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4 7o TIEGERE (7 v v TR ERL) BEOEFNENT 12 BT 7/9 6] (Se2FE 6 B, Hy
ZENE 1 51) . 24 ERET 3/3 5] (FERZSEG 2 B, e 1 B]) . 48 IERET 2/2 5 (GERZEEhH 1
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A 2 U Y EE Img
A 27 U Y FE Smg
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ISTURISA tablets

(3) BMDHEX
Briz7a L

£
(1) & (g%
FimFuRgy gl (JAN)

(2) #%& (&%)
Osilodrostat Phosphate (JAN)

Q) AT L

-stat : enzyme inhibitors

- BEXRITRMER

* H,PO,

. HFRARUHSFE
A5FE 0 CisHigFN3 « H3PO,
Sy 325.23

. EFE (@RE) XEFERE
4-[(5R)-6,7-Dihydro-5H-pyrrolo[1,2-c]imidazol-5-yl]-3-fluorobenzonitrile monophosphate

. [BR4. 4. KBS, E5&S
L s (RERE ) : LCI699




. BADICET SEE

1. YELEFHMEE
(1) 54 - 1K
HEBEOMRTH 5,
(2) BfEE

Fve Ferx¥ vy b VEBEOREREIC T A BEE (25°0)

TR R (mg/mL)
pH 1 #EFE R >50
pH 3 FEE >50
pH 5 FETEIR >50
pH 6.8 FETEK >50
K >50
X )= 5.8
TR 1.5
RY)=FL 7)) a—L 15
AR ) =) 14.2
T h=FrUL 02
NT L 0.3
Wl — 7L 0.4
/A =0=0 .8 Vg 0.9
ThZbe 77w 0.3

(3) HimtE
WABPEDN 720,
25°C/80%RH C 24 F¢fH]# DK 73 DRINE 0.1% T > 72,

4) MR (2R, BR. BER
rEERRER (DSC) IZX AL 2141CTH S,

(5) BRAIEHMBEER
fRBETER pKa 13 6.9 TH 5,

(6) DECHRE
SyBLEREL (clogP) 13 1.61 TH D,

(1) 20D ELREE
1%/KIAHD pH 11 4.45 TH D,



2. BMRASDEREUTICETSREN

R PRATSMF: PRAFIEHE PRAFHIR ST PR & R
F IR TR 25°C/60%RH R oF L A48+ 36 % H HIEEN
TN TIFx— N8
30°C/75%RH R)=F L 48+ 36 » H FRAE N
THAITIFx— MR
SRR ER 40°C/75%RH AU oF L 48+ 6 » H FRFE N
TN T7IFx— 8
bl 50°C/75%RH i) A 1% A AN
60°C/75%RH FlLERIES 1 »H RN
N2 EME R — /) Ak 240 73 lux- h, Zib7a L
=400W-h/m?

AUERIEE - PRIR, FERERBR (IR). #EREAER (XRPD) . BWE. JeRVER, K5y, Bk, RAEmIRE™

* RV F LU TAI=ZULR)ZF LT LTEZL— |
= EHMRIFAER 3 » A ClIEMET
ek RURTFEAER 3. 6, 9 » HIXEET

3. B DEERARE. EEE
MERBRRBRIE « JRAMIUN A~ S OVIETE, B3R X aREHrflE Tk
L WK u~ NI T T 40—
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1. Flfz
(1) HRZDRAH

BEH|. T4 bha—F 0 TR

(2) HEDOHERR VMR

HR7E4

A AU B BE Img

A A U Y §E Smg

PEIR

HWNEBEDOT 4 VAT —TF 1
7

HODT 4T —T 4 TR

&l

a— K

S

O

OG

R&s
(#9)

E£E : 6.1lmm
E X :2.9mm
'EH & : 95.0mg

EAL : 7.1mm
E X 2.8mm
B 118.0mg

) #Aa—F
(2) &H&

(4) BRONE
AR L

(%) Z it
Y L

2. RAFNDHEMK

(1) A®Es GRS OEERVHMHE

WR7E4

A A U HEE lmg

A A U Y BE Smg

AT

224w k& LT Img)

1 Ay m kexsy b
U UM 1.431mg (A e R

1 g A>m Ferxsy b
U s 7.155mg (Avm R
B AKXy k& LT 5mg)

AN

Zy

tro—A D-vwlr= b=, AFT Y UEE~ T R T A,
MAKTZ AR, JOABNAR—AF NI UL, BT AR
— A WALFZ . bk, RV = F Lo s a—,




(2) BREFORE
A% L7

(3) &s
%2 L7

N

FMTBREOHEKRUEE
L

wal i
A LR

. BAY DRIREIED H DKM

BANIRAES D FTREVED & 2 IMEME. AR5 S O B SR ORI M E T 5.

. REIDZREHTICETDREN

RBR RAFSME @A PRTF IR ST R (SRS
R R 7R 25°C/60%RH T A K 36 % H Img : HUAEA
5mg : HEEHN
s R 40°C/75%RH 7Y A K —p g 6 7 H KN
ez EMERER — FLRRS 120 J7 lux: h, HkN
=200W-h/m?

HETEE « vRIR, FRWHE, SRR, KRGy, R, ik, B, EEIE, MUAEMIRE™

FME ARV T IR TAI=TL S RYVBME AR OT VI =T AR

o RWMRAFHUER 18 » A LI Tl

ek BRAGIE, RIIRAFRABR 12, 18, 24, 30, 36, 42, 48, 60 » A, Mdbk 6 » A THEME

C AEERUVBBBEOREN
BARSANA

fEIE ORAEL (MELEHEL)
DR L

. B

WHEER - B REHRERE (B AS27 Y ME)
RERIE - pH6.8 DV BEHE AR E T
[MIAEK « 345 100 [BlER

Z & : Img $£1F 500mL, Smg $EIE 900mL

FESL  Img $E1X 120 23 Q ML 80%). Smg &E1E 115 /3D Q i 80%) DHUKIZHEET D,




10.

11.

12.

B - Ok

(1) FEVIRELGERS - O, HENRKREERE - ARICET H1FR
Y L

(2) %
A A U HEE Img : 30 2 [10 82 (PTP) x3]
A A U HEE Smg : 30 2 [10 2 (PTP) x3]

Q) FREE
L7

(4) BHROME
RYT IR/ TNNI=0L/RIEE=AVROT VI =0 MEZ W7 ) 28—

AERRESNDEME
%Y LR

T Dfs
AR
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V. REICEYT 5IER

. MEEXRIIZER
99 D TERE OAEHLE THREAT T+ XIEETHARELIHS)

. WMEEXIIHRICEET HFE
FRIE I LTV

. BERURE

RERUVHAEO/ER

W, RAICIEA Y e FeAZy FELTILE Img 2 1 B 2 BREOES G523, BbGHARILA
FHORBIZIG U CHERET 5, Z0O%IE, BEOREBIZN U CEEHRT 223, e H&EIE 1 [E 30mg
Z1H2MET 5,

. BERUVHAEICEET IR

1.1 BhEx, fd - R AVFY =l BRRIEREIC L VRSS2 &, BLBMA%. AEZ Y
THEAIE 1~2 HEIZ 1 BlEBLICHEEL, MEREIE 1B 1~2mg # BL LT 5, BHWEHORE
R, IVTF Y UENIEHEE E TRl 723568 R OEEHICIE T L72SAIciE, AR ORE 3 kiE s
ERL, WERAEEZITO) 2L, [8.1 5]

7.2 B 5BIAE . TR RS SN D £ TiE, I~2 B 1 &2 AL - R LTy —
MEZEZRETHZ L, TORLEMINCREST 22 &, [8.1 ]

1.3 HEEE (Child-Pugh 77387 7 2 B) ONFREREMRELE TIX, 18 Img 2 1 B 1 [\, HJEZ (Child-Pugh
HE7 T A C) ORFFERERERE T, 18 Img 2 2 AIZ 1 [EE2 BRICEGZHB L, #5213
VEA T ETHZENEE L, TORLEFEOIREZBR LN SHEEICRE TS 2 L, [93.1,
932, 16.6.2 ]

1.4 AHNORAZ SN HE1E. ROH L UDEDRARIC 1 ByORZRATLZ L,
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5. EEERALIE
(1) BERT—2/1\vo7r—

HGRHFBICHAWERR T — 2 Ny =V TO L BY Th 5,
S
MRS | WA | kG B | BBV | A #5 o
AR Cl1101 | HA AREREER | Hligk, 74 | BRFOE | AFI30mg # KT/ | O
(HAN) | # LMk, HEER, 2 | & % (BRI \CHERE N
20 14 . 2-way, 7 1 &5
A= —
AR A2101 | fREE B MEAERE | Zhusk LR, T | BEIR OV | 28— M O
GHED | 99 ] VA MM, ZE | )KEEG | A3, 10, 30, 100 KOV
SAD =2A— k| B, 77 &R | FEO PK | 200mg, AK| 100mg (FilFE
37 431 PAOEE SN iaEa%) X377 R
MAD =7 — b | &M % 22 IRE | BRI 1 G-
62 /X— RI:5 DD /X— R
SAD Zth— k AHK 0.5, 1, 3 KT 10mg,
/X— N4 DD by P VAV NS 4 = O i A
MAD =74 — b REZEMERFIZ 1 H 1 [H 14
H SRR A & G-
! A2102 | AAKROEARAN | 2, 7 | BE & O | Dayl : A4 0.5, 1, 2mg % | ©
OMED | OREREB ISR | & 2, —FE | KERSG | N7 T &R % 22 R B
# S, 77K | B0 PK | B
83 il (HAN 43 | %R, WATRER Day2~14 : A% 0.25, 0.5,
1) Img KO T &R %EZEE
FZ 1 H 2 [ ER S
% 14A C2101 | fdtEE HrEpkBRE | Bifusk, JEEM | A3 7 = | Dayl (T C 1%Ei% ©
GED | 541 7 7 A I | AA| 50mg % 22 I A
EO~ A | O#&s
INT A
AR C2103 | ftfFepklins . # | ZhuaaxdkE, JF | IFBERERE | Dayl |ZAHA] 30mg #2505 | ©
OMNED | EE~FEONTHE | S, B, | FRHE T | FHERE R E
e E R AEATREM @ PK
33 13
%5 1AH C2104 | ftFepkling . # | ZhaaxIkE, JF | B HERERE | Dayl |24 30mg #2505 | ©
OMNED | EE~FE OB | S, Bl | FRE T | BHERE O8RS
REREE BT, oK | WATHERM ® PK
IR RE
15 44l
%1 C2102 | (e ABLBRE | Hilak, JEEM. | CYPIA2, |51 ©
(FHED | 20 #il H—[EENEF, | CYP2C19, | 77 = A > 100mg, 4 A7
7\ A —,3— | CYP2D6, | 7/ —/L 20mg, T F A b
a0 2 X kL7 72 30mg. K
CYP3A4/5 | " ¥ 7 A 2mg &1
HKEDOPK | T —THEH 7T V%E
(ZRT D | ZefEr C HEER O
AHNIDOF | 54 2
e AF) 50mg % 22 Iy B[]
A& 5%, 0 30 5%
Ta—T G TNE
B Al O $E-
% 148 C2108 | fatHEsk A&tk B, FEEm, | BOWEE | &5 1 O
SHE) | 24 4 3 H—[EENE | $ o PK | Dayl (2 & 1 4F 3
52 (X%t % | EES30ug K& Y LVG150pg
AHN D5 | & 22 R HLERE N 5
JHI
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F 515 2
Day8~19 =t Fu =L
V'V 20mg/day & & HITAKR
%l 30mg bid, Dayl5 D Z%2jg
IRF L2 0% 11 3BE 4T 3K & BA [A] %
mE'SeS

#5151 3
Day20~28 |Z b Ko =L
T A BRSO L.
Day30~60 (Z#4Z (25 T
T Smg/day T 5-

%1 C2105 | e AR E | Bifisk. 72 & | AFI OO | FHITAFK] 10mg, 150mg,
(F+E) | 86 #il b, TT7RAR | EHA~D | T T AT EF T T 0
K OVESR | R X 400mg & ZEfEIRE
_HEER, 4 HA[EIRE O 5
Williams’
square 7 2 A A
—
EANNEE C2301 |CD H# Zhigk LA, B | Ao, | AAL 7R RWHD
(EIBSIE | 137 6 (AN 9 | BE FEE M, AR | R, | BtAE « A% 2mg bid
[Al) 1)) Wi & OV RER | PK BB - AR 30mg bid
H¥igo —HE
., 7421k
eyl I
I C2201 | CD &% Z e L E . | AR, | 23=F 1
(BRI | f— | 1:12 451 | proof-of-concept, | %241 Bas & A 2mg bid,
[Al) sN— R 2:19 il | HEE JEERR. 98 | PK 2 JAM G, AT EEC
(AARN26) | il JEL 2 T LR (S,
10, 20, & 50mg bid @
AEE)
N—h2
Bilha A B A 2 T Smg
bid”, F K& : 30mg bid®
FIAH C1201 | CS ¥ Shiax LA, B | A 2hiE. | BAAA A E - A 2mg bid
(EWN) |94l HEOIEER. HE | et | RKAE  AH 30mg bid
Wi PK
FIAH A2201 | KfigtEm e | sk kA, 7 | Ak, | &K 0.25mgqd. 0.5mgqd.
GrE) | s VHE MM, TH | Zaett 0.5mg qd—1.0mg qd. 0.5mg
524 4 B, 77kER qd—0.5mg bid,
QOE=S SRR 7L L /Y 50mg qd—
AATHER 50mg bid, 77 &R
HIAH | A2206 | MRS TV R | BEE HERRL R | A, | 7T EAREAM (2 EH) .
AE) | 27 o U Eo B | e AN, | 58 ORA0.5mg bid %
* PK 2 ¥R, 1.0mg bid % 2 i
18 14 M., 778X Urvva
T M (1D
EAIGE A2215 | i e AR Ll dkF, 7 | &, | 2Ah—hA
(4HE) | 63 # v A, | PK 77 AR, A 0.5mg qd.
B, 7R 1.0mg qd
%t R 27—k Bl
77 AR AH 1.0mgbid,
2.0mg qd
aF—1L B

77 &R, AH 1.5mgbid,
3.0mg qd

_13_




O E) | F
155* 44

* 7 o Hafbs
T PRI

AL A2216 | HRBUME & T R

2 &N
NN (AR ©y
B, 7R
K OVEFE TR
WATRER ., &
TR

AF10.5mg bid—1.0mg bid,
0.25mgbid, 1.0mgqd, 77
TR, =7 L L/ 50mg
bid

© : FHEEEL O : ZEEH
a) T H Al XIEBER S TR E

b) 1RBRFEHE MR 4 iE TlE, TR KA &EIL 50mg 2 1 H 2 [0l Tho72d, IBBRFEMwEHEESR 5 T, 120mg % 1 H

2 [A]C UFC M IEH L (mUFC=ULN) L7Z&h > #B#FIcx LT, FAHEIT 30mg 2 1 B 2 [\ IZEF SN,
RW : 7 & Lbig¥EF 1l (Randomized Withdrawal)
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(2) ERPRZFEIEEAER
QT/QTc FHMsAER @555 | AHEREREKER (C2105 3Bk, SAEADT—4) V
<HREBRT VA U >HE— i, 7oA, TR - FHERR, “HEEM. 4 #1 Williams™ square 7
o R — N —EER
<HM>AH (10mg Y 150mg) A H[EIREOFK G Lz L&D QTcF ORX—RA T A )b DOELED
7T REDE (A AQTCF) ZFHET 5,
<5 > A E N OfERER A 86 i
<FRBR 71> AH] 10mg, 150mg, 77 B AR NILETF 7 0 F Y20 400mg % T4y ARSI & 5% 1
TIEXRFEAOFS Liz,
<FRERAE R >
- AH 1omg ZHEEREAKLG L7z &, A AQTcF O KIEIE 1.73ms  (90%{Z#EX M @ 0.15-3.31) (&
H3E) THY ., WTHROESTEH A AQTCF ® 90%EHE X D ERfEIX 10ms Kiifi T - 72,
« A 150mg A HERE AL Lz & & A AQTeF D KfEIT 25.38ms  (90%[5#E X[ : 23.53-27.22)
(e 5 1 R . 72855 0.5~8 B 7 BEA T 90%[E X M O _LFREAS 10ms % L[]V | QTcF
~DOEBERETE R ol
- BIWEFIEIAFH] 10mg 5T 2/81 ] (2.5%). 150mg $%5-T 10/79 Bl (12.7%). 77 B REL-T 6/79
Bl (7.6%). EX>7rXH T 85T 12/81 ] (14.8%) IZ#EH LT,
c G AT S ZEWERIZAR] 10mg #5-T 2 #] (LHavFY —agd 8 FE 4 1460 12
O b, ARBRICEBWT, HEREWEH KO TITRD bRhol,

REZREREDA AQTCF DH#ftE HEADT—4)
MICIRANRE T V& 2 C2105 3R C OWgEE &- OSBRI EE DWW T, REEER PK g < 7l
L7z 30mg XU 20mg 1 H 2 [Bl#5-CTD Cmax,ss FRAETD A AQTeF OFEEAEHEE LTz, & DG
B, 30mg ® 1 H 2 [[%5%OFH| Cmax,ss (232.26ng/mL) TO-¥J A AQTCF 1% 5.27ms (90%CI :
4.12-6.42) . 20mg @ 1 H 2 A 5% OTH| Cmax,ss (143.30ng/mL) TOYHJA AQTCF % 3.53ms
(90%CTI : 2.38-4.69) & H#EE Sz,

QTcF : Fridericia U CH H L 72/ DA% IE QT FEIRS
Cmax,ss : EFIRERICI T 2 Hhem S (Mg Mik) A3y

) AFNOEBENTWDHREEXIIZIR., HIEROCHEIUTOLEY TH D,
7y v TEGEE OVBRHILE TRV R4y ATHiF T S R EE 72 5 A
WH, RAIEA Y RFexZy hELT1E Img & 1 B 2 EEEOE556T 22, BEHRIZES OREICS
CCHERHEYT 2, £0%IE, BFOREIEC CHEMEET 22, mMREiX 1 E3mga 1 B2HEET 5,
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(3) RERMEFRAER
AU BHIE L

(4) HWREEHIEAER

1) BERILEER

DU REBEENERELES VA LIEBERLET A OO TS5 AR BHE (ERLRFEIAR
E& (C2301 &tE8)] 2

HiY 739 (CD) BEZXI50T. A AV VYO R N2 Etd 5,

RERT A ZhagkdLlE, 12 B O A& 2 &1 24 B OB, HEeHh. BHRSHED
4EE@\7V§AMﬁ%¢E(MMmmmwm&wm,mm

PSE-S 18~75 % CD B 137 ] (AN 9 )

T mPUILUE 18~75 D B4
Tﬁ%iﬁ%?ﬁwm%ﬁ%%P%% & VT — )V IE DN B ST R3S L
7- CD &%
- ERIERE N O FHREIS S e W T A RS L= 88 CD B

T 7 bR IEUE « ARRBRA~DFANE S T OIBBRIEDOER 545 1 T\ 5 BE
- Avm Ra AKXy b OB U 72 b8 2 A7 5 ZEAN Sk U CRBuE O BEE
FEN S B BE

cQTc EE XX "V Y—K K RT7 v bOERKNTFE2H 3 5 HEHE

« ARIVE L DIRBPEI W E B SR I TREMERER AT EHBA L TWVWDH A
=

c FEENSBEEOBEESCHKE LG T 5 EE

R SOIIRAL (BEIL o) o B

- BETE ACTH 23WAMZ X 5 CS Xk ACTH FEEENE (RIFE) o CS B

B 1 AREBRIL 4 >OBHH (2 7H) ROMEE OGS DR ST,

B HIKROE 2 I TIIIEERTA AV S 25 L, B3 TIET & a1k
DB IEIEL N7~ TERE 2 A A UYL T 7 AT 1:1 O TERIEE
ALY, ZTHEMFCTA AV IS XIIT T R2HKE5 Lz, &4 HIEMEE
DGR TIZIFERTA AV U o2& E L,

T v F MMEOBHEEE

52 WK TIRFIC LU T O FEHEIZ 3%y L2 BT

o 1 otk LT

® 2 MR A AV UV OB EEMHE L T\ D (BEOF I DA
® % 2 Wik THF D mUFC 2 Y ER (ULN) LIF

CE T (1 EA~12 B 12 38)
AAY VY Z 1 H2EEO®&RE Lz, A& 1R 2mg #BRcHEE L, AIEL
7= UFC OF¥fE (mUFC) *2|ZHESELUTORBEIME-T, 2T L2 1 HE
L LT LT,

