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2 BEEGHEEAHoONEIENHDHDT, BEICH-T
[T, BEETHITITL. FAREREZEHAMICTSI &, BEN
BOONEEHRICFREEHELBEYGREZITI Z&[8.2,
11.1. 38 8]

3 EH. BR. AEREZFOERNH ohh, AFIREHIEERD
FERDFHR T 5 2 e H D AFIREHRVEBESHIEEL Ch b
DIERAEIET 5 F T BBEDEGLERIRZ M S HIRDIRE
CEIRBSELGVEIITHHEET S &, [8.5. 11.28H]
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22 (ROBEICZEEELEBENI L)

® 2 1 ROEANERGFORE YV 7y oy, V77 7F oy, =
ZyELyY, U RFEL, BEFELY RFEL, =2k
LIAENL U RNFEL, IAREEL NLEX—)L T x)
ILEH =L BBV R, =V AT T EATIVH
nA R (AT EZI BRI T2 A TRELT VFE
Yy, e RpzuagIy, oI Y AFLTbI A
FUY), FUTY IS A FhZvaL, TAFFLEL, B
FZER, TutrtYr, ARLFHFL A, UAA—mFHo
TEN=DE S ANAYLE Y ARXFYIN-TEL=DE
VR NI T A (FRSUTEEMEORMEY o EIE O
U URERMEY UoREE G ) OFEWE) ., TEL Y, v
TR AT aF =g A TRV, =T UL
RrazRY v~ L7 [10.158]

2.2 FHIDORGTKE L CREUE OBREIRE D & 2 B

2.3 MR XATATHR L W A ATREME O & 2 BB [9. 55 HR]

3. #ARL - MK
3.1 8/
WRoEs TA 7 = R200mg i
sy AR né/'jir:i/v‘f/vzomg
RN ANKRTFNT—F ) B-> 7 aFxFA R »F U 7 A3200mg
3.2 HH DMK
pH 5.5~7.0 (19mLyEH IS THHiR L 72 I EE 10mg/mL OO FEIR)
RFEEL
(AR #92 (19mLIE I VMR L 72 I 10mg/mL OYATR)
WZkE3 % )
[EN AHNTACOEH T, AEOMREGLZ ENH D GRETR)

4. $HEEXIEHE
OTRDEERITHAEEREREAE
CREMTRARILFILRE. M7ARLEO—7., SHETERT
ARIFILREE
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~ Y)Y LYE
s R KRR 9 LAE
O MM EREICH T2 RELEHED T

5 FEEXITHMRICEET HER

(MO TRBEDAR)

5.1 fOFEEHINES) I 5 VITRAMEICHER S L B2 BN LY
BRAROEMZBET 22 &,

GEMBMABIEREICS T REHERED T

5.2 HPEEYTH Y 27 OB GFhERE3500/mn’ Kl 19975 2
ENTHSNDBERLE) 2/RETHL,

6. AiERURAE

DN WE, R 2 — e LCHIA X LE6ng ke 1 H2[E], 20 B LARIT
1[m13mg/kg X 13 1A14mg/kg % 1 H 2[0S E#HET 5,

AN (2RRLA B125% | @, RY =Y — b LCHIH I3 11E9ng/ke 2 1 H 2], 2H H LLFEIE
Al B O 12m% BA b | 1018mg/kg & 1 H 2[R s ##ET 5

TIREBOkg A | Zeds, MEORIEITIE U T, UIPBRAR T OHAITIE Ing/ke T 1]
L, BEMERR 5 OBE I Ing/ ke DR 5,

AN (128 0L BT @, RY 3y — b LTHIH X1 E6ng/keZ 1 H 2], 2H B AKX
AR E50kgLh |) 1[A14mg/kgZ 1 A 2[E AR HHET 5,

1. BERUREICEET 5EE

(ZhEeaE)

11 ERFINSRY a5 — o5 2Bt LI ANEBREICB VLT,
ROBEGRETH D L EMIHINT LZEAIE, AT R T A e
vy IHOBZ D ENTED,

1.2 WNRIZBWTE, EHAINLRY 2 — v oEEE2BGT5 2
Lo BEORBIOS U T, ROFLSFEETH D & ERMISHINT Lz
Bz, AT R A vy IOV BLZ D ENTEXDHN, b
BRAA & 1 AR CHERFI SR 0 ANCE T L2 BRO A0 LY
LZAEMEIBHF SN TWRW O EEITHIKT 2 2 &, [16.1. 253 8]

1.3 BHERERED & 5 B TR OF L2 TE RV NERF IR L
T, SERIUE R4 vry T2 AT L,

1.4 BE~PEEOEGEILT (Child Pughs 87 7 AA, BOFREZL
ICHY) 23 5 BE TG HITEF O ARG &L L 2HALL
Meldo@i o2 0 B USRS REOEELT5 2L, [9.3.2, 156.1.1,
16. 6. 1]

GEMBMMABIEEEICH T2 FEMERED )

7.5 fFHERE23500/mn’ LA B2 (B9 25 | SUTSPEMHIF OB 54T 70
L YRR S AR T 5 2 b, BRREEBRICE\ VT, 180A &
R TR G- O L REITRT ST,

8. BELEANEE

8.1 HEELMIREEE, EELERE, Bh ) UvAMERSHbDID Z
ENHDHOT, AFIOREGICE L CEMIC ikhd., Bk
., MPEMREREZITO R EBEELHATH 2 L, [11. 1.6,
11.1.9, 11.1. 16 MR]

8.2 MERITEENRHODLNE I LBHDHDT, KHIOFEIZEEL T
1T, BIEE ATV, RIS U CFSRERE A2 E (121~
2[) 1ZiTH 2 &, [1.2, 11.1.3&#]

8.3 DEXQMER., L= (torsade de pointesZ&Ede), [L==fl
&, REAR, seeEET ey 7 DEMETER, OEMEIHIMGHE,
BIRSE R H Lbhd ZERHLOT, EMIICLERBREEZITS 72
CEEE T DIATI 2, [9.1.2, 11.1. 48]

