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PRATSRMF RIFIERE PRAT I mOR
5 E 40+2C W - [BER A 37 AH Zi7e L
T i
[0.5 7 AH]
56.8—38.2N IT{& T
. 75+5%RH . (247 A]
i . HESE - BH 371 H
95+9°C K - PR 56.8—39.0N 2% F
(34 H]
56.8—35.3N IC{& T
(HIFEN)
ot 120 7 Ix * hr ZEH - KRB s — ki L




SEBOREME Y
ABRIEHE : AMBL, S, AEEME. M

TEER « T 7 VA D B LLREE TOLEMABRIEICOWT (BH) ] 12T DHliER L O
AEATE FEHE L DE O ERAE L 72 R ITLA T D8 Y Th 5,

PRI RIFIEHE DRAFH1 ] foR
I 40+2C WG - KA G 37HH ZAbm L
75+5%RH
AEY WEYE - 217,
e B2 95+ 9C W - Bk 37HH zAbia L
e 120 5 lx +hr | &M - KER G - ZAbm L
. RARZRUVBBRERORER

BEARRNA

. fuFl L OEEAEL (MIBLFHZEIL)
A% L0

. Bt

WHEEIC BT 2 EPHE

( THFEEIR DLW ERI SN T A RT A4 > Ak 94 12 A 22 A [EIREE 487 5. FhE
13 4 5 H 31 H—#E EHEFHRE 786 . Fik 18 4 11 H 24 H It HKAFARNE
1124004 %, “Fhk 24 £ 2 H 29 H —HBeIE EAFEATE 0229 5 10 S X OHM 2423 4 19 A —iff
CIE FEAERGERE 0319 55 1 )

R TE 0 AARRER T —GABRE R B E (8 RLE)

BRI
*OE iy BRI AR T B i
pH1.2 = A ARSI P B 1
pH4.0 = 7= Mcllvaine OFRE K
50rpm B
IR RVE pH6.8 = H AR J7 s HIFABR S 2 K 900mL | 37+0.5C

K

100rpm | pH4.0 =7 7= Mcllvaine OFEE{Z

HELEE - RBREAEI O Va2 | RHERFI O PSR L T D,
TARTORHRBREEICE T, UTFTOWTRrORETHEST O LS, BWH
ZEPVEELTWD LT 5,



FEAERLAIAY 30 47 LANIZ ) 85% LA BIRH L7 WiGA -

a. HLE SN RBARF RN B\ THEEMERLA O SE R HERDS 85% L Lk 70 b & X
FEAERLF O SR R DY 40% M TN 85% AHUT D3 24 72 2 B 2B\ T, AR
BUE) O SR 2 DR E LA O SR 2R £15% O%E PHICH B0y, T 2
B OMEIX 42 LA ETH S

b. HUE S 7= BBRIRE I Z 38\ THE YRR O SR Y 50% LA E 85% 125 L 72
WX EERIFIDHE S R T D IR RO 1/2 OSEEER
KA R Y 2R, R OBUE SR BRI 23 W CRRBRILA o iR
ROFEHERIF ORI ER E12% OFFAICH 25>, T £2 BIE O 46 DL |
Th b,

B R RIS A KT - TIUANT 2 ODSE 15mg (=71 LY AAD
OD % 15mg DIRH B Z il LTz, T OREE., 2 TORMEICBW CEHXEE O
FARIEDHIEFIEA T 72 LT a7, B O 28 3ERL L T\ 5 & flir
L7z,

ERE pHL. 2 1281 A L ih#R (mean£S.D. . n=12)

100 A
& 80 -
H
T 60 )
% 207 —e— HIL/{7H 0D 15mel =70
20 A ==-0=-=-- # L2 IODEF 1 5mg
0 Lr T T T T
0 30 60 90 120
ZEERE (5)

PR pHA. 0 123517 5 THiE it (mean=®S.D. | n=12)

100 -

P |

i 80

60 -

@ 40 - —e— L/ 72/0DER 15mel =70
20 ~ === [\ ZHODEE 15mg
0 O ' ' ' '

0 60 120 180 240
@ FFRE ()



ERE plE. B [CEIT A ERE A (mean®S.D. . n=12)

100 A
s | e
H 80
#E 60
05 40 —e— |l 0DER 15Smel = 7]
20 A ====- # L ANODEE 15mg
0 ] ; ;
0 60 120 180
#HEERE (5)

HEEHE Ao BiITAEEEHBE (meant+S.D. ., n=12)

100
=
80 -
H
FE 60 A
% 40 - —eo— FILI{TH0DER15mel =0
20 == === LANODEE 1 5mg
ﬂ' T T T T T
0 60 120 180 240 300
@R (4)