HAEL-~L 1 AR

Img, 2mg (BAZGA&). 5mg, 10mg, 20mg, 30mg

HERGELE QEIL)

#E | mUFC 7% ULN #8

HEFE | mUFC 2N EEYEEEEFAN TH Y . K2 LTV — L MUE ORI B S RE R A DO A3 72 W

JE | mUFC 2MEMEME TR (LLN) K CTH 5, XIHME TV — L IECHE A
O Y | 7> mUFC 23 FEVEEHIFH N O T FRAA

<2 (12 @AB~24 A ;12 )
A AV VY EZE I TIELZHAETLH 2 BES L,
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<3 (26 3 ~34 A - 8 M) : RW

<TG U DMEOTERSFEAE L T2 LT B >
A AV VY EZE2HETCLRER—DOHAETI H2HEG LA, B, 7421k
TRETIEOREEIZEY LTRBEITTIER S CTIHEEROA A U YR58 0 &
Z 77

T U F MUBRESP O ; JEESHH GIRF+H)

DU o JEHE 2 [RRE O 7= LT B

® mUFC 7% ULN @ 1.5 1%

® 3 [jll7E L7z UFC ® 9 5, 2 [[LL E23 ULN @ 1.5 {5t

< T U F DMMEDTEREIEEL T2 S I o T BB >
FHAMKTIRRETHERTA AV I ais Lz,

<B4 (34 BB ~48 ¢ 14 )
A AV Y YIRS EMOHEMIC L VIR ELZHETI H2F& S LT,

ATLE O (48 WA ;24 WL L)
TRBRHE Y ERT O K NEBE DREIC LD A AV VRGO 2 Al L L
7~

k1 ERIKT : T2 W THRED A AV U OME (Smg & 1 H 2 [ELLF/ME) ) RO T FIERAHBEHR
REHRIRE (HV /7 L) )
%2 3B 24 KRG 3 DORY TV EEEL, T RRAERERE CHlE

HE Y @

< FEFHEEA >

RW ] (26 BBELARE) (2 ik XITE L7- B 2 b & L7234 o RW #
TR G4 EE) DERFNFE

< EFELFIKEHEE >

12 BRFLARR I B U 72 B 2 IR0 & L7236 O 24 I D52 22850045
<FIRFEAMGEE >

TN (GERZINE DTN, £2FNF)  HEIOERFEN £ TOREM, mUFC
DS M NR—R T A D OB Mg 2 LT — VIR OHER & OV
—ATA DD EFE, CD ICBET L LMERH T A —F OE{LER,
CD (TR MR BEHRIER DN E L= BEOEIA, BEWRET YV N LoD AaT
BB &

HE M RE

FEFESL, BEHRE, DILERNH T A =2 LEX, A2V A, TE
RIESARRE, ATy

T

< FHEFHmEE >
RAS "MEM ARG E L, RW B THF (34 ) OERHMR208 4 2V
PREE T T EARHTRIUTHL Z ERRERGFLE L, 7 ¥ AMEICHWZ2 D
DJERIKR 312 L 5 JEBITO Cochran-Mantel-Haenszel (CMH) #E % i L 7=,
WA p E28 0.05 LR CTA w XM 1 ZBRTHE. A4 AV U P BEOZEERR
I 7 ERBEL Y ARICEWEARR LT,

< FEERRENRFHGEE >
FAS “#EMZxtg & Uiz, 24 HIFOZRIENES N 30% UL T TH 2 2 L 2Rl
it & L. Clopper-Pearson 1% H\ 7= IEHE 72 ] 95%CI & FH L7, 95%CI
TERM 30%LL EDGA ., IRERGUIERIND & Lz, ZOREIEL, EEFMM
THH OIRESGRAFER S NGB IO R FE T 2B REE AV, 2R Tl
1 FEDOBRRE 5%IZREF LT,

k1 FUAMMESH, BT ORFIRRE (AU UETTER) & 1 B RS SRS

%2 RW WSk SUE & LB 2 el & LT

*3 BRI (52 MK THREOA AV U OME Smg % 1 B 2 BLLF/AB) | KOV [FEAHR#R
TRSHEIRE (HY /72 L))

k4 BERESI, A AV VS E IR LRGSR TRTORE

k5 12 HBLIICHE L BB 2T & Lz
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<N AR EH R R >
FEEO P RAE (FEPH) 1340.0 (19.0~70.0) #% T, PERIT &M 77.4%, BERN
22.6% T oT-, NERITIZAAD 65.0%., 77T AN 28.5%CTdH-7=, BMI D
i (BEPH) (X 28.8 (18.8~56.4) kg/m> Th -7z,

A A ) TIERME | Trdhfesh B0
(n=36) (n=35) ANy b 54 (n=137)
(n=66)
Fln (%)
H4fiE +SD 443 £11.27 42.0 £13.47 39.0 +13.38 412 +12.98
ol (BEPR) 41.0 40.0 37.5 40.0
(20.0-69.0) (19.0-68.0) (19.0-70.0) (19.0-70.0)
Tl B (%)
18- <655% 34 (94.4) 34 (97.1) 62 (93.9) 130 (94.9)
65- =75 % 2 (5.6) 1 (29) 4 (6.1) 7 (5.1)
R B (%)
Lt 30 (83.3) 22 (62.9) 54 (81.8) 106 (77.4)
B 6 (16.7) 13 (37.1) 12 (18.2) 31 (22.6)
ANHE B (%)
HA 27 (75.0) 23 (65.7) 39 (59.1) 89  (65.0)
BA 0 3 (8.6) 1 (1.5 4 (29)
TIT AN 7 (19.4) 7 (20.0) 25 (37.9) 39 (28.5)
Z D 2 (5.6) 2 (5.7) 1 (15) 5 (3.6
B Bl (%)
L AR= Y 5 (13.9) 2 (5.7) 5 (7.6 12 (8.8)
XIETTFT AV AN
PEA 1 (238) 1 (29 2 (3.0 4 (29
A4 FA 0 1 (2.9 6 (9.1) 7 (5.1)
HAN 2 (5.6 2 (57) 5 (7.6 9 (6.6)
TRA RI%E 0 0 1 (1.5 1 (0.7
Z DA 28 (77.8) 29 (82.9) 47 (71.2) 104 (75.9)
k&E (kg)
S5+ SD 78.2 +£19.02 83.4 +24.73 80.7 +23.06 80.8 +22.44
HoRfiE () 73.6 75.4 74.9 74.5
(55.0-126.3) (50.8-141.0) (46.3-164.9) (46.3-164.9)
HE (cm)
EH5fiE +SD 163.0 +9.01 163.9 +10.76 162.7 +9.04 163.1 +9.44
Pl (FPE) 160.2 163.0 162.5 161.3

BMI (kg/m?)

(151.0-190.0)

(142.0-185.3)

(139.0-189.0)

(139.0-190.0)

FEIMEESD 29.6 £7.35 30.9 £8.37 304 £7.73 30.3 £7.76
Rl (GHDR) 28.5 29.0 28.8 28.8
(18.8-47.7) (20.8-55.1) (18.8-56.4) (18.8-56.4)

<R R >

CD LW SN THOIAIDA A U Y b F COWIR O ofif (FEFH) 1% 47.2

(2.1~286.7) » H T, 87.6%DBENFH XILHH D CD Tholz, X—RA 7
A > ® mUFC (CEHMELSD) 1% 1006.0+1589.86nmol/24h T&H v, Hiufl (&
PH) 12476.4 (35.6~9611.6) nmol/24h T& -7= (ULN : 138nmol/24h),
95.6% D BE N Z I E TIT H3D CD DIEEENRH Y | 87.6%D HBE I Tk
BRI 2 521 TUe, 74.5%D BEDNRBICHER SN DRI b3ty —r A
FIRY, LT ROV L AT RED CD IZHT 2o iREIEO 5.
s AV AY N
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A AV U YRE 7T AREE FUEMEER KN
(n=36) (n=35) o TR (n=137)
(n=66)
CD s2ZrainTthrsd
RPIDOA 20 ) E
ETOWHM (A)
S+ SD 71.4 +63.54 88.3£67.46 46.5+43.26 63.7158.20
rhoufi (iPH) 53.6 76.8 34.7 472
(2.1-286.7) (2.9-277.7) (3.0-180.6) (2.1-286.7)
CD OIREE Bl (%)
HrEl 4 (11.1) 2 (57) 11 (16.7) 17 (12.4)
R TR 32 (88.9) 33 (94.3) 55 (83.3) 120 (87.6)
N—R T A @O mUFC
(nmol/24h)
SEEIfE+SD 890.0 =1275.66 | 560.0 1305.8 1006.0
+548.84 +2012.21 +1589.86
Pl (PR) 457.0 357.9 556.9 476.4

CD OIRFE  Fl (%)

(35.6-5719.5)

(67.9-2466.1)

(66.8-9611.6)

(35.6-9611.6)

H 35 (97.2) 33 (94.3) 63  (95.5) 131 (95.6)
pii3 1 (2.8) 2 (57 3 (45) 6 (4.4)
T EAR R H

(%)

=) 32 (88.9) 33 (94.3) 55 (83.3) 120 (87.6)
i3 4 (11.1) 2 (5.7) 11 (16.7) 17 (12.4)
N T (A 5T 0 R TR
BBl (%)

e 6 (16.7) 5 (14.3) 11 (16.7) 22 (16.1)
i3 30 (83.3) 30 (85.7) 55 (83.3) 115 (83.9)

it A | mRW #] (26 BRELIRE) ([CHIESOIHEE L-BEZHERZHHIE L2HE0 RW H#]
2h| TR (348K OREL2FHHR (EEFMEE)

PE | RW IR TEEOZRZENR 134 2V VI HET 86.1% (95%EHEX ] : 70.50-
95.33) . 77 EARRET 29.4% (95% (S #HX M : 15.10-47.48) ToH v (ififll p<0.001,
JERI CMH BiE*2) . 4> AT 13.71 (95%(5HE X[ : 3.73-53.44) ThH -7,
W p 23 0.05 LA F TH O A MR 1 222D, A AV U TREDT
7B AR R D EEES R S T,

TEBEFROER

UTOFTRTEETEEORS

® RW & THE (34 JKF) o mUFC 7% ULN*LL T

® RW W HIE Lo 7z

® RW HiH |2, 26 HIFFIZIRE SN HEZB X T

RW 1 (26 ML) (S IR ST R L7 a2 IR & L7
< ULN : 138nmol/24h

W12 BRLEICHE L7 BEZIEZHF L L=GED 24 BROZEELBHER (£
BERRIRFHMHEE)
24 B D 5ERZNHR*3I1T 52.6% (95%CL:43.9-61.1) TV, 95%CI D FERANE
il L7z 30%LL ETH -7,
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SEEBEDOER

PUF O )7 % 7= 3 BF OEISE

® 24 EFD mUFC 7% ULN*LL T

® 2 (13~24iIF) OA AV VHOREN, F 14 (128 (CRESNZHAEZ
B2 TN

12 FRELABR I o SO R U BB 2 IR L LT
< ULN : 138nmol/24h

B EYER (BREBHER, BoEHE, 28 BIKRFMER)
FZEHIRE I Z F 1T B 2288 =RIT 12 @I T 85.4% (5B RTRIR 71.5%. Er %)
H13.9%) ., 24 JARFT 82.5% (GERFINHE 67.9%., MR 14.6%) . 48 I
T75.9% (GERTZNFE 66.4%., T TNH 9.5%) . Fci&ATFE T 88.3% (524222
N T1.5%., T ZZ0% 16.8%) Th ol

BYEDOER

TNENLLT OREAEZFEY Lo BE OEIS

SERZFENE] : mUFC 23 ULN*LL R

W FEENE - SERFZIIBNTFE LT, mUFC B_X—2 T A Vb 50%LL FIKF
I RIS TN B

s} ULN : 138nmol/24h

B PEDELENE O BIREMER)
RERHA e 2T & 72> T2 BE OEIATX 96.4% (132/137 B) Th o7z, £
7o, PIEIOEEE L 725 F TOROFIEIL 41.0 H (95%CI:30.0-42.0) T
HoTm,

B mUFC OHEBREOR—R T A U1 bOELER (BIKFEMER)

mUFC (CE¥JfE+SD) 1E_X—AF A > T 1006.0+1589.86nmol/24h, 12 HHEFT

98.3+120.30nmol/24h . 24 ¥ FF T 153.2+311.13nmol/24h . 48 # B T

83.01+75.20nmol/24h, A& FAHFF T 267.7£647.09nmol/24h TH Y ., N—R T A
B OEAEFR (PRE) 1E 12 EEFT-84.1%., 24 I T-82.3%, 48 A T-

87.9%. IcH&EHAMiIE T-78.8% Cdh o 7=,

RW HiBA#AE: (26 #@IF) (238175 mUFC (CEXWEESD) 1314 AV U ST

70.9+45.53nmol/24h, 7 B AREET 79.1+57.90nmol/24h TV . RW Hif& T HF
(34 EHEF) Tl A AY U VBT 808+102.43nmol24h, 7 7 R EET

191.3+172.68nmol/24h TH > 7=,

BEFINFY —LVEEOHBRERR—Z5 A 1 bDER (BIREMmE
H)
MiEF 2V F ) — ViR E CESIE +SD) 1 — A7 1 T 630.2+248.87nmol/L .
12 HHFT 313.4+157.46nmol/L., 24 KT 323.3+146.79nmol/L. 48 EKET
304.2+134.43nmol/L T&h - 7=, 48 BIFIZ 1T A M+ 2 VT — LR D —
ATA NS DR CELHEESD) 13-44.9+2931%Th - 7=,

B CD IZBET 5 .LMERRH /T A —F DENE (RIRFHLEE)
24 FKEK O 48 FFD CD IR 5L E RICH T A —Z DR—2F 1
MH DR CE¥E+ESD) 1%, ZEE M C-10.0£15.74% M O%-7.1 +16.60%.
UG I E CT-4.1+11.85% % 8-6.8+11.40%., PLIEH] I E T-3.8+13.41% % (-
6.6+12.72%. {KE T-3.0+524% MK -4.6+6.72%. JAPFH T-2.6+£6.97% K& -
42+7.63%. HbAlc T-4.618.80%K%(1-5.4+9.57% T -7~

B CD IZRENRBERERILE L-BEOHE EIRFMGEE)
CD IZHEF R R BRI 1 DLl Bk LU= E OBIA 1 12 HEF T 70.3%., 24
T 82.1%., 48 HEFT 85.6% Th - 7=,
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CD (2R 2 BRI

PRIEALH), BURLBIE, frae, S LofENiE ., HEOMRMEE ., Ihr3EiE, Pk
(HEER) MEfG, BEIR A (05)

BEERET Y M LADRaTEAE ERFHMEEE)

<7 v TREGERE QoL >
NR—=R T4 KA FRZE T D 7 v v v THEWERE QoL DA T  (CEHIMHE
+SD) [T 42.2+19.07 } ¥ 58.2+21.17 Th o7z, 48 BIFICEITHX—A T A
YIS DA AT OEAE CFEMEESD) 13 14.0£16.76 (95%CI : 10.8-17.2)
T& Y . minimal important difference (MID : EERICERD & % /(L) TH
% 10.17 & EElS>7= 2 & D, BERMICERO S U EE R LT,

7 v v TEGROERICEET S 12 HE

CERICEER DD (KPR E 5, Fo< OIZREBR 057 E)
CBWAEREENZNE D RMAENH D
BB D E TR D

HEIVTELT N

CERICRY . EREODENL LT BB 035
CBENRL R0 RENEET
CIRRICE DA RO RITR D

AN LTEYD L BUBRRAEANZE D ZEREo T LKL D

9. MR DT DITHRIFECRBIEE 2 H X LD A NERH TS
10JREUTE TR e & O H OIFENZEEZ KIFL T\ D
W HFEEHEZLONPEETH D

12 FR DR LELCTH D

I Y T N

<EQ-5D*5>
R—=2F A (137 1) KO48 BEE (110 1) (2351 5 EQ-5D-5SL D2 =27 (GF
PIE+SD) 1 071026 XX 0.8+021 THY, 48 B ICHITHX—2A T A
OB bR CEHE+SD) 130.170.2 (95%CI: 0.0-0.1) Tholz, N—R7
A2 (136 i) KON 48 HIE (109 ) (235175 EQ-5SDVAS DA =17 (Ftifl+
SD) 1% 61.8+19.36 XX 72.7117.90 TH V. 48 BEFZEBIFHX—A T 1 )
5O E (CEHE+SD) 1£9.8+17.24 (95%CI : 6.6-13.1) TdH -7,
<BDI-II*6>
NR—=ZF A (137 4]) KO 48 #EF (110 1)) (2815 BDI- DA =27 (OF
PIE+SD) 1% 16.8+£10.59 KT 10.7+10.66 TH V. 48 HIFICHIT HX—2F
A U DOEE CEHEESD) 1%-30.8 = 70.28% (95%CI : -44.3-17.4) Th
>77,

k1 RW H (26 BILIKE) (S Ik ST R U7z BE £ T & LA Oe TR

*2 BT T2 MK TROA AV VS OHE (Smg % | A2 BEIT/H) ) KOV TFEREHS R
IRGHERE (HV /72 L))

%3 12 WKL & LT BB A IR & LT G DR R

%4 7w LU ZEBEREOREIRICEE TS 12 HEIZOUWT, FHGRT 4 R OREE ORRE 2 B 5 B
B (1:vobh, 2 BHEIZ, 3:Wxa, 4: D720, 5 —FELRy) THMiLE (A=
7 1 12~60),

*5  (RFEIRREICEET S STHE OEMZE (EQ-5D-5L) & Visual Analogue Scale (VAS) TCHERK S 41,
B CIIEREDN 5 By (MR L, OO, PREME, BEME, T&RuvwvoEn) T
P L. VAS TiX 0 (Bx bbb EWREREE) ~100 (Bx bbb BOEFNRE) T
AT L 72

%6 9 DIFO—PRARERAVER Z A5 21 A Tk S, FEmAT 2 WRIOEREE 2 BaE s 4 Bk [0
(&< 720 ~3] TRHfi LT,

HE R

- BWEFARBIRIL 92.7% (127/137 ) TH o7z,

- EBEWER CBBLZE 15%LL 1) IXRIBREREAR 4, Bl 28.5% (£ 39 f5l) . 57
23.4% (32 %), ZvaaFa  RRZHE 19.7% Q7 46, mfaLrFakno
BN 19.0% (26 ) . fEJ)5E 16.8% (23 ) ThH -7,

- BERBWEHORERRIT 16.8% (23/13741) THV ., Eibo QFHILLE) X&)
BRERER A (8 ), AR R EMKEERE @B, FEMER, BMEO FEK
JEEE. 56 M, FraalFal RRZHE (%26 THo7=,

_21_




B HERIRICE S TEIEAOREERIT 13.1% (18/1374]) THV . E2b 0 (2 4]
PLE) IZRIBHERSE 6. BrEo FTERAEE @ 6) ., FTEREEE Q7))
THoT,

CFETHNE 2 B (BARBEZ, ODHIARE £ 161 13RO HIT-08, 1RHE & Bl 7n
L &fllr sz,

DU TREEENRE L-ARHHROIERHR ([ERARZE THAER (02201 8] ©

HHY

779 (CD) BEFZTRIC, 4 2V US¥ 0L MK OE M5
FAliT %,
%1 ARBCIIRABREAON— FEITF LB FEAE N,

RERT A

S deE, B, FEEMR. BRI

PIES

18~75 5% D CD A& *!

