%2024 4 6 HSkET (45 3 /)

BARAER R A% S 872391

2023 4F 12 A ekET — . e
Bk S BIRMINK 1 BB AR A R B It
EREAR ;448 7IVESVRNATEIL ERES | 22100AMX02252000 | 22100 AMX02251000 | 22100 AMX02253000
—— r I _JI "C;Jj’tjl125 g BB 20094121

43 Jn7e080mg

—-— I ®
€3 J-nreneyr
EMEND® Capsules
W) FEE-EESEOWMTEICI VTSI
6. BiERVHEE

2.
2.

BB (ROBFEICEIBELREVWI L)
1 AFNOESXIEHFEAT T LEY Y M XZ VI IZx L
WEGEOBEEIED D A BE [11.1.3 M ]

2.2 ¥V MG HhoEE [101 3]

3. fHEK - MR
3.1 8%
LAY ATV ARXYRH TN
R5E44 125mg 80mg
ARAYEH TNy b
14 7% nrh 17N
B - VAR A 7TTLEY Uk
125mg 80mg
vroFrysueirkira—a, 59V
B ry oA, RO Mitlro—2
(Fr)
R ATENZETFV, | ATENVIZETF .
FoVNVEEEET NI | T UVEEEE S M)
Ly ZTW bR #| AL BILFY VRS
=k, BRI | H 9%,
FEUEERET S,
3. 2 WA DR
ARXAY ATV ARXYRH TV
W 5E 44 125mg 80mg
ARAYEH TNy b
# B 5 7 e VA
o oo | 332 ono | 331
¢ 1 2%
e (mm) #119.3 #917.8
59#% (mm) 6.6 #6.0
B i (mg) #1414 #1279
. BE WAt E HEAZE
A8 F A HEAEH
Wplla—r 0no 332 0no 331

4. FEER FFHR

RBEMEERR CRXTS5FH) HE5CHDHMAERER

(B, MEMt) GBREZED)

5. EER IR ICEIET 5

AFENZ R NE, WEEAE U 2 B EGH (27T
V) OBRGOGEICRVEH TS 2 Lo 17111714 %

M)

~

©

Lo HIH:F] & OPHICB W T, EE, BRART12@EU LD
AR 7 7L E Y U b e LTHRESEEHS 1 HHB I
125mg %, 2 H HLPAFEIZ 80mg # 1 H 1 M, &FI% 53 5,

. RERVAEICEET R
A DAEEFREO K T — 2B WT, AH OG5 HIZ3 B

MEzERETHI L, £720 MATIISHHZER T, 12
R EDO/NETIZ3 HMZ B2 TR Z &G L7ZBEROA4%)
R ORE I L Ty, [17.1.1-17.14 2]

L2 RFNE, BHIE LCavFarTaAs FROSHTs 2%

REEPURIHIEF L BEH LT T 5 2 ko 72720, VT
IZ2A704 FOPmIZOWTIE, REFEavFazxrsToAf
FOEWMAEEINZER L CHEHEMET S 2 &o [102,
1675, 17.1.1-17.14 =]

C3OARHNEL BUEENE SR 55 1R R~ 1 B R 30 2312 B

5L, 2 HHUBZFRIHICHEGT 5 2 &

EELREREE
.1 RHNE CYP3A4 2R 2 JHRBARGEIEET 24 L, 3T

EVEMELH 2 &0 COFRSER EMEERZREZ T2 4D
b7z, THERL TR T A2 L. [1025H]

L2 EHO VT ) YR I L TWw A BFEICIE. NAAL

IRE DK T — 2B B ARFT OBMED S 280, H
W7 HHEPS 10 HHIZE, BE oM e EREICE LT
BHREZY) Y TRITH) L, [102, 1677 B3]

BHEOERZFEIHBEICHT IR
.3 TS B E
.31 EEDEESRE

FELULUFTRBSIND 720, M REFBEICEAT 25
NN D Ho F72. EIEFHEREAL (Child-Pugh 237 >9)
BETOMARRIEZ . [166.3 2]

. 5 1T4%

Wi IR L C W A WREE 0 B % etkic ik, Bl Lo
WD fERMEE RS LS NS E ORI T 52
Eo Ty b, UHFIIBWTRBLENT S Z LGS
ﬂ’(\ﬂ%o

. 6 RILIF

HEWEOERMEROHILRBOF SN2 ZE L, BALOMK
WX I ERETA I E, T MIZBWTILIHTICRBAT
THIEPREESN TS,

LT INRE

AR, R, AU ARG 12 R o/ &
AR E LR RBUI M L Tl v, [1713, 1714 %
Jet ]