ABRE pH4. 0 (100rpm) (T80T SR EH M (mean£5.D. . n=12)

100 A
& 80 -
) ]
E 60
%% 40 —— R 0DE 1 5mel 270
20 1 == e=== LI NO0EE 15mg
D’ LI T T T T
0 60 120 180 240
fEm R (9)
00
0 60 120 180 240
BdeER (%)

10. A& - A%
(1) FRARELGARS - 8F. NENRRLCRS - QKICET H1F8
Y LR

(2 a%

22. %
20 #& [10 #& (PTP) X 2]

10



11

12

) FHAE
PSRN

(4) ARFWOME
PTP: RYFuv'Ly, 7/IAI=7 A
TAIE—: TAI=gA R)ZF L

AFRE SN LEME
MME LN

Z Dfth

H Eh /0 e~ O A& MEMER R R ©
C ETORBREICB O T LIEFICEIN KT bk o T,

11



V. AaRICEAT SIHE

3.

. FHREXTENR

4. ZhAE - HE
W—THREZEDHDFIRE TCHRET+ A BOFLITE T HEKKETE

. DIRERIZHRICEEET SR
A% L0
BAZERUVRAE
(1) AZERUVEAEOM@HR
6. A% - AE

WE, BACIEMAARTZ o LT 15mg 2 1 B 1 ERRAEET 5,

@ FERUBROREEM - R
R L

4. AERUVAEICEET HFE

1. AERUVAEICEEY 5FE

7.1 CYP3A4 PHEHK] (A FTIaF Y —, ZiafF S — 75 2aa~vA %) LOffH
WTHET 2 Z ENEFE LV, a2 ST OHT 285813, ABIOBEES 5 WVITEHES OB
Whip EaBET 52 L, [10.2, 16.7.1-16.7.3 & ]

1.2 HROPEIR ZE T D720, FRITPICER G2 2 ENZEE L,

1.3 AANIAKPEMZ BN ST 528, F b U AHERZBINS 202 &b, oRRE (O
—TRIRIE, F A TP A RRFRIE, HFi7 v FAT o Uo385%) Lo LT+ 2 &, 7
B. b MLEMET MY O AFIRRTF R EOFFHBRERIT AV,

1.4 (KIBATREFT RN LB 52 ik 42 2 &, eI 1% OMER I BT 5 A kX
R STV,

15@%*%U¢A%Eﬁm&ﬂWL%ﬁ®%%\%ﬁ&ﬁ%mﬁ§®ﬁ9ﬁﬁib<ﬁw
flrS 2 BFE, mE, MG MY U ARENEFERN CEREOLE KRG T 2561
Yo (7.5mg) MOHBMBTHZENEE LY, [9.1.1, 9.1.3, 9.8.1, 9.8.3 &H]

5. BEERALIE

(1) EERF—5/8y 47—
LR L

) HFREESR
R L

12



@)

@

PR R G R
LR L

HRAERIEAER

1) AR

17.1.1 ENE MERER
ORI Z &5 L CHREITREDBRO 5N D 9 s Mitb AR eEREELR L Lz &
BEREEGRBRICBW T, MATH 2 15mg NI TR %E2 1 B 1[E 7 AR O#KS
L7z,
FEFHMHER Th 2 kR G REORELLEIX, ML AT X 2 15mg #f-1.54+1.61kg
(R—RF A :59.42+12.30kg, 53 fil) CEHIMEERERAE, ATNFEER) ., 778K
-0.45+0.93kg (\X—RAF A > :55.68+12.60kg, 57 ) THV ., hL AT X UPE
Tﬂ\7?tﬁﬁﬂﬁﬁbfﬁ%@¢5ﬁ9ﬁmb%ﬂt(p<0mm_t@m)
%Eﬁ&i&ﬁmﬂiD&%ﬂ&@%ﬁ%ﬁbfﬂmbt(I17D ES 3 3
HREZIT 2 DMEIEICAE 5 A L (RIS IR, IR R, T%@@)#&ébt(%
17-1),

HEDOELE (ke)

—C0— TS HE (n=57)
<2 | —e— FLINT Y 15meBE (n=53)

FigE +iRARE
pl 01 (s 7 Z AR tRE)

~—A 'HE !HE 3IHE 4HE 5SHE 6tHE 7THE 1HE ?HE
74
P AR ——— B

X 17-1 DMEFERFICB T AEREORN—RA T 4 b OELE
(FT R EO_EEREEER)

FAT-1OLPEFRIECHE S FrAOZ L (777 A L o " HERREER)

OPETRIE LAY 5 P MRT Z o 15mg B | 77 B AREE
HEREIEZ/LE (cm) -2.08+2.81 -0.51+1.18
REE=d [27] [19]
HIERZE/NE (cm) -1.07+0.89 -0.35+1.00
REE=d [18] [17]
TR EER (%) 63.9 42.1
[l ] [23/36] [16/38]
CEEIE A ER 22)