%1 Y ER (ULN) O 15 (54082 5 B8R = LT —)L (mUFC) (14 B UANICEREL L
72 3 Bl 24 W& IR W o 7V COREM OFLIE) . HAEME TR (LLN) 2 #8 x5 8] o i 4 El
B RERE AT (ACTH) JREE, ROVTEEZEFRE 325 ACTH BRI X 2 sihv/z CD
B

T PGLHE

< 18~T5 D B

- ULN @ 1.5 %8 %% mUFC (14 HUPNIZEI L7z 3 [0 24 FEZ IR 7
IV C ORI EE D)

- LLN Zi# 2 8o iifEh ACTH JfE

s FHAEZEFE 95 ACTH i

B4 S

c IPIOKPERT 6 # ALINIZ R b ¥ v O h 2% 1) -8B

- AR DEBN D D EBFE

VR OB WA B X T TR A T D B

- BPTE ACTH /72 X % CS X% ACTH JHKTFE (RITHE) 2 » v o 7 MR
(CS) AT HHEHE

B CS EHTHBRE

- B E A AT 5 BE

- HURASAE DS IEH T R

- BRRMICEE R DVRBE AT R

REERT D BE

s Ay hr—ARRRBERG AT DB

- RBORERAT 5 ELUNIC TEREBUBIBR 22072 2 e h 5 BHE

QT IERHDWT MY —F F K7 hD Y AT RFa2hT5EE

BT 1A

ARBRIL 2 DO/8—= b DIERL S ™, K3 — MBI 2 &G HEOFEITLL

TOLBYTHD,

*1 5= N 1 OPHRAT — 5 THIFE S N7z AT e R OV TTRE 72 2 etk A R RER G BT T |
TRBR SR A ST Ly 22 MRS O A IIE - BN R 5 HROT/S— b 2 2B L7,

N— K1 (10 #[H)

A AY Y% 2mgl H2[BFEO#&S Lz, AEIX 1A 2mg ZBEHEE L, DL
%1% UFC 73 ULN Rfi22 5 £ T, 2 2 L2 1 A& % 5mg. 10mg, 20mg.
50mg DNEIZHEE L7=, UFC 2% ULN KiiiilZ 72 o 7o 55 13 E & #ERr LT 10 1
BETHRETHZEE L MLEIISCTESICHERSN T X 512 UFC ©
F=H ) TR 2B LT LTme WO EICEBE N IR TE 2RVE
TER ST ERE O REICA BT 2EWEH 2B L 1258128\ T H Bl
AT o7,

N— k2
(=27 #)
- FEEEE (1 ~10 K : 10 @)
BEFAE 2R — N2 0BETIIREYO 1 BEIZ = 1 T ThH-oT-HE L
DH 1 EBROCAHREZ, JEKads— NS ORBETIEA 2 VY 2mg T Smg*
ZRaHELE LT H2ERE Lz, 20%, 28I L ICHIE L7z URC*S 12X
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SEL T HELALVTORME LT,
HEL~V 1EHHE)

Img. 2mg, 5mg. 10mg, 20mg. 30mg

%2 = F1%Z5ET L, UFRC A ULN 2B 7-BHED I B, /S— k2 T8RS - BERE

%3 = R 2D OFHEE

%4 N—RFA 2O mUFC 28 ULN ® 3 {542 2EEOE I NT Y —/VIEBRE X Smg 1 A 2
o] % B & & LTz

* 5 TRBR TN R R B CIE

s aT7Ho5R (10 BE~22 @ 12 @80)
JAEBHHEY CIRE SN HETA 2V U 2k b LT,

LR Ok

- MkBEHA 1 (22 B ~70 I : 48 M)

o 7 MR T RIS TR EE RIS LA VBT, TR ERT Ok X 0 R
DRFTENCITE RRE L LT-, UFC R OEAEMEICE S &, HEMNE & Rk
HEREZIT- 7=,

LA 2 (70 B~ (R OB
IR SIS LR R I, YRR AT O HIEC & 0 S 2 IO AT A T
fEL L7z, UFC BOBEAPECIESE | FIRMUN & A B 217 > 72,

FFHmE H A | < EEFHEEA >
| 10 EEFO TR
M| <RIREEmEE >
22 BB DRI FE . mUFC OHER e &
7
2 | HEES, BARRA, A2 a 2 LEX
P
FBEFEARIE B OfRFTIZ S— F 1 O PAS* 24 & L=,
N—2 T A U E 10 D mUFC % Paired-t &% W TR 21T - 7=, 10 ¥
FRAT AT WD 422505 OV O 95%Cl % TEfle —IERRE % AV CEH L7z,
%1 FHATEEZR UFC 57— 4% (N—RZ T A & 10 WBIEFO MK C 24 BEZE R Y > 7 2 [, Eo
WE) BEOLREETOEE
< N O KRR RAE >
o= 1 TOAEREO Rl (FEPH) 13 39.0 (25~55) % T o 72, ZPED 66.7%.
BN 333%THY, 2 TORENANTH > 7=, BMI OHSfiE (FPH) 1% 32.47
(23.8~48.7) kg/m> CThH -7z,
2= | 2 TOAEREO Rl (FEPH) 13 36.0 (25~52) % T, MEBNZLMEDS 73.7%.
BN 263%Th o7, ANFEBITIZHAN 789%, 7T A 158% Th -7,
BMI O Hufifl (#PH) 1% 28.90 (23.06~47.54) kg/m? TH 7=,
N—=Ph1 N—h2
(n=12) (n=19)
i (%)
BN SEHIfE +SD 39.0£10.31 36.8+8.35
rhoufiE (FaPH) 39.0 (25-55) 36.0 (25.0-52.0)

Tk Bl (%)

<65 % - 19 (100)

PERL B (%)

ek 8 (66.7) 14 (73.7)

Bk 4 (33.3) 5 (26.3)
N B (%)

HA 12 (100) 15 (78.9)

BA 0 1 (5.3)
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TIT A 0 3 (15.8)
B # (%)
AR I RIETTF T AR

LIS 0 19 (100)
RA Bl 1 (8.3) 0
ZDfth 11 (91.7) 0
K& (kg)
H4fiE +SD 95.61+30.949 85.11+23.96
HrdefiE (i) 82.10 (61.0-150.0) 75.8 (61.9-139.0)
HE (cm)
A5 +SD 166.87.68 166.03+13.336
o (GEP) 166.1 (155-178) 163.40 (147.32-192.00)
BMI (kg/m?)
H4fiE +SD 33.82+8.535 30.74£6.959
HrdefiE (HiPH) 32.47 (23.8-48.7) 28.90 (23.06-47.54)
< SRR >

R—F 21ZBWT, CD LZIENnNThHhoRIIOA A Y &E5F TOHM O
rRoefiE (EEPH) 1 70.2 (12.2-155.2) % A T, & TORBEDFHE UL D CD
Thole, X—AT A O mUFC (EHfEESD) 1% 1370.65+2733.512nmol/24h
THY., TIE (FPH) 13 404.97 (141.72-10646.60) nmol/24h T -7-, £H
FHTINETITMEND CD OIRFERENRH VD . 89.5%D BFE M F MEAKIHIRIN %2
ZUF T, 842% D BRENREERICBE SN DENZAT TR F haty—nu
D CD IZHkT D hoiRIEO R 542 1T Tz,

sS—h2
(n=19)

CD LW SN THORMOA A )& EE TOME ()
H4fiE +SD 78.7£42.68
o (EPR) 702 (12.2-155.2)

CD OkfE  #l (%)
PRt T B 19 (100)

R—2ZF A > ® mUFC (nmol/24h)
SEEIfE = SD 1370.65+2733.512
ol (GEPH) 404.97 (141.72-10646.60)

mUFC %1 (%)
>1.5ULN=3ULN 9 (47.4)
>3ULN 9 (47.4)
A 1 (53)

TEARRATE B (%)
H 17 (89.5)
i3 2 (10.5)

IR TR 6 (%)
N 19 (100)

SENIEFIE B (%)
A 16 (84.2)
3 3 (15.8)

(EES A |78 —=h1
% | W10 BRFOEZEZR (FEFMEH)
PE | RTBEIT B9 Bl TH T, R—ATA NZHT D 10 HIFO mUFC D%

S ERLE 0.103  (95%CT @ 0.047-0.226) THh -7~
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EREDROEH

UTFOWTFNORYETEY LI-R_REDEIS
® mUFC 7% ULN UL F
® mUFC 3 X—RZ 7 A 25 50%LL HIK T

Al )
B 2EME (BIKRFMMEE)
LZANFRT 22 HEFTIX 78.9% (95%CI : 54.43-93.95) . 52 » AWFTIX 56.3%
(95%CI : 29.88-80.25) TH o7z, WITN LI RHNIL72< . R TREEZHNH
THoT,

BEHROER

SERFSNH  mUFC 28 ULN LA T & 7o TmBEOE S

A ZENER ¢ SERBBENCEE LT, mUFC BNR_—ZX 51 b 50%LL LK T L-BE
DEE

BRI TR T OEIE

B mUFC O#B (X— 1t 2) (BIRFHMEER)
B 2 AR — MZEB I 5 mUFC (CEEESD) 1%, X—R 7 A VKT 397.61
+ 175.89nmol/24h ., 10 ¥ T 61.70 &= 48.71nmol/24h ., 22 ¥ T 98.07 =
91.86nmol/24h T&H - 7=,
JERK 2R — MZEBITF S mUFC CE¥MEESD) 1%, _X—A T A VT 1630.13+=
3042.64nmol/24h . 10 ¥ M T 63.61 = 51.75nmol/24h . 22 JE K T 90.13 =
136.02nmol/24h Td - 7=,

HE 1 RE

N—F1

- BIWEF3 B3 83.3% (10/12 f5)) TH -7z,

- ERWER (20%LLE) 139%F 58.3% (7 41). HELr41.7% (5. T,
5 25.0% (% 36]) T o7z, Grade3 DEIEFAZILRIT 25.0% (3/12 ) TH
0. BT 16.7% (2 Bi) . AFEE. BHETR. PUBR. AhRSHE. P 8.33% (45 1
f5]) TodH-oic, Grade 4" DEIERITRO Lo 7-,

- EEREIEA. BEPICESTZRWER R O EHITFRD biizh-oiz,

N—Fh2

- BIEH BRI 94.7% (18/19 f3]) TH -7,

- ERRITER GBI 30%LL 1) ITRIBHER2474% O 6], mHy=rFa b
7B AN 42.1% (8 f5]) . AR/VE AERE . B0 36.8% (% 7 61), T A B
AT 0 N 31.6% (6 5]) T o7z, Grade3 LA EDRIWEARIRIL42.1% (8
) TV, BIBHERSE, SIME 10.5% (& 2 41) . KHEED 53% (14#) <T
HoT,

- BELREWEROBIIEIT 158% B/1941) THY | RIEHIERE 10.5% (2 #1) .
DEN QT R, S MESMNHE, DMK 5.3% (% 16]) THoT,
s W HEHIRICE S ZRWERIZM A v F o b s, R BRI, K

T, B, BB 53% (%16 THhot-,

c FETHNIRD b0 77,

k1 NCI-CTCAE % 4.0 i)t
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VDU TEGRREEENRE L-AETROIERHER ([ENE THEER (C1201 8] ©

HHY

7 w79 (CD) %< 7 v v v JIEWERE (CS) BEEXGIT, A AV U HD
et ARWER OEINEERETT 5,

RERT A

S e, HRE, JEEMR, MR

ISES

HA AN CS B (CD %k&<) 94l
BRI 5 (5], BT E R B A v > (ACTH) PEAENEYS 3 5. ACTH 3E
IR A A R B R RS E R A (AIMAH) 1 1]

T PGLHE

- 18~85 D FH &

- CS (B ACTH PEANES:, BIBIRIE, BB, AIMAH XX PPNAD) & 2
SN EE

«5 H AMUL BRBOLZEERHEE SN D & RIS, CSICRKT S Ema LT
— )VIE D FEWIEIE & 52 1T TN D B

s R—=RA T A ORIEFHIRIC Y 4 > a7 7 MR T L7 EE

BN T4 S

- CD 8%

- Avm e &y F RO G A A T 5 AN LU CGRBUE OBETE
N5 HBE

s RFTEHRME OISO T BT U ARG 50 ENITH b BT, WO
B RITTIER I ARIIR O MR (ST ACTH PEAENEIS . B ORR R ALJE
AR 1 XBR <) OBEfEARE S ELINICA LD BE

- Avm Fex&y SoEE SR 4 B TER O O 5 FELLTFLW (D
TRV ICEMEEREOER (F : MlREr bFRE, o EnE, v~

NAZFoTIRwT) 2% TWDHEE
s QTe R T "V —F K K7 b Y RV RTE2HT5HEE

R T ik

AT 2 SO G K QTR O/ SR S iz,

ST (LA~ 128 12 ) o R

AAYYHZ 1 H2EREO®RE Lz, HEF 1R 2mg 28iaHEE L, JIEL
7EIO MG 2 L F Y — L% (F mUFC*?) 125 % 1 FHE L~ L3 O
L7z,

AEL~L 1 ERAR)

Img, 2mg (BA%GH ). Smg. 10mg. 20mg. 30mg

FIRAHEE RE4ERET: FEY. BE4ARDRE : 2EIL)
HE o miFH a/F Y —b (Xid mUFC) 23 54EfE R (ULN) 8

MEFF HloMigHh = FY —n (E mUFC) AEMEEFEFHN CTH 0 | K= LF Y —/1 i
FERCHIE AR R R DB 720

8= Fo Mg 2T —/ (XIE mUFC) 2SIEMEME TR (LLN) K Ch o, XITE
ANF Y = VIERHIBEER ROBERH Y . AromiFParFy—1 (X
mUFC) A3 EEYEE PN o T IR

<2 (12 B ~48 WA : 36 FHH)

AAY YUY ZE 1 HTHRE LIZHE TR G L, MBS CUTE 1 &Rk
(RN TTRE S LT,

AEE O (48 B ~72 )

TRBRHE Y ERI S B 5 I K W BRI 7 ¢ v MRS DID LHIET L. Mkt
WHICREBE LBEIIE 2K TR LA AV ) PR G2kE T D 2 & &2 alkE

L7,

*1 25 FhEEHRERE O MR TlE
%2 3[Al0D 24 BEFEIRMN D 3 DORY U N EERIL, USRS CHIE
%3 10mg 25 20mg ~DHEFLT 2 B o Mg & 1 <
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FHnTE A | < FEFHLEHR >
) il 2 DEBE O 12 BRFIZEBIT D mUFC D_X—R2 T A b DO
M| <BIWREHLEE >
T (GERFNER, WO E, 2FUR) F
w7
2| BEFER, BEBRE, XM 2T A2, LEX
M
FRAT E FEFLIA B OfENT IS FAS™! EM A2 X%t5 & L72, mUFC OZ&E L&k VE(L=RIX
il 2 DEE Z EITRERIZ T v v b LT, F72.0 12, 24, 48 RO L &R OE
bR EZFD 95%CI ZHH L7,
1 ARBRICHERSN, BRI (f 2V V) & 1 EEE Sh- S
B R < N DR FHRENE >

FE O P IE (FPH) 13 46.0 (20.0~75.0) T o7, PERNI AN 761, 5
MER2BITHY ., BEIZTETHARANTH -7, BMI OF Rl (FPH) 13 23.876
(19.31~38.19) kg/m? T > 7=, HFHRONRIZEIBIREL 5 51, FFrE ACTH
PEANEIEAS 3 . AIMAH 28 1 5l CTd o 7=, Pk ACTH EANEE 3 O fEE
JFORERAL I MR (AR - IUE) 23 1 6, JEREEALARIN 2 Bl T - 7=,

2@ (n=9)
il (%)
M+ SD 51.0+18.17
HokfiE (HEPH) 46.0 (20.0-75.0)
FhnE
<65 % 6
=65 % 3
PR
Qi 7
T 2
NI
TYT A 9
R #l
HAN 9
BMI (kg/m?)
) fE+SD 25.367+5.9994
T fiE (EEPH) 23.876 (19.31-38.19)
PEONR B
F) P i e 5
LT ACTH JEAENE I 3
AIMAH 1
<R AR >

BERATITA S 730D CS DIWIEIEIED 0 O BEIL 5 F (FIIRIE 1 5, SRk
ACTH PEARESS 3 il AIMAH1 ) T, WINb AT TR OG- Z51F T
72 CS OEWIEHEIEDH O O 5 FHlD 5 HEEE ACTH FEANEE O 1 FlILHERRIE
BOSNRYIR, WS AT TF o A ) )T hy, TAVEY L ORE42%
Tz, FR0 O 4 BiliX CS OIEEMIRIEIRE/ L ThoT-, HBIHRBRHIZE D
BIRBEN D DBRE TV o T2,
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24k (n=9)

CS DIEMIRFIE 11

H 5

L 4
HERRIES DS FHOIRRIE 5]

H 1

11 8
SRR IRIT BRI 51

el 0

fi 9

LS

[y

B Hx DOBEOD 12 BRACEIT 5 mUFC ODR—R 54 Vb OE{L=R (EEFH
EH)
HE (12K 52T LEBE 760 12 BEFICEIT 5 mUFC O_R—Z 5 A
OB DOELERIT AIMAH 1 #17C-99.0%. EIFEIRIE 5 Bl TEINLEI-97.8%. -
94.5%. -91.5%. -81.8%. -52.6%. TPt ACTH pEANEEE 1 $#17T-99.0% T -
7=,

B mUFC DHBRUOR—R T A Vb O (FEFME B OB
mUFC O H il (FiPH) 13— R2F 4 > T 841.80 (277.9~10595.6) nmol/24h,
12 JFFT 77.10 (6.2~141.2) nmol/24h, 48 FHKFT 511.30 (67.5~955.1) T -
770 12 WK N 48 BRI BT D mUFC D_X— R T A )6 DZE{bE o dhhfif

(FiPH) 13-94.47 (-99.0~-52.6) %M (-95.04 (-99.1~-91.0) % Th ~7=,

B EYER (REFHPER, BLoEPHE, 28R EIKRFMER) *!
BRI B 1 B 22T 12 JEEC 7/9 6] (5E2Z5h51 6 B, 5y Z=2hl
1f510) . 24 BT 3/3 51l (GE4225h6 2 B, FRr 285061 1 F1) . 48 WIKEFT 2/2 i

(GERZ5hH) 1 B, 22 1 ) ThoTm,

ZOHIDER

TNENLL T OREMEITFEY LB

5EZE : mUFC 7% ULN*LLF

ERASZ e RTINS, mUFC 23— T A b 50%LL FE T
RIEN  TERTERIHE 53 285 B

12 iR Tlodik L7z 2 BlESERDN & LT
sk ULN : 138nmol/24h

k1 10 IR O 7= D%EFTTITET . BBloHR LT,

HE > R

- BIVEFZEBLR 1T 88.9% (8/9 i) T -7=,

- EREWER QBILIE) IZRIBHEEERE 66.7% (6 ). BEUK 33.3% (3 ).
TI7=20T ) NI UAT 27BN, TARTIXURTI /) F T AT =
S—BEIN, gy — I AZ I TR T =T —PHEIN. SIERERE L 22.2% (%
26 Thot,

- EHERREIERORBLIFIL 222% 29 #1) THY ., 24 & LRIBHERETH-

77
T EFIICESTRWEAORBRIT 11.1% (19 6F) ThHY ., BEHEGH 15 THh
ST,

c FEEHNIRRD bR oTz,

2) REMHR

V.5, (4) FAERURER) OIEESM
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(5) 8% - WERIHR
LR L

(6) AmAER

D ERRERE (—RERRERE. BEEAREEE. EARELREE) . RERTRT— 4 —
ABE. WERFRERHRONE
KPR L

2) RREHLLTERTFENDRNERIEIRER L -AE - HEBROME
G - EH AL U A 7 B 2 RE D B EYNCER T D &,

(1) 20t
AR L
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VI. EMERE(ICEHAT SHIER

AL

. EEPHICEHED L EMRITLEME
AFTRY PYuRZU I REY (—RA)
EE  BEO S LBV OMREUIREIL, BHOWMNLELSZRT L L,

. EIBER

(1) YEFRERML - 1ERR#%E
Fim R A%y MIEIE TOanF ) — VGO GBS 2 it 92 11B-/KEE{LE%E (CYP11B1)
ZHETLHZL T, I-TAF L aLF V= AN aF S — )L ~DEWEZ T 5,

ANF V- VOEGHEREELF e Fr XSy b OFEREML

aLRFO-I
J
Fuox/0Ov
J
17-OH FLF'%./0v
N
17-OH 704250V
J
#YORORI Y b $

3 AWFI=b

(2) EhEZFTTSHABRBE
1) CYP11B1 [Zxt3 BEERMEAEFM (/in vitro) ©
BaHH 2 CYP1IB1 OFERTEMEICH T4y m Re 24 o D S0%HERE (ICs) i (CF)
fEESE) 1%, & M#EFET2.5E0.InM, 7 v MNEETA410E50M Th o7, £72, BIRARES R —
N C?D CYP1IBI 1249 % ICso fEiX 7 » b T 3045nM, H /LT 62+5nM Th o7,

CYP11B1 [Z%§ B EER R EE

BERTE IC;, fE (nM)
BRI 2 b ISR 2.5+0.1 (n=4)
BIA TR Z T > MEESR 4105 (n=3)
7 v FREIEREYR— | 3045 (n=2)
PILREIERE D F— b 62+5 (n=6)