.8 EEE

— A E S TR ARBEINME T L Twb, BB, LR
S X MAE R (AUC, Cmax) 2S9EM#E 12T

1=y

HTHEL %5 L OWEDVDH L. [166.1 SH]



10. #E{EA

AHNL CYP3A4 DIEETH D, B S HPHFEED CYP3A4
B OHEARAER) R OFHEEM %4 L. CYP2CY O #%E

EHbET 5, [164 5]
10. 1 AR (BFALAWVWI &)

FH 75 AR AR - FE5E 5 1 B - fa bR 1

EEVF FEFRIEH DM | AH o HH mARLE 1Y 72
F—=F v 7 | LA ICXD, QT | CYP3A4RH S 1E H 2
1mg. 3mg. B, DEEARNEIR | oT, Aid#Fom
AR 1% SEQBEELBERZ | g FR2RTIE
[(22Z] RETBEND DD, | BHY, B UIA G
AP THREORKE

BHBEND D 5o

1.1 EXGEMER
11. 1. 1 REHMEIRAE(REE (Stevens-Johnson SEREE) (HIEAR

1)

B FIBE, 0 R IRFTEM. OHRREDERDTD S b
Negaici@ss 2k L, @Y R0NEZTT) 2 k.
11.1. 2 L+ =BG EE (HEAH)
1.1.3>av7. 7F745%>— (WFRHHEARW)
Y3, WKL, M FIE. RLBE. 0% R B, RO O,
MERTFTEHEORERYED Sb a1 3%k S5 2L, @
YIRMEEITH 2 &, [21 BR]
1. 2 ZOHOEIER

5~15%A i

5% i

HEAR]

10. 2 FAER (BFRAICEET S &)

2%

>

5,\%

23T MR
WL B2 RS
HERE, S

e
H

BE R 5 A R A
DI

E T N2
FhE ANE
BB
AR

(i

ANHE R, B 1%, AL
13TH

TRBR. HUR

HALR:

AR

A ED MR,
THALA L M I
TRANERE,
TRPERE, LIS IE
TN i

B, Bl
Bt Bk,
Az M

L#-o<b

U, MM ik

WESH I, 5.
R WK

AST, ALT
D LA

TWVINHEAT 75 —E,
»-GTP, €Y LE YD
L5

$EH 4455 BRAER - FE | W - fERRIN T
CYP3A4% Y | RAILHE 1% CYP3A4 | & Al 13CYP3A4
LHH MEHR Bl :rhar | ol EThb

ANSaF T — | =) EOPEHILE | o, CYP3A4TE T
b, TYATTA | HIZATHITE, HETHEA L
YU ) A0 (i A b N )
=AYV YMF TAFHK) o I
| SpP3 BED L S§ 2556
[16.7.1 0] Wb
INFTEL KHEINFTELED | KRRV NVFT
[16.74%1] BER P G2 LT Wl | BAORE A B A
EH~NOBEFE WK | WICHESNS,
T BB B
CYP3A4%FHE T | AKAIDIEHH»IRES TS | KHNICYP3A4D
HIEF] BEND D5, LEHTHAHI0,
DA AN INHOFEHRNZLD
HIINT LY, 7 H O A AR
T =M A ESINLEEDH
[16.7.251] 5o
CYP3A4TRHE | INHOIEHI DR EAY | KK 0 M = AKAE
D HH HHRENLBZNDD | %R CYP3A4HK
FEFRAT U, | B B FERFASY | EEMICEST, 2
AFIWVTLR=Y | YRGBT 2 A 1% | oo H
Oy, IFVIL | FEFRYCOMEE | BHESNLEA

A=
=3

[7.2.8.1.16.7.3,
16.7.5.16.7.6%
1]

Wi A5 HEIClE
ERE RN

WD b BT
DI A &
DHiE LA O T3 2
K&,

ER.
BUN k&

73 N e =
5

PEIR A8
BIR, 2K,
M fR

B I ERBORA
FIILERE A 1/
WBORA, )27 SBRE

iR

VUi

R,

CYP2COTAR &

NBIEH]
JgN77) Y, b
VT HIN, 7z
=M A
[8.2. 16.7.7.
16.7.8% 1]

INHDOFK]OR)F A
RIGSINDEBEND D
;Q)O

AKHDOCYP2CI
AHEEHICED, 2
NSDIEF O
MRS &
b

Z A

W7 MR R
FEOHL S B TR .
v ML A, A EE 3 .
R E KA T E T
VT IV, A
ZMEE. TP 4
IMLAE, %27 a2 — VLR

WETTRE W
AN, R,
IERIENET 3TN
D JE i
K £ BE
N TTIES T
Bk g

FVE VAL
IFZIWVITANS
I — VA
[16.7.9%M ]

