A i
A NN
R e g BEHUAE
W T, W [R5 A N R R =10 e, W, +
OO, R, T TR k. A
ZINRIEE (A NN Fis K. OER. MER,
W L. ALY TN, RS
A DIRHLR, R
RIS, CE 28
U ST /|
[aF3
B by i o O D s I TEAHIBALI
5 JR TRk E JEIEES, B SR/ RIE A T
U, ARRTEEIE, Jv PR
T, N
JFF AR R b MEFESR . MEAIE,
JFRER
JRYLIE Je OV A FIEN D
HE
R R OV IR | AR IR EiE, KAV (&P RV oA | @aLATa—
& A LE LA VLA
A5 e B OV A DU B g% (e /S
LAk
AR R e PRHRRBAE, S, | R = = — | SR, K98, M
FEIPED F N, Bk | moSF— TR, AR TT
TR RTEIGR, M, HRAR, KA.




14, BRLEDEE
14.1 %ﬁﬂ%ﬂi‘:‘ﬂ#@i}%
BEORRNE I, RFESIESICARDECRER o E
46mL D 7K % L JJ[IX_JZ SIEVIRED Z &, IREIF40mg/ml & 72 2,
14.2 EFBRSHOTE
TRV R TS, EREICIEREZMY s 2 &,
14.3 EFIZFHEOTE
SRR AR 1, RS A 81T 30°CLATF CfRAF L. MLl
HAT2E5BETHZ L, £, 05 SN-ARAMIR®% ORRIT
BEFETHLOBETH L,

15. ZOHDEE

15.1 BRERERAICED < 1F#R

15. 1.1 AAEANEEIZBWT, AU o — Lo mEHiE & IFHHE
A R R OISR HICAH B R EEEREBO bz, B
ANERER BN T, Hﬂ%’éﬁ%fﬁamﬁ FEALTRESIT, Ao, M
SR N E ST W IIEF O Mg RE N T 7 EITVTR b
4.5ug/mLLl EChHoTz, Fio, ENERMBR TITAMEL LS
%’WU&&#%@%W’MK 2L LT T 7 i s
4.5u g/mLLL LA MBS U TG mA R D PR
=Y T RFER LT, EPRSOBRERRRT — & ) b I3 TS
A S E O LA T3 2 i AR E O BIEIZEE D HitTwie
W, [7.4, 8. 7B ]

15.1.2 lifhtd 2T DR & 5t 4 & L7 ifsh O BRI
BT, RHIRE $%Ti&?ﬁIL&r®%EJX7ﬂ7/~w
RUERERIEREBE L i L CHEICELS (O — R 12,39,
S%IEHEX M 1.31-4.37), ZOFREAEY 2711800 2 2 5 KN
BOBRETE (NF— R 3,52, 95%EHEKRE 1.59-7.79) LD
N H 52,

15.1.3 AFIBGHIC, FIE R R & O B OfEN R4 L &
DOHRENRD D, Fio, RFIEHBG I, JARBBUIERS 258 L
Tmé$%f&FﬁIL&ﬁ&U UERAMEN A L2 & O

%, [8.65H]