FHEESE, 7 v MRIBHREY X — MIEEEO AR LT,
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FiE e FXUXT v N OBG R X CYPLIBIL Z@8EIRE T 5 F v A =— A LA X —fiffifaik
V79-4 HfE ) BB MR X 0 B U 7= B3E. E 72 kM Sprague-Dawley %7~ b X%
MEHED =7 A PV ORIBAREY X — 2 HWTA Y E R 2% v MK D RERNZ G
Liz, EELLTCU-TAF v aLF Yy — Btz CYPIIBL) XX 11-74F v =2
NFazxrary @EEFRER—N) ZHW, FREOA T Fa X4y ME{ET TiE
M=aF o T7IRT7T=20UX 7 UATF KU B (NADPH) & 32 25°CT 4 KA > % =
NR—h L, ARENTZaVF =Ty FL—ra UEET vEA (SPA) ICX 0 EHE
L7,

2) EFEIBRERFEMIBIZE TS aILFI—ILERBINEER (in vitro) ©
b bR R SR AERE (HACLS fifid) R OWHRESZE v MRIBREREMmE o anrTF Yy —iv
BRI T 54T m RrAF v b ICs i CEEIE) 1%, 34.70M & T* 104nM Th o 72,
HACI15 MR OfIREE&E e FRIBREREMICBT 5 a vF Y — VAR fER

IC, 1 (M)

HAC15 i R e MR RE REA
34.7% (29.4~41.0) 104 (71.6~151)
(n=7)

VB (95%(E 45 X [H)
* 1EHEY n=4 207 &b 2E8YIKLT,

=3

¥ HACLS #ifak OWtEs % v RIS R EREMRICA Y Fe 22 v b (R&EEE 001~
5uM) ZHESINL. 3 BEOEERIE T O 2 )LF ) — VIR 2 G 2 0gE s (EbR50)
WX HE Lz,

3) 5w FZERALV: ACTH & fiskER 7
R BEA A VE > (ACTH) AfICEVFESN s avTFarxTa ESGHRICHT 54 e K
A%y FOREEEZBREF L2, ACTH AW COa LT axTa EAKILED 50%4 &
(EDso) fHIX 73mg/kg TH YV, 50% A ZhEE (ECso) fEIL36uM ThH o7,

ANFARTa FREEER (7 R)

=

) RER ) ErED

L -~ e 1207 - JLFIRFOVACTHER)
4 BE a0 o s Famse
Z Tk + E‘h‘ a4 (E#n=3)
= 2hF 60 asE
58e I8«
: B 404 ¥ B
Z g by 45 g‘ﬁ 40
EER EER

5 i, z 5
FE B 2
04 T T T 1 0= T
01 1 100 1 10 100 1000 10000 100000
FORORF v ES5E (mg/kg) miEch#<0ROR S MEE (M)

w4 YOROAS Y NEfg SURE T OIRED )L F IAT O /R E RN T TLE (BRHE) DN —A57 fElCn T 285%F

J515 « MEVE Sprague-Dawley 527 » MZA v Ru x4 v NEHEES L (1, 3, 10, 30, 100 mg/kg
ZREAOEE) ACTH 4> m Fu 2 &y MG 1 KFT b &5 8 Reftlt4 £ CTREIRN £t
Fe 5 L7z (100ng/kg #5112 30ng/kg/5r CHfcic 5-), A m Re A& v MEGER] (N—
ATA V) KROBE% 5 5y @ARNEGEEOR) . 1547, 30 5, 1 BN D 8 REf & C 1 I
fE, 24 Kf] CGEEREO L) ICRMAITV, Mg avF axTa VREIXT U4 1 A
77 vEA RIA) EICEY, MFEFATr Fexyy MREIZRIKZ e~ N7 T 7 4 —%
VT NEEGH (LC-MS/MS) I X v HIE L=,
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F RS - FHESR
TR L
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VI. EYghReI 89 HIEH

1.

mch R E DS
(1) BF LA nRRE
AR L

(2) BERHBRTHRESA-NHRE

1) BERFEOKRE (BERA. A2102 HER) ©

HANFPEEER (34 1) (24

v Re A%y b 025mg, 0.5mg, 1mg } Of 2mg % Hi[al#E 0§

5‘ L/f: & % N &5 12'\"15 H#Fﬁﬁ?\ﬁ (Eljy%'fﬁ) K Cmax &Z-% L/\ 44’\’48 H#Fﬁﬁ (qzig'fﬁ) 0) TI/Z Vcﬂéj%

L7,

AARANBHERERAICATY R Fr R

# v b 0.25mg, 0.5mg, 1mg KU 2mg ZHEROEE L7z

& & OMmRTREHS
ng/mL)
" —— 0.25mg(n=3)
—— 0Emgin=12)
12 -8 1mg(n=12)
—m- 2mg(n=7}

g 5 FEECRE

EY

7

g e

i |

2 I

% |

4 |

£l

i 4

B ‘ +
it +l+\\“tl
,J & h;ii:it::tt:: f:;t: ;;—;k; T v ———3

0 2 4 6 E 0 1z 14 B 18 20 22 24

RS hba R

AANBHREERAICETYE Fe X% v |k 025mg, 0.5mg, 1mg X 2mg ZEERO#KE L

L EDORYHENT A —H

Eran s Cinax (ng/mL) AUCiy¢ (ngh/mL) | AUCq (ng-h/mL) Tinax(hr) T, 5(hr)
0.25mg (n=3) 1.36 £0.57 6.47+£3.15 5.81£2.98 1.00 (1.00~2.00) 4.34+0.64
0.5mg (n=12) 2.31+0.75 12.20+3.41 11.66 +3.29 1.29 (1.00~2.03) 4.44+1.14

Img (n=12) 4.84+0.96 27.88 + 7.64 26.69 + 6.80 1.50 (1.00~4.00) 4.79 +£1.04
2mg (n=7) 11.51+3.13 66.89 +14.95 64.36 + 13.86 1.50 (1.00~3.00) 4.82+0.60
SEHME R RS a RRE (R M~ R K E)

Conax © T MLEPAEMDIREE . AUC,, - M - A B -Hp (W) AR R iR (0~ JIERRON)

AUCyy : ISR e -IRp ] R T A (0~ s iE 2 AT REIRF AL
Toax + B o0 MR TSI FEBIERF ), Ty VAR

) ARAIOHEFR STV DR06E
7y v TIEGERE (OMVRHOALE TRV A 23 XAEET TSN EE e )

R, RIEROHEIISTOEEY TH 2,

WERIE CClEE S 25, ORI,
ml&d 5,

WE., RAKEAYr Rexyy hELTIE Img % 1 B 2EREOEG» LT 253, BisARITEED

BHEORIEITIE CCTEEIEET 525, @& 1H30mg 2 1 A 2
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2) REEAKRSE
OB/ A (A2102 :K8&) ©
HARAN SRR A G461 24> r Rex& vk 025mg, 0.5mg KO Img %2 1 H 2[H 13 H
BIRERE D 5 Lz & & BRI (CEE) 13WThoMH&ED 1.0 ThY | KERSICX
LERITRD LRI o7,
X1 1 HEICHE®RS QB 1E) %, 2~14 BEIC1 H 210\ 13 HEORKIER S 21T 7,
¥2 14 HHEH® AUCyi & AUC 1204 DFI/1 H H D AUC04n

AANBMHRERAICETYE Fr 24 v b 0.25mg, 0.5mg X 1mg % 1 A 2 AREROKRS
L7z & & omErRE#HE (14 HE)

(ng/mb)

8 —4— 0.25mg(n=9)
—e— 0.5mg(n=8")
- 1mg(r=10)
FEEARE

7 e ANO7OCN-BEE

Py Ty

24 (53R

6 18 20 22

10 12 14
RSRGEER
* SRR O~ BHR  n=10. S TRISEBHTRIE =8

BAABHRBERAICA Ve Fr sy b REBARE L L EORBERK

= 0.5 mg 1 mg 2 mg
&Ej‘i (mg/ El) (nzg) (Il:6) (1’1:7)
BRIRE 1.0+0.15 1.0+0.11 1.0+0.15
P+ B R

14 H H® AUCq.1on & AUC 204 OF1/1 H H D AUCom

@V v rUmEE (BRKRSE 111 18R, 02301 HER) ¥

7oy 7REE (137THH>BLHEANIH]) Ay ReAXy &2 1 H 2 BIRRO#EELEZE
. BE 24 MO A Y Fe A% v k1A Img, Smg, 10mg & 30mg #GHECEIT D Coax
Ol EPE) X, T 4.60 (0.36~7.36), 24.15 (5.94~43.30), 53.95 (14.70~98.80)
KN 187.00 (124.00~250.00) ng/mL T&H > 7=,

IV TIRBEICAV R FuR Yy Ve RERORE L L E0EEMETRE (24 BE)

= Img Smg 10mg 30mg

Beh& (mg/A)) (n=20) (n=22) (n=20) (n=2)

Co (ng/mL) 4.60 24.15 53.95 187.00
max (Ng/M (0.36~7.36) (5.94~43.30) (14.70~98.80) (124.00~250.00)

HfiE (R IME~ RORE)
Conax * T HLATE PSRN 2

) ARAIOHEFR STV DR06E

R, RIEROHEIISTOEEY TH 2,

7w v JHEGERE GMVRHIALE TRV IR A4y XUTHEAT SR EE 2235 4)
WE., RAKEAYr Rexyy hELTIE Img % 1 B 2EREOEG» LT 253, BisARITEED
RIBIDIE U CHARET 5, ZO%IE., BEORBIZIE Ul 228, w1 H 30mg % 1 B 2

ml&d 5,
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(3) thEtE
LR L

4) BE - ftAEORE

1) BEOFE (EEMRA. C1101 :E) 0
HARNERERR A 0 #1]) (24T m Fa A ¥ v b 30mg % 228 M OV NG & 18 ik | B mlke o 4%
Lzl &, ZEERFICHATEIBLAERE TlE AUChn AUCLy 2O Coa @ 1%, 11%&% TN 21%
DR T NI BHU, Tomax D 1.25 BRI OIEE 2R A ST,

AARANBEERAICE Y2 Fr 2 Z v b 30mg 222 R X ImiEi B Rg ICHER AR S L
L EDMEPREHD

(ng/mL)
=001 o 2mH§ (1=20) 2pEBS (n=20)
A SR I (n=20) I (1=20)
m 100 TE RS BTN
9
t
3
q 3004
[
2
] 200
%
4
% 100
O —=a
0 4 8 12 24 36 B/
BSRAAEERS

HARNBRRAIZA Y r Fr 2% v | 30mg 2 ZERUIBELREREZICHERORE L
L EDORYER T A—F

s AUC,,¢ (ng'h/mL) AUC  (ng-h/mL) Cnax(ng/mL) Thnax(hr)

22 2470 2450 282 1.50

e AU ¢ 2200 2170 222 2.50

Bl b 0.891 0.888 0.786 1.25¢
(90%C1) (0.859, 0.924) (0.857,0.921) (0.739, 0.835) (-2.00, 3.50) ¢

n=20

a: BPIRRTEME b HRE o EOPRIE  d: DR/ MEKR ORKE
AUCqy : M P S-A I -IRe (] R T T RE (0~ HERRK)

AUC]asl :

A 357 A JEE Rt R T AR (O~ SR 7 R PTRERF )

Crnax + B M HE IR E | Tona © S LSFE P S I BT B ]

N2

jas

RFNOAEFR STV D R6E

R, RIEROHEIISTOEEY TH 2,

7y ZIEGERE (OVRHOALE TRV A4y SUTHEAT 3 IR 722 45 13)

WE., RAKEAYr Rexyy hELTIE Img % 1 B 2EREOEG» LT 253, BisARITEED
RIBIDIE U CHARET 5, ZO%IE., BEORBIZIE Ul 228, w1 H 30mg % 1 B 2

ml&d 5,
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2) CYPEHEIZXT HEE WEADT—4. 02102 3HER) 'V
Rk N 20 fl) (124> m Rer A% v bk 50mg &4 CYP 0 THEOKE LD VTN (BT =A
> 100mg, A AT TV =L 20mg, THFA IR A RLT 72 30mg KNI XY T A 2mg #ETe) &
HEIPFHE G Lz & 0% CYP WEOEMEREIC KT THEZ, LToLsy Thol,

e

% CYP 3 FREDOEE L 72 2 EKKN DEYENRE/ T A —F Dt
(Fve Rex¥y NrARGRE/EE L 72 5 EE Bk 5 )

DA 3K Crax(ng/mL) AUC;y(ng-h/mL) AUCg(ng'h/mL)
A7 =A s 1.07 (0.988, 1.15) 2.54 (2.34,2.75) 2.33 (2.10,2.59)
(CYPIA2 DHEE)
AT TS 1.61 (1.40, 1.84) 1.86 (1.61,2.15) 191(1.74,2.11)
(CYP2C19 DIH)
TXAIBARNT 7 135 (121, 1.50) 1.54 (1.40, 1.69) 1.48 (1.34,1.63)
(CYP2D6 DFEE)
iﬁV?A_ 1.47 (132, 1.62) 1.50 (1.41, 1.59) 1.50 (1.41, 1.60)
(CYP3A4/5 DIFE)

AR (90%CI)

Fia Raxgy MERRGR/RE L 7 5 5RA R 5

DFRE SRRt 4: : n=19

Cunax : Fern MAFE P IEYIRIE | AUC e : E KM - RE T R T R (0~ JEFRK)
AUCq : MUHE PSP R AR T HIRE (0~ Fe i TE B AT RERE )

) AFNOER I TV DHHREIHE, HELOHEIIUTOLEY ThD,
7 v TIEGEE OMRHILE CTRAR SR +5 UTHAT S IR EE 72 5 A)
WE, ALY e Re A%y hELT 1A Img %2 1 B 2 BRROES LA 528, BBHETESED
RIBIZIE U CHlEIE T 5, TO%IT, BEOREICE U CGHEEHNT 528, KmAET 1[E30mg 2 1 A2
ElET 5,
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3) BOMIEICKT IHEE WEADT—42. (2108 5 '

RN 24 B1) (CA T m Fr 24y bk 30mg 2 1 H 2 BIRERO#SL L, B OGEEE (=
F=)T AT VA —10.03mg KOLAR JLZ A R LV 0.15mg) HHEEIDFHELG- L- & &% =
F=NVTZARNT VA=V RV R I VT AR LD AUCR KR Coax (IZOWT, A m Ko A #
v N IEOFAREZ6 B OF R OS24 e (90%CI) 1%, =F = /L= & b T V4 —/L T 1.03(0.962,
1.11) %10 0.882 (0.830, 0.938). LA /L4 Z KL AT 1.02 (0916, 1.13) KT 0.860 (0.737,
1.00) TH-o77,

SRR GEETHE (2 F =LA T VA= 0.03mg KL AR JAZF A RLL015mg) & 1 HEE 15 H B OZEERIC AR

A5 L, 8~19 HHICa /L F Y —Ufifcftik (B FrailsF Yy 2mgH) O TAY e Fe A4 v b 30mgl H
2\l % AR S L,

TFZNTRNF VT NVDOEYBENRTA—F (ZF= VTR T PF—)/VEH,
ITF =N R NTOE—N+Fva Fax&Zy MER)

TF =)V A NTUA—L ITFZJVT A RNT UA—)L
\r P4y 24 J:t b
b e wFyE RE RSy ke AT
(90%CI1)
(n=24) (n=19)

AUC s 1.03
(pg-h/mL) 337 336 (0.962, 1.11)
Crnax 0.882
(pg/mL) 598 528 (0.830, 0.938)

a @ AT
b: TF AT R NG VA —N+Fva KRRy y MEF/ ZF= LR N T U4 — LEM
AUC,u : MAE SR - AR N AE (O~FofE B R ATHERE A\ Cunax ¢ Joer LT SKM IR i

LARINVFA N VLOIEYERE XSG A—% (LRI AFAFUIVEM, LRI ASFR UL
+Fvu Rezx&y MEH)

R R VAR VT AL .
#hG AR b LR +F v\ FrRE .y MEA® AP
(n=24) g (90%C1)
(n=19)

AUC, 1.02
(pg'h/mL) 42300 43000 (0.916, 1.13)

Crnax 0.860
(pg/mL) 3800 3270 (0.737, 1.00)

a : AR
b: VAR AT AL A+A YR Re x4y MR/ LR VA N L VER
AUC, g ¢ IMSEH SR - R bR P iR (O~ IR M B A REREAR) | Conax @ oo LE P SR I8 S

) AROERINTWDHREEUIZER., RERVCAREEIUFDO LB TH D,
7 v TIEGEE OMRHILE CTRAR SR +5 UTHAT S IR EE 72 5 A)
WL, A Y RFe A&y hELTLE Img 2 1 B 2 EREO#Z52 56T 52, BEHRIZEED
RIBIZIE U CHlEIE T 5, TO%IT, BEOREICE U CGHEEHNT 528, KmAET 1[E30mg 2 1 A2
ElET 5,
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2. RYEEREINT A —4

(M

(2)

)

(4)

)

(6)

fRIT A&

Ay S—hA L NET IV

R T 4
KR L

HERRETER
MG R L

JUVTSR GNEADT—4)

fERERR A 5 BN YCAERR L72A Y FeAX v b S0mg ZHEROHEG LI EORNTO 7 VT Z
> Z (CL/F) 1% 17.1L/h (142~17.8L/h) [ffll (#PH) ] THho7= 9,

RN 6 fllcA T m R x4 v b 30 mga ZZERFHERAOKRLG LI EEDRNTDO 7 VT T A
(CL/F) 1% 17.1L/h (FAEESTERIfE) . B2 V7 7 A (CLr) 1X 1.10L/h (FREEETEME) CTho
7219, [10.1) B8]

NWBEE GIEADT—%)
FEEERL A Sl “C R LA e R X & v b 50 g HEHRROKE Lz & &0 RN OSMAERE
(Vz/F) 1 101L (Ffil) ThH o7z,

Z0tt
LR L

) AFNOER I TV DHHREIHE, HELOHEIIUTOLEY ThD,
7 v TIEGEE OMRHILE CTRAR SR +5 UTHAT S IR EE 72 5 A)
WE, ALY e Re A%y hELT 1A Img %2 1 B 2 BRROES LA 528, BBHETESED
RIBIZIE U CHlEIE T 5, TO%IT, BEOREICE U CGHEEHNT 528, KmAET 1[E30mg 2 1 A2
ElET 5,
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3. B&EH (REaL—>3>) @i

4.