8.4 AFIOHEEITHE L TiE, 7 LAX—EF LR, $BHoESIcon
THAHRMBEITIZ L,



8.5 fHihiRs, MR ILIERIEEOIREENH O b, AFIF G-Ik
%bAEN, B, UREEEDERNPEHT 22N HHDT, K
Fe 5 R O G-t 1k#% b 2 S OFERAEE T 5 £ T, HEE
DIEFRE R 20 O B O BB FE SRV L D I+ aEET
LTl T, AAIEBRETIEFZCTIHLNUOHBAL, BB
I CCIRBIEMEZ 2272 L 283252 &, [1.3, 11. 28]

8.6 JEHLRBEWESIENH DD Z R D DT, AFIFESHILEH
DR, EFEDOEMLY BLOMS 28T, BT IEDHED
BNV R T U= ORI & SRR ORI 2T 5 2 &, AH
B ERRREESOE R B B DI GA X, AFIO# G % hikd
5L, RUERTES AT 2HAIL. RIEREZ EMNICE
BTAL 0 E L, BRAIELR L ORERZE ORISR LI E =T
%5z &, [15.1.381]

8.7 AFNDEEHIZHT=>TiX, WMRANKTF =T -7
%A MY R U 7 A (SBECD) O b o &M BRIk
W, vav . T4 9X U —EREBITIERHHDOT, EEHHE
BT 5720 Smg/ kg2 B2 IWHEE TR T 52 &, [11. 1. 1%
HeJ

8.8 BEHMPIIMPEELE=F I L /T LERNEE LY,
[15.1. 18]

8.9 AAIEERIAICHT= > Tk, HHLHINLT 7 U URADHE
EHAL, IVT 7 U EHHTAHAEL. e br o R
EXON R YRT A NOEHEHCT R EEEICRET L2 L,
[10. 22 18]

8.10 AHNLCYP3AILKI T 2 MW BHFEMEA A AT 2720, BHEOPHHIE
FNCHEE L OFHSRIZCYP3AIZ & b Sy BhRE I FAER % 52 17 09
WIRA (T10. 20FHER ] OHEISEH ST ARWIRAIL &) 2
HENTVBEHAIT, LEIDE U TIFAEOREZ B ET 572 L
BIIRET L2 L, [10., 16.45H]

9. HENEEEHITHEEICHT IR

9.1 AfHE - MEREOHIEH

9.1.1 EMBBEDBRERDOHDEE (Fz12L. AFIx L TBBUE
DEREROHDBEICIEERE LB L)

9.1.2 TBIREZHT 2BERVFEREFZBE LOT LREICHIESE
B HANCEBRERY (D) UL ~ TRV UL, ANVVTL) B4l
ETHZ L, Fio, AR EEBMRERE 2L SEDAMREEDOH 2 1ML
A 2 RRC G L2 &, [8.3, 11. 1. 4B MW]

9.2 EHEEEEERSE

9.2.1 EENBHEBRETDOHIBEE (UVLTF=IUVTI3UARL
30mL/min)
1B Lt 2872\ LI SN D EA R BRE ERANTERE L,
BOAOBE%BRT 5 Z &, BT H 5 5 H 0 WRINAISBECDD
BRIC L  BSRERENEL T A B ThR D D,

9.2.2 WEEDBHREREOHIBEE (VW LFTFZUIUTIUR
30mL/min~50mL/min)

TEHRFIE GIXIRR EOA REN GRS B 2550 E L, MmiF
I LT FoAMEERILE L, ERDBREO O GEITIEERIXIT R T
A3y T~ EEERTHZ L, BIRIETH 2EHAOU
JNAISBECD D FEREIC L v B fERENEL T LI2BEZNRD 5,
[16. 6. 2]

9.3 FFHEEEEERSE
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[EST TRV G AYAI AN

9.3.2 BE~FEEDIHEET (Child Pughin$84 5 XA, BORFHE
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(7.4, 16.6. 18]
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 10mg/kglh FHEGIZ I THEATTEME (N 252 KBIE, /TR KIE) |
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EERET D 2L, BAT~OBITEARTHL Y,
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9. 7.1 IKHAMKER, #rAER, FLIRIIERME O R A 55 L Lk
PRERERIT I L TU7Ruy,

9.7.2 AROBKARTSZ &, KERIEDIRT, AROLEML

LEONZADPRD ONTHEIE, BSPULBEBBELTI N
PE LW, N TR RO & OV R R - B R D3R8 L 7t
ERD D,

9.7.3 #HITBEL CIBEE 12T D
BRI, A & bR R 5
INTND,

9.7.4 AEAMIET 2RI, BEFEOREL H2ITBZEL, 2IRED
RIVEF OFEBLZEZ[E LT, LER/NROMETEEICL EHDH 2
Lo 2L, JFHIE LT, B 5 BRATR K OME B
ITHE LW &