5L L 1~5%ski 1kl SR 16. EWmERe
GRS 6N ERETIE N LIS 16.1 mARE
ik, BB BRIEGERE 16.1.1 BEEE
W i :jﬂﬁj} Wk 0 | Rz 58, Wi A )RR R A (% JHBE6R1) (2. AU =t/ — /1100, 200. 300
B R K s Mg, 7A7 I &()\400mg%§ﬂ§ﬂﬁlfﬁ@ﬁ’!§: H & I? L/fl k % N {‘ﬁ%i’é{}é‘/ﬂﬁ ﬂiﬁﬁ il\’—@{
7 17 L CIHEER: L, AUCK URC,,, /3 BT L CHERIB O8N 2 7R L™,
BRSNS F3iiy BB Coax Taax AUC i
R Ot bk (mg) (1 g/mL) (h) (g +h/mL) (h)
B2 K OV T AL BENTREHRE RIB KL | SRS BUEIE, BER 100 0.39 (54) 1.2 (33) 1.82 (101) 8 (42)
b BE, AEEVERLBE, F& BIREE . T 200 0.91 (41) 1.6 (44) 5.12 (70) 6.1 (41)
2. BEAA R SiE B B 300 1.80 (8) 1.3 (23) 11.58 (41) 8 (31)
WEERG, 2T, R, HRBE, FER 400 2.88 (26) 2.0 (0) 31.01 (62) 11.9 (51)
% DR, 5. K % wifiE, MAENE A6, SEHIE (HeV)
%I [N B
~ b—=F A Atk #4n
AT 4 U E 16.1.2 REHRS
i FRE W U e M 1@)?5&)\ ‘
WRse. HiRZE, Y RY 3=, FIZCYP2CI9IC L 0 (Rt S5, CYP2C19IT TR
v B FHUMBIHES D723, BIGTFD X A 712 X 0 KEUER) (M : Extensive
HaricHR j:tﬁiﬁéﬁ“ﬂ@ ﬂiqjgli;;:/:f BUNSn Metabolizer) . <22\ (HEM:Heterozygous Extensive Metabolizer)
~ Y ~ P N . > -
GTPRIA LR s L SOV (PM : Poor Metabolizer) B#ETEM:ZH 4 HHBE 20T T
7 F=Hin, LDH 7t L=
s, f Yo N N 5 P
IR Mﬂﬁ y AAR AR A B PEIZ, R Y 29— L 1[EI200mg % 1 H 2[8] R AERE 1
AR, AR &5 (Afiks  FA 0’1@400mg’21 A2[@) Liz& Z A, EMEUHEM
FLE RS 7 4 < < - e ,26)
Sy g T2AH. PMT3H BICIXTEFIREBICE L
o e B 571 B OSMBIIE ST A — 4
m. g7 I5—€ ES He/N7
HEIN, hFmREREEN, CYP2C19 i Con AUC. Toun tys
RN B TR (ug/mL) (ug+h/m) (h) (h)
EBUFUIE (3 AR SUTHHEAEFL B IERIE OGN O E N BB O AR SN T D, EM 5 2.15 (30) 12,02 (45) 1.4 (39) 6.1 (15)
a @ FEBUHEE I RATAAE OR RICE SV TN D, HEM 5 3.36 (24) 20.01 (37) 1.6 (68) 6.1 (14)
b:[1.3, 8 52H] PM 10 6.87 (14) 65.05 (17) 1.6 (47) 9.0 (12)

SEEIE (%CV)

4
—o—EN

8 —O—HEM

2 —A—PN

gAY a9 —)LiRE (wg/ml)

EE + R R

O—
<

0 2 48 72 9
7 HB#&G%RRH (b

(2) INREH
HARNNEEBE (3~145%, 1861) IR Y =27 —/L1[58mg/kg % 1 H
208 (A G- MBI 1 9mg/kg % 1 A 2[01) 7 A IER AR5 L 72 %%
KIA4vmy e LClEOng/kgZ | H2[ET7T HMKER ARG L&
X DM G DCoo X UAUC . DLEATSEEIE (FEPH) 1X2 7. 22
(2.03~18.3) pg/mLK 45,8 (10.0~156) ug+h/nLTdh 72",
[7. 2]

CYP2C19 Bl Chax AUC. Thax
R R (ug/mL) * (ug+h/nL) ¥ (h) ¥
EM 6 5.49 (2.03—11.0) 31.2 (10.0—80.8) 1.5 (0.95—3.8)
HEM 10 7.66 (4.45—18.3) 49.3 (14.5—156) 1.1 (0.92—2.2)
PM 2 12.3 (11.6, 13.0) 99.1 (84.0, 117) 1.0 (0.95, 1.1)
X 18 7.22 (2.03—18.3) 45.8 (10.0—156) 1.0 (0.92—3.8)

a: S (PR) SUTEMELMH (8% ofi) TRLk,

b: RfE (REPR) SR (4 off) TR Lz,

125 PA_E155% AT TR ESOkg L LD/ NRIBIIZIL, sl & RBRICA U 1) —/ L 1[El4mg /kg % 1
A2l (BfifS 90 IC1E6mg/kg% 1 A2[E]) 7H MIFMRNE S L7, 1/E200mg% 1 H2[=7 A
IR RN 5 L7z,

CYP2CI9BBHMA T AUE, AFOBBE TR LY TSN KB TH S,

EM : CYP2C19%1/*13%CYP2C19%1/%17

HEM : CYP2C19™1/*23}ZCYP2C19%1/%3

PM : CYP2C19%2/%2, CYP2C19%2/*33IZCYP2C197*3/%3



16.1.3 £MFMREEAR
AENEERAIC, R 3+ —1200mgEXIT RT3 uy Tk
40mg/mL O MBI & L TR Y =) —)L1[[1200mg % 1 H 2[8] (B fif
¥ b5 W) HIZ1[E1400mgZ 1 H2[]) 7HBIER S L & & o3 pyihhe
AR D 200mghE & KT A vay TREYFERICFRSETH S Z LN
TRENTES,