INSHDOIEK] DR H A
RIGSINLBEND D
LDT, KHIDO¥: 5 W]
[ F R OS50
1 » AR Ao T
LAl B v e T A
BTN DD,

B s
W WS, AHI &
OFEHICEY NS
D HEH) DA A
LT B EAH
LENTWAS,

1. BMER

ROBVER DD HbNDZ LW DDT, BlgExE T4
W, FEDRO S NEIIERG 2 kT 5 4 L%

WiEZITH T o

14. R EDEE

14, 1 EFIZFEEOZE
PTP B DHHNIPTP ¥ — F bW Y ML TIRATA X9
BT LT L, PTP Y — FORBRIKICL D, BWHEAIIE
WEREBEAFIA L,y W3z ilz B 2 L TR 5 o EiE
BEPHEERIRTHZ WD S,

15. ZOMDIEE
15. 2 FERREREABR (CE D < [§¥R
15.2.1 5 v D 2EMFB G ABEEREIC BT, M v
k@ 125mg/kgl H 2 [a1$5% 5.8 DL _E ¢ FR I I8 40 e i o>
HBAEFROEEM, HZ v b 125mg/kgl H 2 M 5-HLL T
HRBERMBEREEO LR, T v b0
125mg/kgl H 2 4% 5-#E K OMEZ » ~ @ 5mg/kgl H 2 [\l



EBWULETHMBREO AL, S v bo
125mg/kgl H 2 [o#% 558 DL _F CIFERI I RE 0 36 A4 R o B s
BOONTZE DOWED D B,
T, v AD2EMBEFABEERBEICBNT, ey
A D 500mg/kg/ H#ELL ECHHALIIE O AR OB, HE
~ v AD 1000mg/kg/ H#LL LK O~ 7 2 @ 500mg/kg/
HEELL_E CHEMI NS O J A R B30 b 7z & D
%’S‘})éo

15. 2. 2 FiE IR oMiMES v MIC7TEBEROES L2 LS
A, 10mg/kgl H 2 [al14#% 5- 3 DL _E TRz 45k o0 SR AE . OV B
OO RWALAZD HN7205. TN SEWOLMITE. <k
Re . IURERRE. AR PR O EIE A I B VT LIE %
Sy EFHRENDEB R Lo L OWED D b,
T2, KB OKBEMEEM ESER) YBETu NS v 7T
HERATTVESY v M EFHEROMEREA 12 481 K8
RN L7 2 A, dmg/kg S ETHEERDE
fili 2 PE S 5 4 2> HAREZ 2 T o PIIE K O g o JLE,
T SHERAG 8 o MO, Jkh I A T8 T OV IS T g o0 37N
REAIPIH], 6mg/ kg 5B CTHEEROIMEL ML) 54
74 Mo /NRA L, AREBEINEHIATEED S Az Hs, HAE
HEOWIEZ I DD TR L2 DHELH 5,

16. E¥ENRE

16. 1 MM EE

16. 1. 1 BEKZE
TEHE R NS 8 B2 AR A 125mg % 228 R\ BE RS 1% 5 L
ToWE, MBI G R ARE TREICEL, TORE
13 1,729ng/mL T, #H I PEINIL 1020 B CTH > 720 F 72,
TR N B 7 BN EH S L7z, Cmax KOV AUC 132
JEEE G R T, ZRZEN 108G R L3I TH o7z, V

(ng/mL)
3000

2500 -

o 2000 k —— HERHE S
2 soold o RS

R (hr)

G- Tmax Cmax AUCo- T12
&1 (hr) (ng/mL) | (ug -hr/mL) (hr)
ZE 5 I 4 1729+375 354+ 75 10.2+2.0
£ % 4 1829+647 45.6+14.3 114+15

PR R, Tmax DAL

16. 1. 2 REHRE

(1) BNEPEES B & 10 BICAA 2 1 HHIC 125mg. 2~5
H iz 80mg #1015 L 720, MAEhiEED b5 71X
1,020~1410ng/mL T, #5H %8 U CEfhd/hS i
SR IIEE L TV, 2

(ng/mL)

4000

3000
m
¥
=R 2000
N
=
E

1000

0 1 1 1 1 1
0 24 48 72 96 120

RFfE (hr)