BIVEF R BIBERE X, 53 B 29 5l (54.7%) Toh-o7-, T7RBWEAHIX., 0B IB (17.
0%). 18 6 (11.3%). #ER 5061 (9.4%) K OMEEE 3 (5.7%) Toh-o7=7 9,
[8.7 & 14]

13




2) REHHR
M ER e L

(6) BE - HWEARBR
MR L

(6) AR

1) GARERE (—RERRERE. BEEARERE. CRRALEHEE) . VSRR T—
5 R—2BE. BEETRERRRONE
BB L

2) EREMHE L TREFRONEXEEE L HE - RBROBE
MR L

Nzt
R L

14



VI.

1.

2.

ENEE(ICET SEE

FEZHICEEH SILEMXITILEME
MR T R VAT VT R T A K

EE  BEO D2 LEWOEE - DRFL, BHOIRMNIELZZRT D L,

FEER

(1) fER&ML - (ERHF

18.1 {EFRHFF
MLAT S T, Y T L vy VORA R & SRR L 5 A TH Y |
BIEAETORY 7L T LA ABRIRA ST 5 2 Lic k0 BRI A% Hhi
U. EAREHE ORI % D 2 W RIRIER CRRURIERD) 25 0,

(2) EHEEATHHBRAE

18.2 XY TL YUV -ZRFERER
RART R T, B IRV T L3 Ve SRR BMBA L O T v b A XEREEAICE
WTC, AN Y T UL D Vo BIRASORE G Z IR BRI E Lz, /2, B hRY
T Vo BB BHIIIC VT, ZVA & Tlidk cAMP OFEARINEZ RS T, Y
T LAl E D cAMP OREAZIIHI LT Z Linh ., NV T Ly Vo BN HER %
HLTWAZ ENRENTZ, b MY T Ly Vo BRI 2 E TR, 043+
0.06 nmol/LL T& - 7= -9 (in vitro)

18.3 FIpR1EMA

FAART S L, HET v RO RICBWT, REKEOICRRERIN S, RS
FEEET S, 20L&, A—THRELIRRY, BHAS VT T ANEDfHE L
720 . BEAOHEMEZEM X7 OKFIRIER) 101

18.4 HuiFEEA

MAARTE AT, Ty NREET VBT, BT 7= FRRRER O 24 X 3
56 B AL EEPE D T 2 BRI LT, %72, BRBLR RIS CARIR
TEMER L, ATEMEZBRRS & 2,

(3) JERZT - HeR
DR L

15



VI.L EYEREICET HIER

1. MPREOHRS

(1) A LA
LR L

2) BRRBBRTHRBIN-OPRE

16. 1 mAiRE
16.1.1 BEEE

FERRR AT RV T 2 2 15~120mg P % ZEJEIRFHAIEIRE 148 G- L 72 e D S ENRE X T A

— X %F16-1 IR T W,

% 16-1 b AT H L HERGRFOKDENRE T A —F

oy tmax Cmax AUCt t12

(h) (ng/mL) (ng/-h/mL) (h)
15mg 2.0(1.0~4.0) 135+53 645+367 3.3+1.2
30mg 2.0(1.5~6.0) 213+76 1,302+553 3.9+1.7
45mg 2.5(1.0~3.0) 363+318 2,098+1,950 2.9+0.8
60mg 3.0(1.5~4.0) 315+105 2,321+634 4.6+0.8
90mg 2.0(1.0~3.0) 429-+146 3,600922 5.8+1.4
120mg | 2.0(2.0~3.0) 6611276 5,908+2,091 9.3+3.2

CE¥IfE EFEAERZE, tmax O F R (FiPH) . 6 . 30mg BED A 12 i)
16.1.2 RiEHE

fRRERL NI R LN T X 2 30~120mg ™ A ZEERE 1 B 1 [8] 7 B EIER N5 LR

MR TZ L DIUIER IR EE I BRI SR o 7o Y,

DMEFRIEEE I MR T X 2 15mg & 1 H 18] 7 HRKER D& LD h 7k

v DOIPBNRE T A —H & FK 16-2 1T 17,

# 16-2 DVEFEEE IS FANNT X 2 16mg & 7 A RIAER 5RO T A —4%

tmax Cmax AUCa4n t12

(h) (ng/mL) (ng-h/mL) (h)
®51HH 4.0 (1.8~5.9) 258+95 2,057+795 6.612.1
®57HH 3.9 (2.0~6.0) 256102 2,173+1,188 6.8+2.2