16.2 mRUR

16.2.1 "AATARALSEY T«
Az Lb—rar7y—vaxxs 7 Afifrnnd, BRAKRUS
E BT DEERANBEORY 2+ — DAL FT XA F Y
T 4 1396% & HETE STz, E NERIR S MARRRBR I 1 D BB DA A
TARATEYT 4 1F, IFF1006TH - 7229,

16.2.2 BEDEE
fRERE AT, SRR (K91000kcal) ZHi-o =R AR Y a5 —
NEEEHRIXITIRT A m vy 7L LT200mg% 1 H2[E]7 H R ER O #%
5 Uz, EFIREBIZE T 5 Co R OAUC , 1322 RERERY 5 & el U, SEH1
TIFZENEN3UK V24K T L, RT A > a v 7 TIEENEN568%K%
UBTE T L7zo Tha FEFIC LV FERITIXL ARFREBIE L, RTA >
0y O BHEEIEAE L2 BMNEAT —4),

16.3 o
R A DR Y 2+ — VO EFAREIZRIT DA A F T4, 6L/ke
LHEEENEY (BARANRWSINEAT—%),

16.3. 1 #AMNTBIT
RY 3+ =B EHI~10 R O M h R U 229> — LR EE (%t
T HEEFARY 2 — VR O HIX0. 22~1. 0 (FFf0. 46) TH
272 BMNEAT—4),

16.3.2 EHMEEE
RYaFY—rob MRS S FEGHRIT, 8% TH 7125,

16.4 {3t
In vitrodtBRIZIN T, AR Y 333 —/LECYP2C19, CYP209 K TRCYP3A4
Lo TR#@EN D, AHOFEERBHWIIN-A T R TH B,
(8.9, 10. &M]

16.5 ittt
ARY 3 —ud, FREIC X VIR L, BRI GZI6RFH E TITR
PCRE(BIR & LTS REO2RIM AP S 5%,

16.6 HENDEREETHEE

16.6.1 FF#EEDIET L =155 E
TR AR Y =29 — L 1[E200mg & 1 H2[E] (A% 5-1E1400mg %
LA2[ED MO ORFHREIR T3 (Child-Pugh/ 7 7 AB) IR
Y S —/L1[E1100mgZ2 1 A 2E] (A 5-1[81200mg %1 A 2[E]) KA
BOEE L L & OBRKRBES5%OAC. IZHETH L THo7, 2D
EEMAEPRY 2y — VIR R A T G2 A BICEE
TEHRABICEE L7e oy PR FREREIR I3 CId6 B B £ CERIREEIC
E L0720 GHEATF—%), [7.4, 9.3. 28]

16.6.2 BHAEDIET LIHERE
MPEEOBEHEBETEZEOULT7F=2>9 1) 752 R30~50mL/min)
AR Y at > —)L1E3mg/keZ 1 H2ME] (A% 5-1106mg/ kg & 1 H 2[0])

THMRERIRNE S Lz & & BIEED LR 22 iiE & FL~AUCK
VCoun CHBEZETZBD NN 72% (HEANT—4),

(2) mi#SEH
AR OO MAEEHTIC L 0 MAEP AR Y 27— L D8k Rk S iz
GMEAT—4),

17. BGERALIE

17.1 AHERUVREHEICET 25K

(EREX FHATERFERE)

17.1.1 BN MAHER (1501001588%)
TRAEVEESIE & I ST BB SURTRAEMEEIE S R < Seb - &
Fdexttal L, 1000 GROPEVE6LE], SRpers186], A A v F ek
2141) TRV afFy—nxEE Lk,

ROPFIEOL AT, B EGW R ICAMA R L L T300mg% 1 H2E] (KE
40kg A D5 A 1X150mg A 1 H 2[R]) | & D% IR & & L T200mg %
1 H2[E] ((KE40kgRIEDSHE12100mgZ 1 H2M]) BRA%KE Lz, 727
L B 5BHA3 A B o MR Y o) — VR EER2. Spg/mLLL o &
3, H55A45 0 B LA 150me % 1 F 20E]RE 1 85~ L 7=,
FERIEOS AT, EEREEEOCH AL, REMAICAR AR L
L Cémg/kgZ L A2[E], Z DHITHERH B & L CTimg/kg% 1 A 2[A1FEAR
WG LTz, 7272 L, % 5B8%A3 H B oI SEh AR Y a5 — VREN
2.5ug/mLLA E oD & X% & 5-B0A5 A B LA 3me/kg & 1 A 2[E#E AR
BeHACIE UTz, HEREEELSNOSEIT, B0 BICAMHE
& L Thmg/kgZ 1 H2[E]l, # D% ITHERFHE & L Tng/ke% 1 H 2[0]#
RPN Ee - LT, EHEIRIEE 3B MAT - 72tk IRBRELIERTIC L v kD
FRIEDNTRE &I SN BF I B D TR OEE~OY Y Bz (R
A v FHHE) BAHREL L, B 5-BRAA3 A B O MAE IR EE 232, Sug/mLA
D & % (13200mg A 1 H2[E], 2. 5pg/mLLA LD & & 13150mg4 1 H 2[a]#%
A5 L7,

