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YR HH 0, =
J?ﬁf ég’i ﬁ f> BV0200 | 97.0~99.1 | 97.8~100.5 | 99.0~100.7 | 99.7~100.1 | 97.7~100.0
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Cos0 A’i% 02/i BV0200 | 100.4~101.9|100.6~101.3 | 100.8~102.9 | 101.9~102.3 [ 101.0~101.4
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X BRERICHTLEHE (%)
OFT VI YK U8 A0mgl HIET.) Mal%E 25°C - 7T5%RH (L, B
AR H SN PRAEHH]
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4 /1/‘::15_;/;;;7\?,> Nha—TF 4|\ bha—T 4| N bha—T 4\ Vv ha—T 4| baA—T 4
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Ko RTRBICHTOEAE (%)




OT NIV Z o 8E 40mgl BIET )

HaEE =R, Bt (D65 LR (K 1600Lx), ¥ —L &7 v

7CHE]
AR B S FROL A
<Kk > &E5 BH AR IR 30 5 Lx * hr 60 5 Lx * hr 120 5 Lx * hr
MRk n=10 Fa~EE A OER | A E~HEE A OFIRR | A~ EAOERR | B~ AaDFE
<O~ AOEFRAY O | BV0200 |(AWVD T AALTZ—|ADVDT 4L Ea—|AVDT 4L AT—| AN DT (L ha—
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YR HH 0, —
<{§Oﬂj§$ é?o)/oﬁﬁ> BV0200 97.0~99.1 98.6~101.5 99.5~102.2 97.2~101.5
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Zos.0 A’i% OI;/i BV0200 | 100.4~101.9 99.3~99.8 98.2~100.2 99.9~100.7
U~ .U%
%
ﬁ;ﬁf;f( (f)ﬁ;:w BV0200 78~97 82~112 81~105 80~98
X BREICHTLEHE (%)
BRI HEIAM : 2017/1/6~2017/4/27
OT NI P K o 8E80mgl HIE 1. #aldE 40C [HDE, KA
AR E =R PRAFHIR
<HiEE > 5 B AAIRF 23 1% H 2 # H 3 nH
P n=10 Fea~EE Ao | AE~MEAD | AE~EAD | Afa~HEE A0 | Ata~MEAD
<~ OERRA Y O | BV0300 FMAD D7 4 |FRRAD DT 4 |FMAD DT 4 | FAD D7 1 | A D7 1
74/M:3;§wijfﬁ> Nha—TF 4|\ )bha—T 4|\ N bha—T 4\ Vv ha—T 4| baA—T 4
IR HH 0, -
<{§OH§£$ ég’; ;Li BV0300 | 95.5~97.9 | 93.5~96.2 | 95.4~97.0 | 95.4~96.5 | 93.9~96.1
2 0
=) * -
fgfo A’i% OI;/i BV0300 | 98.6~98.9 | 98.2~98.7 | 98.8~99.2 | 98.9~99.8 | 99.1~99.7
U~ U7
B EfH
EEFé (fﬁi_lo BV0300 | 107~128 102~147 120~157 104~145 125~191
i =
X FHREICHTIEEE (%)
OTFT N IYILZ U bE80mgl HIEET) Mmik 25C - 75%RH  [HOL, B
R H = PRAF AR
<Kk > &5 bR halRE 2 38 1% H 2 H 3#x A
FEHE n=10 HE~HEE A0 | Ba~EEto | Aa~Heito | Ba~Heeao | Ba~Eao
<~ DERRA D O | BV0300 FMAD DT 4 |FREAD O 7 4 [EMAV D7 4 | WAV D7 1 | EMAD D7 4
74’/1/‘&:‘_?;;77ﬁ> ha—F |\ Nbha—=T 4|\ NV ha—=T 4\ bha—T | bha—T 4
YR HH 0, =
g?ﬁ? é;;;él BV0300 | 95.5~97.9 | 95.7~98.0 | 95.4~96.6 | 96.3~97.3 | 94.9~96.7
4B (o *1 -
ii éf)105 0:/10>3 BV0300 | 98.6~98.9 |100.8~101.6| 99.6~100.1 | 102.0~102.5 | 100.2~101.3
7}3 2
(BHfE) BE (N) BV0300 |116.5~202.1| 35.8~43.8 29.1~35.4 44.2~56.5 20.3~24.9

n=10

K1 RREICHTLEAE (%)
K2 1 SRl & B SR TIIE




OT NIV Z o 8E 80mgl HIET )

oL SR, Bt [Des LR (19 1600Lx) . v —L &7 v

7CE ]
FRERTE H 7k FRBR S
<JHHE> FH5 BHAGIE 30 5 Lx * hr 60 55 Lx * hr 120 /5 Lx * hr
PEIR n=10 9 €~ T £ D EIRR | 19 €~ Tt (1 DB
<FAR~MEEADOERAY @ | BV0300 |(AVDT 4 bha—|A0D7 4 ra—|  HEERHT e kN H T
T 4N a—T 4 T EE> T4 VI T4 VI
<ﬁ;ﬁg§ é?;&§]f> BV0300 95.5~97.9 94.9~97.4 94.7~101.0 94.1~95.9
a8 (%) * n=3
< 95.0~105.0% > BV0300 98.6~98.9 99.2~100.0 99.8~100.0 99.3~99.9
(2=l BV0300 107~128 97~140 106~148 86~155
fHEE (N) n=10

Ko RTRBICHTOEAE (%)

7. RASERUVBERROREN

REM LR

8. FILDEAEIL (MEILFMEIL)

A L

9. K
(1) ¥EHHR

TNAIVINHE U EE20mg THET ], 7AIVIHZ U 8E40mg THET] LOT /LI YL U 8E 80mg [H
T 1%, BARSFHERNERICED DTV L Z UEEORHBRRICES LT D Z & DR S

nTn5,
GRERRI A HRRERES 2 W& V., /S RWEIZ LY | 50rpm CRrBRE1T9,)
B B
FoR i R e B R
20mg. 40mg. 80mg 30 47 85%LA I

(2) R 2

<TNIHNHF EE 4A0mgl HIET) >

BREELOEY TR EERBRTA N7 A L FEO—HUEICDWT (CEp 24 42 H 29 H

A3 0229 5§ 10 )
BN Sl

EE . HARIEKF

s iR

IRV

[FdR%E M ONRBRIE : 50rpm (pH1.2. pH6.5, pH6.8, /K). 100rpm (pH1.2)

e ]

- pH1.2 (50rpm) T, FEAERKIOFIERHEED 40% K Y 85% T & 725 2 FERIZIBUV T,

TR R, RERGA O SRR SR O £ 16% O IC H - 7,

- pH6.5 (50rpm) Ti&, ARERG O RN 60% M O 85%FiT & 72 % 2 RFRIZIBVT,

PEREHERIE, RERA O P RO L 15% OHIPHICH > 72,
- pH6.8 (50rpm) TiL, EHERFIK AT L BT 16 /3 LANICFHE) 85% L LIEH Lz,

- /K (50rpm) Ti&, FEYERE R ORI & BT 15 5 LAINIC ) 85%LL R L=,
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* pH1.2 (100rpm) TiL, FEAERIA|O IR 40% M O 85% 1T & 72 % 2 BESIZHB W T, A
DR I, AEERIF OSELEE RO £ 15% DOHEIFHIZH > 72,

