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);l: U HRIK 0.5% ?’u’&%%é%ﬁ 7.50| Z{b7a L |7.10| Z{b72 L | 7.12
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IRT, 1 A2 LEIRE FROREZ L6 T 2 LRSI,



(2) BRERUVAEDHRRE
g - RH

V-4 RERUVAEICEE
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0.0015%1%. AIMER LML BIZT X ) T A M LTRRT 4 v b
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m14H@ﬁmﬁﬁ[h§ﬁfmxbﬁwﬁ(Ny%w:;ﬁAﬁm%€ﬁ%
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720 FRBMWEAIX. IROZ SR 14.3% (8/21 #i) . IRAE. AEK, IR
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(4) 1RELAIEHER

1) BNEREEAER

1) EEEZAL AT ELOSER
YRR L
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2$7mx%ﬁmﬁoom%(Nyfwn:vAﬁm%ﬁﬁ%ﬂ)]
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BELSX ) 7a A MNETIE 8 BT S RARKAEMSH L7-, F0hk
e PR E A ARIK 0.004%FE (187 #1)) DOHRE FREAEIX 6.6~
8.0mmHg Th -7, IRIEMOKE LY FEa—/L~ LA U 0.5%
AIRHERE (187 #1]) loxb3 2@, WIcT ¥ 2 7Fa X M (188

Bil) AR DIFHEIR S LT,

AREME (mmHg) O : TR 7o X Mg L FEr— /LRt

(Per Protocol Data)

. 7—)

B 8 B 10 B | 16 HKF
FZ AR A R 0.004%58E 19.2 17.8 17.7
FE 1 — LEE 20.1 19.2 19.1
RERTZE (0.004%FRE-FEn-VEE) -0.9 -1.4 -1.4
P fifi 0.0014 | 0.0001 | 0.0001
95%15 #H X ] _ERR -0.36 | -0.81 | -0.75
95%15 #H X [l T IR -1.51 -1.95 -2.12

FAEII AR E 73 BOTATIC K D s/ 3R ¥ & 9b% (R, MUE I
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7L BEH 7 — L LI ERE,

IRIEM (mmHg) OHEE: NI ART v X ME L T4 7R M
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Bl 8 M 10 16
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FEMZE (0.004%8E-74)7" v AMEE) 0.0 -0.4 -0.9
P& 0.8898 | 0.1700 | 0.0072
95%15 #HIX ] _ERR 0.61 0.17 -0.25
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AV I AR E 53 BT IC L B Ee/h 3 & 95%[EHE XK H, WMEIX
2HEAR t-HREIZL D,
=) BIEH BT — L LT,
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VFNOBEITRTORERRT * © p<0.05(vs FEO—ILX LA VEE0.5%)
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BIEREEMEEILZ. PI7 R 72 2 kb 0.004% A IRIEEE T 56.0%
(112/200 i) ToHo7-, EZREMEHIZ, IROF M 46.0% (92/200
B . IROARPEL 7.0% (14/200 61) ROZ 5 FERE 5.0% (10/200 1)
IR 4.5% (9/200 f511) | ARD Bk 3.5% (7/200 ) Th-o7T-,

FEO =L~ LA UEE 0.5%EO0FHRE [ F 7R 7 2 2 b AIRK
0.004% (R ¥La=v LA RA) ] 1w

JEU%E B Jis B A8 A PN I S U i IR SRS D A BN EBGE & 4 G & L 7= IR 2L
TEEHRIITERIEERBRICB W T, PR e A FEIRIE 0.004%
ZWARIC 1B 1, 1 H 1\ (200f) EFEm—L~ LA U 0.5%
ZWIRIC 1B 1, 1 H 28 (8L TN20KE) OOFHEEE (145 41) |
NiFTFEe— <A U 0.5%% 1R 17, 1 H 2\ (8FF&RTN20
BE) OHMEE (FEu—+7 78R 1396)) (2 CT6h ARMAIRL
77e TOFER., FI7AR T2 FEIRHR 0.004% & FFa—L~<L A
Bt 0.5%DFAMERE (137 ) L FEr—/b~ LA URHE 0.5% Al
FRIERE (134 #1) OIRIEEDOZT 4.2~5.0mmHg T, T X TOHER
SLUCOFH BRI T MR BB IC R A B RRE P2 R L, FEr—
N~ LA VIR 0.5% & OOFHEIEDH DR Sz,