(1) fEFAE

2-a L N— KA NETIL

(2) RS A—2EHER

AR DOIEBNRE T A — Z TR B (IFEgBRE < BE) | Fln, (KE, BRIGIIEE. MR, A (HAR
ARANEN, 7T AHET T N) RKOHEOKEENG 2 5 BERGTT D720, BFERRE
(A2101 7Bk, A2102 3R, C1101 7R, C2103 3R, C2104 7k, C2105 #fHR) KT CD EH#E (C2201
ABR. C2301 BR) D 414 5] 8936 MDA 1 R A& » NEFETF — & & TV C REE AT 2 3506 L
7oo NTHEREREERER (C2103 3ER) K OEHRERERER (C2104 3R 2oV T, lEssténels IEF
IRBERRYERE DT — 7 DB A o, BARNERERE 2 %5 L L BFORERER (C1101 35R)
WZHOWTIE, EEREUET COT —F% DBk i,

CL/F (95%CI) 1% 16.4L/h (14.9,18.1) &EHEEZAL, R X— K 2 FD VZ/F (95%CI) 1% 2~30
mg O HAEFFHIZH--> T 107L (97.6,117) ThH -7,

Efln, MR RE R OVRE (BEEERESBEE) T4 0 Fu x4 v MEEEICH L CRRICERD
bHEEE RS o T,

KRNI, Avv Ka A%y FOIEPEIRE T A —Z [ IHELOAE (HARAXNEAN, 7T A
SIET T N) WK BEEEZTHZ N mENT, AEAROCIET o7 AN, BRALDRT ¥
TNTIEFEAAFTT AT EVT 1 0320%: < WRIPGHEEE DN E < L0 R E ORI L 0 & Frge L 7=,
SMEN L U CHAANTIHRE R (AUC) 230 30~40%E ) EHEE Shuiz, 728, MR e REMN
DT T NDK)66% N HARN (7T NEHE9FDOIHLHANGSH]) TholoZ &b, 7UVT A
EIET VT ANTHE L THELNIEERITAARANENEATHHL TELONTHER L FREOMEMTH

-7,

IR
KPR L
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(M

(2)

)

(4)

()

(6) i

5. o

I ;%-Ax R P9 @ A T

7 v MBI DM~ 17

HEMEA R v MCUCHE#R LAY r Rr A% v b 3mgkg Z HERR OB G Lz & & MIZEBIT D Crax
Je OV AUCine \Z EE DWW T SR Ok, IR B LR IE 1.7 X TY0.78 Th o 72,

HEHET Ve ) Zw M HUCHER LA v Fa A% v b Imgkg & HEIERIRNEE G- L7 & =, 0.083 &
O 2 IREE1# ORXIZ 31T D SRR ORERR, IR HelE 2.4 LTV 0.87 Th o7z,

mi&-RE AR RE P & i

7RISR B MmiE v 1Y

UYFICA e Ra A X v & 3,10 KO 30mg/kg O & CTHIR 7~20 HHEIC 1 B 1 ERRO&EE L
L&, TRTOMER CREE L% 24 RICHT 20 RO iSRRI E R TIRIE (Sng/g M
) Al CdoTo, R G% 24 R 2 BB O A PRI, 3mg/kg #5-H & Y 10mg/kg
B RECER FIRME (Ing/mL) A, 30mg/kg B5-HET 1.28+1.34ng/mL CE¥EHZEHERR ) CTh -
776

A ~OBE
AR L

BRAOBTE
SRR L

Z DD~ DT

MmERBATYE (in vitro) '

b MNRIZEIT A, Ave Fae X%y Solfiig,/ s kid 0.02~100ug/mL O FEFIFH T 0.81
~0.90 TH V| REMLIFEIZA BRI -T2,

7 v MBI DR A 20

Ty M UC G LAY e e A¥ v b 3mgkg ZHERROKS Lzt &, ARBEZkE, JE
L7e T R COMBIZIST D BEREIREIZMAR L U HEW Coax 278 L, 13 A EOFRED Toax 13 1
MThHovz, BH% 168 FEHTIX, MFHEDORENRD SR, Bk, IRE. IFiE g Ee7
v R ROT RUEEZRE, MiEEETIEE A EOMRTER TIRM (6.06ng-eq/g) Rii T - 7=,
F7-. BOTREDMEE MK (Cnax X1T AUC OWFHE W) 2@ (9 BLE) &R L7-/fk
X, 7RO, B (BT v b)), IR, BRE. DG FBRKORIBRE ChoTz, AT Yy FOT R
R OV & O SRS REREE 1%, 5% 168 FFEI 7 v ) Ty b XD 11 B EE o T2, FRE
DA T = ~DFEEIE, %@TmﬁfFWﬁfwwﬁﬁ G T 2B TH - 7278, Mk & TR
VMBI CTH o 72 (IR ORBETED Tip 1k, EEMNEF A — NI V4 7T 7 4—T 13 HfliTH -
7).

WEAREEE (invitro "

ﬁ/mkmx5/h®thm R ERE AT 0.02~100pg/mL OFRFEFIFH T 34.1~40.0% CTH V| &
E{Kﬁl‘% j:ﬁ %hfcﬁb)o 71.0
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6. L

(1) RBIELIRUREHRIE (/n vitro)

t MIFHIE T O FER BRI X, B V7 v VA K OWE L (mono-oxygenation) THh -7,

(2) RBIBEET SR CYPH) ORFE. TEEXE WNEADT—42. /nvitro)
Frm Fe 24y MEFEIC CYP3A4, CYP2B6. CYP2D6 (2 &L 2ER{LAOfH#HI & . UGT1A4, UGT2B7,
UGT2BI0 I KB 7 v 7 m o fgfaaic KR sind  (invitro) .
CYP Z/r LTEHARE XA Fa XXy bR I VT T AD 260%THY ., CYP 7 F-FEOH
R FE-HIL CYP3A4 28 11.7%. CYP2D6 2% 8.07%K T8 CYP2B6 7% 6.25% Cdh 7=, UGT %y fFf
(UGT1A4, UGT2B7 }x () UGT2B10) O&F 7 U T 7 v A% 53R1X 18.8% CThHh -7 ULE A
DT —H),

E MZBIFAF e Fexdy hofRE

T alucuronidation
OH oy

N
[
N F
HO. o N
- [
o HO ‘ g Kr
HO o ! oH
z =
o M218 N N
e W
FNF
e CYP3A4 (11 7%) ibose i =
CYP2DE (8.07% -
OH o Y UGTZ8T { ) F N
8 ]

CYP2B8 (6.25%) “D”‘/“’ﬁﬂ//'

Mie 5 UGT2810
5 —
J_pow [Fos%] N 247% |
N ribase &7 N
,\{ 5 conjugation, +O PN F B N-methylation W]
: { ] 3
N B ) 472 | - N
=
o X
— N [z /
& 145% Lciess | N
< X S
W18 N nan-CYP 1231
H onove,
OYNYQ 563% [eeo% | 171%]
F +30, +4H — Ny,
W
11 » ]
& *1 } LA
| B
M345 S N ncharacterized |
Rl hunne) i Z
¥ o
M0

Ry 7 ZANO /=1 > Mlix FEE ORI T PRI TR L 7o 5 B% O F¥IE % | (C2101 3Bk O 5 #% G- BB ER 92.2%
IZHSE) 100%IHEEHEL L b DO TH 5,

JE CYP NMTEMERREE (non-CYP) IIAREMICIELTH B3, T 6 ORHHIL HLM X % ¢ rhCYP TIIMH S hieinoiz,

) VEEENRDERRVEZDEE

MG R L

REMOFEDEERWEMSL., FHELE WEADT—42. /in vitro)

BVERRRERR N 5 Bl C ARk L7=A v m Re A% v b 50mg & B OG- Lz & & i
STz ERREY D AUCoasn 12/ 2 EIG T LRSS 41.8~60.9%., 7V 7 v RGN
7.56~10.7%. —FALACHNS 3.84~881% Th o712 GFEADT—H),

TEERETH D M34.5 13 16uM ETORETT IV RAT v U AakE#R, CYPLIBlL KU\ <4
—BIEMEZBLSE L7222 > 72, M34.5 13X UGTIAL (24 B LES R EZ R L, £ O ICsEiE 0.7uM TH
ST, UGT2B7 IZ%F LTI 100uM F TOMRE TIEMEZHE L2 > 72 (invitro) ,

(4)

\_ F]AL‘\

) ARAIOHEFR STV DR06E

(ESYEEN FH“&%&U‘FH%@LJTG LBV THD,

U v JHEGRE GMRRALE TR A

53 SATHEAT 23 R B 70

EE., RACEA YR FeR2Z Y hELT 1 =] 1mgfgl H 2 [BIFE 0852 %B%]%?“éﬁ)
RIEIE U CHTRET 5, Z0%iT, BHOREBIOE Ul kT 5 23,
B35,

BAn BRI EE D

FAEIX 1A 30mg % 1 A2
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1. HEt
Bt (EADT—4) @
BRI 5 B UC IR L7cA > R 2% » | 50mg ZHERE Db Lz & & Jetth o Kok e
DOBENER CEE) 13922% TH Y . RP R O#EPICHRE SN 2FE CERE) 1T 58D 90.6% K% T
1.58% ChoT-, £z, RPICKREAE LCHEE SN 8BS CEXME) 358D 519% Th - 7=,

8. FIURR—E—IZEHT H1ER
1) EEBEMRVY S VARKR—2— (in vitro) ®

E h Caco2 MlRIZH T DA m Re X%y o BT oFEifEE (Papp) 1% 155%10 cm/min # T dH
D BEEEMENE T, o, A e Re XXy ho effluxratio (Papp TEMEM (A)  to FLJEHEA
(B) /B to A ratio) O FEHJEIZ 1.3, P-gp XL MRP REFEKDIFIE TIZEIT 5 efflux ratio D FEEIfEIT

T 09 THY, HEHKOFEICL Y FBRETH-T-,

t MM ~OHELY A, solute-carrier system k7 AR—% — (OCT1, OAT2, OATPs) T X % i

EEI ST,

2) bSURKR—E—[E (/n vitro) *¥
F 3w Fua A%y I P-gp, OATP1B1, OATP1B3, BSEP, BCRP TN MRP2 (ZxF L TRHEFER R Z R S
J*, OAT1 LY OCT1 2% 3 % ICs f1d 100uM #Tdb - 7=, OAT3, OCT2 K X MATE2K (2% % ICs
1T ~45uM, 8.59uM K} 37.7uM T&H VW . MHLW HEHETO Y 27 30T b U R Z7EL O v M4
7ML Falo7=Z b U A HEL EHE SN, MATEL 125195 1Cso il 5.57uM, MHLW %
WTOY A7 THY LHE SN,
1 MHLW R¥ETOHOY 27 (I bA7EUE) (3 OAT3 : 1.0144 (<1.1), OCT2 : 1.0756 (<1.1), MATE2K : 1.017 (<1.02),
¥2 MHLW RYETOHOY R (I bA7HYE) X MATEL : 1.116 (<1.02),

9. BINFICKHBRER
LR L

) AROERINTWDHREEUIZER., RERVCAREEIUFDO LB TH D,
7 v TIEGEE OMRHILE CTRAR SR +5 UTHAT S IR EE 72 5 A)
WL, A Y RFe A&y hELTLE Img 2 1 B 2 EREO#Z52 56T 52, BEHRIZEED
RIBIZIE U CHlEIE T 5, TO%IT, BEOREICE U CGHEEHNT 528, KmAET 1[E30mg 2 1 A2
ElET 5,
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10. HFEDEREFIHEBHE
1) BHERESEICETI2ENHE GMEADOT—42. 02104 5ER) '

EOHSREIE TR 6 M, EEBREREIEES (eGFR : 15~29mL/min/1.73m?) 6 iK% ORISR BE
(eGFR : 15mL/min/1.73m? &) 3 BlicA > v Ra 2% v b 30mg ZZZfERFIC R ARG LTz & &
AUC1y O BEFEREIEH WEBRE 1269 D e (90%CD) 13 8 B RE = L ORI R 2B E T
ZFHNEI 0961 (0.747, 1.24) 110989 (0.727, 1.35) ToH -T2, 728, Comax O BEFERE L HEERE 12%F
T 5 B (90%CT) X E R M RER = Lk KRB A2 BE T2 21 0.899 (0.732,1.10) KN

0.824 (0.641,1.06) T -7,

BT o7 V7 A (CLIF) OBBEREIE FHERE 16T 2 8 (90%CD) 135 E B RE = B s
B OKRBEARAREETENEI 1.04 (0.809, 1.33) KXUN1.01 (0.743,1.37) ThHolz, BIZ7 VT TR
(CLr) DFEHEREIE F M BRA (6 2 B e (90%C) 13 A RE 28 K VR IR R B T

ZEH 0557 (0.227,1.12) K1*0.378 (0.161,0.888) T -7z,

BRECH GRS, EEBTRERFERORPBEAEBE IV FRRAZ v | 30mg %

HEREORE Lz & & DM EH#E

(ng/mL)

10004
—8- ERin=6] ER(n=6)

- EHE(N=E] HE(n=6)

THEEEREE ATEE

J

A NOEOVS-BES

- FEETE 3] FEEFE(=3)

T T T T
02468 12 24 36 48 72 (R

R Shaa R

BRECHBRE, EEBTHRERFERORPBEABE ISV FRRAZ v | 30mg %

HEREARE Ll X ORMEENRT X —F

E% T KEIEAA
(n=6) (n=6) (n=3)
Cinax (ng/mL)* 207 186 171
LRI (90%CT) - 0.899 (0.732, 1.10) 0.824 (0.641, 1.06)
AUC;y (ng-h/mL)*? 1760 1700 1740
MAFHLL L (90%CI) - 0.964 (0.751,1.24) 0.992 (0.731, 1.35)
AUC},q (ng-h/mL)? 1740 1670 1720
LRI (90%CT) - 0.961 (0.747,1.24) 0.989 (0.727,1.35)
CL/F (L/h)® 17.1 17.7 17.2
A EHI Y (90%CI) - 1.04 (0.809, 1.33) 1.01 (0.743,1.37)
CLr(L/h)* 1.10 0.613 0.416
A EHI Y (90%CI) - 0.557 (0.227,1.12) 0.378 (0.161, 0.888)

a: IIRERATEME b BHREE WA [ 5

Conax © FE MUE PRI . AUCs, - M S I L -IRr ] R T IR (O~ HERRK)
AUCy : MBE 3 L] AR TR AE (0~ B E R TTRERF )

CLF : AT r7 VT Z A, CLr: 7 V7T A

) ARIOHGBENTODREIIBR, MELOCHRBIUTOLEY THD,
7y ZIEGERE (OVRHOALE TRV A4y SUTHEAT 3 IR 722 45 13)

ml&d 5,

WE., RAKEAYr Rexyy hELTIE Img % 1 B 2EREOEG» LT 253, BisARITEED
RIBIDIE U CHARET 5, ZO%IE., BEORBIZIE Ul 228, w1 H 30mg % 1 B 2
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11.

2) FHEEREEEICE T 2EDBE GMEADT—45. 02103 HER) »

FFRERE IE 5 W BR A 9 51, B TR AERE 4 (Child-Pugh A =27 : 5~6) 8 i, 45 iFHEAREREE 4 (Child-
Pugh A =17 : 7~9) 8 {5}k OVEEEIFRERERE S (Child-Pugh A =27 : 10~15) 7fllcA v Rr A4
I 30mg Z ZEfERFIC BEIRE D4 G- L7z & & | Coax DITBEREIE H#EBRE (T332 R4 (90%CD) 1%
RS TR N OVER TR B T2 F 1 0.912 (0.645, 1.29) ., 0.846 (0.598,1.20) K Tr0.798 (0.557,
1.14) Toh o7z, AUC, DIFHEREE R PR 1Tk 5 %ML (90%CD) [XMREE, a5 K OVE &£
P REREEE TZEN TR 0.869 (0.569, 1.33). 1.45 (0.953,2.22) M (r2.64 (1.70,4.09) TdH -7,

P REE R HRE . BE, PTEEROEEFMERESICAY e FrXZ v b 30mg &
HEREORE Lz & & 0 mETREHER

(ng/mL)
—&— [FR(n=9) TER(n=9)
—- BEN=8) BH(n=8)
—h— PEE(N=5) PEEE(n=8)
—— BE=7) BE(=7)
FoEteEREE Hfe| TIiE

g7 ANO=OVN-BEE

02468 12 24 3 48 72 96 (B

RS RatE FER

P EEIEFRE ., BE, TEERVEEMBERESICT Ve FrRXZ v b 30mg %
HEREAORE Lic L X OEYERE T X —F

EH TR R s HE

(n=9) (n=8) (n=8) (n=7)

Cinax (ng/mL)? 206 188 174 164

MERIEL Y (90%CI) - 0.912 0.846 0.798
(0.645, 1.29) (0.598, 1.20) (0.557, 1.14)

AUC;,¢ (ng-h/mL)? 1520 1300 2180 4040

AAEEIE L (90%CI) - 0.860 1.44 2.66
(0.569, 1.30) (0.950, 2.18) (1.73, 4.09)

AUC,,« (ng-h/mL)? 1470 1280 2140 3880

K Y (90%CI) - 0.869 1.45 2.64
(0.569, 1.33) (0.953,2.22) (1.70, 4.09)

a:

AT b AFRSREIE W R (ST D b

Crnax + BB MAE IR, AUCsy - M PR - e ] th 8% T A (0~ HEFRK)

AUCis. : I3RS - T AR TR (O~ TR f T )
T Dt
YRR L

) AFNOER I TV DHHREIHE, HELOHEIIUTOLEY ThD,
7 v TIEGEE OMRHILE CTRAR SR +5 UTHAT S IR EE 72 5 A)
WE, ALY e Re A%y hELT 1A Img %2 1 B 2 BRROES LA 528, BBHETESED
RIBIZIE U CHlEIE T 5, TO%IT, BEOREICE U CGHEEHNT 528, KmAET 1[E30mg 2 1 A2
ElET 5,
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VI. Z£% (ERLOIEESF) ICEI HEE

1. Z25ERAB L ZTDER
BEINTHZRWN

2. EQRABELZTNDER

2. B (ROBHIZIZBE LGNNI L)

2.1 KRAND A6 UBHUE DBEER D & 5 B

2.2 BRI EHEREORE [AMEIBARAEE T 2t03H 5, ]

2.3 TG AR L WD AfREMED & 5 otk [9.5 B ]

(fisi)

2.1 BHIDO ATk UIBBUE OBEEREN & 5 BE IO TR, AFI OB G2 X 0 IBHUE 2k 2 9 rlerEn
HDHTH, wHELRWNT &,

3. HERAK - IR
3.1 Ak
W7e4 A AU Y EE Img A AU Y §E Smg
1 A m ey b |1 ERATr FrAX Y b
R U Ut 1.431mg (Fvm K| U s 7.155mg (Fvm K
B A%y & LT Img) B A%y & LT 5mg)
EABR—RA D-vr= b= AT T YUY TR T A
I AT AE, 7aAxANvAia—RAFRIDA E7aAR
" — A, BbFH v, ek, RY = F LY a—n,
vy
2.2 AANOEEIC L V&K F Y —)VIED S BB B R RE z:%%ﬁs%nﬁ%é ZEnn I
L CiRESmc i - )7?<EP:/1/5°\/“~/I/F§ %{ﬁﬂmﬁ“éfoc&%%@%“ ITHERT D &,

2.3 7y PROBUY X2 W - RIS 4 5 BRE TR0 bz iE - Eﬁ"ﬁd%@&@ﬁéﬁﬁ/f FED
FTRBFED N TND, I X it&ﬁ)&b“(b\éT PED & D LMEA~TAFTHRE LR &

3. EEXIIHMRICEET HFE L T DER
PRE STV

4. AERUVAZICEAET HIEELEZTOER
(V. 4. AELXOCHEICEETHEE] 2238752 L,

5. EELGEARMIE L TDERH

8. EELERMIE

B1 AT R IR SEURIENIS T L, 5207 D D DG = £ 2560 , WA
BRARICELIBENLLH D, EMWICmF - R a Ty — A EELZJE L, BEOREZ+571
BT oL, Frlz, A b Vx’ﬁéfv:ul/%y‘@/lﬁfgijimmL@,\g)y: ED L XIS T S <E
3”?7%”ﬁﬁﬁﬁﬁ%T@ot LRAHITIET Lia, KanF Y —LifE RN b 5 5
WD HNTEAITIE, AFIOWE IR, WW&E17m4b&5%awfﬁﬂ&L%%
1TH52 &, F=, 1&[(11V K ~Y v aiffE, &Y v LGER MRIEORBUCEET 5 Z &,
AFNO G52 FET A%, I ATV — i (24 FERRPEME 2 LT — Vil LTy —

_45_




8.2

8.3

8.4

8.5

8.6

8.7

JVIESE) NHYEE RRAZB L., ERAHE L2 L 2R LZ LT, BEhIERo H& X v IEHE
T A%, EEICKRGERGT AL, [7.1, 7.2, 82, 11.1.1 ]

BEICX L, R vF Y —ViES S AR (B, M, 357, 8. BRECRR, ©FWVE)
NRBO LNTHAITIE, LI EREICHE TS X HRE+ 52 L, (8.1, 11.1.1 ]

QT IEENH LD Z ENd 5O T, F5BMAT L O GBA% 1 BN Z B LRIOLERBKRE
EATHO L, T HEELED, ZORLLEICG U COEXBELZITY 2 £, [9.1.1, 102, 11.1.2,
17.3.1 0]

AHN OB HIZanT ) — )V KOT v AT 8 UHilkR (11-74F v arvdF >y — 11-T4F v
NFazRTFay) ROT7 v RasZroffEERs ER L, &Y v aluE, HE, SESERS 5
PNDLZENRHLOT, EMRINTHRELITO R E, BEOREBEZ+SICBET L&, KUY T A
MIE D BFIIAHK 2B 53 255120F, #EHRBRNICLTEMREOMEEITH Z &, AAlOEHH
AR A Y O AUENE U7 880E, BBIZSCTH Y U AMEEITV., U 7 LMFETEERLD
IR WGA TR, AFIOBE SR Z GO Tl L@ 2475 2 &, [9.1.2 2]