Pebfe TR (kG-I 120 1) DORERAFEL. LLTOE

D ThoT,
[gid WA B hE /R
v FMAE 1/2
BB Y HNE 5/5
HLUATR vV FHER S 4/4
R - i v VB E 1/1
/iR 11/12 (91. 7%)
R EEG7 2~V 3L 2 10/16
T IBMERIESEI 7 A ~L )L 2R 3/5
T AR ANR, W7 AL ¥ — 14/18
/iR 27/39 (69. 2%)
7 )7 s ay s AR 1/1
2V F b3y AR Wiz V7 b=y s AE /7
INEE 8/8 (100%)
BTV UL - VT S RYE 0/1
AR/ N
JNEF 0/1
&t 46/60 (76. 7%)

RIVE R BLE (R 5 2 5 10) 1L RIE B 10041 8041 (80. 0%)
Thoto, FRBIEMZ, & (25.0%), HREEE (24.0%) . v -GTP
H0 (11.0%) . .0 (8.0%) . M@it: (8.0%) . JFHERESH (8. 0%) . ¥H
i (8.0%) . ASTHEHN (7.0%) . ALPHSAN (7.0%). ALTHINN (6.0%) . 5%
H(5.0%) . HFEESE (5.0%) . BECAHE (5.0%) . ARG (5.0%) %T
btz
17.1.2 SAEFEMAERER (150-307/60255%)

CIEAR R TAMBEIEET 2A~ VXL AEOREFE LS E L, R =

TR L T AT ) U UBBR G RO AN R L ORR
PR IR U2, R Y 2 — L 5 CIE196 I AR - 24 RE ]I
AR L U Comg/kgZ 120 Z L 1o, LIKEIT4mg/ kg% 1205 Z &

IZERIRNEE 5 UTo, ARPEICHIBEDGE O DAL= %A 1d3mg/ kg & 125F
M E~DOBEETHEE Lz, 2 TCOWBRFITH LT, bl td

TH B OFARAE S 2 HESE U, AGERE 138Kk Tmg/keg/h & LTz, R
U — L Ofk NS OBMGHRIF200mg Z L A2[E & L RO S
3H B LABRICERR IR DN A 0y 20 A1, 300mgZ 1 B 2[0] E ToHY &
ZAfed Lic, AARMEICHENRD b4 1350mg % 1 A 2[RI HAL
DOWEZITV, 200mgZ 1 H2[A £ TOREE A[FEE L7, RE40kg R
WOWRE BN T ARY aF Y — Lok A#kGEL2 &L LT,

Be e TR (KRB HIR 16 ) DREDIANFEIL. LT D

D ThHol,
HFE /31 AR /SR
(REEMEIIT 7 A L)L AE 67/119
T AAYLE L AR
INEE 67/119 (56. 3%)
it 67/119 (56. 3%)

BIVE PSS ERZ13 19661 12841 (65.3%) Th-o7-, FARENWEMRIZ. H
HERE (28.1%) . TEE (7.1%). FZ (6.6%) ThH-o7=*,

17.1.3 SAEFEMAEFRER (150-309/604558)
MRRE R 0 L CRhRE A F 7 2 AR W5 P TR IR S
JiE ], AT TRNAREIE AR AR50 XL BAMEORIED Dk T & 7o
WRE MU R EMEE T &2 SN BE 2RI, 312 R
U 2 — L E IR 5 O3 05 LTz,



RN G OSA X, 5P R ICAMHE S L Tomg/kgk 1215 &
LITHRE L, ZO®RITHEFFHE L L CTdng/kgZ 12051 Z & 12472 <
EBIAMIES Lis, HEAEREITM8mg/kg/h & LTz, ROBEOLA
&, BEH B IR RS L T400mg% 1 H 2B G L, 2 O% I