CEXIffE + AR 75, tmax OBl (&) . 10 i)
) AFIOARSNZ 1 AAEIL 15mg TH 5,

16




EYFHEFEER

AR ET A KT A v

(MEFEEI SO LW IR SRR T A K7 A 2 0 PRk 9 4F 12 A 22 B [E3EEFF 487
Ty R 13 4E 5 H 31 A —HBekiE EFEFEIEE 786 5, Rk 18 4F 11 A 24 H —#FdiE
AR 1124004 75, WAk 24 45 2 H 29 A —HBckiE HAHAI 0229 4 10 5L O
G243 A 19 B —HBekiE SRAESER 03194 1 5))

/372 0D §E 16mg =71 ) LH A% OD §E 16mg DL 1 HE (s
FH L LT T7.5mg) &, 2/ 2 D7 0 R A —R—EIC K0 EEEERR B IR R K
OB #HICHERE O #5 LT LC/MS/MS IEIC Tl S- b ANRTZ U R M LART X
VIBEERITE L, SN HEMENRE T A —4% (AUCo-24hr. Cmax) (22T 90%15
FE X PR CREEHIRIT 24T - 75 %, log (0.80) ~ log (1.25) OHPANTH Y, il
DERFIRI M D R S ATz,

(1) S-banT ¥ il Kb iRh

(ng/mL}

B0 4

al

41

= LTS A ODET bmg (=701
&t A A HODEET. bng
Mean+5 0., n=10

5 AR AN e o | =

8 12 16 20 24
B (hed

17



(2) B-bAesi? & HEfEHE - K0S

[ngfml}
41} 7
hq =
I 3
i<}
h
R = LT F DR g T=70)
II~ -t A A 008 Sng
b 9 Mean+E 0, n=11
fli
7
=
-
...
B
1
0 s ; 2
1? | L]
B Chr)
(3) 5= bilai7 & AN - R LS
(nfml
124 7
100 4
7
| 1
& i
Ly == AT 0D B T2 70O
/i : et A\ X HO0LE Sng
W ED A MeanLs 0, n=21
i
7
¥
B
MY

0 4 B 12 I 20 4

B s (ke
18



(4) R-babsiTy - HafelE - A LIS

71 SR e S e B 5 =

{nefml}

ot 1

A0

w4 AT == b ) T2 00 Sog T= 7 0L
~ge b A 2 ODERT Sng
Mean+t3 0, n=21

2 1

0 i : i . . '
0 4 ;| 12 16 20 24
A ihr}
(B S=pisizsy .- KhbiGs
(nefmL)
100 +
80 1
Gl 4 : == b LN TR 0D e TZ=7 0]

REvelSesTr-uiiB

=t A R ODEE hmg
Moanx5 0, n=3k

40 1

2041

B hr)

19



(6) B—biesi7 & 8 - kHHEE

{nafmL)
30 7

== b LA T 0D VA TZ2F 000
et ODEE 1 B
Mean®5 0, n=136

B L s - DR R

A thr)

(7) §=ba3FHw> #fE - RHELELE

(gl )
120 7

100 -

Gl

= bR DD e T2 70O
aiv-t £ 2 HO0EET Sme
Meanx5 0, n=35

Ll

4l 1

B L ST - R lE

?I-|1
LT {hrl

20



(B R- b 30 & fp@l « Kip L2
{nefml)
50 4
Al 4
it
;.-ﬁ
r|':
B304 == b VT o ODEE e T=F A
||~ et A A ODER Sing
il Maants5 0. n=15
i
¥ 201
-
n
E
10 1
Il - - - - ¢
0 4 8 12 15 70 74
B B (hr)
WG A—H BAEINT A—H
AUCo-24nr Cmax Tmax t1/2
(ng-hr/mL) | (ng/mL) (hr) (hr)
N NT 22 OD $E| 439.255+ | 70.4314+ 2.55+ 4.79+
S houss| 156mg (=70 165.934 292.9470 0.86 0.78
K| 77| % 02 H OD | 415.240= | 73.7260+ 2.96+ 4.67+
2 15mg 163.694 25.4429 1.08 0.97
)
By R NT 22 OD§E| 135.8312+ | 23.4500+ 2.45+ 5.93+
w | T R- h /s 15mg (=71 48.915 7.8686 0.78 1.49
T Az H OD | 126.123+ | 24.5511+ 2.91+ 5.82+
ﬁ 15mg 46.998 9.5209 1.12 1.38
R NT 2 OD§E| 474.039+ | 86.7602+ 1.86+ 4.39+
g koo 1mg =71 255.849 32.2135 0.63 1.21
[ RS
K| 77| % 02 H OD | 457.401+ | 87.2240+ 1.86+ 4.15+
72 15mg 241.722 27.4978 0.56 0.78
L
i KA NT 2 OD §E| 147574+ | 29.4882+ 1.83+ 5.62+
5 R 1uss| 15mg (=70 93.403 14.4398 0.65 2.06
TN a2 H OD bE| 141.347+ | 29.2815+ 1.76+ 5.23+
15mg 86.336 11.9470 0.61 0.72