9.8 EHAE
HAEICHE T R ECEEICERGTH 2 &, —RICABRENET L
Tnb,

&, INREXSRE LSk
L DFEBUHE N B2 & 3l

e EB3HH

10. HEH%ER
AHNTL. FFAETEESECYP2C19, 209 % TRBA4 T & 41, CYP2C19, 2C9
KOBMOBREEM &A% (in vitro), CYP3AIZXIT 5 FHEIEMIX

v, [8.10, 16. 4B ]
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UVCYP209) Z#FET 5,
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U hFen
(/—E7)
| == e VR B N 2
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[2. 1]
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[NV AFEOHRICED KU TV TN | RENEZ N TV T LD AFEOPRICEY T by | AFIZ T == A2 D
(g Y) DI FEEAHIN L AEHA ORIRRC | HiHER (CYP3A4) AL DCo b F 1. T, AUCIEL. SEERIIN L7 | RIS (CYP209) 2
[2. 1] ERRHER 25 TRz | FT 5, 7, EI D,
BbD, LFLEE L LT VEELEDOHRICE Y (RE | LTV EITARK O
FHhTran AFEIE OO L Fh T vanr | KFIEF A7 L aro DCouE39%, AUCo o TA4%IA LTz, | (KSR (CYP2C19 B TY
(VY H) DM B U i/ MREEESD | (UHEESE (CYP3A) & FHE CYP2C9) Z#5iET 5 L%
[2. 1] HHERART 2B Z NN b D, T %, LT EELEDOHRICEY B | 2B d,
TAFTLEL AALOPRICLY  TAFTLE | KART AF 7L EL BHETHBLNED 5,
(A R_T7) LD RS 5L IFIRIC B | o fREHEESR (CYP3A) Z L FryrxF—CHERN | AFEOME Y SRS OIH | AFIE D OFEH O
[2. 1] LTeHERRNREL, UL TET | 35, RAF=7 =aF=7 | OmPRENENT DEBZN0RH | RS (CYP3A) ZHLE
BBEETNRD D, ATNF=TF, T bl | b7 REE~OLELZEETS | +5,
mIXER AR EOPMIC LY B2 E RO | AAIER X E RO 7727 BNTTET | 2L
(¥ 7 AZE Y F) MHPHEDS EAT 282NN H 5, | #igk (CYP3A) ZBHLET HIVS & 7 7 —BRLEH AHNE OO LD RAT U7V | In vitroak R RICH
[2. 124] . RAT T LT e FENOEERBH TH LT VT | W, ABNIT T L)
TaFrry s AAL ORI LY T rFrt ) | KRR T B d e ) LTEAOMTRENMMT S| € A O K BB R
(mF£2) LS LR L R R | ofCEiEES (CYPSAY) % ENRDH D, (CYP3A4) ZPLFEL7=Y,
[2.151] FTHBENRD S, MEY 5, ) . i o
- - - RAT T F e ORI L | In vitroalBRIZEWT,
ZRLFY b /ﬁiﬁﬂkﬂ)ﬁﬂﬂ:‘in\lﬂﬂ/f\t"fl/ AKANZAR L FH b ) AFIOM A ERSBINT 2357 | 72 7 L E AR
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[2. 1] THBENRD D, #FY 5, P LY,
YoS—m oy AFNEOPMIZE D U A—m Y | KLY S— 1 A FERX 7 LAY NRGRER | Zh O OFAN L OO L 0 AH | In vitroXBRAE RIS
A 7FLAE) Sy OMPREN LR LA | ORBEER (CTPIA) BLESE (WRTD) DIPBESHINT B BLANE | VT, Zn b OKHIEA
[2.1Z2#] JDHIERT 5 2 LIk v Hiofe | 2ET %, FIENVY %, ORISR (CYP3A)
WetE SR BB Z NN 5., BHE LR
TEN=VE Y AHEOPHIZED  TEL=VE | RENET L=V E
(hnzay ) COMPEEN AT B2 | ON#EEE (CYP3A) % IS OHFA L OO L0 AHK] | Z b AT AK O
FNAY NG AKXV | BD, MY 5, DML EERHD T D BTN S | RS (CVP3M) 27
I TEL=VE S 2, Y LB NH 5,
(LHFNER)
[2. 1] AR EOPNCE D 2D OFA] | In vitroiBRHE RIZH
RERI TSR FRUL | AR ORI KR T 7 | KRS R 7 T2 2 PMAREAMIT SBLHA | L0 AFELE 5O
HEAPEDIRIE D o HEE L | A RS L NSRRI | oS (CYP3L) 2 % iggfff(””“)
W5 UNY L RERVEY 8 | RO R BRI WD BEND | HT 5, T e
ZEte) o R b2, LT A AHEOPRNZE O bLF /A | K RLF /A 0D
(RE T L7 AR DI P ERRIINT D B2’ d | R (CYP) ZFHET
[2. 12/] <8 %o
TrELY YV AHEOPCEY  TFELY V| RKFNETFEL Y VD e i A AHFNEOPNC LD v 7 u AR Y | KFNEZZh b OFEH O
(= kLI X) O ARERRIN L BIVEH ORI | (HEESE (CYP3A4) A FH IR ARY L ZTm | DCuIELL EIS AUCIEL. TRACH | RFIESR (CYP3A4) &
[2. 12/] PHRINDBETNRH 5, EIT D, DA S e S ez, EY D,
NFYRY AREDOPZED ATV RrD | KFNELT & RO
(7Y —4) MR EES ER U BRSS9 5 | ik (CYP3A4) ZfH% gfu igﬁj{f:: il?c};i;ﬁ@;u
[2. 18] BENRD D, T35, L e s
AHTaFT =4 AL OPIICE Y AFT 25 | RANEA ST 27 — °
(7 vt —AOMAREEA B U AR | A ORISR (CYP3A) % AL OPICE D X Y AR
[2. 12/H] W DBENNHD, FRET 2, O S BINS B B E N b
TARV IV AL OPERICED T F L) v | KANET 1 KL D %o
FveF47) DM PR ER U ER 2R | ISR (CYP3A4) 2 VR IDES Y 3 ES AHEOPRICEY . Fahar e | KA TALT 7Y D
[2.12]] DBENDD D, HT Do TLT UL HY YL | AL OHER LY, 70, U | KR (CYP2C9) A
B A YA AHEOPHICEY = F Ly | KEIF=FL L) D [8. 9% H] N7 7 U OERBHRL. EFELY | ET D,
(£ 9) OMFEER R U ERAHT | (RHESE (CYPsad) INR B3 2 5 L e R 23 5 ST
[2. 18] HBENDD D, ET 5, w3,
FA=S S D KA EDPRICEY A7 v 2RY | RKANERZ v 2HEY > Zu bRy FHER AR EOPRIZE Y ARAT T — | KFIEA AT T —
(V7% 5 R) COMAFPEER EA U ERSEER | OR#IIER (CYP3AY) % HATT = JDCo &2, 265, AUCHES. SEEHIAN L | DIREIEES (CYP2C19 K
[2. 18] THBENDD D, MET %, 7", VCYP3M) % MLET 5.
B BT KHNE DV IO = _"B LT | KA~ AT LT D RPN AREOPRICEY ., IFY T | KFNZIFY T A0
(1 5P A A R) O PEEAR L5 U RIER 23858 | GHER (CYP3A4) AL 0. 05mg/kg HLIFIFIRIN AR G- D X & | iR (CYP3A4) A BHTH
[2. 15] SN HRAERSEIC £ 5 LR | T 5, V7 LONCHES. THACHM L, 357 | 517