FEE L C200mg& 1 A2 5 LTz,
BORT R UK GHIM16HEH) OREZRADRIT, LITOM

D Tholz,
[gid WA A0 /AEA]
B v VK MAE 11/21
o BV HSE 23/38
IR REK - WD DH S 12
INEE 35/61 (57.4%)
RBVERG 7 2~V L A 40/86
T AAYLE L AR
/iR 40/86 (46. 5%)
7 VT b3y s AR 1/4
) JVT by s REE 7 YT k= 1/2
7IT AT AR A o %
/iR 2/6 (33.3%)
7V T A ME 1/2
T Y T LR ERIES 1/1
7%V 7 AR 2/4
PN Jii 7Y 7 2HE L 7YY o A R R 0/1
i D5
ZOMD 7Y 7 AE 1/3
JNEF 5/11 (45.5%)
A RARY U SRR GE 0/3
i A R AR Y 7 L 1/2
R RARY 0 bR T IRGIE 2/2
e A7 RARY U AJREGIE & A5 R 0/1
AT RARY T L AAY Y LTGRO )%
Ay RARY 7 AMfSE 0/1
ZOMD A RARY U L%E 0/1
JNEF 3/10 (30. 0%)
&t 85/174 (48.9%)

BIVE SR Z372/ TP 2154 (57.8%) T -o7-, ERFEIERIZ.
R (22.8%) . B (1.5%) . MR (6.5%) THoi™,
17.1.4 S EFE MR (150-608585%)

FELFPERD DA v VX MIERE E LRI, RY aF Y — L DOFR
PR O LM% 7 LR T )Y UBOE#RIZ T v a) ) — L aES
LT=REDE N R VR L i LTz, D72 < & BRI D3 A I #
ARG 21T0, ZOBITROEG A~ B 2 /REL LT,
RY 3 — g 5RETIE2T2B R O 24FE 1T AT AR & LT
6mg/kgx ., LIBITHER A& L L T3mg/kex TN EHI20FM = & 10k
RIS G- U7, E7-. MEFF R RI34mg/ ke & 1205 = L & CHIETX
HZ Ll e L, EENHEIIMg/ke/hE LTz,

ARV aF Y —RAELS~O 0 B2 %1, 200mg% 1 A2[E (KE
40kg ARG DHEAIE100mg A 1 H2[E) THIAA L. 300mg# 1 H2ME (K
40kg RN DA X 150mg A1 H2[A]) £ CHIRATREL L7z,

B EAE T (R 5 IR o O & ME D VS %8 ) DRE%h
REDLRIILLTO®EY ThoTz,

TR WIBA /S
o v FMAE 162/248
NP
INEE 162/248 (65. 3%)
&t 162/248 (65. 3%)

FIVE S8 ER21 22725 TR o7 (35.7%) Td o 7=, F/RIVEMITALPHY
A (0.7%) . A U AMEE (0.7%) ThHo7=",
GEMmMEABIEEEICHS T2 FEMERED T
17.1.5 /@5 B MARER (BB LIE TR M (TR LLEEER) (A1501073
HER)

W 226 7 A BN BRI B B IR E O S AE A 2\ 1258 2L o i i el
Jafshit R & x5 & LT B A% 180 H O B R Y TR D Ihiz oW
TRY aF ) —Lef hTarFy— el R)afy—iL
XiEA N7 aF Y =LA 2B HEIRNE S L O%ITR 0528
DEEZ T, R Y 3 — A HRECIE234BIZ, B D 24FE R I T AT
FEE L Tomg/kg% . LILITHERFAI R & L Cdmg/kg % T E U121
M EACERIRNEE S Uz, #0852 0] 0 B 2 #4014, 200mg% 1 H 2[H]
(I TEAOkg R D YA 1X100mgZ 1 H2[A]) 5 L7=,

A N T aF = ERECIE25561IC, AR S L T200mgZ 1 H2
FIFFIRNEE G- L, & 5~8) 0 8 2 #%13200mg % 1 A 2R H- L7z,
B 180 AR 1T 2 B ARG TR ORRENRIL L F Oy Tholz,

TRk ) . N
- - - FEMZE [95%FMIXH] ©
RY a5 — it A bTaty— R
48. 9% 33. 5%
(109/223) (80/239) 16.3 [7.6, 26.0] %

a: B 180 A MK\ T, LA T O H 24~ T/ L7 e oG

CEFLTVD DL,

- R EVEIT IR YSE OREE W SUIRRR I 20N 2 &

- B 100F B £ TIIRBIEA86 A UL LG S Tnd 2 &,

b BHERTALE CHBEME AL ST B B ALE) WS, R —iE &M O BIER
(AP MfEE . RS UEIEME) %8 E LicFleissik
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