21




HIE T A—H BHENT A=Y

AUCo-24nr Cmax Tmax t1/2

(ng-hr/mL) | (ng/mL) (hr) (hr)
FAANTZL ODbE| 464.322+ | 67.8125+ 4.21+ 3.98+

S L 15mg (=71 192.781 92.8344 1.86 1.02
K| 7P 0 x4 OD B | 435169+ | 63.1572+ 4.49+ 3.91+
2 15mg 170.569 93.1192 2.01 0.99
)
i FAAS7%2 ODEE| 132.654+ | 21.2120+ 4.13+ 4.96+
5 R pouss| 15mg T=7 ) 56.924 7.8189 1.95 0.94
& Ay 02 H 0D b | 124.694f | 19.6693+ 4.34+ 4.9+
15mg 50.356 7.8346 1.95 0.99
FAA7%2 ODEE| 522.288+ | 95.1874+ 4.00+ 3.87+
. S L 15mg (=71 289.388 37.5401 1.17 0.92
K| 7P| 95 2xh OD | 492.157+ | 88.5967+ 4,54+ 3.90+
7 15mg 972,541 33.8169 1.79 0.78
L

i RN Z ODEE| 161.243+ | 33.7828+ 4.03+ 431+
5 R poss| 15mg T=7m) 86.395 15.4951 1.18 1.28
T2V g = H OD k| 151418+ | 30.8458+ 4,31+ 4.38+
15mg 80.564 13.1307 1.45 1.16

(Mean=+8.D.., #afF « kdH 0 5 n=19, R - K72 L#&FE n=20
% - KHYHEE5 n=36, &% - K72 L#&%5H n=35)

AW 2R R SRR &L - TR S N iR iR B NS AUC, Cmax D/ T A — 23, JRE
DR, AR OLRERES « RFE S5 ORBRSAFIZ K> THRAR D ATREMDN & 2,

Q) thEHE
EERR L

@) BE - HtRAROZE

16.2 RN

16.2.1 BEOTE
TR IS MV ST B 2 15mg Z B[R O EEG U7z, ZEjEREE G2 LB % B G Tl
Cmax X NAUC IZZFNEFN 13 LN L1ETHH-7= 1Y,

16.7 EVHEEER
16.7.1 7 kaF+yvy—

fEFERANIZI VT, )7 CYP3A4 OIREEMZHF T 57 F=F Y —/1200mg & k
NARTH 2 30mg POPEIC LY, RAARTH D Cmax KN AUC 1ZFHFHL 3.5 7
LN b4 5272 -7219 GEAT—%), [7.1. 10.2 BH]

22



16.7.2 Z2)La+vJ—IL
BEEERR AIZ RN T, LD CYP3A4 OHEEMZHT 25 7/ 2) Y —/L 200mg & k
R TFH L 30mg POUHICL D, FAARTH D Coax M NAUC IZZNFH 1.8 15
WB0fFIZo72 " GMEAT —4), [7.1, 10.2 Z/]]

16.7.3 YL—FI2)—YTa1—2R
fEFERAICIB W T, hAT X2 60mg P& CYP3A4 OILEEREZAGTH7 L —F 7)1
=YV a— AL VRA LR, AR T H D Crnax L OVAUC 1ZFENE 1.9 LD
165127222721 MEAT—4), [7.1, 10.2 2]

16.7.4 U272 ELY
R AN T, CYP3A4 OFFEEHZAT5Y 77 B2 2 600mg & M7 4
> 240mg P OPEHICE YD, FANRTHZ D Cmax L OVAUC 1ZFNZFH 1/6 TN 1/8 1272
o729 WEAT—4), [10.2 &]

16.7.5 >IxL v
EFERANCBNT, PEEADOKETHH Y AFT 0 0.25mg & b AT X 2 60mg P D
PEHIZE D, VTF 0D Cnax LOVAUC 1F, ENEN 13 HELNL2MHIZ>T=, b
NWRT B D Cmax & AUC X, WIN Y L1FICR->729 UEAT—%), [10.225
]

16.7.6 £ DHtad3H|

 ERERRAICB VT, CYP3A4 OIE THH XA H F 2 80mg & R /L 3T 4 L 90mg ™
OPFHIZE Y, BRZAZF 2D Cnax XY AUC 1ZZFNFH 1.3 LN 1.4 512785
722, BARREF L 80mg & hAARTH L 60mg P OPAIZE YD FARTH D Cmax
EAUC IV 1.215 12> BEAT—4),