YLk, RO HZEE) 2R ERE] (I 007 0 AE 40mg) &R L7fER, 2 ToORBRIKIZIH T
% F RIS DA R IERER T A R A > ) OHEFEEIES LT,

60
40
20

—— T EHILA iE40mg THET)
=== I RiEd0mg

BfE (70

(Vs Hy )
FEHRE (%) pH1.2 (50rpm) R (%) pH6.5 (50rpm)
100 100
80 s . S Sy 2
IR i
60 W 60
40 T 40
20 —— FIL 245 LiE40mg [HET] 20 —e— F)L 244 iE40mg [HETL
. = T = AT 1 AEd0mg 0 == AT 1 A5E40mg ]
15 30 45 0 10 20 30
BEf (590 Befd (590
FRE (W pHE.8 (50rpm) EHE (% A (50rpm)
100 100
80 _,_--‘ﬂ‘ 80 _.—-”ﬁ
2 ~ -

—e— T EHA 2 §E40mg THET
= = ZPILT 4 AEE40Mg

1
B (72

FEHE (%)

pH1.2 (100rpm)

—— T LA L iE40mg THETY
s ij:l)lzi;"rkﬁ,ild-nmg

5 30 45
BRl ()

<T NIV NH U BE80mgl HIET. >
BIESE L DAY PR SRR T A T A DO —EIEIZ >\ T CERL 24 422 H 29 H
A% 0229 # 10 =)

BRI

EE . HRIEKRFH

s R

IRV

(n=12)

[FR % ONRERIE - 50rpm (pH1.2, pH3.0, pH6.8, /K). 100rpm (pH1.2)

L]

- pH1.2 (50rpm) T, FEAERKIOFIIERHED 40% K Y 85% T & 725 2 FERIZIBUV T,

TR R, RERGA O SR H RO £ 16% OFEHIC H - 7,

- pH3.0 (50rpm) Tl ARHERGH O RN 60% M O 85%FiT & 722 2 FFRIZIB VT,

PRI, R ERE O A R O £ 15% ORI & - 72,

- pH6.8 (50rpm) Tl, FEAERIA R OASIE & HIT 15 23 LANIC ) 85%LL FisH L 7=,
7k (50rpm) Tl, FEAERIA K OASIE & HIC 15 43 LANIC ) 85% LA i L7z,

- pH1.2 (100rpm) CliE, FEHERIF|OFEFRHFEDN 40% K O 85% L & 725 2 FEAIZIHB VT, A
DL R T, BERERIA O SRS =R O + 15% O FHHIZ B > 72,



LLE, RO 8 2R ERGH (I VLT ¢ A8E 80mg) LI L7, 2 TORBRIKIZIV T
% J8 1= S g D A PR FE NIRRT A R T A ) OHEIEEIES LT,

i ¢
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BhE (% pH1.2 (50rpm) FE (%) pH3.0 (50rpm}
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60 B0
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a0 | —e— T ZHIA L EE80mg THETY 20 | —e— T ZHIA L EE80mg THETY
== ZHILF+A5EB0Mg == ZHILF+AEB0Mg
0 e . ! ! 0 . h
0 15 30 45 60 0 10 20 30
Bef (w0 BER (9
EHE (%) pH6.8 (50rpm) ERE (%) 7 (50rpm)
100 100 F
80 80
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40 40
20 | —— TIIHlA {80 TBETY 20 | —e— T IR L EEE0Mg TEETY
=== ZHT4AFE80mMg === IHT 1 AFE80Mg
0 Ll L 1 1 0 Ll 1 I 1
0 10 15 ] 5 15
BER () BERE (9D
ERE (% pH1.2 (100rpm)
100
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60
40
20 —e— T EHLA R 0mg [HET

B J‘]JI/?'%R&EIBUmg
45 60

30
BERA (59D

(n=12)
(3) EENE DR N E T RA O A W) 71 R FE PR 9
<T NIV NH BE 20mgl HIE T >
T YLK B 20mgl B E T 0L, [ &3 870 50 0 ETERA O AW RSEERBR T A K74 v
(PR 24 422 H 29 B FERFAI 02295 1075) | (IZHESE, TAIFHF U 4A0mgl HIE T %
FEAMERIA & L7- & X IWHEENE L, EWTFMICRE L Rl ST,

ARER AT
EE AR WHERE S RUE
[l % N OV BRIE : 50rpm (pH1.2, pH3.0, pH6.8, /K). 100rpm (pH1.2)

[lE]

- pH1.2 (50rpm) Tk, HEHERF| O FEIRHEN 40% K% O 85%FHIL D 2 AUIZB W T, AdhD FHE
H SR HE R O S HTA R £ 10% OFEPHIC B > 7o, £, BRI A (60 4Y) 2B D ARMD
il % DE I, A5 OFEEEHR 1% DML B2 56 DA 12 fHH 1 HLL T T, +25% D
FHEHEZDLDONRNoT,

- pH3.0 (50rpm) TlE. HEHERIFI DO FEIA RN 40% M O 85% AT D 2 FESIZIBUW T, Afh D
TS H SRR ERIA O PR R £ 10% OFPHIC H - 72, F7o, RAKHERRES (45 43) (2B DA,
Ol 2 OEHFIT, AREOFLEVEHFEL15%OFPAZEZ 5502 12 fEH 1 ELIF T, £25%D
HEAEZEZ DL ORI -T2,

- pH6.8 (50rpm) Ti&, FEAERAIR AR GIT L HIZ 15 53 LIS 85%LL Eisi L7z, £/, &
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FELEIERE AL (16 47) 1B DR O 2 O HFIL, REOFLEHFEL15%OHHZE 2 5B D
212 EH 1ELLTF T, £25%DHEPHEZBEZ D HDONRR -T2,

« K (5Orpm) CliE, AFEERLRIE OAGIT E HIT 15 AN Y 85%LL Fist Uiz, 7=, &kt
WS (15 43) ISR D ARMOME 2~ ORI, RO FHEH=R L 15%OFH LB Z 5 ON
128 1 ELLT T, £25%D#iPAEE R 5 b DR hoTz,

- pH1.2 (100rpm) TIiL, FEAERIF|OFIERHERD 40% K Y 85% (11T D 2 Bz W\ T, AREhDI
P HH R TR ME U O SRS IR + 10% DFIFAIC > o 72, F 7. BRI (45 %)) 0BT 2K
SOl 2 OYSHHRIT, REOFLEEHFE L 15%OHHAZEZ 5 b0 12 fHd 1 ELLF T, £25%
DFIPAZEZ D b DRI T,

PLE, 72 88 20mgl B IE T OF 288 2 A (T v I v 2 U8 40mgl HIET))
LHHR LR R TOSRMEICE W T [EEN R 5% 0 BERRAIO LY PR SEHRBRT A K7 A
V] OHEREMECHES L2 LD, EMENICRSE E Al Sz,