BB R NV VA TRRIEGIC L D7 v U TIEERE (7 v > U 79K) Tl NI
DER L, RERAER EOEERIEREZECHIBENRH LD T, EHMICHEBGREZIT 8 L,
BEORREEZ +DICBET D2 L, BEOBANED LNHEAIE. MOIERE~OYR 2 %0
OI7RuE AT Z &,

DEV, IRKENHDONDZENHHOT, BEEOEEEMLRZ M O A e 2B TE
BEIEDHZ L,

AENE, 7 v v TIEBEREOIRRICKR L THa7e ik - RERZFFOERO L & THRETHZ L,

(fER)

8.1

8.2

8.3

8.4

8.5

8.6

8.7

KENOVERF CTH D aLF ) — VAESKROBEEIZL VIKaLF ) — )VIGEL 5| & Z 3/ gEM: 23
HY | AKFNOERERRBRICB D TUHME L F Y — LV IERRE STV 5, AEIEG T ITEIE R
BREREDIK TIZ 0 REBENMLETH D,

KV T — )V IE DIER DGR BTG A I RN LB /R LE T 2 5 K 912, B B HERIC
KOWTZEITITEHSC N ERICHR T 2 L 2 FBETHZ L,

Thorough QT/QTc #BRIZ I T |, AH| 150mg #f (R KERAKHED 5 %) TQTEENRD LI TV 5,
ARG NRE T T E DS W TR E — IS BIR O RYFHT ORGSR, RAIOREKRTFIED QT IEE TH
ST D, DERREEZIT 2 EH0RIERNPLETH D,

AFNIOERBEFICE D, 2T — VR OT )V RAT a UK (1-7 4% arsd >y —iu, 11-7
FXarFarrar) OmPREN EH L, IxTVarvFa s FZEREMEEL SIS
AV U AMAE, FIE, mfENEE T D iR D 5,

AR DOERABICIENTH ZNHDFERPIMESNTNDLZ &b, +HRIEEVDLETH D,
AAENT VT =NV OEGRERET S 0D, 7 vy 7REE CTIREIE AR AL E
(ACTH) ~DRHT 477 4 — RN w 7R 720 FTERAEPRIENSEICH KT 5 AREERH V|
ZORER, PR X ITRAR X B L, fBFRER E25| 2RI 2 L MBREIN S, AR OEFRIE
[R5 TAHRRER (C2201 3kBR) KM ONEIBSILRIZE MAHRER (C2301 3ER) 1T\ C b T EAEEHE A B
FEEPREINTWDEZ END, FOREENLETH D,

AFIORWER L LTOHFEW, IRKERHHDOND Z LB DD T, HEFZEDOERCHEKOERIES D
fEREEOEEZITHOBAICIIEERLETH D,

AR OMERICEE L TLY v > o TIEGEREOIRIRIC 53 72 50 - B A FroERT O & & T, A&l H
DY) LTSN D BEICEREGTDH L,
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6. BEDEREZAIHBEICHT IR

(1) EHHE - BEEZFEDHLESE

9.1 GHHE - BIEEZFDH L EE

9. 1.1 (TERZEC LY LVEE (EXM T ERERE. 5 IO £, RIKEFEIR. EMERE
DEEF)
EHANCOEMNBREZIT) 2L, QTERZEZ TN S,
& U D AMAE XK~ 70 0 AEED BE AR 2 5 2561213, RGBS T E
FREOMIEZATV, G PIXEHRICMERA 2175 2 & (83, 11.1.2, 17.3.1 2]

9.1.2 EMEDH S EH
KGRI R EDOa Y Fu— a2 T T e, MENEFTLIBENNHD, [8.4 B

fifEwi)
.1.1 Thorough QT/QTe BBAIZHU T, 150me B (R KEEHRTRD 51%) T QT EEARD HHL TS,
WIGIR BN IRTE T IS W IR E — SUSPARR DR T OfE R, AHI DR ERAFIED QT ER T
boleZ b, QTEEEZFEIT DU A7 PNEWBEIIIAA A HEIR G T H0ENH D,
9.1.2 7L RRF o UHiEE (11-F4F L arFazxroy) OmfEER LR L. I %I L alFad
RS BARDEMAL SN2 GEIEEMEEN G S Z SN D AfRetEN d 5, A0HE - BEEE0H 5
BETIEESMENEET 2B ThDH 5,

(2) BHReEEERE
TE STV,

(3) FFieer=

9.3 FFigaclEERE

9.3.1 EE (Child-Pugh #8075 X C) DAFHEEIESEE
18] Img % 2 HIZ 1 [Bl% BRICHREGEEZBGT 22 &, ARE2IET 2561, h - Rz LT
V=B HENCHIE T 2%, BEOREZ 512850, 1 1lmgZ 1 H 1E, 1[E Img %
1 B 2 BNCHEET D5, BMEMICIT) ZENEE LY, TOBRLBEFORELZBR LN LIERE
BT 528, AROMFPEEN EAT 282N H Y, EHEOHERERFEE XA 2MELE )
LR IRIE E LBRRER IR ST, [7.3, 16.6.2 2]

9.3.2 th&E (Child-Pugh %80 5 X B) DIFHEHEEEETRE
18 1lmg 2 1 B 1 [0%2 BLICEEGEE2BET 2 L, AEZMET28540E, md - JRbarsy
—VEEZBEENCHE T 5%, BEORBE 2B L, 1H Img & 1 H 2 BITHEET 2%,
BEEMICAT ) ZEREFE L, TORLEFOREZHE LN OEEICKRG T L, AFlO
MHREN ERT 2808 H 0, FEEOFEERERET ITAIMEL LML RE L L2
REBR ClIBRsh ST 5, [7.3. 16.6.2 7]

(fifa30)

9.3 fllx DAEETHI T KuAX vy MIT ARG AEZNEZ bND Z &, FI-HEREEEERE T
A v e RrX¥ v NOBREENENT 5, IFEERERE COBRKT —Z IR TND T L,
BRI HEWR I A Y e FrAX v ML arTFy — UEOHRBICESETALER D 5,
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(4) £ERREHT HF

0.4 ETEREERT HE
WEAR ATRE 2 AR LT RE LTI, AAI 5t R O 500 1R % 1 SR )T 217 5 & 5 $sid 5 =
L Eim. MBI UK GBI AR A S L AR L TV AR D L AR B 2 L,
BWER (5 v F) CBWT, MECRIEEBORE . T TORE I ROER, KRRROZR
RO T, WO EIRE, BRI OEGEIER DR BB RTINS,

(fiast)
FINDIAT LEZBBITRE LTz, 7 v MW IRRe kO IK £ TOYMIEREAICBE S 23 BRIc B0
T, BFEEA~DBERRBO TN D

(5) 1E4R

9.5 1E4F
IEh AR L CW D ATREME D & D e tE i3 G- La w2 &, @SR (Z v b, ¥ F%) TiX
ﬁ/bﬁwvﬁﬁmﬁﬁa*m% BIFDBBEOLTNLN 435K OFI 43 (TR - %E%t@%
MRIREEORD (7 v N, EFRREORD, AFGFE (7> b)), NIBER (v 8 KOVE
%WEODWJJD%E.@HT R RFME N OB EERRD 5N TV 5, BOoEMFER (7> b)) TIX
IYMREE . SHRIEARD SR TWD,  [2.3 2]

(fifn)

7 v RO T Y F 2 W7 - JRIERAEICET 2RBICHE N T, IR - JRIREmER OMERTE (T > 8)
WO HLNTND, 12, 7 v b OHAERTR OHAR ORI NS RHAOEEREIZ BT 2 3R T, /0 BRsRH |
ST BRIERE NGO BTN D

(6) RFLIR

9.6 ZE.I%
B LW ERLEE L, RO MELHF~OBITICOWTITI R TH D5, AREDORHE % 1
F 2D EHATICBITTHREERSH D | AEOIIER O IR ORIEHEEE~DEENKREIND,

(fiF#n)
BRI DRI CEEBBICRE LT, A v Ku x4y hOIHF~OBITIIARHTH Y | WO FEA
B2 7 — X7,

ANREE A G L U BRRRRER T2 L TR0,

(figin)
18 BRI DB x4 & U BIRRBR 2 Fhi L CTUV7euy,

(@)

H}HH}H

= in
9.8 Skn
BH D

che ot | Tt

OREEZBIZE LR OEEBEICREGT D52 &, —RITEBEENMET LTS Z L%,

(fifn)
R ~OMEARBRDED TH N & F7e, FlmE 2BV T RIS AEBAE MK T LTV % lEe
MRDH D7D, BEDREZBE LB bEEICREG TS &,
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1. ¥HE/EH
(1) HREZESLEZFNDER
BEEN TV
(2) BFREFE L ZFDER
10.2 GtEEE (BERICEETH &)

HRH 4 2 AR SE R - HEE Tk g - faliRiA 1

V77 ey, BN BE | REOMPRENET L, /B | 25 OFEHF 23 A H 0 1R 3T %

V. T )NV EH— L NI TH28FN0NH 5, #FTHD CYP3A4, CYP2B6,

[16.4 7] UGTIA4 45 FETHZ L
X, RFoOMRHNRESIN
éo

BEEL D FEW AR AFEOMAPEEN EH L EH | AR A o X @B HE Td D

(CYP3A4. CYP2B6. UGTI1A4 | N+ 2 BFN1H 5, CYP3A4, CYP2B6. UGT1A4 %

) DOFREHA) FHETAZLIZLD, AAD

[16.4 ZH&] RENEEINS,

CYP1A2 DI & 7 5 HHl| IS OEAOMPIEEN | AF Z S O KA O HETEE

FEHI74V v FHF=DU V| FTA3BERRH S, # (CYPIA2) %#PHET S,

[16.7.1 ]
CYP2C19 OIE & 70 5 A IS OEANOIMm AN E | ARFN 2D O O
FAT T — )V ATorB8EN0RH 5, F# (CYP2C19) %FHET S,
[16.7.1 7]
QT EEA#EZFTZ LML | QT R L Z 7 I (bs® | WIhd QT R ORIWER 26

IQAGE - LBENDR LD, BEE+ | TH20,
PUAREE A TATH Z &,
=
TahA TR
TItHFar
VAo — )L
R VAT RoSE RS
(8.3, 11.1.2 &M]
(fif&3)
AFNOVEFAREFE SR EAEA & LU CHRR EOBENERSR SN OEAZHEL TWVD,
-V Tr Yy AR ERY Y, T )N LR — L
In vitro BBROFER KL OWCKDIMH LEESBITRE Lo, BEEOMREEE % FIRZFHE T 5 34 & OF
M 5856, REOMAFREN EAT DRREMEN H 5.
- BE OIS (CYP3A4, CYP2B6, UGTI1A4 %) OFHEH
In vitro FEROFEF L OCBCKOUT SCEE S BITERE Lz, BEORBINESR 2 RRFICPE T 2 345 & OF
M3 556, REOMAREN BT 5 ATREMED B 5
© CYPIA2 OIE L D365 (TAT7 4V v, FH=U %)
TR & 6 R ICARH] (50 mg) & CYP u—7HEON 7 T V& BEIGHHES Ui, KA
CYPIA2 IZX T HDHRREDHERTH L Z LW RENT, THT7 4 V> FH=U O X9 RIBHEKRO
ey CYPIA2 ORE LT 256, TROOMPREN LR T BZNNH 5,
- CYP2C19 OFEE L 72 DA (A AT T — /L5
IR ORI & x5 & LI-RBRICE W T AANE CYP2C19 12§ 255~ E DOLEAITH D =
EDNRENTZZ ED, AR EGFRT2HAICEN D OMPREN EHT 55N H 5,
QT HEREZE Z 4 Z LR BTV 5 HH
Thorough QT/QTc #ABR(Z IV T, QT MRRIT K32 AH O M EKFR /R BN /RE S, AH| 150mg £
(B REERHED 51%) TQTEENRD BN, QT LR & Z 78K &L OEH L7254, fi7e QT
MFRIE R A L Z 3 rTREMER & 5,
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8. EIEE

11. EIYEE
WORWER S B b Z NS DD T, BEEE 52TV, BENRD bN-HAITEkEG 2 h
1T 572 LY 2B EITH 2 L,

(1) EXGENER & WEARER

1.1 EX%4EIER

1111 B3 )LFYV—ILIE (53.9%)
KaLvFy —VIJERH Hbid Z ERH Y| FIFRERERSICELIBENEH L, 2LT
— VEN B 2 el - 72 ACR 3 IR T L2EA ., Ko LT — )V IE D S 2 SR 2358
D HNTEEAITIE, AFIOBWEIIARELZE L, LEICLC CRIBREAT oA FEHEDHE
IR EZ1T S Z &, BIBFREEERENRO ONHAICII RS2 hIE L, MY 0@ E21TH
ZL, [8.1, 82&MH]

11.1.2 ATEE (3.6%)
QT RiIfREAS 480msec Z A X CTHER L7 Ed, AR OWE SIIKRIEZHEFT 5 2 &, [8.3, 9.1.1,
102, 17.3.1 2]

(fi#sn)

1. BWERICKRT 2 2 EE & L CRti LT,

1.1 KROERKEFTH D aLF Y —VESHROMREIC L VIR L F Y — V25| & 2 3+ v he:
N5, HWARRCKa/LVTF Y — VIEIZEHEICED Hil, BEEREMN A OO E L
77

11.1.2 Thorough QT/QTe FBRIZISVNT, 150mg B (R HED 5£%) T QT RN D biliz, MIBES
NIRRT T AT ED W IRE — ROSBIFR D EYFH AT OFER . AR OREKFIED QT LR TH -7
ZEND, QT EEZFRIT LY A7 BNEWEFICIIAAZEEICRGT HILERD D,
KRB X, 7 v o ZiRERISE U EBEILRS AR (C2301 3U6k) . [EFSILFISE 11 48
AR (C2201 R/ N— 1 2) RO v TIRLSND 7w 2 v TR SR & LT ENE 11 H
AR (C1201 #ER) TORWEMOEFHIESEFEH L7,

(2) ZothoREIER

1.2 ZDHOEIER
30%24 & 5~30%ATi 5%ANif
R - 5 U & A, RAEGE
TR - RIS E N, TS e
BB : : B
i : {6
Wk . B, WEME, T M
1 : BURBEIE, S #5
PR B - M= Fa ha e R, | P RT IS
M7 A AT RN | ERDER QT IR
Z Dt W% IR, AR

(fifa30)

AAN O FE NI R RS R X0 &N =R E SR OARA O CCDS OFRtHIc K SEHE Lz, &R
BEETY, TERZRBWER] & RIS, EBEHLFESE I AHEER (C2301 #kBR) . EEEHLFRISE I /AREER (C2201 &
BRot— b 2) ROENE LFERER (C1201 R5R) CTORWEHOEEIC K SxT#H LI-,
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9. BRRBRERRICRITTHE
RIE STV
10. BE®RE

PRE I LTV

. BALEDIEE

14 BRLOIE

141 EHIZFROTE

ZENDD,

PTP GO IANT PTP > — b OV H L TIRAT D X2 fE T 52 &, PTP ¥ — FOREKIC &
(figan)

12. ZDMDEE

D BEWEA TS B IEREA~RI AL, FIZITEAL 2B 2 L CHtRAREDEERAGIHEEZ IR T 5
PTP A3 BRI EEETH 5,
m

BEEREAIZE D B
BRE I LTV
(2)

FEERFRERERICE D < 1FHR
RIE S TN
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X. JRERPRFERICEE9 SIEE

1. ZFIGER
(1) ZNFEEHAR

(VI BB THTHE ] OESR

(2) REMEEHER 2
in vitro®E M FEEHER

e [ AR

A ZE H

i R

(A7 2 =5 MEE)

AT vyt A 3| 10uM £T
%

GPCR, A F v Fx
I, b T AR—
& — K OB 56

EAZ Il RS EBREL
(64%PHE, 1Cso=10uM, Ki=7.1uM),
B L 72 € O ORISR L TiEnd i
HEH SR (1ouM T 50%% kRl 5
FLEE) ZR&7ehotz, LA SUIKAEME
(ZBE S 2 X DS A RIS L TR

BRI oT,

GO A R)

HEK?293 i

1. 10, 30, 100, 330pM

hERG 7 — /L&

10uM LA E ¥R T hERG & # A% L
7z (ICso = 54uM),

HEK293 #fifia 0.1, 03, 1, 3, 10, | hERG F ¥ %/L® | 0.1, 0.3, 1,3, 10, 30 X T 100uM T hERG
30, 100uM FEXHR 38 il F ¥ XD RSE #Wb SE o7,

HEK293 #fifia 10, 100uM A A F v F ™| Kir6.2/SUR2A K Y hKvLQT1/hminK (2%}

X% (Kir6.2/SUR2A K% | D&t T 5 ICs ITZE41 103.6 TN 95.0uM T

CHO iz " hKvLQT1/hminK HY ., TOMDA F L F v I K LT
1% 30 &Y 300uM % [FNF LD 100uM TH & 2722 FLEEH &
B RS IR Iolz,

U RO | 0.1, 0.3, 1, 3, 10uM

APD60., =ATEAL.
WS P AR A R
EVE, (EEE

1uM LI E DT APD60 #IER: L7z,
10uM TiE, APD60 JER(ZFE- TAREENR
FREAOEIECH D TR
KO T=MAk] 35880 bl

U XL | 04, 1.4, 43, 143,
ilan 42.9.M
SOM230 : 0.1, 0.3,
1. 3, 10upM™

QT K O" Tp-e Ik,
TdP @ AlHEM: TN
QRS 1

0.4uM DL ETIE, EAREARER Z b7
U QT FEE 23 F EAR IR N L 7=,
SOM230 (0.1 K& TX 0.3uM) K OV
DY N3 —2(60,99,200 K O 400mg/dL)
EOFH L7z & & | QT AERAEH O 5@ IFER
O BRI,

429uM T, EAREIREHIZOWT
SOM230 0.3uM & OFFFH TR BTz,

APD60 : 60%F53 3 25 & TOTEBENFHHRM. CHO : ¥ A =— XA NAAX—FJ, GPCR : G ¥ /X7 BHALZFR
&, hERG : t I Ether-a-go-go B {~¥-, RSE : fHXRIEFEHE, SOM230: YV~ FAZF T Fu s (R LvFF R),

TdP: h¥—FK K KUk

* 66 FEFE [51 FJED G ¥ 7 HILEZBRIR (GPCR), 8 FIEDA 4> F v XL, 4FTED N T v AR—Z—K N3 fE

HOBER] OEET vA 831

** hCav3.2, hHCN2, hHCN4, hKir2.1, hKir3.1/hKir3.4, Kir6.2/SUR2A hKvLQT1/hminK, hKv1.5, hKv4.3, hCavl.2, hNav1.5

TP1. hNavl.5 TP2, Late hNavl.5

*xfie OIREOA T Fr ALy MY UL 0.1 LT 0.3uM @ SOM230 X% 0.1uM @ SOM230 I TN 60, 200 KT

400mg/dL O 7 /b1 — 2 & OB
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n vivo®EMHEBRAER

R PR AT H i
<D R >
E— 7 LR 0. 7.5mg/kg, HEIFE [ OEX, O, ML | OIE RIS T D8R L
5. JE, AR
E— 7R 0. 0.5, 1.5, Smg/kg., | MJE, DA%k, LE | LILE RIS DB L
EAEIE 23 Y
=7 A4 Fn 10, 30, 100mg/kg, B | D%k, LEX 30mg/kg LA I+ FEAKFR 7 QTe it
EEEA 100mg/kg: 1 1 61T PR 2 OV QRS DIEE:
FAZENE P I R O 72 D BARE A B T
(RE R BIORE 1 5O AMIE
(PVC) . FEFFgeM LA (NSVT), k
NY—F K A7k (TdP)
EFEMER - 10mg/kg
=7 A PN 0. 10, 30mg/kg/H % | L%k, LEX 10mg/kg VA I - EAKFH) 72 QTe iR
2 AR RS
=7 A% 0. 10, 30mg/kg KT | I OER AR, | 30mg/kg : A+ (RHMEHIMIE, A,
/X% SOM230 (0, | DA%k FOWRE) O—i@tkEo EH. QTe DIERE
1.6mg/kg) . Hil[E# 5 QTc it K o F2 B X B Al &% 5 12 b~
SOM230 & DR GRFDO T AR E <
IERAR DR I3 R 0 - 72
=7 A 0. 30mgkg KO/ 3 | I OER AR, | 30mg/kg (HARE: 5 X% SOM230 & DfFH]
1% SOM230 (0, 0.129, | LM%k #5) QT N QTe DIER, HE5#%59 1
0.517, 2.07 mg/kg) , K R 205 4 RIS CTEYIRE O 5N
a5 (e K 26%)
< HRRAR R SR >
Wistar 27 > K 0. 0.5, 1. Smgkg. | {THE) HRR AR RIS D 5 B L
EACIES EE
<R R >
Wistar 52 7 > b 0. 1.5, 5mg/kg, B[R] | FEEERE RE R 2 87 L