(2) 12520 1 18 e LR oo /I Y S i 35 S0 3 22 IS AR A % 1
HHZ125mg. 2~3 H HIZ80mg#& &5 L2, 1 H
H oM B85 5% 5 R TRl Ly Cmax 1
2,350ng/mLT&» ). AUCo0-2413281ug-hr/mLTdH >
720 ¥

(ng/mL)
4000

3000 -

2000 |-

1000 |- %
0 1 }

R B e

0 24 48 72
R (hr)
Tmax Cmax AUCo-24
(hr) (ng/mL) (ug +hr/mL)
5 2350+920 28.1x10.4
SEE A RE(R 72, Tmax O AL
16. 2 TRIR

Pt JE B S AH] 80mg K OF 125mg % 228 I 12 Hi [l #2113 5
L7cBEDONA FT7TXRAL ) T 41F, TNEN6T% MO
59% TH o7 HEATFT—%), ¥

16. 3 2%

16.3. 1 EE#EAE
MARR AL, 99.6~99.7% Tdh - 72 (invitro. BALA
RE

16.3. 2 P-EERE
AFIP-HEAZLOLETH B, 72 AHZ 10umol/L
DREIZBWT, P-HEALEORETHLLE Y TFAF ¥
D% % 36% HE L7z (in vitro)

16. 4 X3
RANGIEH % 2T B EERABEICMC]7T 7L E
% v b 300mg % HiFRIIHEG L7z, 5 72 e[ £ T oolfil
T RE O 23% SRR TH . b b IEE R
PEATEG D 7T HAHOH W AR E SN TV S, RANZE VK
D UBRUFDOMBOMBILIZ L > TR HENS
(yi‘j\?_y)o
I 7oy -2zl BTl AFIEFEELT
CYP3A4 12k o TR S, —EhiZ CYPLA2 . O*CYP2C19
X o THIH E N B2, CYP2D6. CYP2C9. Xix CYP2EL
DO % T 2\ (in vitro) o
F 7o, AL CYP3A4 O RHSE - 555 EH I U CYP2C9 D%
BEMEAT 5. [10. 58]

16. 5 HEit
R AR [MC] 7 S L E Y » b 300mg % H. B3 5
U720, #5810 HE TS5 =0 47% K 8 856% 3 ENZ
MR B OZRICPEE S N7z BHEAT—% ),

16. 6 HENEREZETHEE

16. 6. 1 =H#sE
e EEE (6l ) 1661ICA# %2 1 H HIZ 125mg.
2~5H H 2 80mg #1145 L 72, AUC IZFEm@l &2~
T1HHIZ121 6%, 5 HHIZ 136512 EAH L7 (BHEAF—
7)o [98 %]

16. 6. 2 BEEEE
TEHERL N 16 B % O e (B 16 B (R Bk e 8 B, i
WOEAT 2 a3 L 3 2 KIE R B EE 8 1) 1A 240mg %
FIIPRG U 7z IR, e R NS B~ R B s 2 3 % OV SR M)
FEREEED AUC X, FRZFN07915 K0T 058 51T L
7oA5, MAEE FIERE A RIR A bR AUC IR g & A
A THBETH 5720 20 MLEEN IZAA DO AUC IZ
WL RIS ol BEANTFT—5), ©