(Vs H A7)
BHRE (%) pH1.2 (50rpm) BHRE (% pH3.0 (50rpm)
100 100
& AT 80 ===
60 60 e
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20 —e— FIL I HILA LEE20me THEL 20 —e— FIL IR E20mg TBET
: == FLEHLAEVEON BET n - a- FLEItLAVEEOm BET
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R (70 BERE (0
HHRE (%) pH6.8 (50rpm) FEE (% A< (50rpm)
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80 ’,:k'"—- 80 /&—-"’
60 AT 60 e
40 st 40 A
20 o 7 —e— T IR 20 THEL 20 ,” —e— FIL IR EE20mg THETI
; & - = T SHLS R0 THET) ; == TSSO THETI
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BER (7D BERE (70
EHRE (%) pH1.2 (100rpm)
—— T It §E20mg THE T
- == FIHILAVEOm HED
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10. B3 - A

(1) FRMIRELGESR - BF. NEI’RKRLER - AEICEHATLHER
% LR

(2) A%
(TILEHIILZ Uk 20mg THETLD)
100 & [10 #£X10 ; PTP]
(TILEHILEZ U 40mg TEHETLD)
100 &£ [10 $£ <10 ; PTP]
200 & [H7 A5 T @ HIRAIAY ]
(TILEHILEZ2 i 80mg THETLD)
100 &£ [10 $£ <10 ; PTP]
140 & [14 $£X 10 ; PTP]

(3) PHEBE
PR

(4) BHROME

Wk 7e4 PTP w3 v

iz

TIIVZ EE

20mg [AET] [PTP KUt =, - KUt = B

o 5 UVFUERT 4V, TAI=R L HT A
TP E BE

AN Fyov 7 R Ly
40mg FHEIJ © I Q = =] SR —
tr—:7AI=gh - R) T L UEERER  ARELSTA b
FIYLE L BE BT 4V

80mg HI[ET |

1. BRI ShLEHME
B R L

12. ZDth
MG T L
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V. ARICEYSEE

1. BREXIEPHR

e I SE

2. DREXIIHRICEET HFE

3.

FEEIN TR

RERURAE

(1) AERUVAEDHESR

WE, AT AI AL Z o L T40mg 2 1 H 1 REO#E 535, 72720, 1 H 20mg 65
Z B LIRS & 5,
7R¥. AEH - RIS E VB EEET 523, 1 B K5 &1L 80mg £ TLT5,

(2) RERUVRAEDOHRERE - 1780

MR L
4. RERUVAERICEET SR
T.HERUVARICEET 38
FEEOH 5 BE K G T 256, AKGEIT1 A 1E40mg &35, [9.3.2 ZH]
(figin)
JFREEE Bk 12 #] (Child - Pugh 298 A (BJE) : 8 i, B (W) : 4 #l) 2% & L=
B (20, 120mg O HL[ERE 1 5) OfEF RN EA_FRERF DI U T 7 v ATE <, 20mg
F 5D Cmax, AUC (0-o) [T AIZHERZZET 4.5 LY 2.5 %, 120mg & GRF X2 2
SRR 2TE@mhoTeZ et HEELMED BE AL ZEGT 256, H5EZIKRIAET S
VBRI S e GMEAT —%) 9, [16.6.2 S ]
FHEEM Y EE (Population Pharmacokinetics) f#EMT OFER. FFAEGEDIL T L7 AST (GOT) &
ERE (>60U) IZBWTZ U T 7 AN 64%IE T L, Cmax M ONAUCo-NFE <L 725 Z RS
7= (AARANLOSNEANT — %) 9, WA OUERM SCETIE, FFEELZ LD @i ERFE X, 11 B 40mg
OHBEZBZ TERGLARANWIE] ERESNTWD,
5. ERERRLIE

(1) BERT—21Rvr—o

B R L

(2) BRERFEHER

DR L

(3) AERBRREER

B R L

15




(4) BIEMEER

1) ENMEREERR

17.1.1 ERERREER
TN I P NH T TR ONT, @IMEIERE 2 RRE U CHEM L -2 —E SRR O
B TAIVE o OFHAERRD b 9,
Flo TN IR T TR ONWT, ZEHER IR 2 G T E N T L7 RISV T,
PHALHIE DOxI G L 7o o 72 449 Fild, AR S HE - HEOHPHNIZI T 2 AR RBRAE (419 1)
U TOEEY ThoTo D,

S, R ﬁﬁ%(?%@wﬁz% _ _
HIERGE] ZETe PHERRE] & FR<
A RENE i 1 76.8% (284/370) 82.1% (284/346)
BIEE A LD & I EE 65.0% (13/20) 65.0% (13/20)
EEIE i I E 79.3% (23/29) 85.2% (23/27)
&t 76.4% (320/419) 81.4% (320/393)
2) ReHHER
YR L
(5) BE - WEHHR
B R L

(6) AEMEHR
1) SEARERE (—REAKERE. HECEABRERE. CARBLERAE). REHRFTERT 4R
—RRE. RERFTREBRAROAR
M ERR L
2) RBEHLELTERFEORNENITEREL-HE - RBROBME
Y L7R0
(7) £k
Y L7
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VI. EMEBICEYSEE

1. FEENICEEHSLEMNIIILEYH
TUIOFT L R IEE
HE  BEEOD LAY OREE - RS, BFORMNCEELSRT DL,

2. ¥BEER

(1) {ERERLL - VEFFF
FNIYNLE ATFEICMEFR/GOT o OFTF v (A1) 247 1 (AT1) ZREIZHEWT,
AHNFEWE THDH AT ERRIICHEPT L, T O mE IGEER 23642 2 Lo X 0 BEER 2%
B2, 7AIVE 0 ATyVRERBEMEZE < (Ki=3.7aM) . AT 5K DS\ fE#E L 72
W, TV IHLE E 10~1000nM ORGP T, A-THZ K 2 fgH D 5 5 KREHIREE A O ifi 8 IE
IR | IRERAFIICAH T ICBE S 5 & TR RIUHEE 40~50%4Mil 3 5, F72EAYESE 120
SBICBWTHEERIMEEIS 27~ L, ERFHNTH D, 72, 770X =0 NfEHETH
%5 ACE (F=F—F) 1T L CITEEREL KIES RN 9,

(2) EDZERMIT SRR

18.2 EE1ERA
TV B MAEMEEINE T v b~ Img/kg O 4 HEHEFRE D& 52XV A KT 55mmHg
DOEEEAZ R L, @IEBREIET v b~0 0.3, 1. 3mgkg ® 4 HEERGEEOKRECEIY., Zh
ZHUIKT 238, 22, 38mmHg O EAEMHZ 7, Flo b T AV 2=y 27 7 v h~®D 0.5, 1, 2mg/kg
® 21 HEEEE ARG Y, FNEFNEEKAT 33, 57, 72mmHg OBEER 27577, £ET/LIC
BT, EKTHO U AN FEHRTRO AR, BlEESIET v b~ 1mg/kg O H[A#%
O#51%, 21 BB Bicbh 7z 0 B ARBEIEERZ R, L=y T oF 7T o v ke s dk
FRUTARZH=7 AP LTS 0.3mgkg O OEENSHEERBEEEM%ZR L, 1mg/kg
OO EET X0 BEIEEIL 7 RERERET 5, 7208, B MEEIC 3 2 B EER X5V, FIlRA
FOA N o MEFAIE OBFIC L 0 TV ¥ v OREEERIZE R S5 8 1017,

(3) {ERZRIERFAE - Frbs
Pl v/
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VI

1.