&5

(3) EDHDZEIHAER

ANFY—NVROT NV RRAT e OEGHEREF Y Fax &y NOEREA (3EF#H)

aLZFO-)
\A
Fuox/0v > 0570V —— R EE]E iy s
v ¥ Z'DDFD19WF$ s}
17-OH FL7%/0Y —> FEROIEZYROAFOY ~
N2 J AWFIZFOY |3
17:0H FOHFAFOY —S P H:lz:r Y —> rzrov $ e
J 18-OH JWLFIZFOV
N-FAESFI—I —gats 4
Z’*JDP‘-‘EIZS’WI'»* CYP11B1 l' FIWEAFOY
3 aALFI-u

_53_




Bl R AR

1) CYP11B2 [Txtd %528 (/in vitro) (BEI1ER)
InT#H 2. CYPLIB2 OFEBEIEVEICKT 541 Ra 2% v b D 50%MHERERE (ICs) fE ()
fEESE) I, & FEEE T 0.720.01nM, 7 v FEEFE T 160E=9nM Th o7, £7o, RIBFRES X —
hT?D CYP1IB2 (Zxt9 2 ICso 1L T »~ F T 802nM, Y /LT 12+1nM THH 7=,

CYP11B2 (%5 B EER L EEE

BERTE IC,, fE (nM)
B2 b NEESE 0.7£0.01 (n=6)
Bz T v MR 1609 (n=3)
v MR REY R— b 802 (n=2)
LRI REY R— b 12+1 (n=6)

FHEESE, 7 v MRIBHREY X — MIEEEO AR LT,

Fike XX T v OBE S Z CYPHIB2 ZEEPEBLT 5 F v A =— XA A X —[ififfifakk
V79-4 HfR )~ BB I X 0 8L U 7= B3% . E 72 kM Sprague-Dawley %27~ b X%
MeE D =27 A PN DR REY R — b2 HWTAYE R 2 Z v M X B EERME &R
Lc, I-TAFvarFazxTraryzZHun, FREOA e Ko X4y MEE T Tl
=aF T IRT T2 VX AT Y Ui (NADPH) & 3602 25°C T 4 FEff A % 2
— ML, BENTET NV RAT B AT T L—va VEEIRT v A (SPA) Ik VW EE
L7z,

2) £ FEIBREEBEMIMICETA27ILERTOVARKICHT EEE (in vitro) (BEER) 2
b b IR R R AR (NCI-H295R Hifi) T Angll AL VFE SN TV RAT 1V
EERICKT o4 m Fr A%y PO ICsofll CEEJELSE) 1%, 17 = 2nM (n=6) ThH o7,

J7%5 : NCI-H295R a4 v R 2% » kKON Angll 1uM Z 800 L., 24 BE# oB#EixH o 7
IV RATa R SPA I XV HIE LT,

3) v bZERULV=ACTH R U Angll B7iRER (S&1E®))
BB AR VE Y (ACTH) AMXIIT oA T 11 (Angll) AMICEVFEENLT
W RAT B ERRICKT 4 Fr A sy SORFEIEEA BT L7, ACTH Afif COT /LK
AT a U EARKILED 50%4A %08 (EDs) fEIX 1.1mgkg TH Y | 50%EhHEE (ECs) fiiX 771nM
Th ol Angll Afii TOT IV R AT 1 G RFRTE O EDso 1% 0.6mg/kg, ECsofEiZ 127nM T

ST,
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e - S mE-HHEE

[ D B o(E (SIRREHE),
N—ATA MBI T 5%]

T RAT v R tER (5 1)

- HAER - PK/PD
100 === -mmm o - mm oo 1204 —& 7)LR2F 0/ (ACTHE )
. - 7LRZF O (Ang |IETT)
80 e ELSE
|mage "
£ ER a0d (&#in=3)
60 F =
E Qg g
[DIE
404 ¥ B
Z @ 40
; fEx
0+ = %\( 204
04 T T | O~ T
01 1 100 1 10 100 1000 10000 100000
#0OR0OR9wESE (mg/kg) M¥ghOR0OZ Sy MEE (NM)

#4 YOROAS b ERSUIEEOMEADN7ILR AT 0/ EERENETHE (SHEE) DA—2 5 BT 585E

J71% « HEME Sprague-Dawley 27 » MMIA T 1 R 24 v h & HEHS L (ACTH AfEr : 1, 3,
10, 30, 100mg/kg Z#% 15, Angll st : 0.1, 0.3, 1, 3mg/kg %% 15 1E 0.3mg/kg
ZEIRINZS) . ACTH T Angll 24> 1 Ka A& v %5 1 BERRT S5 8 Befilth £
THARNFRGR G- L7- (ACTH AfstBR 1 100ng/kg #5-# 12 30ng/kg/sy THHpiR 5. Angll
AfTARER : 300ng/kg #5712 100ng/kg/sr TR 5, A v m Fr A&y MEGERF] (X
—ATA4 ) MOEE% S5 o (@IRNEGFEOA) 1557, 30 70, LIS 8 FFI £ T 1
Wi, 24 WEfE CEMBIEDO ) IR ZITV, MIEFR TV FATF 0 AREILT U4 A A
JT7 w4 RIA) EICED, EdhAT v Rex &y NBEREIK e~ N T 7 4 —4
T NEESHT (LC-MSMS) EIC X v lE L=,

HILEAL ACTH BRI (B&EFER) ©
ACTH AfHIC XV FEINDL TV RRAT o AAEGRIZHT 54 r Rr X%y ~OREENZ K
FFLTCRER. 70 RAT 1 U AEBRBRE D EDso I 13pug/kg Th o7,

TN RAT v o ERIEIER (L)
RERRG

(%)
160
140

TAE+SE

120

(BEn=3)

- 7)LRATOY

(0 Bl e b b e e i ok
80+
60
404
204
0-= L T T T

10 100
F¥ORORATyMESE (mg/ke)

Hrors O -HHEE
[RAME, BIFR SR OEICH T 3%

A YOROAYwERSUCEEOMBEDRFILEAT DV REERABEOBERSHICEoNERECHTZaTE

Fik M = AP AT e FrxZ v k(5. 15, 50, 150ugkg) STV OK) Z#&0 X
IR EE NG L, &5 3 K12 ACTH 3000ng/kg Z#9 2 202 THEA Lz, g
T RAT B REITHIERA » M TRILAITW [ e Rrx & v NEEHT30 55 &)
15 5y, BGEAT (R—2F A 2), 5% 15 5, 30 005 3 Bl E T 30 o0, IWONC
ACTH 7 EAT. 7.5 45, 1553056 1 B £ T 15 0%, MOV 1.5, 2, 3. 4. 5, 20.5, 21 K¢fET ],
RIAJEIC K D HIE Lz, M4 m Ra x4y MEEITRIERA > M CTRILZITV 4
r Ry y MeHEA (N—RT7 A1), &5% 1547, 3047, 1. 2, 3, 4, 6, 8, 24
REfE] ], LC-MS/MS JEIZ X 0 JlE L7z,
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5) 7ARA—EIIxT dxE (BEHER ¥
Trw =BT oA Fax Sy O ICs E CHAIEESE) 1% 1.7£0.1uM (n=4) TH Y |
Frvna Raxgy OSEGREMEER (SSmFrFA~—) O ICsEIZ9E2nM (n=3) Th o7z,

FHiE Avue A&y N34 e Re A% v FOSEBRMEER (SS~=F > F4~—) & NADPH

ERCRERAG L, B M7 e —B RO EERIEE CHL VR UL TV F LA U ERINL
AoFa—Tar i, KIGERYWTHDL 7 VF LY A v aateER I X v lE LT,
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2. HEHER

(1) BEE#KSSHHR Y

Eubz/c

e l5-RE

Beh& (mg/kg)

<7 A
(HfEHER- 5)

&0

0. 50,

100, 125, 150

150mg/kg : SEHEAT, FELEE R
(), 2EL

LDso : >150mg/kg

MNLD : 125mg/kg

(2) RERSHHHRY

iy

511

E s
S

Be b
(mg/kg/H)

HEIE A

8 FNT§=x

EMERT L & 2 W RS R

<7 A
(HfEHESS 5)

2 1 ]

&0

0. 10, 50, 100,

200

MR
10mg/kg/H
K &
100mg/kg/ H

S0mg/kg/HLLE :

WML RO, BEfluB B SO, H R E
FOTTHE, W K OV A |
FLR DB, WEEDIEIL, Bk, H
WAL, AMBEOELIL K ORI BN
B EEOHEMN, AFIRE SO,
fHgOMRE A A VL Yy K O Y
G o R NE I 2 B T D U
Zefafb, AR

100mg/ke/ H LA E -

(REE L QMR E I AN & O, ALT O
. BB REOEX

200mg/kg/H :

VT LOHEN (M) . MR E & O
WD (M) | & D LBk /N EEFL
MEIFHERREESE (1 61)

<17 A
(HEMER- 10)

13 JAfH

&0

0. 10, 30, 100,

200

MR
30mg/kg/H
KT &
30mg/kg/ H

10mg/kg/ H LA () -

{RE, REHEIER OB S KR
BRI ATD . s O HEpRE D 22
Jafl, ZN3E FROCE AR AR AR O
30mg/kg/H :
BB O\ AL () |
30mg/kg/ HLLE
BfmEsOL ., AR ES O TLE, IR
b FIE, B, MEEIE
30mg/kg/ H % Y 100mg/kg/H
Sl & o B, e i & o
(M) . BB K QNI B = & oD #4 n
(), FEEEOWRED ()
100mg/kg/H

SLESE R, AR, M6, B¥SIE
B O WK K OVFRTE, T B
() |, B Xt 3 2 s, e
JAg | GEBICHR . PR N, SMEL
SIROFEA{E, Wik, BEOH -5
A, ZIMOKRE EICBT 2 E D
HE () . AREEHIN, (REE N 1Y
o, FEAE RN, MR IR M EREL DK
T (HE) . ALT © E&H (k) . FFlgo
Hfa ' o 22 fa b K OVINEE Ho i
FHREAE A ()

200mg/kg/H :

BfimEsOs, B ESOTTE,

EEZIFL
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Bt 55 IR, HE, B,
IRAg T, 2B, FFROBEIN, MEHE
fizs . FER OB B, R
T, Bk, HIR. SMBLOE Ak,
HIE, W&, BIEBORD ., M
LR/ T FIEE OB L, ST

_58_




N
(#fE 5)

=
O

0. 30, 100,
300/200%*
HIRAEE LD T
2 HHRE
|2 200mg/kg/ H
(R

30mg/kg/HLLE -

A B BN B K OVIE A B oo BN,
ALP, V| JRFED LH IFlEER
ORI, SPEEBEORN, FEHEE
DWW, FHEO 2Rk, IER K Oy
ZUg ORI, IO ZENE, FEkE,
DRAR ST W A5 DZEHE, iR
DN

100mg/kg/H :

ok i 0> 365 1. T3

100mg/ke/ H LA E -

JRIMMER, ~~ FZ7 Uy b ~ET
v RO, IR MEREFE DK
T, v oo b5 gD KR
b, = o/, FRRRER O B
KT R e OVE B R Ry o
Z2 ik

300/200mg/kg/ H :

FUZURY RO, g
St L

7 v b
(KEMERS 10)

(K-
(HEHES 6)

4 5E

&0

0, 1. 5. 50

0 CefREEE) | 50

EEME
1 Smg/kg/H
. 1mg/kg/H

Img/kg/HLL L

T EEBERD,

Smg/kg/H UL E -

O 3 B oo 850 K O R i oo 28
()

50mg/kg/H :

PEE R E K OV EE HE 0 & BN
(HE) . BB K OV ik o> B &8 0
() . HRIROE RN (), FF

i D> KA L K OVl R &4, 1=
O/ ST IEEAL () | 95 BRAE AR

LRI, R AR o 22 fa Al
(RE . NEEF IR & F

) KOER CNEEF.OME) . +E O

FEfE (M) . FEOXSR W () . &
R R R R O B R K OVHE R L o

Zefafb, BN &L OME RO TR A S

AR 2 £ S Rk

EIfRE
IR R QMR BRI E OB (1) . &
B BiRoOBEEEM () KOFEDR
BROE RN () . O REHR 53 W
(HfE) . R R AR D IR R KT
A D2 fafbid, RS £ 12 [A]
IR Sz, JHAa O IERIX
RS2 12 B L7228, Zefadfbix
RIS HRD DT, FEDE
g (HE) (IR 0 Bz [|]
B\,
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N

(HEHES 10)

W

0, 0.5, 5. 50

75 1
(HEES 6)

0 CxfHEEE) | 50

MR
1 0.5mg/kg/ H
e KM &
1 0.5mg/kg/ H

0.5mg/kg/ HLLE (HEDA) -
JHF A o> b e Bz b
Smg/kg/ HEL B (HEDHA) -
HISEB O TLHE R OV R, IR E R
DI O IR D ZE M
50mg/kg/H -
PRUE, BEAEEUS, B REE O IT
#, SLE, OOREEN., AR
O(HE) . RE & OB AR & o H N
(Hf) . v = T & O/ K OV EHE
(M) . 7= o /BRI E XX 3EHE AL
(i) . FIFEBAOTLI (M) . B,
B K OV i oD B B HE D () | FRER
JiR oD EE BN (HE) . IFAmAe o Al E
Zefafb fe OVER, gD KA K T
JHF R 2 BN, IR R B AR A D A
KRB OHIRE O TRy 72 22 fafk,
WRIRE &, BlgE SO /Wip) 728N

[ R

B B IR O g i & oD N
() . FHARPROHEEIN (7). ¥
HEEZRS FEETINEOZ
(M) . B B ACIR A D JER K OF
A B 0> 22 fa Ak 1 2R FE 4 [T 42 (2 [
BEVED R Sz, Ao 22k
(X METIRERE M R S, JET
(XER T HICIEIE LT,

N
(e ft
%20 31X 30)

R

0. 0.2, 2 X%
20

115 34
(HEER- 30)

20mg/kg/ HAE :
IRE R O BB INE O (M) | 1%
RN, 747V ) —F D
. MiEEEORN, BIE &KUY
RO (1) . /iR EEO R
(HE) . FFAmpR AR K M O X% 28 e
b, BB BCE AR OIER () K
O ZEfaflb, JNEE O AR K O R ELH
DK RFELZ EE B8N0 () | 7175 /5 1
DELI

[EIfE

IREE K OMAERINEOH (1) | 2
A RN IR %2 FIE LT,
747U ) —F L o#EXEE
DB LT, B EEOEIEA
SER A B & ORSEHIRH P[RR L7z,
J73 EEAH AR 2 O 2 IR A R L2 1
HICERO T ATFa D ZEfalb # R X |
IREEHIM I IBE LTz,
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7 v b 3 HM RS | 1. 3. 10 HBEICBHET IR LN
(A 2) Frifoe i ot
=3
7 v bk 2 A ERARIN [0, 1, 5. 50 | MEEGMEE 5meg/kg/HLLE -
(HEHES 6) Frfoe i Img/kg/H IRINEREL, ~EZ vy, ~~vh7
5. U Ml SEERIMERE RS, FHI0R
MmER~F 7 1 v &K OES R
HR~EZ o U BEOEME]S
SRR IR M EREL DWW D HUIRARTE
faHE ORI, BT AL, JIE D2
ROINFIEME, R O REHR Sy e
%L S FEAFR I o BN
50mg/kg/H :
K#F, RV TUEY REOHY T4
DR F N ALP, T T I, 7
L7 F=r, BREUALE KN L
2 — ZAOENN, FFIO/NEEF LR
K. ZEhfb R OE R, B RE
s Oz, HBROOEAMED
IINEEIR TR B OV W EE N
A X 12 B/ #&n 30(1 A H). 15| KNI : 15mg/kg LA I
(4 2) (4 HAE)., 75| 7.5mgkg YO TG, SR SOS
(9 HH) HASEB O T, AR, FEEVL
e OV e
A X 2 JE & 0. 0.5, 3, 10 | #E&HEME 3mg/kg/ L E -
(e 1 1% 2) 10mg/kg RIS R R D22 b
A X 4 R o 0. 0.5, 1.5, 10 | IEFH & - 0.5mg/kg/ H LA E
(HEMER 3) 10mg/kg/H B R B A iR o 2= fafl (i)
1.5mg/kg/ H LA E -
FERAE, R S OV UL T HI O3
BEFE ] OV SUTFRFE o B8
10mg/kg/ HEE
Ve, PEIR (HE) | Emii@ﬁéﬂﬂ
(HfE) I B Btk A i oD 22 i b
(1)
(115 5] 0. 10 [EIfEE
(HEHER- 2) WO ZEALIZ DN T BRI X
5 EEM R BT,
A X 13 3 R & 0. 0.1, 1, 10 | EFHEME - 0.1mg/kg/H :
(HEMER 3) Img/kg/H FHEEEE D ALT KON AST O ()
0.1mg/kg/H LA E -
ViR ()
Img/kg/HLL | -
I R BRI D ZE fafl (M)
10mg/kg/H :
PRUE, BUEEVEITE) (MF) . ARERECD,
ALT O#hn (Hf) . B EE O
K OKREUE () | &8I B BRI
Zefaf (HE)
[l 15 141 4 A 0. 10 =
(HEMES 2) 10mg/kg/ A BEDOME 1 B2 T DR

bR < PR M OB MEATEY (M) | 1
B ISR R ISR L7, Bl
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ﬂ@

&Aﬂﬂkﬂ?w = b VA S
R ER Sy 2 BHEME S R ST

=N

I
(R 4)

(K
(HEMERS 2)

W
O

M
10mg/kg/H
K &
0.1mg/kg/H

Img/kg/HLL | -

RIS R R Y O 22 faf b M OVZE A
10mg/kg/H :

TEEH B DR

[

R AH D D IR ) 1% (2[RI
PEFEO BTz,

BIE O AL IR 2 1255y )
PRI IR ST,

A X
%1HH
(HfEMER 1)
2
(HEMER 3)

Phase 1 :

FHEHE

Phase 2 :
4 B

EilNal
Fifoc 1%
5.

%1 1. 10,

20, 40
2 FH - 40

%1 FH:

Img/kg/H :

—@MEOFRMER, ~~ 27 U v bk

fli, ~EZuv g8, RE VK

OB U o Lo (1)

10mg/kg/HLLE -
—WYEOIRMER, ~~ 27 U > b

fli, ~ 2 uvrg&, RE VK

(O Ry FN}: T

20mg/kg/ HLLE -

IREE D (1)

F2H

40mg/kg/H :

BEEE OB B & QR AR
(BE) . JEEHMEAS T K& OV g
() . b iR () . AR D23
K OTEEWEIR T () | ek, B
MERB K NT 4 TV ) — i R
DM, RFELOZ B—LDIK T

£ X
(e 3)

iR
R
5.