16. 6. 3 fflEEEE
Pl HE BB N 20 51 T2 OF T B s BB 20 51 (% 2 I ot 2 3 10 451
FPEEEATREEE 1060 ICAKIAZ 1 HHIC125mg. 2~3HH
(2 80mg FRIIP. G- L 72, BBl A e~ TR B P It o %
OISR o AUCKE, 1 H H 12 0.89 %5 ) 08 1.10 5.
SHHIC064 R 1I8HTH o7 WHEATFT—%), [931
]
16. 7 EMHEEER
16.7.1 4 haF+J -
TERERE A 1L BICX LT, a2+ Y — )b 400mg % 1 H 1[0
10 H B RAES G- L. $5-5 0 HI2AH 125mg & RO 5 L
72 AHI O AUC LU Cmax [ Z MBS IC AT, Zh
ZFNATSE R LR2M5 0 LR L7 MEANTF— %), [102
%I ]
16.7.2 U7 7> EY >
fEFEE A 11BN LT, V77 Y EY Y 600mg % 1 H 1
14 H R RAERS L. #8459 H HIZAH 375mg # #0855 L
7Kg, ARFID AUC KO Cmax 13 MR GBI IERT, £
ZN009 5 K038 I T L WEAF— %), [102
]
16.7.3 35V T L
AR AN B FIICH LT, AR# % 1 HHEIC125mg. 2~
5HHIZSOmg KI5 L, 24V F 4 2mg & A#%S
Ai. ITHH RS HHEICRO®ZG LK, I35V 740
AUCIZ1 HHEIIZ2274%, 5HHEIC330MIC LA Lz B
EAT—%). D[102%1]
s ey REEERAN 12608 LT AH 125mg F RS-
L. 3%V 7 A42mg #HlRNES- Lz, 35V 5240
AUC M G-I ISR T 147 I B R Lz, ¥
AEHERA 12 B2t LTy AAI % 1 HHIC125mg, 2~3 H
H1Z 80mg f&II¥%5- L, X% V'J A 2mg & AR50, 4
HH. SHHEHKWI5 HHICHRANEZS LR, 35V
LD AUCIZ4HHIC125f% SHHIC08LH. 15 HHIC
096 TH o720 9
16.7.4 SIVFT7+HE L
BEEEH S MO NS MLEfE B E OB LT, YT
7 ¥ A 120mg & KEHR G, 7 7L EY b oE#l
300mg (A#H230mg & FAMED AUCHE SN S) &0
5 L7k, ARH O AUC IZ B 51812 F< T 2.00 f5 12,
INFTELDAUCIK I IVF 7 ¥ & B 512 R T
166 5 LA L7z MEATF—%), [1022]
16. 7.5 TxH X HJ >
cHARN OB R 440 B S sz — b7z
D ¥ 2 MoIMmAEREET— % (51847 &) 24 s L7k
HEREEY B RE (PPK) AT RS 5. HUIE kR 955 ) ) 08 7
gt hurofhianz, Kl 125mg % FIOHG L.
FEF ALY VERTZATF )V 6mg & HHIRNIES: L 72
DFFHFRAYS 07 )T 5y A&, AFFEGHEICIE
RT 053 R T L7z, 10
RN 2B LT, F vy vk b o5
A, A#|%1HHIZ125mg. 2~5H H 12 80mg #&1# 5
L. 7% % X%V %1 HHIZ20mg. 2~5H HIZ8mg
RS- Lz, S 3% X 7V v o AUC IEAKIFED:
WCHARTIHBI2176, 5 HEWC 22051 A L2 (UF
EANTF—%), W72, 102 5]
16.7.6 X FL7L K=vyOr
FERERR A 10 Bk U<, A#% 1 HHEIZ 125mg. 2~3 A H
1280mg xS L, AF V7L F=vury#21HHIZ
125mg BRI 5. 2~3 H B2 40mg 3% 5 L 720, %
FIUTL F=vay® AUC FHMPL 512 b~ CREIR P
5 T1348, &IOS c246 I LA LA UtEA T —
%) W02 5]
16.7.7 7T 7>
EFERE A 1L BN LTy TV 7 79 ¥ % JERS RIS, A
#Z 1 HHIZ125mg. 2~3 H H1Z 80mg R L7218
HHIZ, S(=)-7Vv7 7Y yOIilEhEED b5 74X 0.66

_4_

ST L. INRIZ086F5ICIE T L7z WHEAF—%), 12
[82. 102ZM]

16.7.8 MILTH 3K
RN 12 B2 LC. A#% 1 HHIC125mg. 2~3HH
12 80mg FELI¥%5- L. PV 7% 3 F500mg % AK %587, 4
HH., SHH KO 15 HHIZRKORS LR, My 7 &3 F
D AUCIZ4HHIZ077 1, SHHEIC0724% 15 HH12085
KT L BHEAT—%), 9[10251]

16. 7.9 TF NI ARSI A—I -/ IIFRFO
R M 19 B LTy R (mF = Vv 2 b
VG =) JIVIFATHY) % 21 HEAEHGHREZ, 8
HE»SOFFH X RUF ¥y ba ryosgic
Mz, A# %8 HHIZ125mg, 9~10 H H 2 80mg #& ¥ 5-
L7z WRE, R B3 5 RE I R T, I0HHIZZF=
VIZA IS VF— D AUCIZ08IfFIETL, J VTF R
F0 D AUCIE1L05METH o720 72, BEHIRGHIZIZO
HE2S2l HBIZ2TC, ZF =V ATV F =NV R
JIWVEF AT OMBRRED T 72, KK TER
ZN036 M K040 51T TF LA BAEAT— %), [102
]

16. 7. 10 Z DD

(1) #>4>+rO>
EFER AR LT 5 A7V &5,
A#lZ 1 H HIZ375mg. 2~5 H H 2 250mg & HO#H: 5 L.
FrF e bay32mg F 1 HHICEHRNEES LR,
Y& e haro AUCIRARFIEG AR T LIS T
Hotlz BHEANTF—%), 13