EVBEICEYSHEE

meREDHR

(1) AERLAEVWGOLFRE
MR L

(2) BERERTHERESIL-ODRE

16.1.1 BEEHE
AHENE & I EAE B 127 LV L & 2 20mg, 40mg., 80mg (7 7BV A) & &1 I HRIRE 0 5 (20mg
BE 314 (B 22, &Mk 9). 40mg Bf : 29 #] (22, Zctk 7). 80mg Bf : 30 il (5t 18, 2otk
12)) L7zt & OEPYBRE T A —ZIFLLTFTDO LB ThH-o72 19,

= Cmax tmax AUC (0-24h) t1/2
B 5B
(ng/mL) (h) (ng * h/mL) (h)
20mg
33.84+17.37 6.9£6.2 424.65+232.25 24.0+11.0
(n=31)
40mg
78.52+32.72 4.6+1.7 807.41+334.76 20.3t12.1
(n=29)
80mg
( 30) 365.81+253.08 3.611.2 2304.54+1522.85 20.9+10.6
n:

(CF¥)E+S.D.)
Fio. BARAKOSME A OEERERAK OBEIZBWT, 40mg BLE (B 7' AH S L ITEK) O
S E&THEIRU EOBRED LA NA I, Crax CEDMHEPIIAEZETH D Z LR INTND, Z0
By & LT /NIBEEC O G RE D IR K ONFE A~ D 5 A ORI DB 57233 2 i 5 18- 21,
16.1.2 RERE

AREME R I FAE BFIZ T VI YL H > 40mg, 80mg (B 7&Kl % 1 H 1[0 14 AEEZICKER
A% 5 (40mg B : 10 1 (Bt 6. otk 4), 80mg BF : 10 Bl (B 7. &tk 3)) Lizé &, ©HIL
BETHD 14 HHICHIT 2 MAETREMARREIT, FE5#% 2~4 R CTRRMEZ R L, DEHRAIIET
L7z, F£72. AUC (2um O BREH L2 EREEIL, 40mg KO 80mg 5 TENEI 1.91+0.53
J(01.6110.62 (FEJEESD.) Th-oiz 22,

o Crnax tmax AUC (0-24n)
R R (ng/mL) (h) (ng * h/mL)
40mg 1HH 85.78 £45.25 4.0t1.6 1030.16*598.93
(n=10) 14 H H 166.51E88.49 3.4%+1.0 1930.61+1155.91
80mg 1HH 259.50+137.14 2.9+1.2 2288.28 £956.39
(n=10) 14 HH 436.621+-219.36 2.310.9 3203.57+1710.92

(CF¥)E+S.D.)
14 H H D Cumax X OV AUC (0-24n) & BLBNH3 T T235E . & FIEO BT 5 Lotk o buld 40mg ¢
HBFC 1.18 XTY0.97, 80mg # 58T 1.77 XUV 1.69 TH Y . BiEX v bt TEWEIAINRD b
77
16.1.4 {EkE
A AN K OSE N ORI BT 2 W Eh e 2 5T L7253 Cmax XL OV AUC IZEARZEDRD H i,
80mg UL E D5 EIZEB W TE DM AMNEEE Th o7 18 19 22

18



16.1.5 £YPFHNFF1EHER

<T NIV NH BE 20mgl HIE T >

T YL BE 20mg HE T IE, [5 &3 870 5% 0B RA O AW RSB T A R4 >
CER 24 22 H 29 H  3ERFAIE 0229 5 10 ) | IZHESE, TAI P U 4A0mg/ HIE L %

RAERIAI L Le L&, BN E L EWFIICFRSE & RS 9,

<T NIV NH BE 40mgl HIE T >

BFREIR S O FRENRER T A R T A EO—EIEIZ DWW T (P24 42 H 29 B A%

A& 0229 F 10 5)

FIPNE b A0mg TAET] KOS AT 4 A8E 40mg %, 7 B A4 —_"—EIc k) ZhEh
188 (F/VIHPZ & LT 40mg) FEERABMEICHEHEEROKREG L TfEfh 7 v Iz o
EARE L, 50N MEHRE T 2 —% (AUC, Cmax) (22T 90%(5 X VA THERHRIT %
ITolofE R, log (0.80) ~log (1.25) DOHPFHNTH V. WAIDO LY FHFESEMHEDHER S Lz 29,

BERERRABMEIC BT 2T VI RGN T A —4

it T A—4

BENT A=A

AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TP H U BE
1282.5+825.1 143.8+100.3 2.11£1.13 17.9+5.7
40mg HET |
S HINT 4 ABE 40mg 1256.9+721.9 149.7+93.0 1.69%+0.95 | 20.4*8.9

(ng/mL)
240 +

120 +

T TSRS, BE

60 -

(1 $2#%5-, Mean+S.D., n=55)

—@— FILIHILE8E40mg [HETL]
v IHNT 1 REE40mME

1§55, Mean=S.D., n=55

2

1 5% SR I HEHERS

60 72
¥ fE (hr)

MAEFPRLEEN NZ AUC, Cmax FD/3T7 A — 2|3, #BRE OBIR, (RIROERIUAIEL - R 55 DBk

R L > TERRDWREMENH D,
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<T NIV NH BE 80mgl HIET. | >
B EIR L OEYZFEHREERBR AT A BT A VEO—HREEIZOWT (FRk 2442 A 29 B A%
AH 0229 5 10 =)
TP L B 80mg [HIEL) KO VT 4 A$E80mg &, 7 B AA—"—iEIZ LY ZhEh
188 (TAIP &L LT 80mg) MR ABYEICHERHEERE RS L CiEh T I3 g R
FEZHE L, /0N IEYBHRE T 2 —% (AUC, Cmax) (22T 0% IX HEIC THEEH#IT &2
ITo7 k5%, log (0.80) ~log (1.25) DOHIFANTH V. WHI DALY FHIFEFEVEN TR Iz 29,

BERRRRABMEIC BT 27 VI YT A —4

HENRT A—H BEIINT A —H
AUCo-72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TN YK B
3136.2+-1534.7 918.8+507.4 0.92+0.39 [19.9*+11.6
80mg [H[E L]
SINT 4 ABE 80mg 3178.91+-1608.3 1036.7x=703.0 0.97+0.44 16.7%+9.6

(1 #2#¢5-, Mean*=S.D., n=24)

(ng/mL)
1600
—@— FIILIYILE4E80mg [BEL]
A 3ALF 1 R5E80ME
%1200 - 1§E#% 5, Mean+S.D., n=24
i
>
v
}Blt 800
s |
=
=
B
400 A
0n : T 7 Al : 1a]
0 12 24 36 48 60 72

B (hr)