« REPNREFIZBWT,.CYP3AA DIETHDH T I A X 1 200mg & M T X 90
mg VORI L DT I A Y v OEYBRRO LT 5% R TH -7 GHEAT—
)

- BEEERR B W T, CYP2CO OFRETHH TN T 7 U > 25mgk hA/NT X 2 60mg'
OFFRHICE Y RROUALT 7 U S ULT 7 U U ORYEREI T E L Z T o 722

GrNEAT—%) |

CfEEERRAICBWT, P ARTZ 0 30mg & 7k R F80mg s OFFHIC LY, han
75 D Crnax XL CAUCITN TN G 1205107572, B R/ mrF7 Y F100mg & O
BEAICE Y, PR TH U DCmac L PAUCIEEA L L v o2, RANRT Z 37k
T REQE ReZaueF 7Y ROEYEREICKELY 5 X eiho 722 GMEAT—%),

) AFlOAR SNl HHEITLSmEg TH D,
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2. EWEERMISS A5
(1) BRAF ik
MR L

@) BIREEES
DR L

@) HERZEEEH

R R e N BT 1 B -
SR 15mg % 1 &
MR G- BHREE
Kb Kb Kb Kb
(n=19) (n=20) (n=36) (n=35)
WIZAVE %
S R S R S R S R
0.150592| 0.123375( 0.171428| 0.133661| 0.186404| 0.169523| 0.189508| 0.171142
kel (/hr) x + + + + + + +
0.024455| 0.027957| 0.045540] 0.033138| 0.050349| 0.033772| 0.046026| 0.039900

(Mean*=S.D.)

@ sUFIUR
R L

5) HEEH
DR L

(6) Eith
EERR L

3. B&H (REaL—>3v) @
(1) f#hEE
EERR L

@ 185 A—S EWER
DR L

4. IR

16.2 mRiR
16.2. 2 RN A AT RA S EY T ¢

TEEERR AT T DR QB GRE O NSA FT XA TV T 41% 56% THh -7 » (UHE
AT —4),
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5. 5%
(1) i j%&-Hxi B8PS & E 1
LR L

) h-HEREFEEN
AR L

Q) FHt+~0BiTHE
ZHEE R L
<BE>
BFER (7> ) THHF~OBITHAHE I TND %,

) BE~OBIHE
LB L

(5) TOMOBHADBTE
UE R L

(6) mMIRFEFHER

16.3 5345
b MR EREARIT, 98.0% ETH 72 (in vitro, RS 5iHIE)

6. i
(1) REEERUR SR
JHfigk

(2) REICEAE5T 5E% CYPH) OHFE, F5&%

16.4 &5
MANT LA, E MFI 78y —AF 7 —LP450 Doy FREO S5, & LT
CYP3A4 I X W RS2 * (invitro), [10.2H#]

(3) VEBBNROERRVEZOHE
AR L

) REVOFEOERR T, FEHE
MR L

7. Bt

16.5 HEitt

BEHEREANC, 14C- kL 7 4 2 60mg ) % ZEEIRHC BB B 5 L7y, 3R R ONR IS 2
ZREEE U7 BEEED 58.7% K% U8 40.2% MHEHE S 17, ARZbAARD b J O th oo a2
I, ENENHEEGED 18.7% KV 1% K Th 72 GHEANT—#),

E) AAOERSNT- 1 BHHEIL 15mg TH D,
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8.

10.

11.

b5 YR E—S —IZBT BiEE
MR L

. BMFICKHBRER

13.1 g
MEEITIIAEDTIERNEZZ BND,

REDERERTIESE

16.6 HEDERZHIHBE

16.6. 1 BREEEE RS
BHREOREOR s (7 v T F=7 077 A<30ml/min, 7 V7 F=71
7 7 v A=30~60mL/min X 7 VT F =27 U7 7 A>60mL/min) |Z kAT Z 60
mg P AL LR AUC 1. TR 7,360ng-h/mL. 6,980ng-h/mL & O* 3,890ng h/
mL Thoto,  Fio, MEETEEN > RIT, £nTh 1.2%, 0.6% 4T 1.0% Th -7,
(MR oy 2 2 VTR U 7o R R B> AUC I, 2 v 7 F=v2 U7 T
A <30mL/min, 7 V7 F =227 U7 72 A=30~60mL/min X7 VT F=T VT T
Z >60mL/min TZHZ4 71.8ng-h/mL, 36.4ng-h/mL &%) 37.5ng-h/mL T -7z *

GrEANT—%),

16.6.2 RFrifeefEE RS

BV RIE RIS AT 2 2 15mg 235 L7-Fo AUC 1%, e ATiEE R (Child-
Pugh 434 A X% B) T 1,618ng-h/mL, HEFREEEHE (Child-Pugh 77%i C) T 2,172ng-
h/mL TH 7= (RHEMIfET) .,