AREME (mmHg) OE . 7R 7 v 2k SHRIE 0.004% & FF 10—
v b A VB 0.5%DFHEIERE (R 7 A7 2 2 K 0.004%H) & F
R~ LA R 0.5% HETERE (7T B ARRE)

(Per Protocol Data)

7 =)

B hRE Y

10 16
FoZAR7m A K 0.004%+F F
S LA R O R R 19.2 18.1 18.5

T ET— /L~ LA R EE 23.8 22.9 22.8

Bz (74K 78 & b
0.004%+F E 1 — /L~ L A #

SR FEn— L L ot | 46 | 48 | a2
ER)

P & 0.0001 | 0.0001 | 0.0001
95%15 #H X ] ERR -3.76 -3.95 -3.30
95%15 #HIX M MR -5.44 -5.64 -5.17

BAEIIAE RN E DI L DI/ ZFIFEH & 95%ISHEIX ], MREIX
2R tIREIZ L D,
T—)b Bl A & — L LT SEME,

BIER R BMEE L, P77 R 722 b 0.004% 5 RKEFE0—L~ L
A VRGO FIRIERET 40.7% (59/145 #) Th-o7-, TERBIERAIL.
RO FE M 33.8% (49/145 #1) . Mg (RIFEMIE) O 4.1% (6/145
) . RO, IR &K OIRO R REDN S 3.4% (5/145 #l) . AW
2.8% (4/145 ) ThoT=,

16



VR EE DOHER

(mmHg)  —@— SRIORSIEK0.004%+F EO—ILwLAV/BHIE0.5% (n=137) --M-- FEO—IL VL VEHR0.5%85H (n=134)
30+

WTNORETSTONEIAT  # : p<0.0001 (vs FEO—ILT Lo VB0 5% )
p<0.0001 (vs N—AZ4 ) SR -EE
] TGOS - _

2 HEOBH-BRERCCORD 5 — 2 ms osoiEmEm
B 24 EM"E- [ [ -
T -...E E _____ E
18 5]

* * *E\ﬂ*
184 *® * Py * *
15 T T T T T T T T T T T T
g 10 16 g8 10 16 g8 10 16 8 10 16 (®)
NeRTA 238 3HA 6% A
HIZEBFHA

VEEZA %27 — LI IR

(mmHg)  —@— NSRTORIRIEKO.004%+F EO—ILXLAVEIE0.5% (n=137)  --Bl=- FEO—ILTLAVEIE0 5% (n=134)

30
% 1 p<0.0001 (vs FEO—ILR LA VEEIRO0.5%EHR)
o7 HIBOEV HATE
BN S O5%IEHEXE
- B S
3 L]
f& 21
*§\§/_§
*
18 *
15 T T T T T T
8 ¥ 108 168 8§ 108F 168
N=ZF( > 7=

HIRERFHA

17



o) MR RS PR R 12

AAHIE, FTARTE A REIRE 0.004% (RUHra=v nGiehEs
K] OEYZAEZEMEORRGEZ H A, TR BR A ik PN B S
ARESE B E 2 Xkl g & Lc “HEMRIATERER LR 21T o 72, KAl
(344 f51) XX R Z7 A7 m A b AHRHE 0.004% (346 i) ZMHRIZ 1 18] 1
. 1H1E (20KF) . 3 VAMAIR LR, X—2F7 14 06 00R
J £ FBAEIIARKIRE 7.4~85mmHg., b7 R 7 1 2 b iRIE 0.004%#E
7.4~8.4mmHg TH Y . [FFEMENRI NI,

AREME (mmHg) O AFEEE T AR 7 v X bR 0.004%#E
(PP:Per Protocol)

N 7—)v
el 8 HF 10 ¢ 16 K¢
AFHRE 18.7 17.7 17.3

F 7 A7 a A AR 0.004%H8E | 18.9 17.9 17.3
FERZE (RAIRE- R 7R 72 2 b

AR 0.004%EE) 0.2 01 0.0
P fif 0.3975 | 0.5117 | 0.9935
95%2 HE X[ LR 0.3 0.3 0.4
95% I HE X[ FIR -0.6 -0.6 0.4

AV I AR E 53 AT IC L D Ee/h 3 & 95%[EHE XK H, WMEIX
2HEAR t-IREIZ L D,
T—)b  BIEH BT — L LT,

BIVER BB 1 X, ARFIBET 22.1% (76/344 #l) THo7l=, FEREWEAIZ.
IROFEIM 6.1% (21/344 B1) . RDOZ 5 FEK 5.2% (18/344 B1) . IROAPK
3.8% (13/344 %) . IROEMIK 2.6% (9/344 f5]) TH -7z,