1 55 p SR I HEHERS

MAFEPEEIF N AUC, Cmax D/ 37 A —X %, #EBRE OB, RIROERIEIE - B2 0RBR
KM L TERRDREMEND D,

(8) &l
B R L
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(4) BE - ftREOTE
TEEERR NS 1 20 Bz, T A IV Z L 40mg (B 7EAAD) ZHEREOKEG L L&, ZERES
ZHEAR BB T tmax N IEHE (ZEJERF : 1.80.9 IFf, &% : 5.3E1.4 Fff#)) L. Cmax 2% 57%, AUC
S 32%IK T L7z 29, [14.1.2 ]
(TViI. 7. MRAEAER), (VI 11, @A EoEE] OESH)

2. EYEERBNTA—4
(1) BFAE
AN -y
(2) BRIGEEEH
MR L
(3) HEEEEH
Pl vz
(4) DUVF7S3VR
MR L
(5) HMEHE
AL v/
(6) Ttk
MR L

3. BEE (KE2L—>av) @
(1) A
LR L
(2) 185 A — S EMER
B L

4. R
MR L

5. %
(1) Ii&-kxESFEEE
MUERR L
(2) Imi&k-RadkEarE &
(IVIl. 6. (5) 4k OHESM)
(3) Eit~DBiTit
(TVIl. 6. (6) 3wl DHESH)
(4) HE~AOBITHE
MUERR L
(5) ZofioBm~DBITHE
EEER L
(6) MPEAKEEE
Z v FEOE FOIMIEEAEERIL, in vitro KON in vivo & HI1Z 99% L, ETH -7z 29,

6. R
(1) REEEIR UK BHRR
MR L
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(2) RMICEETSBFE (CYPH) O5FE, F5X

AFNT, L LT UGT B (UDP-Z7vzw /o b T 02727 —8) IZXD7 V7 n gias
ko TREI SN D, [16.4 ]

(3) VEEBHNROERRVZDORE

RUERR L

(4) REVOFEOFERUESL., FELRE

EFER AN B 5 il 4C-T VI YL & v 40mg ZERIRINR G- L7 & & AR A RE D 84% LA 23
REERTHY, BV IIT VI a U BEGERTH 7220 GHEAT—%), [10. BH]

. Bt

R A B FICT VI 220, 40, 80mg # ZEERFICHAIRR OB (BBE6 ) Lz & X, RE
BRI & A CRPICHE S, #5% 24 BRI £ TOEBHBRBR PHEERIE, WTho 58l
BWTH 0.02%LL FTH 72 27,

TR A B 7 5 Bl UC-T /LI P 40mg A ZEERFICHERR OG- L7z & & 514 144 i &
TORFHED IR K O FE R EEIRIZZ N Z 0.5% K DN 102% ThH VIS iz T /v I vz
DRFRGy DI Z ST L THEPIZHRME S Tz 26,

b5 Y RAR— S —I<BT BN
MR L

. BREICLSBER

(Tvil. 10. #WEHRE] OHESMH)

10. BEDERZETHHE

1.

16.1.3 RE2L—23 Y7 7—VaAXRT 1 REIH

AARARUOANEADIEEST —2 ThHAHIRE 2L —1 a7 7 —~<vIAXFRT 4 J AT OFRERNS ., 7
U7 T A3 ktEL 0 BT 39%m< . LHOBRBAEEL Y HEnC LAURIER I T 9,

16.6.1 BiBgefEREE

R RERR E A fE O E  EIE R 12 6lC, T I YL Z 2 40mg (W7 BAA]D) A 1 H 107 HEX
RO Uiz & & BHERE R AR T RE (6 61 (B 4. etk 2) (ifiE 7 LT F = A 1.5~2.9mg/dL)
EEEMRTRE (661 (B4, &ME2), MiEZ L7 F =l 3.0~4.0mg/dL) & OREIZIRMBIEH
INTA=ZOETHEO bR hoTo, o, EFBEHRED & MEERE & L T Cnax X TVAUC (2
TR SRR Do T2 29,

16.6.2 FFiRefEREE

JpEE E RS 12 41 (Child-Pugh 2338 A (89E) : 8 #l, B (FF45E) @ 4 ) (&7 v H L% > 20mg
J ¥ 120mg ™ ZRE NG Uiz & & @R IS U Cmax 13 4.5 (5 O 3 5@ <. AUC 1% 2.5 1%
K27 fF@no7z9 GEAT—%), [9.3.2 2]

F) HEEOH L EBEIZEGT L2580 KEG®IT 1 A 40mg Th 5,

Z0ft
DR L
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VI. £t (EAELOZEESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2R (ROBHIZEIBRELEWNI L)

2.1 RFN ORI Uil BUE OBEERE D & 5 BE

2.2 4T UFEEHR L C WD AR O & 5 etk [9.56 S ]

2.3 JHI D43 TEWEE T EERTFEEDOH 5 BE [9.3.1 1]

24 7 ) AX LU T R ARG R ORERFBESE (72720, thoREEREEIT> THRBIMED =

YhE—ARNE L AROBEERL)

[10.1 Z]

(fiah)

2.1 HYREO —RIFAIE L TRE Lz, tho7 o o4 T v v T EEETA] (U ADSZAE
FERAIENET) LOT v oA T v o EREFER] (LT ACE BEARI EMET) ([ bREOE
BEAG#EH I T D,

2.2 Al ZHAEFEH A KL O ACE [LERIEOEEFETH D,

HEUR R R ORI AR K 2 & de AT S RIRTSHUA 2 B 5 S 7z @i 9E O B3 CEAGRAE, IR
W HAEROET, FrAERORNE, B4, @mh U v AME, BEEOEREA SR K OEKIEDIE
IZE 2 LHEI S D U O ifE, BHBEBEE ORI, MOBEARREND b L ORERH D
29)

2.3 AFNIRZE KL LTHIF & A ERPICHRIE ST, KO3 ET A2 LT, 77 a Ui
HRE LTEPICHRE SN D, 16> T, B OHRA R Z T D L9 REBESEEZRIFEE D
& 5 BF TIHEARAINEIMN P SN TERT 282101 H 5,

2.4 ATl Z A RHEHIHI K O ACE FLEAIIL@ O EFETH 5,

2 BUBEIRIRE Z 5t & L C Al R EEHIAI UL ACE BEARNCT U AX Ly 7~ Liglg %
Fed P G U7 iBR o P RIMEAT IR T, FEBUEERM AR T, BERRERRE . & U U A fE & OMKI
JED Y A7 3@ E D ATREMED RE ST, T DB OEMMNT CIE, BFEZET 021, mH Y
¥ A UE & O L OFEBL=R DA B 72 EH RGO HAL TN 5 30,

3. MEXEIHRICEET SFTELTOER
BES N TV

4. BERUVAERICEEYT TR LTOER
(TV. 4. HEXOHEICEET SR 224052 8,)
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5. BEELGERNIELTOER
SEELEXMIE
81 B EERICE S KA, HFEV, S00Z0NbobNAZEnHADOT, mEE, BEHEOE

RGO B 2 BT 2 RICITEE S5 2 &,

8.2 FltAl 24 BEIIIRG- LW Z ENLEE LV, T o oA T vy v DB REHHI G- o B 1

BRI S O FAT IS L =T AT v R OMENWENC & 2 &R A i AR R A 2 3 R REME S

»H5b,

83 KAlzEeT v AT Y U REETARGHICFREOEERITFEENS Lo LD

WMENRHDHOT, FEEREZEET 572 L, BIEE2H2ITH> 2L, [11.1.5 2]