16.6.3 HlS®E (65 BLLL). 3
VAT B L DI AR B ORI & 5 IR DT o 72 0,

E) AFOAGE SN2 1 A& 15mg TH D,

Z 0t
LR L
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2.3 Wl SUTIEAR L T D ATREME D & % & [9.5 ]

2.4 BIROBEF [RHIONEDHIFRFTE 220, ]

2.5 YK EE AR AT VERIE O B E [9.3.1 B

2.6 W7 b v LAMIEDEH AFIOKRRIEMCE Y mT U 7 AMIENEES 5B8%
N5, ]

3. VREXRITMBICEET HEE L TDER
BA=RW/dA

4. RERUVAEICEET SEELZTDERA
[V—4. HiEAOHEICEET2EHE] 223752 L,

5. ERLGEFNIE L EDER

8. EELEFNIE

8.1 AHIOKFIRIERIC XV B MAEROWAD 2k L, MiFEL Y v AREEZ EF SE O
EMMB), LEHNEZFERET L2BENHD DT, AFRG PTG U ¥ LR E 2 HE
52, [9.1.22H]

8.2 MBI R T 2 HEITIE, HELZBET L Z L,
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8.3 AF|oFEOIHIL, WEIZRFRICES B, & MU U AMER EORIERNS L b
LHRENNHDHOT, NGREOBRFTOREBLZBIE L, @UIZRKSHBEZITV, (KE,
e, ARfa%k. RESEZHEENCHEST 2 2 &,

8.4 AF|IORRIEMIEE, B8, Bk EDIERN S HONIHAITIX, KM EIT
X OfRET S L, [11.1.3, 11.1.4 B[]

8.5 ARANOEHHHMN D EERIHEFEREN S LD Z ENH D20, AAKIE5-BIbhHT
CHFHSRERM A 2 FEhE L, D 7e < & b & GB0A 2 B ITERNC TR EZITH > 2 L, £
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BO6DENERHLOND I ENHLOT, WBEICHEETHZ L, £/, AFEEX. BE)
B OIS SR 2 F O R A B ET SRR S5 2 &,

8. T IRIRATRPIRREN SGE L e WIGAIR, BRE G2/ L2 &, [17.1.1 3]

8.8 AAIH-BRMAHE 24 R LANIZKFIR DR DSR HBLT D72, Dl & b 5G4
~6 FEFIBIEONT 8~12 BRI ICMIET U v AREAZRET S 2 &, B5BHAEEA
O 1EAMBEXEREL, 2o%biG 4T 25612%, BENETL2 2L, [1.
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JEEXHBRTLHIBENNH D, [7.5, 11.1.2 Z]

9.1.28A )V LMEDESE
AFNOAFIRIERICE D EA Y U AMUENEET 2 BZNNH 5, [8.1 BH]

9.1.3 miEFF + Yo LRE 125mEq/L RBDBE
24 BFRILINIC 12mEQ/L 28 %2 5 ERA-PNH LN HAICIE, 52 HIETH 28, &
WemiE T MU U AREO EFICX Y BEEENBHEERE S KT BENRH D,
[1.. 7.5, 11.1.4 BHE]

(2) BHEEESE

9.2 BipEEEEE
9.2.1 EBELBHEEESODHIEE
FIRICAE D B M & ORI L BEERENHICE LT 2 B8F N0 H 5, [11.1.1 ]
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BMER (7 v 8 TAHT~OBITRRE S TND 9,
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9.7 MNR%
INREE A kb5 b U T2 BRI ARBR 15566 L TRy,
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9.8 EkE

9.8.1 RMALFIRNH B bNT-HE, SRR IEERMAE R, Mk Z R L, e
ERIELZFHET BTN S D, [71.5, 7.6, 11.1.2 ]

9.8.2 MEDRBABLE L RN OEREICEGT L2 L, —MRICABERESMETLTE
0, Fz, BKEREZEZ LT 0E SR Tn5,

9.8.3 m7T MU UAMERBOBZENRH D, [7.56 ZH]
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7. fHE{ER

10. tHEEA
AFNE, F& UTITREEESR CYP3A4 IC K> TR E D, 72, PHFEBAOEET
boH L LB, PHEA~OEERENZAT 5, [16.4 Z ]

(1) tREZEZTNDER
REI N TR,
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Vo7 7o v 5
AT AIFY VY
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BRI 2 b O FEA KO
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ZEE LV,
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MAEFREZ K TS5,
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[16.7.5 1]
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NI D,
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T AX O ET