VIR T FEfE O HER

(mmHg)

—O— /09 A SRIRM0.004% (SUHILO Y AE{EFSEEED (n=322)
- @- FSRTORRRERO.004% (N0 AELSESRED (n=339)

B R & OB SHI

B -IME
T

T T T T T T T T
8% 108 168 8EF 1085 16BF 8% 108F  16BF

238 63 37A
HEEFRA

18



2) REMHR

(5) BE - RAERIHER

OHARNBEZRRE LB MFEERRR [ M7 872 X FAIRIE 0.004%
(ReYLva=v L emEAIE) ] ¢
15 ARk PN B % 5 40 JRUFE B AR A ok PN B S = IR IE FR A 70 Bl & kb5 &
L. FT7R7 A MSIRIE 0.004% (RUPra=v zEbWaEaRsE) %
AR 1| 1. 1B 1\ (&) . 6 PAMEIRLZEZ A, BIEMIL 36
Bl (51.4%) (2B L, BERICL 2B 3B TH-7-, BHERADIZ L
AERIRBFTO L DT, T RAZ 7T 00 SRR RS 72 IR o FE 1.
I ERE ., IREFOZENL, B2l ThoTe, ZNLHDE
IFBRSEC, etk EREE 725 L 5 REHER RO LT, a7 F
ATV AERR D LO TR,
ZORBRTEOSNEZARANDLZEE T 0 7 7 4 ViE, HEAOLEMET 1
TrANERERFETRL, BEMDOT Y v Fnalie L ST,

@ SEANBREZR G L L5 AR R BR

a) h7AR7 B2 FEIRK 0.004% (RUP o= MW E A RE]) 10
DS BH RSB R N BE SO X IR B 23 giic, b7 A7 e R b AIRIK
0.004% (200%1) . XiZZ% /7 x+ (1964l Z. THENHIRIC 1
M1, 1H 1E (8FF) | XiFFEu—L~ LA R 0.5% (200 #4))
ZIRIZ 1A 13, 1 B 2\ (8EEEON20K:) | 12 W ARSIR L= & =
A, BIERIZ 7R 7 v 2 b AIRIK 0.004%8E 112 61 (56.0%) « 7%/
7oA M 69 il (35.2%) KROFEr—/L~< LA U HEtE 0.5%8 44 i
(22.0%) T, bEHEETLHLOLNTZLDIIREEL LICIRO KM TH -
7.

b) JE B R A N R S i AR AR A b T, ARK) (344 1) XU b
FARTm A P EIRIE 0.004% (UYL= A vE A A (346
) Z., TNEHEIRIC IE 16, 13 10 (208) . 37 ARLSIRLZ
LA, BIMERIZ. AFIRE 76 B (221%) . TR A MAIRIK
0.004%%£ 63 1] (18.2%) ([ZH B Tz, b mMEE TH LI DILHHEE &
HLIROFLIMTHY . ~ T 3% 2 XAHRIE 0.004%8E 21 1] (6.1%) . 7
A7 a A SR 0.004%8E 31 1] (9.0%) Thol-, TDIFTE A LT
FEXIFHEE CAREFRIET D Z < HE L, KAOZEMENHER
I, FOTaT7 AN N TART v A FAIRIE 0.004% & DOEITRD S
o Tz, 12

[F T A7\ A FEIRIK 0.004% (RU¥ra=v NG EARA) ]
OB e EH 10

HME N OB BERE R B TR R E 23 &, P I A7 e R b RIRK
0.004% DIEMBREIZ SV TRF LT & 25, B TIEA 5 N7z EihE
[EEEICRAOREFZORBITIRD bR T,

OFFHsRERE EE 17

SME N OB RERR 3 TR B S 2 xR, N TR T X b AR
0.004% D IEMBNREIZ DWW THIFT L7z & 2 A, fikBR Tid s b i W ITFHgEE
FEEZICRA O EFROREBUIA LT,
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(6) JAmEEHA

1) ERARERE (—#
ERAMMEHEE. FE
ERARERE. £A
BRI E) . R
ERFTEERT—2N—
ARAE. BERTHR
FRRHER D AR

2) KRBEHELTER
FEDARX TR
L-EAE - HBRo#
7

(1) 0tk

o5 FH R A A - AR o P RS R A - S0 R 5 1% Bl PR R

ARHNOFEHER FICBIT 2 ZEERTENEEZMRGTT 5 2 & %2 HICE MK
FEIAA 2 FEE U7z, PSR AR AR E 6 R AR A R OV i FE 44 G PR AR
BRIZSE G LU0,