2 7=ttt
TERERR N 17 B3 LC. A# % 1 HHIZ 125mg, 2~3 H
H1280mg#&II#% 5 L, 9=t bar2mgZ&1HHIZ
BOBLS LK, 79 =% ba ro AUC IZHEMB 5
HRCTLIOBTHo7 BHAAT—%), ®

3 NaoxtF>
EFERA1SBICX LT, 7 7L ESY ¥ b D§EH 100mg
(AH#) 85mg & FFEED AUCESNS) Z1H1E4H
M. 5 0 H% 584 200mg (AR# 170mg & FFEE O AUC
PEos) Z1H1IEI1I0HEE S aF+F >~ (20mg %
ITH1E 14 HE) ZOFHE%S L2k, R#AloO AUC 3 HAl
P IR T 0738512, sa ¥ F oo AUC IZ/sa ¥
tF U MG RIS RTOMMBICEKT LA BHEA
‘7““—57)0

(4) >dx> >
R A LB LT, YIF3 2 02meg% 1 HI1M 13
H W AR G- 12, A#l% 7 HHIZ125mg. 8~11 HHIZ
80mg FE ¥ 5. L2, ¥ T F 3 > » AUC ) U Cmax |33
PG HRT, 7THHIZ099 1 K 1810445, 11 HHEIC
0935 KON 1025 CTdH 0 IR PEME 13 B 5 5- 10 & HUpd
BEBTRETH 72 BHEATF—%), W

(5) KEZx+lL
BN VRS R F10B ISR LTy KA EZ1H H I
125mg. 2~3 HHIZ80mg O 5- L. Kt ¥ F+IL60
~100mg/m? % 1 H HIZ#IRN$ G- L7z, Ry Feu
@ AUC J% O Cmax (X P 5K 2T, 2 E1 096
RBRU 095/ THo72 WEATF—%), ¥

) EZLILEY
RNEREBRE 12626 LT FFRF A5V Y RUF
vEFvebraroF5ImA. AF%Z1HHIZ125mg, 2
~3HHIZ80mgREIOIHKG5 L., ¥/ L )VE »25~30mg
/m2%1HH, 8HHKEW®ISHHIZERNES L 722K,
Y LvEr® AUC R UORS# T RO A b IT e /)
LV E v PR 5 _T, 1 HBIZ 1018 K 05116
R, SHEHICL0O0OG KL LI CTH - 72 WLEANF —
7)0 16)

) ARFOKR S N/-HEROCHEE [Mbofl#l & oftmics
W, R, AR 12 Eo/NRIZiZ T S LEY U b e
LChEEEEAES1H H1X125mg 2, 2H H LK IX
80mg # 1 H 1M, #1553 %.] TH5%,



17. BRERER &

17. 1 EERVREMEICEET 5 58&

17.1. 1 EASE TEEER (FKA)
[N T X 7 I E ML I BT, PUE A
BHEP SO BIT AR L, 220 55HEiE e LOJE
BlatMeE LA REIDTOEBY THL, D 72, %
SRR G & 72 5 72 150 B 3541 (23.3%) (RN (
RARAAL O S % &) D b iz F A EIEH I,
Lx-< Y156 (100%). ALT L5661 (4.0%). AST I
H460 (27%). HEW3HF (20%). FH36 (20%) % T
Hotzo 6. 71, 72ZH]

FEEEH I FI RGN T H
PR N ) D e il aki JEFE
B G-2H0REHE | (0~120W¢[H) | (0~24K¢[H]) [(24<~120MEH])
- 70.5%* 87.0% 72.6%*
)

AALEEE (103/146%1) | (127/14661) | (106/146/1)
gt L TES) 50.3% 83.3% 51.7%
PRI AR ( 75/149%1) | (125/150%1) | ( 77/149%1)

* 1 p<0.05
EDIEMEEHE LT, YATIF Va4 SN s BEE 05
L L7

E2) AH OF 5121 H BH125mg/H. 2~5H H80mg/H »5H s
T/, o=k bavidlHH40ug/kg/H Gv). FFF A%
V) YT A T VIZIH Hémg/H (iv). 2~3H H4mg/H
(iv) Z ¥ 5- L7z,

E3) 7r =t izl H40ug/kg/H (iv). TFH A5 )
VBT A7 VIZIH H12mg/H (iv). 2~3H H8mg/ H (iv) %
BE$ES- L7z,

17.1. 2 /BHLE 1 - MAEERBR (BRA)
WAL CHEM S N ZEERILEGABRICB W T, o — A
DOPEMERE SR P52 5 DLW B T B IEE: 2 L, 22
BOBWREL Lo ZGE LEFAIRIZUTOEBY T
Hb, 8205, 71, 72%M]