YA REEDBENDRDH D,
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AHE OO I D  R_R by T2
A D LRI % B L
%,

NRENT T AEWRT DHELD
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EN - g AN YN
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VVET A

AFIEOPHRIZE D S NVET LD
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°

KHFNE Y NV EF B DR
B FE (CYP3A4 B Y
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[ S
AR AFEDOPAICE Y, AF Rro | AKFIZZ N6 0 RKEA O
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FT D,
Fxva Ry AHEOPHIZED AFva Ry
O Cpy & AUCHSEII L 72",
e = AR EOPHIZED 7= 2=
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AL OPHRIZ LV . Zh b OFEFH|

A7 Tu7xy, Va7 AENTZ 5 O EH O
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% P REAT 48 JNEFATFAY T F =T AN | T O ALK O

JNTFATa e TF
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T VAN EDHIZ XY AH D
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AFlEOPRICE Y  =F= xR

kT P F =N DC,, I E36%, AUCIE61%
WL, /N F AT D0,
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AFlE ORI E Y VAT T b
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%, AFHIE OOHB LIRS A

B OWRBITTER L, LT ﬁLT
VAT T T bOWREZET D Z

&,

A TAMFY YU EOJMIC
0 AAIOAUCIEEINIEA LT,

AR PRI A G T4 REY Y

TERBMEBRLAR WL S ER

EN-IIE R NYOF -0}
fRAEER (CYP3Ad) % FH
FI D,

VAL TT N

*

AFNTV A 7T b D
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11.1 EX d»B!IH’EFﬁ

M1 2avy BEFRH), 7H74 7% — (BELRH)
R FRERF OB EHEITEE T 52 &, [8. 75

11.1.2 hEMREERERE (Toxic Epidermal Necrolysis : TEN)
(BEEERH) . RIEHEIEREIREE (Stevens—JohnsonfEZEE) (BHET
). BRHR (BFEARP)
FIBHDRERR B &b 5E
52 &,

11.1.3 FFEEE (5. 0%)
HERNEE (I
ERHY, HEHBHREIN TS,

WZIE G RIE L, #EY L E AT

L OE, BFRA, FMEEEES) b obhd Z
[1.2. 8.2&H]

11.1.4 DERTER GHERWH) . DEHR (1.0%) . DEMS (A
RED . TER HEAY)., REEEIO VY GHEARH)

DEKQTEE ., LEHH (torsade de pointesZ&de) ., L HHE),
FHNR, SERBET 0y 7 DEECERAR, DB, Bk
ENbLDNDZ LD, [8.3, 9.1.25K]

11.1.5 A £ (3.0%)
DHERRICET 2 BEPRO GGG EEE IR L, MR
(R s I

11.1.6 BEEE (1. 0%)
HEEZEEE (BMEREE, BX, BREEERS) bbb
ZERBD, [8. 1]

11.1.7 FERESBAEIREE (BB )

11.1.8 52 - NU—ERE (WERH)

11.1.9 M&EESE (2. 0%)
BB, FLEREY, FAR RN, MEERERE, SRR
WNEEE SO EERMEEEN S Sbhd Z b b, [8. 1]

11.1.10 BEMXEX (BEEARH)
%Hﬁﬁkﬂ%ﬂ’*ﬂ)ﬁ’%ﬁjﬁﬂ%“ﬁ&; LD Z ENdHDHOT EN,
THRN D SN GAICFEEZRIE L, BWURLEZITY &,

111,11 =8 (EEARY)

R DIREIEE N DD Z LR D,
11.1.12 ERRAARAE (BHEEAH)

PR, B, CKES., MR ORI A 7 oy BR 2%
B RO RIRIE D b H oD Z LR H B,
11.1.13 MR % (0. 2%7)

W, RO R EE, JREL, Ao R (ASE) SR bhEe
Wi, EROITHERXAR, MOERCT, Mg~ —h — O L I L,
KA OG- ZEFIET 5 & &bz, BIBRERLE L HOER %D

Gl LiE A

122 &,

11.1.14 BEmHE GEERE)
EELRIMEER D b 2 ERb 5,
11.1.15 EHES (0. 1%7)
A BB ORTEOEREEN D bbb Z Eid 5,
11.1.16 EH Y HLIME (1.0%)

[8. 1&H]