R SED,
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(1) EXGEIERA & MR

1.1 EXLEMER

11.1.1 BFL (1%A3H)
HEOBEBEND HbNDHZ LD D, [9.2.1 K]

11.1.2 MAZRE (1% AK7H)
BIRARIIRIZ X0 MG 2 Sk L7854, ARME &K N SERiE 2 AR T 582
»H5, [9.1.1, 9.8.1 &[]

11.1.3 &F bUDLME (1~5%AH)

AFNOKRFPRIERIC LV ikl a2k L, &7 M) U AMERH bbb Z &E03d
D, BElEELME b D, BEFIE, JUKkE, RE, MET MY U AREK
Ve, PUKEOIEROBIZE %2 +/7121T9 2 &, NBKOFRHE, BRSO 23 A
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RIS OMU) 2B AT H Z &, [1.. 8.4, 8.8 &H]
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Do ZAUCK VBRI, FME, BIESICED L) RRBEENBEEREE KB
WD, BEHIX, MiET MY U AREROMEKREOBIEZ+7I12175 2 &,
AENBE G 24 BRILINIC 12mEq/L 2B 2 2% 0MiE ST N U v A REOZK 2 E5-
MDA OBNTHAITIE, BEHICARKIOE 521k L, ERIZIE U T, 8k E & ik
YRR SE DO VE 2175 Z L, [1.. 8.4, 8.8, 9.1.3 ]

11.1.5 3uFFE HEEAN). F#EEEE 6%L0 1)
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11.1.9 RmsREA, m/MFEL GEEARR)
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10.

11.

12.

| BRRERRICRIETRE
LR L

BERS

13. BERS
13.1 L&
MEEHTIIHENTIERNEEZBNLD,

HALEDEE

14 BRALOZEE

14.1 RARFROITE
PTP G ZEDHEANT PTP > — oMY H L TIRHT 2 L H$ET 52 &, PTP v —

DRAIZ LD | BEOFAER BRI A~RIA U, BT 2L &2 3 2 L CTHERRIR R 5D

E%fié\%ﬁ%ﬁ%?é ZEDBD D,

14.1. 2 KFNTE DO LIZOE THER 2RI S5 & eI ET 5720, K L TIRHH
RETHDH, £lo, KTIRHTLZ LB TE S,

1413 AFTELEEORETIE, KR LTIRHASERNZ &,

ZOMDEE
(1) ERERERAICE S 1A

15.1 ERERERICE D < &R

WIS TIH DS, WA B S RIMED 5 B BE 2 S L LB HESHET
i (EBEHERRER) I\ C, AKI 60~120mg/ A L7 7 v AR % 3RS
L7, EYEE RO 2 2B 25 v ey BR. o fYElE ERD 3 5%
#8 %2 % Mg ALT A X3iE AST EH-23, RAREGEO 2 Bl bivlz, Fio,
FEVEE BIRD 2.5 54 2 5 ALT ER-OFBUHAEN, 77 2R &tk U TR
HRECEM o2 (KA GRE 960 Bt 47 B (4.9%). 77 & REE 483 i+ 6
(1.2%)). 723, AREIFGRACI T 5 HEHEM RO 34548 x 5 ALT EA 0% X
FG-BiAR 3~14 » HORIZRD b iz, [8.5 2]

(2) FERGEREAERIZE D < 18R
BRE I TV
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XIOI. Z&H

1. EGSETORFTERER
A LR

2. BB HBREAZERER
HIe BT S ipMEH (FDA, A—A F7 U 7 53%H)
AN T 2 EOER s, RAWE~OKE ] OHEOLHIIUTOLEY THY,
KFDA, A=A 7 VT ETHRRD,

9. RENEREHIHLBEICHT IR

9.5 §EiF
TEAR SUTIEIR LTV D ATREME D & 2 PRI ITIR G- L2 2 &, B3R (7 %F) Thedr
AR OWE « R MG S TS 2, £, BFER (92 Fv %) T
B> W IRBAT R HE S TnD, [2.3. 9.4 ]

9.6 &FLim
B0 EOF MR ORARBEOA R Z B E L, RILOMGCSUIT L2 RETT5 2 &,
BWER (Z v F) THITP~OBTARESNTND 2,

s M
F—=AKNZ7 VT D5
(An Australian categorisation of risk of drug use in D*
Pregnancy)

% : Prescribing medicines in pregnancy database (Australian Government)

<https!//www.tga.gov.au/australian-categorisation-system-prescribing-medicines-
pregnancy > (2022 412 A7 7 & X)

2 SO

A=A LT VT DN

D : Drugs which have caused, are suspected to have caused or may be expected to
cause, an increased incidence of human fetal malformations or irreversible
damage. These drugs may also have adverse pharmacological effects.

Accompanying texts should be consulted for further details.
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