WE Y UG ENDLBEEENRE LT,
1E6) AH 0P 5121 H H125mg/H. 2~5H H80mg/H M5H M,
T2 Fvy by, FXYALY YRS L,
FET) AH OB 51310 BH125mg/H. 2~3H H80mg/H ®3H [,
T kv yvebuy, FXHRXEY U EREARS L.
I vyrebuay, FXHX5V RS L,

17.1. 3 EAFE MAERER (I7)

12 LA E 18 i LU T /N 2 3 G P9 T 90t & 7z B R 3
BRIZB VT, PUBEMIESG A S 2 5 O KW BT 5 IR 7%
L. 220850 LOWERNZ A E LRI TO &
BV THLH, 720 1210 E 18 LU T /N R o2 4Pk 5EAl
XL o7z 22 B 761 (31.8%) (ZEIVEM (R kA fiE o
BEzat) PRGN, EREWEHIE. M/MUEBIRA 4
Bl (182%). FIMEREGRA 461 (182%). W ERERA> 4 B
(182%). V) ¥ 73EREUR A 46 (182%) “5:Tdh - 720 ¥ [5.
71, 72, 97 3]

PRI ) ) x| 2 PETE ]
B 5-DH0REH | (0~120W5H) | (0~24KFR) [(24<~120MK¢)
210) 455% 68.2% 59.1%
AALBEE (1072250) | (15/22f1) (13/2211)

EPUEMEEER E LT, VAT IFF ¥, IVKRTSFo, v 7
ORZAT77 I FOVTNIIHREGINLEBEENTGE L,

E10) AF O 5121 H H125mg/H. 2~3H H80mg/H®3H i,
¥/, 9=k bu vid1HH40ug/kg/H (iv). FFH 2
) YEEL AT IVIE1I~3H H4mg/H (iv) 2 %5 L
720 72 B, 2H H DIBEIE P AE EE DL oo fif i M L PR I 5 A o
BE5HICHRY, 9 =% 1 »40ug/kg/H (iv) D F Btk 5
o Tblwe L,

17.1. 4 BHE M AR (IE)
123 LB 17 5 LUF /N 2 3 G S C 92l S 7z Rk
BrizBWwT, “HEEMTHEMLZ2H1EoME 2 — 2 DH
BRI G-5 5 O KW BT B2 Ly SOk
R LOKEF Z AR L L72ARRIUTOEB) TH b,
F7o. 12U B 17U T QN ORI R & 7% o 7z

LR H R R 326U 86 (25.0%) \CRIVER (BRRMAEO R% 2 &)
PO e 35 741) Ex Ul S FEFEW] DD BNz, ERFIEMIE. Leo< D56 (156%) %
B G-HOORER | (0~1200F0) [(0~248¢RT) [ (24<~120K¢# ) Thotzo 2[5, 71, 72, 97 & H]
B S T — 5 MG PUEMERESAIED | A SR FEFEW]
J— 71.0%* 83.99* 79.79%% PG HORER | (0~1208EH]) | (0~24FE ) [(24<~120[H])
(93/13141) |(109/1314)|  (96/132f3) — 28.6% 60.7% 35.7%
a5 7 D) 437% 71.4% 452% (8/28%1) | (17/28f) (10/2841)
S (55/126%1) | (90/12661) | (57/126%1) —_— 5.6% 38.9% 5.6%
ST — T B e SR BR DIED R 1/18¢0) | ( 7/18%1) ( 1/1841)
A 72.7%* 80294 75.4%* L) PUEMENES ) & L. VA TIFU, WNETFTF U, /Z
(189/260f1) |(231/259%1)| (196/26011) H*\XZ z ;5 E;ﬁ b‘;ﬂ#iﬁ?ﬁ%éﬂé%ﬁ‘ i L < I3 AR
DB AACFHER L - AR & AT b [l — DDA
s 52.3% 78.1% 55.8% s =
SR Y R IE ES) LA A AT P RO BB E R L Lz,
(136/260%) [(203/260%1)) (145/2601) PE12) A#I #5131 H H125mg/H. 2~3H H80mg/H ®3H .
B — B M G ER @)Y T Avy vty FERERY VU ERERES L.
z’g%{]ﬁﬁﬂ) 62.7%* 892,894 67.7%% EIA & rrruay, FRH A7 20K L,
(163/260%1) |(216/261%1)| (176/260f1) -
18. Exh3
e 433% 68.4% 46.8%
o R RIS 18. 1 fEFAH#F
114/263f1) |(180/263%1)| (123/263%
(A = " |l ) il AHNEFEIRW = 2 -0 F =1 (NK1) 8RR DI ] 5]
SEIA T T MR LB A BR D) <HD.
A BEED 50.8%* 75.7%* 55.4% 18. 2 EIR(ER
(220/43311) [(327/43211)|  (240/433%1) 18.2.1 Z2—0OF =21 (NK1) SEEEGER
T — 425% 69.0% 49.1% (1) NKi SEEICHT 28R
IR (180/42441) |(292/423f%1)| (208/424%1) Fx A == ANAAY —JIEARMEKRICEB S
. 0005 N NKiSFHISH T 2 BLY 725 ¥ AP OME & HLE
i N K13 0. N [ EES
P FUEMIEAL L LT, 527 5% 2 445 S N B BEE RS L £ O ICfilE 0.Inmol L. Kd fiit 86pmol L (Hill %
Y L7 ¥=11) TH-o7 (invitro)s