T FEBUHEE IR AR A ORI IES VTN D,

1.2 Z0thnEER

5%24 | L~B%Ail 1A AR
MR KON 3 [ i BRI E L] i, Y o3
FbEE AR AE e
M i, LRI iAHE, B~ =
4
H - RpEpEE HEFCm, Hg, [
HRMERZ
kAl A ADHASE 53 Wb Il R B E R
4. HOR IR RE
TUHESE, FURAR
FEREIR TE
HRpEE SRV BT | RO B, Pk R 2% . AR
HrEpEE" = AR R E. R, TRIEAR | AR5
IR Mg ¥ I, 97 9 TR, AR
TN, AR, AR i
BEVRIE, OCHUE,
P . ML
i, A8 A i
W, ML, MR
&SR, EHAE
H hEE L, TEek RIS DO M. Bsk, +
[0 g ONELE VN T ZAR . iy
AR, B, R.ER, MR,
B A LU A0 EVRIE, MRS
EHEH, PR
. NIBSR, Wk
BIER, ANE
by fEE RO fiFALN: TE N e AL
G Rk AE FEIHE, R 5 U/ S, A v~
R, RAEMETRIE, T v WRER
FE, N T
JFFREE S b MRS, BHATIE,
SRR
Y E K OV R Bl e g
HE
R R O | BRI EILRE, KA Y A | KSR U AN | w2 L AT —
& Jiikn SiE IV ILSE
B S OV & AR, R B % BRAR
AR
AR b R PRARAEAE, MR, | KAk = = — | SEEKTE, SR, M
FFIMED F U, BRIE | 8T — TR, 5 B AR T
B REEOR, | e, RAR, Jedh,
R, 23 aGkEE ., R, RS TRES NN
TR R4 SR R
bl e ARHRAE SEILIREE, 205, 4 | R PROINE ¢
T, LI
R ORI g, 77
VIR
LAUE N W i,
R O bl




5%2L b 1~ 5% %A MR
B K OV T AL Bt W95, AL | RS BRI, BER
b BE, AHEIVEALBE, 38 R % . i
5. BERIEM, N BAE. FIBLMEEL
WEESUG, 2T, J 9%, YR, [
ZHFEIE, B, K IRIS5 | WAk, A
% TEIE, g
T~ h—=F A,
R 7 41
ViE
Jiik=ge AL IR E, Atk
R . iR %S
I 3
EE R R A ALTHEAN, AST | et & U L& o #Y | BUNES AN

BN, ALP S | 0, M v A
gy -GTPHY | By, frh s L7 5
n =890, LDHRTHN,
LG RR BN 7N
G RPN VI
MER T, fE
. 747V DE
A~ =, i
FDPHIN, HET X 5
— BRI, AFmRERHY
NN
BB | FRE SV B REIE 0 7RGRING O FE N B R RBR O RIS ISV T B,
a : FEBUHE Tl F AR E ORI ST b,

b [1.3, 8.5ZH]

14. EALODEE

141 EXRESFOTE

14,11 AH % B K 19mL I ¥ U 7R (B BE 10mg/mL) 1, @ % TH
) ABAEAKEAWCTHRL T, SlERRNES T2 (FmR% o
SRR S VATR I EE0. 5~5mg/mL) .

14.1.2 KFNDFERIC STz > TE, BRI L= 2 L A L., i
BITHCMICHERT D2 &,

14.1.3 ABIZRENBIEIC R > TWHD T, BHITENAK190L%
HEATDHZ LN TED, H—, BHEOBETEMRDA S I2WGA
1. ARBAS TOBAERERHLOTHALRN &,

15. ZOHOEE

15.1 ERERERAICE D 15k

15. 1.1 AMEABHFICBNT, AU 2ty — o mEhiRE & T
R R E BB O MK FICE B2 BEEMENRO iz, AR
MNBEEERRAIZ BN T, FRERERE AR A LT fEFI T, 23D, M
PR S HE STV ER O MAE P ERE b T IV T b4 b
we/mllh ECTh otz Fio. EWNERRRE CIEEMME LN Z eI
JE TG ROFHEMAZ, BLE LT 7IETIREN? 4.5 g
/mLEL EDSA MBS U TR S RERET 2 M RET =41
7% FhE Ui, ENAOEBRKRRT — 4 2> 5 TR RE R A 2 5 o
HBL A T35 M R R o B D B Cnveuy, [7.4, 8.8%
]

15.1.2 ilifhtd 2 VIT DR & kP4 & U T2 ifsh OB IEIC
BT, AFIEELE CIIEERE LRBEORAEY A7 37—
RMEFERIEREBE L i L CHEICELS (O — Rk 2.39,
9S%IEHEX M 1.31-4.37), ZOFREAEY A7 11800 22 5 EHing
TORETE (NP — R 23,52, 95%EHEXH 1.59-7.79) LD
WS B 5,

15.1.3 AFIR G, R R R O B fEN R A L &
DWERD D, Fio, AREHEG I, SCHREMESUS % B L
T2 BH TR R EROE R OB LTS 5 A LTz & O@sE R
H5, [8.65MH]

16. EWshee

16.1 mMAEE

16.1.1 BEREi%E
AANBERER A B ($HE6H) (o, R =5V —1 %155 3k
O6mg/ kg B [ SRR G- L7 & & . SR TEZORY 2+
— /LD IMBEF R E OS2 2400, 89, 2. 11 K% UM, 53 1 g/mL,
ISR O SEME I T TS, 2, 4. 4% 6. ARF TH - 7=, AUC
DOIFHIEIL2. 39, 6,41 T8 14 g+ h/uLTH Y, HEICK L TIH
B O &R L722,

T AFIOAGE S o i, pRACKR LT, FIA I 1El6mg/kgZ 1 H2[E], 20 H AR
11A]3mg/ kg X iZ1[A4mg/ kg2 1 H2[E]TH 5,

16.1.2 RE&ZE

(1) BERA
ARY aF Y —/E, FEIZOPCINC L W R S5, CYP2C19ICiTiE
B ERNGFIET S0, BEFOXA T2 X MR (EM :
Extensive Metabolizer), <°=°f&kV (HEM : Heterozygous Extensive
Metabolizer) M OMEUY (PM : Poor Metabolizer) BESRIEMEAH T 2
BR300 TIRHT L 72,
HARNBERERR A B, ERGHIHICAMAREE LTRY )Y
—/16mg/kgZ 1 H 2B R IR - L 72 %, 333 4mg/kg % 1 A 28110
A AEIRNEE S Lo e &, RY a7y — Lo mfEHRE X
AE 5 5-0 BRAEFE 0/ S TE F B T i L=,

H5-R10H HORWEIRE AT A —F

CYP2C19 . Cuut” AUC. i
G e i

BeSR fEdam il g (ug/mL) (pg+h/mL) (h)
EM 2 2.83 11.42 6.6
3mg/kg HEM 2 3.86 28.83 6.3
PM 2 5.53 146.29 8.3
EM 2 4.52 18. 86 6.1