(fiA)

8.1 MEAPLBEDOETEEFH TH D, AAIHGZIC, MK TS Kph, BEEEENH DD
k%nﬂ%é_&ﬂ%\%ﬁﬁ%ﬁﬁi\E%E@@& F@%ﬁo%ﬁ%%%#éw IR
TLEORETLHZ L,

8.2 ANl Z AL HIAI N O ACE FLEAIFLBROFEEFIHTH D,

FTRFICIE, ROLSPCHRFEEOMHEMIC L2 MERTICH LT =0T AT o U RBAUE
PEICHRIE L CMERHERF SN D 2 &3 D, WATNCARIZ T2 & Z OB ER T,
MAEHEFRFDRE IR DB ENNHDH Z LD, FvAT 24 FFRIFAFIZHEG LW EREENR
5o

8.3 TN I WX AT, TR (FFREREDE(L) B@E SN TWH Z b, HE (VL
Y mh g2l vs) ERBRIZZALIEROFEIUTEET L2 &, %’Kﬂii’
HHCHEE SN S 720, IR (FSREDEA L) ORIUC L 0 IFEEEME T L2581 AK o
HRED EST D ATREMER & 5,

6. WEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEEOHLHE
9.1.1 MAMEEHREEOHSBEXIFBECEHIREEOHLHBE
R L2 G0 E I SN DA ZRE RIS 2 2 &, Bt &ORD R BRI A+
DR TIZ L B ICE AL 2 BEZW D H D,
9.1.2 BAhY Y LMmMIEDSHE
BRE L2 GV EH SN 256 4kE, BTS2 2L, &0 UAMEZEEIE LB
ENndH D,
Fio, BHEEREE, 2 hu— L AR ROBERFEICL D MIED Y 7 AMERE S 720 LTV EE T
MmigEH v o MEICEETDZ L,
913mmmﬁiwﬁéﬁﬁ
WEORENMIEA2EZ5| ZEZ L, WEEELIEIBEZNRH D,
9.1.4 BMELFEERETPOBRE
BHEPOEGEZHG L METH2EAI3MHmAIITI 28, QHRNER TE2EZTBZNNH 5,
[11.1.4 BM]
(i)
9.1.1 ATl ZARRHEHIHI K N ACE FLERILBEOREEHIETH S,
AR B AREEZE D & 2 BE T T 4T v v v 1 A3 AR BN 2 I & B CORERIRIE IR £
DREFF STV D, 2D XL 9 REHEIZ ACE FERZ KT 5 LB RN LR U, SRERIANE
WEMET L TRENE(LT 5 Z LM bTW5D, ANSZAEERETATH 5 AF G RAEICIEM
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THAREMENE X D,

9.1.2 A ZBRFHIAI K OV ACE FLEAILEDIEEHIETH 5,

AN ZHEIEHHNLT v RAT 0 o3z il 2, o TRBIOEGIZLY 7V RAT v 5y
WHRHHI S, MEI VU L% LR IEDAEUENEZ LD, ZOOEA Y U ANMEDERE
IZBWTIE, AAIOELGICEVEDI Y U AMEZEEIELB8EZLNH D,

9.1.3 MMM ERFEED & 2 BH TIL, M O —FIZ & EOPAE e EMEEN 4 L TV D5HE1%E <,
Z DIFZES &0 A O RG M LG EA Z2 RAE T 5 72 O BcRIRICHEE L, I IILE OHLIE Fiae )3
KFLTWD, 20X 9 AR TIXERIE OIR RISk 2 SOSHE2 55 < | MM L3R 0O 7 CIIiK
AT EAHERF LD 5 < 72 0 Z M oREBIZHa W 03 < 722, Z ORAE TR AT i B3 Jk b3
% & AR MR B IZHE Y . e E A X 72T 2 LD, BIEAIOEGIZE Y EFLo X 57
HEREDRTARBZ D LMK T 23S EZ L, REZELIEIBZNNHD Z LD,
i & B D & 2 A I EE R G- & LT,

9.1.4 ATl ZAEAEHFHI K N ACE ERILEOEZTHIETH 5.

FRAE T, RIREORBINCE Y L= AEERTUHE L TN D 720 ARAIOR 512 X 0 2047 i
JERTFEREZTBEARH 5,
(2) BREEESRE

9.2 BEHEEERE
921 EELEEET (NFI/ L7F=E3.0mg/dL LLEDIFEE) OHIEHE
BHRE A B S DB ENRH D,
9.2.2 MEEHPDEE
BHENGERGZG L, WMETL2EEIIRAIITI 2 &, MR MERTZEZTB8ZN1H 5,
[11.1.4, 13.2 ]
(fiRin)
9.2.1 ATl Z A RHEH A K O ACE BLEFLB O EHIETH 5,
PPK it (HARNRUSNEAT —2) YOFERN S, BHBEDIR FIC X 570 2412 o H o
I UT T UANDEBIIRN EANRESNTEY, ANBE~OEBII 2V EEZ SN, £12
EN ORI R0 6 | BEES UM RAREERIZA DN o7, L EDZ ENBE
HHEDIK T2 EE L AEMREIILE W E X b, ACE LEAITBREERNH D & &
e H b B ENR &2 SRR T 2 - OB E O FIC X W B EELZE 52 &2
BN TS, AUZEERIETRITH LA RBRICERT 2 B8ZARNH L Z LD, HERS
E L7,
9.2.2 ATl ZAAAEHHI K N ACE ERILEOEZTHIETH 5.
FERAE TR, RIEEORIICE Y L= U fEERNTIHE L T D72, ARIOFK 5 X &% i
JERTZEZTBENRH 5,
(3) HHEEEESRE
9.3 Fr#REMEE BE
9.3.1 B0 EBHTEVERERIEELHERTOHLESE
&G Lz &, [2.3, 9.3.2 2]
9.3.2 FrifteEEE RS
AFNTI A IS SN D720 TAIYALZ DI VT T UAMEFTHZERNH D, £,
NENZEB W CHREEERE TARAOM P REDNK 3~4.5 FLEATHIZ EnREINTWS, [7.,
9.3.1, 16.6.2 &M ]
(fi70)
9.3.1 (IVI. 2. ZxgNELZOHEE ] OESH)
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932$ﬂﬁ$&bf%%¢’%ﬁéhé*&’tlbk%ﬁﬁ%éo
JFbEE B 12 44 (Child - Pugh 738 A : 84, B: 4fl)) Zxt4é LR RIZBWT, K@)
£A7f % (Cmax, AUC) [TMEFEMAICHL EHT5Z RRD LN, TOERKE LTI
AHFNO R P PR BAE L= b o Ll STz GMEAT—%) 9, [16.2.2 &]
TP g CBEID PPK EFTOREFR O, IF#REOIX T L7z AST (GOT) mfii#t (>60U0)
WZBWTZ VT 7 A 64%IK T L, Cmax KON AUCo- @< 725 Z E0RrENT- (AARA
FOSNENT—4) 9, LA EOFERZ S QNI O URAF SCE CIIRIE - 45 O FR B ClxiE
BLTHATRETHDZENRHEINTND I HBE L, HEAERGE L,