0, 0.5, 5. 50

A

0.5mg/kg/H

Smg/kg/H :

BEHEOIKT (HF)

Smg/kg/ HLL L -

JRFZ, aLATa—L, B ULk

R IEE O B O FORAF Ol
TERR K OV () | Rl R AR Ay

O E i b, BI'E R EER A
D ZEE M OV ZE Rtk

50mg/kg/H :
ﬁ%@bL/f</v0>TEi_(ﬁE) YA TE)
(KE) . BEFFE (KE) . HIEFER
U@\y—ym@%&&wu A

DI I EDIC L 5 AEDOEE (4
BoAREE) (FF) ., RERD ., RER
g MH| & R & O T, QRS
Bk, QT MR O QTe kgD iE
F. BB Y U AME, AP EREE DY
MR IR M ERE DD MJ@%M&
WY oD, BB EEOREIN,

m&%ﬁhm@ﬁﬂﬁ&@%k
() . B B DORAE, RIS R R
RAF D ZE fafb e OVEAMIEESE ()
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(3) BEEHEMRR Y
AR 0O R R REE/ & (EES
In vitro
IRZERAE TR | 2 A IF 7 A, TA98, | 30~1000pg/well (£S9) (=43
TA100 (JEIRAE SR FE I TRE &
bR oTe,)
FARIT T A 1.6~5000pg/plate (+S9) (=43
TA98, TA100, TA1535, (FEIRAE FERAFEME TR
TA1537, TA102 SN oT,)
Iz AR TK6 #fa (58 b b MR | 142~1136pg/mL (-S9 : 3 KEfH | &tk
WY > SEFEREORMAE) | ALEE 17 R EIR) (B (R BLH m%% PEJ& O
284~2272pg/mL (4S9 : 3 W¢ | BEMEF BT O B
AL + 17 BEf [E118) o Tz,)
71~568ug/mL (-S9 : 20 K]
ALER)
ot (R ELH R b MR Y ek F2B% 1 1 1400~2272ug/mL 2000pug/mL LA k= TG
(£S89 : 3 BrRLEE+17 B¥RT | (£S9)
[H175) (B e IR SRR T ME SRR
FEBR 2 0 1200~2272pg/mL (- | HHAT)
S9 : 3 WEfHALEL + 17 KEfH[A]
1)
In vivo
/EERRBR 7> bk 0, 30, 100, 200mg/kg X
UMK RIS D
o tz,)
Ay N7 wvkA 7> bk 0. 262, 52.4, 104.8mg/kg it
CHF B2 Je OF P 3R LS
DNA #5358 b7
Hoiz,)

—S9 : AREHEMEALRIEFE T, +89 « REHEMALRFET
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(4) HARERER >

i

Eeee® Ul
(i)

B X5

Bl
(mg/kg/H)

FEVERT B & 5 LR BR S 5

<A
(KM 70)

e ;103 *
e 104

R

0|8 47

0. 3. 10, 30

3mg/kg/ HLLE -

I 400 A B e S U3 A e oD FE BLER K Y
UFFEBF ORI (1)

10mg/kg/HELE -

HFIRC 36 0T % B SRFE AL ME D I i BN T Af
BeMEAma s O FE TR BB MO XITHE
B OB (BE) . T RAATHEC BT 57
FROFEHFARIIIN (HE) . FURAR Y e _E B
falZ 351F 2 A O FEBLEE O (4
30mg/kg/HLLE -

I 400 A R AR e OV i oD 8 B =R B8 S
LR HFE T RO (L)

Nl

=N
57

(HEMES: 50)

104

&

i

A 10, 3. 10, 30

3mg/kg/H :

B SR JR HEELIES 0D BN % £ 20 7 W NI R i v o

TERL DFEBLEREE N ()

3mg/kg/H LA L -

Sl O A HE SR B OB ()

10mg/kg/H UL L -

FF B A R B R TR S0 il e oD 26 Bl 2

HERD () | B AR IS RE RS B s R OV

SEMZAl () . FElg o A a5 S D HE )0
(Itff)

30mg/kg/H

B0 e B B e OF 7 SV i g oD 8 B

AN (M) . BUIRBRIES O BN 2 D 7e g

JaARREE I B D R BELRIE N () 3RO 6

niz,

*REPRBED ELERIN 29%IIR T L2720, 54 103 B & Uiz,

(5) AFERESMHER
ZRRER VERE TOMNYPMEFELEICRET LR

)l e 511 5 Be b MR FEMEFT L& 5 U LR B
TR (mg/kg/H) (mg/kg/H)
Z v b M AZECRT 48 | RO | 0, 0.5, 5, 50 | HEWMY : 150 | 50mg/ke/H :
25, ME25 | R, xR 2 M I 5 G R o 8w (M) . Rl E T

] @ 72 i B
HR R OV &
MmAEET

Wt : AZEC AT 2 18
M., &k 2 H
il D 22 e 39
& OMTEE 6
HET

DFTE A OER (M) . &kl
KOS IaROKT (M) | IEIR=R
DR AN B ER, B R
OELERR R OWA (M) | HE
FEEEOEKT (1) *

R LAEBOK TICE LT, BEPERIIERNEBZ 2 b7,
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IE - iR RAICET SR

i

G- ]

Bl
(mg/kg/H)

TETE R

(mg/kg/H)

FEVERT R & 5 U LR S

)
It 25

PR 6 H~
17 H

B
O

0. 0.5, 5. 50

REEW : 0.5

JEIE : 5

Smg/kg/H :

— M D R E R
Smg/kg/HELE -
SENRFE N DRI B O H N
50mg/kg/ A ¥ CHEE, [END D
RESW) ., o — U2 MO IR
Hh, SBloE Ak, FEERD
SOF AR | (RE K OMEAE SR O
D)L R K& O IR R E D
W, M- IR, AEfFRIE
BOWAD KOG T EEDOPRD
ERIEEORTERE, E o
B . ME DARERF,
fag o o, Mg ORiE .
FREL A OmE ., sEeME
DO, SFRET (R, H2E
H M O R R 2 5) | PR
B (Wi o ~E)

TN TR BT,

7k
Wk 23 i 24

MR 6 H~
17 H

&0

50 Ot spkis
54 0.07%) .
50 Ot spkis
R4 0.006 %
Aini) |
RAA) 0.03

50mg/kg/H :

BIROER, I—HADEHA
b, Mg oAb e O 3 E
K. gL ORI OZ e, =
D JEJE A QN 15 Jo OV D I
& RGBT, BRI
DRI e OMAEAF BB B 2 0 I8
A B OVME W N o B
. RREEORED. ey
K ORNRZEL DEAEAE R (R
b, REe/ FEEl, ¥ 5%
ALK O T = 5Eik) &k
I MR AT (B FiiE, OER)
DIEBUEE D HEIN

50mg/kg/ H Ot BRI
0.07%) :

PAFE SIFE ., BED IR WA
K OREDF Ak, (REHIN &
DEEFE DT,

50mg/kg/ H L BRI
0.006 % A:fiii) :

W, FED IR U S O &
DOFEFb, REHIN &L R &
DIETF

PAVES
H1~3 B,
6FE M6
B 4A~5 B
i 3

PR 7 A~
20 H

W
O

0. 5. 25, 40, 50,
100

K& - 5

25mg/kg/HLLE

BEE I NS IR EE (IR
IO, AR R OWRD K&
OERBIREL) . RELKUE
RO, #ERD, ],
piia [

40mg/kg/H UL | :
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L BE B WSR2 RS 5 4
— VR IMOFREFEHRD 5
NS

AES
I 20

PR 7 H~
20 H

W
O

0. 3.

10, 30

w®OK N &=

3mg/kg/H

10mg/kg/HLL | -
R K OVE(E | 2 MOJRE
Hiv, BEEORD, HRE
BEORED., B RIEFEME (R
/W I RS o 15 0 K VA AE
BRI E D)

30mg/kg/H

REN) O (R E D

fEATTEIEIERR O B AL o T2,

HARRUPHAEROREL KICBEYDOHEEICET 53R

EZLE

e UlL

b
i

EES 4
(mg/kg)

M
(mg/kg/H)

FEVERT R & 5 U LR S

)
i 24

IR 6 H~
o7 itk 20 H

N

0. I. 5. 20

(20mg/kg/ H
REIT— iR TE
ElozHR
B k)

5

20mg/kg/H :

RE N & OB E 72K T L)
BEEORD, SR E . RiE
b (82 bR, B
O, KGR ws, ARz
OREWE . =9, IEEMER T,
W, WK, B, RIEDE A
b, WRERE S O F Ak, [
WAL, 557 PAIR K O/ S F AR ER
DE L) B LTl %

PESY FERVE-EHEHER

e

P51

5
RIS

Be b
(mg/kg)

MR
(mg/kg/H)

LR L & 2 W RS R

>k
TEMESS 12
1% 20)

1% 28~
55 H

&

0. 1. 5. 50

5

Img/kg/H UL E -
REWD ([, (REIEINEO
i (k)
S50mg/kg/H
PRUE, o 7-9E, FREREO
., BB EEOHEM, o
JINBE HUCME O I TR 22 fa AL K
ORI, IR DR & V22
fadb., (REEEIN (4E) . AREEHEM
EOWEM () . EEER O
(E) . BIFEE O, BIFD
KA () . B i BR A N
(BHE) . W8 R R /K 36 MR oD HE N
(HE) . +EEEORD (M),
SNEL BB (), +E 03
fig M ONPEE O JE IR ZEME () | +
B RS K ORI KRR AW () |
FEEPA O DIRAE (M) | ELRE ST BfED
BIE (), 7 A AT 0 U EE
Al (HE) . RS E B o>
(M) . BHigEEOHEM (1)
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(115 4] 6 1fH [EIEiR

(HEHER- 20) HEIZFR D B A7 B i EREE N,
K IR R 7K SR O BE N TR SR )
Iz BE D R ST,

(6) BFFHIETEER 3"
T W & TR — ORIEME 2 5 L 7266 R, AR ORBRSEME TIZI W T ARHNT R G R %
IR IR T,
*0.5mL OMIKIZ 0.5g Z VRSB 3IRIC Ny FERRIE S, VXY LG ICBA LTz, Ny
FaBRMET — 7 CEE L, PSR T C4RMEH Lz, Xy FREZN 1, 24, 48 LD 72 IFF
M B & RS % 3 L 72,

(1) Zothp4sist

1) ShEHAR

1% AFNVANEFT K (DMSO) KON CEgfRmi AR (PBS) HOAIE 1000uM & H W
AR (UV) FEI b AT IR 36 1T DRI AT MV ZiRat Lo R, UV-A JOVA]

AR OFLFA N CTHE 7RI A 7R 97, UV-B O#FHN Tl 300nm A 0> A THEEE 72 LI O HE N
DRH SN2 25, B (290~700nm) 1 & D iEMHEL SN D ATREMEIZIRWVW & B 2 b,

2) REREMHRER
~ 7 A% AW RATY o RETERE (LLNA) (2 K0 AR Jz2 @B 2 51 L 7=, 0 (EA) | 0.25,
2.5 1% 25% (wiw) (25uL/site) ©, BALB/c At~ 7 A Ol A5 R IC 3 B KE S LT,
25% (w/w) THAHEBEOHEM, 2.5% (wiw) LLEOREETY //\Eﬁﬁimﬁém TRTORET
U U SERE OB RD bz, D2 EnDG, BIEEENE (K4 1A) 28 Ens,
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X. BEEMFHEICEATSER

. REIR S
o A A 2> U HEE Img, Smg
B, AT S S
) EE—-EEORTEICLVENT L2 &
BRIy c Avm Fexsy M) ol B

. ADEME
AN - 3 4R

. BEIKRETOITE
25°CLL FITRAF

- BRVWEDEE
AR

. BEMITEM
BEMERLTA R F
<TholLy : FH
ZOMDBEBTEM : A AV VVEEZLD T v v TIEGEREOIER 22 DILD Ifp S FE~
4. B EMFHICE LU CEMT SR [XIL2. 2O BEE R DHEB R

VIR FY N mrRZ Y RULAT RoNEREE

- BERTEARFABRVERRES. EMBELRHFEAB. REMKEAR

N IR 2 SR SEAMEEE IR 52 B 4
AR A H ARES IR A H EHH
Img 30300AMX00248000
A A Y EE 2021 3 H 23 H 20215 H 19 A 2021 56 A 30 H
5mg 30300AMX00249000
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9. MEEREMREM. AARVAREBEMEOERBRUZONE

10.

11.

12.

13.

14.

L

BEEHRE. BERREARFABRUVEZORE

BARMANA

BETHM

84E : 2021 23 H 23 H~2029 43 H 22 H

RELMGRIZET S 1FH
AANE, BGHFICBE T D HIBRIZED S TR0,

£Ea—F
B A I S S | (R S o — B Lt AL
R4, B T |HOT (34D ®wE| T
UV E RS S = — R (YT =—F) VAT A a— R
A AV U HEHE 1 mg 2499015F1026 2499015F1026 1285673010101 622856701
A A U HYEE Smg 2499015F2022 2499015F2022 1285680010101 622856801

RIRBHF EDIE

%Y LR
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XI. 3Tk

1.

5| FSCEk

1)
2)

3)
4)

5)

6)
7)
8)
9)
10)
11)
12)
13)

14)
15)

16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)

29)
30)
31)

FENEE
FENE B
2.7.6)

Nelson LM.
FENE R
2.7.6)

FENEE
2.7.6)

FENE B}
FENE R
FENEEL
FENEEL
FENEEL
FENER
FENEE
FENE B}
3.1.5)

FENEEL
FENE R
3.1.3)

B
B
FENE B}
FENEEL
FENEEL
FENEEL
FENE R}
FENEE
FENEE
FENE B}
FENEEL
FENEEL
FENEEL

Thorough QT/QTc Bk (C2105 7Bk) (CTD2.7.2.2.2.4 }(12.7.6.3.1.1)
7o TiRERE A L U ERILFEE AR (C2301 3} BR) (CTD2.7.3. 2.7.4 KX

et al., Patient. 2013 ; 6(2) : 113-24.
7y TIRBE RS L U ERR LR 1 FEERER (C2201 35R) (CTD2.7.3. 2.74 KO}

Uy TR ERERE kg L L ENE AR (C1201 3RER) (CTD2.7.3. 2.74 KX

in vitro BLETEM: (CTD2.6.22.1)

7 v M AW ACTH AfifadliR (CTD2.6.2 2.2.1)

AARANK VAN O BN & 5t 5 & U2 B R AR RER (A2102) (CTD2.7.2.2)
7 v TIRBE R E U ERRIL RS IHERER (C2301) (CTD5.3.5.1 11.4.4.1)
HARNBERERC N 2 5t 5 & U7 [ ENETHEERR SR (C1101 38k) (CTD2.7.12.1)
MEBERR RN 2 )l 5 & U 7= s S T ER R AR (C2102 3BR) (CTD2.7.22.2.3.1)

AME N IR AR N b B & U 7o SB TR R AR 3B (C2108 3Bk) (CTD2.7.22.2.3.2)
BHERERE RN & x5 & LT io BT ER AR RS (C2101 38Bk) (CTD2.7.22.2.1.3 K1r2.7.2

BERERE E S BT DM ENRE (C2104 #BR) (CTD2.7.22.2.2.2)
BV A 238 & U= s R B (C2101 34BR) (CTD2.7.22.2.1.3 X (r*2.7.2

REEE Y BN REMRAT (CTD2.7.2 3.1.8 )2 (X 2.7.23.2.4)

7 v N TTORNBATIE (CTD2.6.4 4.3)

7 X TOfpimiEatE (CTD2.6.44.4)

E N COMERBAT L OMIERE A3 (CTD2.7.22.1.1)

7 v FTOMKEIM (CTD2.6.44.2)

RFHZBET D MFT (CTD2.7.22.2.1.3 % 112.7.23.1.4)
PEEIC B9 D M5+ (CTD2.7.23.1.5)

OB IE R O kT o AR — & —|ZB4 Mt (CTD2.7.22.1.3.1)
N7V AR—H—ZRIFTHE (CTD2.7.22.1.3.2)
JFHERERE E 2T IC B A 3R ENRE (C2103 #ER) (CTD2.7.22.2.2.1)
VRS EEER (CTD2.4.3.3 & (12.6.2.4)

CYPIIB2 iZxtd %552 (invitro) (CTD2.6.22.1)

b FEIE R SRR ATV RRAT a ARkt 52 (in vitro)

(CTD2.6.2.3.1.1)

FENEE
FENEE
FENEE
FNEE
FENERL
FENEE
FENEE
FENEE
FENEE
FENEE

Z v b &AW 72 Angll &Y ACTH A fifikBk (CTD2.6.22.2.1)
vz iz ACTH Atk (CTD2.6.2 2.2.2)

T uvwZ—EIIxT 5 (CTD2.6.2.3.2)

Hi[a$e 53R (CTD2.4.5.1 K11 2.6.6.2)

SAE G-k (CTD2.4.5.2 )21} 2.6.6.3)

Bl MERER (CTD2.4.53 & (112.6.6.4)

NAJEMRER (CTD2.4.5.4 K 1X2.6.6.5)

RS T ERAER (CTD2.4.5.5 K1) 2.6.6.6)

JRETRREMERER (CTD2.4.5.6)

ZOMOFEERER (CTD2.4.5.7)
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2. ZTDHDSEH
FEERR L
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XI. &EE&%

1.

FHNE TORTFTIRR
A A U HERITIEIN (BU) K OSKETERE SN TWD (2025 4E 5 A BIE),

ARFRIZ I 5 4hhE

R, HHEROHEITILTO LY THY , I TOAGRRI L TR D,

4. PEEXIIHR

29 D TEERR MEBLE THEAT T+ RIEHETHARELIZS)

S OAGRNEIZ OV TIL, ORI OB LEZ MBI 5 2 &,

BRI (EU) OusfscE (2024 4 12 A)
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Based on preclinical data, osilodrostat may cause foetal harm when administered to a pregnant woman. A pregnancy
test before initiating treatment is recommended in women of childbearing potential. Women of childbearing potential
have to use effective contraception during and for at least one week after treatment. If hormonal contraceptives other
than the oral combination of ethinylestradiol and levonorgestrel are used, an additional barrier method of

contraception is recommended. Isturisa should not be used in women of childbearing potential not using
contraception.

Pregnancy
There are no or limited amount of data from the use of osilodrostat in pregnant women. Studies in animals have

shown reproductive toxicity. Isturisa should not be used during pregnancy.

Breast-feeding
It is unknown whether osilodrostat/metabolites are excreted in human milk. A risk to the newborns/infants cannot be

excluded. Breast-feeding should be discontinued during treatment with Isturisa and for at least one week after
treatment.

Fertility
There is no information on the effect of osilodrostat on human fertility. Animal studies have shown effects on the
menstrual cycle and reduced female fertility in rats.
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8.1 Pregnancy

Risk Summary

There are no available data on osilodrostat use in pregnant women to evaluate for a drug-associated risk of major
birth defects, miscarriage, or adverse maternal or fetal outcomes. There are risks to the mother and fetus associated
with active Cushing’s Syndrome during pregnancy (see Clinical Considerations).

No adverse developmental outcomes were observed in reproduction studies in pregnant rats and rabbits when
exposed to osilodrostat during organogenesis at doses that produced maternal exposures of 7 and 0.5-times the 30
mg twice daily maximum clinical dose, by AUC. In rabbits, exposures associated with maternal toxicity at 7-times
the maximum clinical dose resulted in decreased fetal viability. No adverse developmental outcomes were observed
in a pre- and postnatal development study with administration of osilodrostat to pregnant rats from organogenesis
through lactation at 8-times the 30 mg twice daily maximum clinical dose (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. In
the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2%-4% and 15%-20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Active Cushing Syndrome during pregnancy has been associated with an increased risk of maternal and fetal
morbidity and mortality (including gestational diabetes, gestational hypertension, pre-eclampsia, maternal death,
miscarriage, fetal loss, and preterm birth).

Data

Animal Data

Osilodrostat administered to pregnant Wistar Han rats from gestation day 6-17 at doses of 0.5, 5, 50 mg/kg did not
adversely affect embryo-fetal development up to 5 mg/kg (8-times the 30mg twice daily maximum clinical dose, by
AUC). Maternal toxicity, increased embryonic and fetal deaths, decreased fetal weights, and malformations occurred
at 50 mg/kg (118-times the maximum clinical dose, by AUC).

Osilodrostat administered to pregnant New Zealand rabbits from gestation day 7-20 at doses of 3, 10, and 30 mg/kg
did not adversely affect embryo-fetal development at 3mg/kg (0.5-times the 30 mg twice daily maximum clinical
dose, by AUC). Maternal toxicity, increased embryo resorption and decreased fetal viability was observed at >
10mg/kg (7-times the maximum clinical dose, by AUC).

Osilodrostat administered to Wistar Han rats from gestation day 6 through lactation day 20 at doses of 1, 5, and 20
mg/kg did not adversely impact behavioral, developmental, or reproductive parameters up to 5 mg/kg (~ 8 times the
30 mg twice daily maximum clinical dose, by AUC). Delayed parturition and dystocia in maternal rats and decreased
pup survival were observed at 20 mg/kg (43-times the maximum clinical dose, by AUC).

8.2 Lactation

Risk Summary

There are no available data on the presence of osilodrostat in human or animal milk, the effects on the breastfed
infant, or the effects on milk production. Because of the potential for serious adverse reactions (such as adrenal
insufficiency) in the breastfed infant, advise patients that breastfeeding is not recommended during treatment with
ISTURISA and for one week after the final dose.
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Paediatric population
The safety and efficacy of Isturisa in patients less than 18 years of age have not yet been established. No data is

available.

KEOTASCE (202544 A)

8.4 Pediatric Use
The safety and effectiveness of ISTURISA in pediatric patients have not been established.
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