4mg/kg .
HEM 4 5.70 37.34 5.3

a RS T IR O M R

MR Y 25 — )V (1g/mL)
£

8 #58 :3mg/ke
2 —8—EM (n=2)

—0—HEM (n=2)
1 —A—PM (n=2)

g g

®

’ 0 12 24 36 48 60 72
10 F E % SPIATIER (h)
(2) INREHE

AARNNTEE (3~145%, 206)) 1o, KEHRGYHICAMARE L
TAHRY a2 — 1 9mg/kg% 1 A 2] i FE RN EE 5- L 7= %%, 8mg/kg%
1 H 20606 A R AR G LT- & & ek 5% 00C,,, S TAUC . D
MAEME () (T 2NFNT.32 (2.32~19.6) ug/mLK V1. 1
(14.2~177) pg+h/mLThH-7=", [7.28M]]

CYP2C1 9tz 71 Bk Cuss (g g/ml) AUC. (pg-h/mL) ¥
EM 8 5.32 (2.32—8.31) 36.0 (14.2—70.0)
HEM 10 8.12 (4.62—12.5) 56.4 (23.0—103)
P 2 15.7 (12.6, 19.6) 127.5 (91.8, 177)
X! 20 7.32 (2.32—19.6) 511 (14.2—177)

a: AP (REPH) SUTRATEIE (4 off) TRLE

125% LA E15R% AT CIRESOkg L LD/ N6, Ao & RIS SR 59 A IC A AR & L
TARY 2 —)Lbmg/kgk | B 2[SHGHHARPN B G- U721, 4mg/kg 1 F 21016 H ] AL iR £
Hl7.

CYP2C19BBHAFAUL, LAFOBZFR I Y TSN KB TH S,

EM : CYP2C19*1/* 1 3i%CYP2C19™ 1/ 17

HEM : CYP2C19™ 1/ 230 i%CYP2C1971/*3

PM : CYP2C19%2/*2, CYP2C19*2/* 3 IECYP2C19*3/%3

16.2 RUR

16.2.1 "NAMATRALSE T«
A2 lb—a v 7y—~a®x7s 47 AEfnsd, BARANLOSE
ENZB T DEFERRABEORY 27— DAL FT XA FEY
T4 1X96% & HETE & T, E R S TARRERIC 1 2 BB O3 A
TRAFEYTF 4 1E, RF100%TH - 71252,

16.3 o
R A DR Y 2 — L O EFAREIZRIT D A AR 1$4. 6L/ke
EHEESNEYE (ARAROSEAT —4),



16.3.1 #AMAFEIT
RY a3+ =B EBI~ 10 O MIEFR R Y 2> — L x5t
FTHBER TR Y 25— VERE O IX0. 22~1. 0 (0. 46) T
5720 GMNEAT—4),

16.3.2 EEHEEE
RY aFY =Lt bR AT B REGERIT, 8% Th o 72,

16.4 fx3
In vitro®RBRIZEB W T, A Y 3 — /L ECYP2C19, CYP2COJ T
CYP3A4IZ Lo TIR#t S D, AFIOFEHMIN-AF > K TH D
3132 8,10, 10. B8]

16.5 HEitt
AUy — ik, FREHC X VR L, BB 5Z96FEH £ Tl
RAICRZ IR L L TG R 25 Pt S 0500,

16.6 FENDEREHTHESE

16.6.1 FFHEEDIET L1 1HERE
BEFERE AIC AR Y Y — L 1EI200mg &1 H 2l8] (B 5-1171400mg %
LH2[ED MO ORFH#EEIR T3 (Child-Pugh/y 82 7 AB) 1A
Y @ —/L1[E100mg & 1 H 2B (Bt 5-1[E1200mg 4 1 H 2[E]) KAE
BOBE L L S ORKREEHOAC IXHECR L Th-o72, 20
EEMBEPR Y = — VBRI R CIE G2 A BICIRIEIE
TEFRRBICEE L7y PR ITREREIR T CId6 A H £ TERIREEIC
ELR»o72 SEAT—4), [7.4, 9.3. 28]

16.6.2 BHEEDIET LIRS

(1) DEEOEHEETEE (VLT7FZVIUTI VR0~
50mL/min)
AU aF —n163mg/kgx 1 A2[E] (AT 5 1E6mg/kg% 1 H 2[A])
THRRERIRNE S L7z & & BB IER 225 & H~AUCK
Vo CHEZITRD SN 723 GHEAT—%),

(2) SBECD [RILKRTFILI—TIL B-2UBTXFR M) F YL
(Fm#) ]
SBECDIZ, R LKL L TRHICHRt S, &2 U 7 7 Ri35kEk
IRDIMGIREE & —Fr Uiz, EF G LD, BHERENS IEH 22 g
B TSBECDDO BRI SR T2)s, HEE (F LT F=22 )
7 J v A 1 30~50mL/min) OEHEREIK T H TIL, FRA A DL, AUC,
e OC X BERE A I 2R & bl L CZ N2 RA5 K O 5%
EH LY, [9.2.288]