S PUEMEES A L LT, Y27 aKkAT773IF, Y20k AT7 7
IF+FFRvVEY Y, BLLIFYZ7u0FAT7 73 P+

_5_

(2) BENKZEFEBEFRRICICHT 31ER
YT RAY YV AP-O-AF NI AT N (NKiZHERIEE)ZE)
A5 5 1 W A AE A DGR L2 o0 LIS B EI 2R Ly € Ka flid



0.09+0.02nmol/L (n=3) TH»720 —H. (Nlel?) - =2 —
¥ = A (4-10) (NKe ZHEMREEIE) FRICLDEAE
Wi, ke r 27 54 F (NKsZHEBRETE) FR-IC
% b SEARREET B 08 SO 2R Ly 1umol/L DEIZB W
TR %ZRE %D 572 (invitro) o 2

18.2. 2 ¥ 275 F L EREHMFI1ERA

(1)

DRTITF UBREM RIS 2ER
VATIFVTHEBELLMET 2 Ly b OWEH:KE 2 H5E 4
Bl TR L7z, VAT 5F UG 35HICEIRN
Behd b WIZ TRFBENcRO%G-352 128, KAl
VMR SO 2 AR IS L. BRIR NS Tk
Img/kg L Lo =T, F-280%5 Tld 3mg/kg D=
TR O 2 1T i L7z, 29

AT I FUBERAMECISERMEIER KIS T B1ER
VATIFUTHFERLIEET 2 Uy OBV ROS
(o6 24 FE[H £ -C) A OV IRFE MM I BOS (R %6 24 W51
D T2EM ) 288 Lz, VAT TF U #5 2KFH
AR OH 595 2 LIS & D ARFNE W) a] 0 O 76 3
FCORMEPIEEST S & & & IR £ %2 P06 L.
16mg/kg @ H & TEME N OB SO 2 12 T5E 41
P L 7ze 2

AT SFUBREMRIGCICHT AT XY A2V RUF
PHECENAY G-HT: Z2REEREGMHE) &EOAMR
AH01mg/kg HRNTEE G- & 7 F 4% 2 ¥V~ 20mg/kg
HRPR 5% 5 \WidFd v ¥ v b v 01mg/kg IR
BEopHHcEy, YATTF U ERGRBRICBISEINS I
Zxzlby bOLyFr 7 ROELRBIZHEA L. e
NOKFPIEL X ) HEMEZ IR L 72 2

18.2. 3 ZREIEZ RV EI b XFRIEHINEER
Tzl vy MIBUIATRELLADHLWVITELL R T
G5 o AR BOS 2. ARFNE 3mg/kg B\ £ 4 5-
TIHIL 720 2

19. BB T 2 B{EFAE
— W% % :77LE¥% Y+ (Aprepitant)
1t 22 % :5-{[ (2R.3S)-2-{(1R)-1-

[3,5-Bis (trifluoromethyl) phenyl]ethoxy! -
3-(4-luorophenyl) morpholin-4-yl Imethyl} -
1,2-dihydro-3H-1,2,4-triazol-3-one

G : C2sH21F7N403

153443

CARMEAMR~KHBOBRRTHY, =y -
(995) IZRRHEIFICL, T M= MY NIE

Fiz < <L KITIEE A LTEIT 2V,

)
W CHe RF

M

o

F F

%22, A%
(A X2 KA T &I 125mg)
6747kl 347k (PTP) x2]
(4 *> KA 7 &I 80mg)
67 7t 347t (PTP) x2]
(AARNBTEILEY )

1

¥— b [125mgx1 % 7))V (PTP). 80mgx2#» 7t

(PTP)]
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