(4) 4WEREZEART SF

9.4 HHEREEZHT S
9.4.1 BRI S ATREED H H X%

HIRL TWAZ EN PR ENT T V4T oV U EBMBRILER T T 4T v TR
PR ZHEH L, B - FAER~ORE (B2, #HE - i - BORRAE, BEE) B b
TN ST 5, 3D 32

AR OB HITN D, RNBEROGEE L EE L CABIRGOLEM 2 EEICRH L, 1B EOALR
PENERME A EA D Sl SN DA OREET 528, i, BEPULERGEITITROER
HIEICHEET D2 L, [9.5 2]

(1) AABEGFIGANIER L TW RN L 2R T 52 L ARG TS, BIRLTWRNWI &%
EWICHERT 2 2 &, BHEFITHRSH L HA1I0E, BEbicgbs2hibd52 L,

(2) WOFHIZOWT, AR GHMGRFICEZFICHAT L2 &, Fio, BEPLRMEE UHY
5Tk,

CAHRTICAR 2 LA, BRI - BERICEEEZ RIET VR BHDHZ L,

ARRDVHEIB L7 3B DN DAL, BT YEICHRT D 2 L,

IR Z FTET D551, HEEICHRT 2 L.

(fi)
AR TIC ARB X3 ACE-1 Z it L. MIRE~ORENEDON DIEFINRE SN TR, ZoHIZ
IR E ST 2O OEELDEH SNZAI LB b TN D,

(5) b

(6

9.5 LE4%

BB SOXIEAR U C WA RTREME D & D e EIZIT & G- L7e W2 &, &G HITHEIR I L 723561121,
BTG ERIETD 2L,

TR M ORI C A HN 2 B e T v VAT o v M BIEREHAI LT v P4 T v g
FHEAZ 5 S BE CHKRmAE, BIE - HiAEROR T, HiAaRoRnE, BRe, s v
LMSE, SHEE O AR 2 M ORI /AEIC £ 2 & HEH S 2 WL O WfE, BB OFE, %
BAREENDODNLOWERDH D, [2.2, 9.41 ZH]

) R

9.6 ZELbw

BILLARWZ EREE LW, BER (T v ) THLHF~BITTD 2 ER/MEIN TN D, £,
B EHR (7 v MUAER, HAERORER OB OKRIZET 235) © 15mg/kg/H UL EO#
HRECHAER D 4 AAEGFREOIRT, 50mg/kg/ B £ 55 C HA R ORRE & OB R I E O BRIE D WAl
INTW3,
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(7) INRZF

9.7 NE%
AN s G & U T2 IR ER R BRI T S i L TR,

(8) EinE

(1

(2

9.8 HinE

—HRICIBEORBREITFE LSRN E SN TWD, MEZEENEZD2BZNNH 5,

(fiftan)
R ~DOREEIBEIH 72> TORRFEEFHE ((BHE~ORG IR D ERAERKL O
EH EOFEZEOR#ICOWVWT], P44 4 H 1 BAEZ305) &L THRELL,

. HE#%RA

10.18E/ERA
AFNL, £ LTUGT L (UDP-Z V2 ua /) VS50 A7 25—B) ICkA VT ar g
ko TR#Ens, [16.4 ]

) StRESEZFOER
101 SFAZEE (BFALAGNC &)

SEHN 4, % BRI - H & 71k R - faRIK -
7Y AFL LT LR FEBFEMER 2SR | BRI E . SlL =2 - T o U AT UV U RE
UL B Y Y NUE R O HLE 0 U A (2SR5 S 2 TREMERS & 5,

(BEPRIBE T 256, |7 B HE ST 5,
7272 L M OREEIRIFE 21T > C
baBimEDa s hr—/L)

FELSARROBEERL,)
(2.4 2]

) SERAEE LT DEE
10.2 BtAERE (HFRICEETSHC L)
FEFN A4 BRARIEIR - $5E 714 By - fabRR1
Ak My T RN EH U & B R
DHEN B 5 33,
A1V T SRFFERI IR A MigEH Vo LREN LA T 28200 U LB ERN#ERT 55
A¥m /)77 v nnd s, Zhnd b,
FNUT AT L fERRIN -« FrICBEEREREE D b
710 U LA A % HBE
U F v L TV FT v BRI ER A T IEI AR ThH L3, T
IREEY F 7 L EOPFRHIZE D UV F U LAREEZE| N UL A ARRIZY F UL
T EBRHEESN TV, AF DI ERET H &b
NTWLHed, AKAIRTF YD
AP AR 5 2 Lo L v i
ZhEtEZLND,
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FHN F BRI - H1E 1L FEFY - [ 1
) R e A5 B AR T 2 - T B E M FIREEEA TIREEZ T TV D
7utI R, NI Z7aArAF b0 T, KAENDESZBGBEICIT L= 3N TTE L T
AN L, HETHHIIRL T 20D ERENEL ., ARINEHL

[11.1.4 ]

&o

V%)Tl/\o

AT v A MR IE JE
(NSAIDs)

ARERIE AW EN L0 D L EEE
DD EBETIIAMEREEZ I &

TaRR T TV AR EE
Ficky, BimiEMETT 5

2 AREED B 5, mHEELZLND,

M ESR O R 2 S8 5 2 &N EIEERZ2FT5 70 A4

MEIRTW5D, T DERPEEIND
7=, BRI MLER FIEM %
WHISELEZZ LTV,

VT oA T v R
EAERIAH T8 S 0% ATREMEDS &
60

SRR E 2 B E S
U7 L e K O i+ Z &2 Z 9%
TN H 5 39,

VAP AV IR ke

#l

eI R

B REREE . S Y U A iE & UMK
MEXEZTBENRH D, B,
eGFR 7 60mL/min/1.73m2 i D
BEHEEZEOLLBHE~OT Y X
XLy E DI O
TUITTRIE Lo 25700 &l &
NOGEERIRETHZ &,

TUVAF LT VR

(fiah.)

W=y WEAT—H)

AR TR TH D8, & MR 2EWHAERORBER S, fFAICEVIF YTy
VIBEDO ERNED SNZO T, REGREIZHE S S L,

FEEERA 12 412V 2% v 0.25mg (A& 5& : 0.5mg) &7 /L3 HLx o HK 120mg % 1 H
1087 AEREGREEG L, THRY IR o 2Bl E L- & & ik LT,

AHNEDOPEHEE T B#OIMY Y TX 2D AUC, Crax X Cmin (X, ¥ 2% 2 0 BUMEE 5REZ I
NENEI 22%., 50% M 13% L5 L7z 39, L O X2 MF Yy T o A RED EAIE,
Ca #5514l ACE PHFAISE O @ M EIREASCHIAREEARA C b G ST b, Dis~OFITERIZEE
HEF 5030 —2/KOv IR RETRSEFREBORKRE (M7 7)) &B26 TS,
VAR MBI T AT VI L H VHKIE O3k O O M Y TX D Crin
BT D 90%EHEXME AV TR L& Z A, Cuin IS8 L CITREZ LTS RV EEZ LN,
WY U LERERIRAL. 7Y U LKA

AT ZHFEFEGH R O ACE AFAIBOHEEFHTH L.