(3) mi&BHT
AR O MEZENTIZ X 0 R Y =29 — )L K OSBECDED L E
N8R V6% B SN (AEAT—X),

17. ERRAHE
17.1 BHERUVREMCET 5
(EEXIFHAMERREE)
17.1.1 ENE MR (15010015LE8)
BIEMEERIE & 2 Sz BE SUTIRIE B ERE S R < Bebh /- &
Frxtgl L, 1004 (R OpEsEe14], s8], A v Fik
2160 2R Y aFy—nzkh L,
BROBEOLAIL, Y AICAR AR E L T300mg% 1 A2[E (KE
40kg A DA 1X150mg A 1 H 2[8]) | & D% LR & & L T200mg %
1H2[E (KEAOkgHTH OB 1X100mg% 1 H2[E]) RAHKE L=, 7277
L B 5BAA3H B O MR Y o) — VIR E32. Spg/mLLL B &
XX, B5BAMA5H B LAIX150mg % 1 H 2[R O 5~ L 7=,
HEEIEOSR G, EEREHEOHR AL, HEYRICATHREL
L Témg/kgZz 1 H2[E], ZDOHKIFHERFH R L L Timg/kg% 1 H 2[B1FH AR
WIS LTz, 7272 L, R 5BE3H B omifhR Y ) — LR
2. 5pg/mLLA oD & X (3, F5BALE5 B B LA I 3me/keg % 1 B 20 RN
B o i Uiz, BEEREEELSNOSEIL, K5 BICATTH&E
& LCbmg/kgZx1H2ME], ZD%ITMEFIHE L L T3ng/kg% 1 H 2/l
AR B G- U 7o, BAERIEE 3 AT o 7otk IRBEEEMIC LV &N
FRIEMATHE & HI SN BH BV U RE~DOY 0z (A
A v FPRE) AAHEL L, B 5BREA3 A B O Mg h e 232, 5ug/mLA
D & Z1X200mgZ L H2[E], 2. 5pg/mLLA Eod & & (X150mg% 1 H 2[RIf%
AgeE L7,

B HRTR (RKEGHIMI2ER) ORADRAZFRIT, LT 0@

D Tholz,
R 3% AR /SER]
v VA SE 1/2
[ gD KNGS 4/4
Kt SUE - Wi > OB 11
/NEE 6/7 (85.7%)
(RIEIG T 2~V L R 10/16
o BPEBEIEHEN T A~ L XL A 3/5
TANENAR BT A~ ¥ n— 14/18
/NEE 27/39 (69. 2%)
7 U7 k3w s AR 1/1
JUF Ay AR iz V7 =2y s AE /7
/at 8/8 (100%)
YTV T A - YT = RYE 0/1
FaWR/FN N
N 0/1
At 41/55 (74.5%)

BIVE RSB (R A E JL 5 2 5 1) 13 RIE 51100451 - 80451 (80. 0%)
Thoto, FREIERIL, 258 (25.0%) . SLEEREE (24.0%) . vy -GTP
AN (11.0%) . .0 (8.0%) . M@rt: (8.0%) . NTHEAESRH (8.0%) . U8
i (8.0%) . ASTHENN (7.0%). ALPHSAN (7.0%) . ALTHINN (6.0%) . 7%
(5.0%) . JHFEEE (5.0%) . BECREE (5.0%) . RIRGE (5.0%) % T
b1z,

17.1.2 S\EE MAEER (150-307/6025%5%)
HERETEMREMET AV XV RIEOBREEXRLE L, A =
F = NAEEREE T ART Y 2 BRI, A A
PEAR I LTz AN Y 2 — L B TII196 il ARl - 24 R [#]1 X
AR S L Cong/keZ 120 = L 12, LA IT4mg/ kg% 120#R0 = &
WCERNEE 5 LTz, AARMEICRIED R S =56 138mg/ kg & 121F
WM& ~DRBEEFHEE Lz, £ COWBRFICH LT, bl b
7 OFFARNEE G- 2 HESE U, A AGERE 138K Clmg/keg/h & LTz, R
Y a Yy — L ORAEEOMGHREIT200mg A 1 H2RE & L R A#KS
3 B LIRS A AR5 72356 1%, 300mg% 1 H 28] F TOM &
ZARE L L7z, BAVEICHBEN RO b4 1350mg % 1 H 2[E Bf7
DOWFEZEITV, 200mgZ 1 H2[E £ TOREE ATRE L L7z, KE40kgR
WMOPHRE BN RY a -V —LoRORGEE2LELE LT,
BB TR (BB G-WIH 16EH]) ORENRAFTIL, LT

D Thot,
R P35ES Fh /B
(REEPE 7 AL L ZfE 67/119
T AL L AR
INEE 67/119 (56. 3%)
&t 67/119 (56.3%)

BIVEFAR B3 19601 128101 (65. 3%) Tdr o7z, E/RRIVEMIE. #
G (28.1%) . TEK (7.1%). FZ (6.6%) Th-o7=",
17.1.3 SEFMEHER (150-309/60455%)

MRINEE IO L CRIRE 2 AT 2 3AIMN 7o W2 B TR B
SiE ] ST TRITEREEE DS ZIRE A 143 MU BNED RN D ke T & 72
WS R MR T ) &2 SN BB 2RI, 3126 R
U o — NV E RN G U DS Uiz,

BRI G- OB, BE0 B AL L Cong/keZ 1205
LI L, TO®%ITHEFRFAERE S L Cing/keZ 12051 Z & 12b 70 <
L3RRS Uiz, HEAEHE 3 8me/ke/h & Lz, ROKE5DO5E
&, BEY R ICAR RS LT400ng% 1 H 2R G L, 2 O% I3
F&E L LT200mg%x 1 H2EIFZ G LTz,

BT (e KI5 HI6ER) ORAZIRADIRIT, LTI

D Tholz,
BT PEIBRA H B/ AER]
DK M 11/21
VK E REL - Wi v P S E 1/2
N 12/23 (52. 2%)
(REEMERT 7 2 L L ZE 40/86
T AL L AR
N 40/86 (46. 5%)
707 ~ay s AR 1/4
_ V7 hay s AMfiEE 7 ) 1/2
7V7hay 7 AR 7 by 7 2RISR O
INEF 2/6 (33.3%)




PR WA AR /SER]
FANR/FNI X 1/2
7YY 7 LRI SIER 1/1
TV 7 ARN % 2/4
T T AR M7V 7 LEEL 7Y 7L 0/1
BT RBIIE D5
ZOMO 7Y T LE 1/3
INEE 5/11 (45.5%)
A RARY 7 b JRIEGE 0/3
filiA s RARY v LGE 1/2
Al RARY 7 bRz T RYE 2/2
A RARY 7 LR GAE & 0/1
24 RAKY 7R Al RARY U LT EYE
DIFFE
R RARY 0 A fSE 0/1
ZDOMMD A KARY 7 LJE 0/1
INEE 3/10 (30.0%)
aqt 62/136 (45. 6%)