AN ZFEFETHNLT )V RAT 0 O5WEMfIT 5, o TARRAIOEGIZE Y 7V RAT r 25y
WO S, MiEH Y 7 L% EFSEDAHEMNEZ BND, 2D h U v MMERREFRIRAI
VU LMiREA E OPFRICE D IMIED VU AMED ERTHBERRH 5,

B 77 L5A|

e B P 1T AR728 . ACE BHEAIE UV 7o 28K L OffHIC X v, MmyF Y 77 ARO[ R
bR EFEERETIENRESNTND, £o, TAIPAZ UBFITHMEY TV LREN
ERLUEZEo®E Q6] WAOFEERTTREHRE) Bd b,
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(

—

WIEAT oA RYEFIRIESRR (NSAIDs), COX-2 #RIBHEH]

INOOFEANIT AR T T D o ARIAEEREZ AT 2720, BlliEZ K FSE 5, 2070,
BIEEDOH HBEIRGT 5 L. REREERENS S ST L, BEBAREE 5 & 23 aTREfENR
& 2 35, AFNELE i A E R 2 B IR B HRR LB RERE 2 IR T S ¥ 5720, 2 b O3EHAl L off i
DEIZITAMEBEAREORBUCERNLE L EZ N5,

T, INLOEKOT e RE 7TV U AMIEERICL Y, BRIEERSEESND 2 &S
INTWD 36030, it T, GHHOBITIIARANDOZ R OB B EERLELEZ b,

W7 VT Y AR L EA

AT ZFERFEGHI R O ACE BLEASLBEOFEHFETH 5,

ACE FREHIE AUSHREEFFAOHFRIZ LY L= -7 o OFTF v RIEERR R S, %
NENOBMPIEIZ A TE S U U AMIE, AKMEL O RE2O Y 27 B S35 A[REMRH 5 39),
W7 AXL o7~ g

AT ZHFEFEGH R O ACE ARFEAIBOTEEFHTH L.

L= T UFT v SR ILE SRR B R 2 S RIS PEER T S T2 O B E OIK FIZ X 0 B
EEAZEZTZENMOENTND, Fo, 7o VAT Uy TR L > COt#ET STV R AT e
YOS AE SR A M2 Z & D iE S U v A0 EFSMER T A5 X 2 REEMN H D
AFEEHEN L =V HERT ) A% Lo 7 VR ORI D . 2 S OER N ER XD ATEE
PENREZ BND, 7B, eGFR 28 60mL/min/1.73m2 Kjifi OEHEREREE D & 5 BE T, AAIL TV
AX L7 VBRI LA, @A U v AE, R ESEOFEFZORBEENFEL 25
HEMEDRH B,

. Bl{EA

11.8/EH
ROBWEHDR S 5OND 2 ENHDHDT, BELTHIATV, REDBHEO NG EIC3HKEG 2T
19 % 7 LG 2R ALE 21T O 2 L,

) EXLRIER & R

1.1 EXLEMEA
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24 Boehringer Ingelheim Pharmaceuticals, Inc.
e MICARDIS- telmisartan tablet

FIE « ik | 20mg. 40mg. 80mg

INDICATIONS AND USAGE

1.1 Hypertension

MICARDIS is indicated for the treatment of hypertension, to lower blood pressure. Lowering blood
pressure reduces the risk of fatal and nonfatal cardiovascular events, primarily strokes and
myocardial infarctions. These benefits have been seen in controlled trials of antihypertensive drugs
from a wide variety of pharmacologic classes including the class to which this drug principally
belongs.

Control of high blood pressure should be part of comprehensive cardiovascular risk management,
including, as appropriate, lipid control, diabetes management, antithrombotic therapy, smoking
cessation, exercise, and limited sodium intake. Many patients will require more than one drug to
achieve blood pressure goals. For specific advice on goals and management, see published
guidelines, such as those of the National High Blood Pressure Education Program's Joint National
Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce cardiovascular
morbidity and mortality, and it can be concluded that it is blood pressure reduction, and not some
other pharmacologic property of the drugs, that is largely responsible for those benefits. The largest
and most consistent cardiovascular outcome benefit has been a reduction in the risk of stroke, but
reductions in myocardial infarction and cardiovascular mortality also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk
increase per mmHg is greater at higher blood pressures, so that even modest reductions of severe
hypertension can provide substantial benefit. Relative risk reduction from blood pressure reduction
is similar across populations with varying absolute risk, so the absolute benefit is greater in
patients who are at higher risk independent of their hypertension (for example, patients with
diabetes or hyperlipidemia), and such patients would be expected to benefit from more aggressive
treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black
patients, and many antihypertensive drugs have additional approved indications and effects (e.g.,
on angina, heart failure, or diabetic kidney disease). These considerations may guide selection of

therapy.
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MICARDIS may be used alone or in combination with other antihypertensive agents .

1.2 Cardiovascular Risk Reduction

MICARDIS is indicated for reduction of the risk of myocardial infarction, stroke, or death from
cardiovascular causes in patients 55 years of age or older at high risk of developing major
cardiovascular events who are unable to take ACE inhibitors.

High risk for cardiovascular events can be evidenced by a history of coronary artery disease,
peripheral arterial disease, stroke, transient ischemic attack, or high-risk diabetes
(insulin-dependent or non-insulin dependent) with evidence of end-organ damage. MICARDIS can
be used in addition to other needed treatment (such as antihypertensive, antiplatelet or
lipid-lowering therapy).

Studies of telmisartan in this setting do not exclude the possibility that telmisartan may not
preserve a meaningful fraction of the effect of the ACE inhibitor to which it was compared. Consider
using the ACE inhibitor first, and, if it is stopped for cough only, consider re-trying the ACE
inhibitor after the cough resolves.

Use of telmisartan with an ACE inhibitor is not recommended.

DOSAGE AND ADMINISTRATION

2.1 Hypertension

Dosage must be individualized. The usual starting dose of MICARDIS tablets is 40 mg orally once
a day. Blood pressure response is dose-related over the range of 20 to 80 mg.

Most of the antihypertensive effect is apparent within 2 weeks and maximal reduction is generally
attained after 4 weeks.

No initial dosage adjustment is necessary for elderly patients or patients with renal impairment,
including those on hemodialysis. Patients on dialysis may develop orthostatic hypotension; their
blood pressure should be closely monitored.

MICARDIS tablets may be administered with other antihypertensive agents.
MICARDIS tablets may be administered with or without food.

2.2 Cardiovascular Risk Reduction

The recommended dose of MICARDIS tablets 1s 80 mg once a day and can be administered with or
without food. It is not known whether doses lower than 80 mg of telmisartan are effective in
reducing the risk of cardiovascular morbidity and mortality.

When initiating MICARDIS therapy for cardiovascular risk reduction, monitoring of blood pressure
is recommended, and if appropriate, adjustment of medications that lower blood pressure may be
necessary.
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5 SO

Drug Name Category
A=A NZ VT OHIE telmisartan D
(2021 4F 4 AER)

A=A NZ U7 D555 (An Australian categorization of risk of drug use in pregnancy)

Category 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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