BIVE RS ERZIL37261 21501 (57.8%) Th -7, EREWEMRIE. B
T (22.8%). 3B (1.5%), WEK (6.5%) Th-o7=*,

17.1.4 SV EFEMHER (150-6085%5%)
FEHFRERID O A U H IR BE AR, RY aF Y — LD
PR OB T DR T Y UBOE I TV a S — L s
LB DB R O & i LT, D7 < & b RIS H I3
RN EZ1TV, EORITREOZEE~OG D BEX ZFhEE LT,
ARV 2 — VR TIE2T26N R ) O 24X AR AR E LT
6mg/kg% . LIIRITHERFH R & L T3me/kes TN EHI20GRE] 2 L 1k
RN G- Uz, 72, HEFFA El3dmg/ke % 1205 & & £ CHERETX
LTl E LT, IEEAEEI3Ng/kg/hE LTz,
RY aFy — a5 ~0g 0 B2 %1%, 200mgz 1H2[E (KE
40kg A DA 1X100mg A 1 H2[E]) TR%A L, 300mgZ 1 H2[E] (KE
40kg AT DA 1%L 150mg 2 1 H2[]) £ THEEARES Lo,
B 5T W (R R 5 IR D o O & ME D R4 8] DRAZD
REDRIILLTO®EY ThHoTz,

e 3RS A/
oA 162/248
L VH g
a3 162/248 (65. 3%)
pen 162/248 (65. 3%)

BIVEMIEIRERIT272060 9741 (35. 7%) Th - 7=, FRFIMNEMIZALPHY
A0, 7%) . EH U T AiSE (0.7%) T,
GEMBMAABIEREICH T2 REMERTED T
17.1.5 B4 B MAAER (BIE AL I TR AU 1TEER LLELEAER) (A1601073
HER)
8226 H R A= B B B YR IE D JEIE A3 72 WO 1258 LA b o0 3 ifn s
Rl B &5 & L C BT 180 A O B IR YT B D sk Zhic >\
TRy aF Y — b hTatry—nzig Lz, R :!7”/%/1/
XixA b T a2 — w2 HERIRNES L E 0% A& EC
WX Te, RY 2y — Ve BRETIX234BIIZ, W) 241K [H] ;téﬁ
Ff L L Tomg/kg% ., LIBRITHERFAR & U Clmg/kg% TN E L1205
M Z &R S LT, A& G080 B 2 %1%, 200mgZ 1 H 2[H]
(R B A0k g AT DHFA 1L 100mg A 1 H 2[0]) #:5. L7,
A T aFY =V EERETII2556IC, AR e LT200mgZ 1H2
EEFIRNEE S LU R H 00 B 2 1413200mg 2 1 H 2@ 5- L 72,
%180 B IZH 1T 2 HHEGE TR DR IZ L F Oy Tholz,

FBip R . L )
- - — - RERZE [9B%(EHIXAT]
BY 3 — A hTar— R
48. 9% 33. 5%
(109/223) (80/239) 16.3 [7.6, 25.0] %
a: BAEH180 A IR T, LA FOIEE 23 X Clifz L7 0Bl 4
CAEFLTVWDZE,

« (R I IRYE OTEE W SUIERR B 3 7N 2 &,

- BRI 100 B £ TICIABEEA86 H DL G ST s 2 &,

b : BRERTALE (BBEMURALE B B ERRR L) N
GEG oMk E . REAIEIMmE) %2 & LizFleissik

o R AR O AR

R Y 2 — A BRI % BRI REERR 22331 123651 (52. 8%)
Thotn, ERREME, EL (779, K (7.9%) . $hkE
(6.00) RONFHAERERE (5.20) Thor0,

17.1.6 B EMARER GEEHIEXRHER) (A1501038585%)
W12H A IR B EEERIEDOBL DO H 5 18@UL®Lm¢$fﬂ1
iR 25 & LT, REEERHBYMED K THHD- 0
Vary—naE L, 46FICAamESE L Lmza#ﬁaﬁ_
6mg/kg % 2l 5. U HERFE G- & U CL20E[H] 2 & _4mg/kg%ﬁ%}iﬁww&
H Lz, 520 &z %, AfEs & L CRBR I LI
400mg % 2[E1$e 5. (R EE40kg A DI5FG I 120EH] Z & 12200mg % 2[m] $¢
5 L., #ERR G L U CL128# 2 & 12200mg (KB 4AOkg AT DA
120F 2 & 12100mg) &5 L7z, $5-BAA12 0 A% F CIOREMER
BEIRYRE % FEAE L 7o SR OEIA1310. 7% (3/28%1) Th 7=,
BIVEF FETRRI1T456 12661 (57.8%) Th -7z, TARBIEMIZ, T

PE(8.9%) . ZIE (6.7%) MOEE (6.7%) Tih-o7-02,
18. IR
18.1 VEEHER

RY a5 Y —IFTEEMAIC BT, BRSO T RT o — /LA
HBHRERET S Z LI K O REEER 2R, £/, AV aFr—
NDTL AT 1 — ) VESREERITERIGRIR T, 7 v MF
MR TO AT o — VAESRICKTT 5 BB 7,

18.2 IEHEA

18.2.1 RV aFy — Ut AV H B, TALFELRE, 7 U7 b
Ay I RAE, TV ULBEROPART RARY U LRIk U in vitro

THEEEEZ R LY,

18.2.2 RV ah V' — L, 7TA~VLF L ABITH L TCHREERZ R
L?L_“)o

18.2.3 SufFIEH K OGIEMSIELE Y NOFERA LV XIE, 7Y
T hay 7 ARE, T AOLEINVAIER VA RARY 0 AEIZK L
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