A C. BRI TS 4,142 B SAIMEHIENRTEH TH - 7=
97 Bl Z R\ 72 4,045 BlOFZIEFIE (LLF,. THZE] ) X 75.2%
(3,040/4,045 ) Th-o7-, BEERREFHIOFE IR EZFRTAMER, Aok
B L CRIE & 72 B mid e o Te, 723, BRMHIEILE G- BARRE D b # 54
THE TG IR OIRE 2> b e — L ORI E R AR L, Y
ERINA RN, AL, HERhod 3 B I3 RRE CHIE L=,

T ARG A ©. MM S 4,326 BIICRB W CRILLZAITER X, 1,432
Bl 2,601 - THo7o, EREWEMIX, TZ£EIE) 551 . TIRBAFRILE)
484 F, THRFEML) 416 {4, Mg aEERE ) 347 4. TR 286 14,
SRS ) 76 tETH -T2, KR £ TORK R T 2 BIVEHA %3 BUE
IR (LA, BMERRBLIER) 23 38.05% (425/1,117 ) THHo=DITHK L
T, RS TIlE 33.10% (1,432/4,326 %1) & @< 7 AT /R0 > T,

HAFAEEHB IR 5 EITEH BN

. EIfERE | 5Bl
i | MeIPRAYer 180 | BRI i | qoonsrs
" (%) =0)
iR o> Fe 1ff. Jﬁﬂ%%%%}éﬁﬂﬁﬁ 703 16.3 13.9
%ié% IR £, 55 1t e 947 3.0 6.4
= % EHE. FEEEL
EE%;; A BEEN E| 586 13.5 11.3
m\%%QWE
%gé% ket IbE 484 11.9 9.0
LR L
A2V 2D

20



(M

(2)

REZHICHESH D
EEMXITIL &R

FIBEA

ERARLL - ERMF

BN ERMITDHHER
RLHR

VI. E3HZEB(ICREI SI1EH

SH)TFaARN ATy ) TEA R
HE  BEEOH HILEMORNEE - WRFIX. HFTORMIEESRT L L,

YEREONL « 558 95 FEE R H AR

TERMERE : NI A7 v X NI, FP Z&ERICK UL CGRBIRMICERT 2707 3
ZZARThHY ., BEAOWRHRKD S b, 58 5 BT K S
DOEAOHHEZRET S Z LICEVIRETFERIREN LTINS &
EZ 5 TS 18 20

1) R FREEH

D EIRES T IT DIRE FRE/EM 2v
L—HP—FREREI VI, bTIARF e A b 0.3pg/H T 1pg/H (% 9
Fl) A, 1H 1A, 9~10 HEHER L7z, TORE, WFhoHAERL L.
EFEAEDERFE TR—=R T4 UNOLARBRIRETERRED N, D
R 24 BEEEREE L7,

@ EFIREENLET Y MBI DIRE FRAER 22
EFIREREEELE Y b (106 OLERICE IR T2 2k 0.3pg 2. AR
W77 RE, ZnE 1A 20, 3 HMOF 5 EUEIRLZEZA, T
A7 A MRXIEE A EDORTERESIZBWNT, X—AT 1 HFEZR
iRIE FEEDSTRD BTz,

2) AL ) A RZFEITHT H1EH
D K TaRE A FZREEITT D8 (in vitro) 23
7 AR 7 a A N ilEEERE 0.0lnmol/L~100umol/L Z VN, &7 a2 % /A
NIRRT oA BAE (Ki i) 2HE L7, ZOfE%E, hI7AR7n
A N EHERR L FP 2 R R 2 FFD 2 & AR STz,

VY R IRT oA NERERE DR T 0 ALY ) A REZFRIT T D RSB

SRR Kif (nmol/L)
DP 46000
EP3 3500
EP4 12000
FP 52
IP 90000
TP 120000

DP/IP/TP : & hifi/MRHE R, EPS/FP @ 7 vkl K, EP4: NARXH —
FEHK

@ FP 2RI xT A EATEM (in vitro) 2¢
IR T v R NEEERE. S & 2 T a X NMERERER Y 2 e Rk RS
0.01nmol/L~10pmol/L. Z A\, &fE7 10 A ¥ J A4 RZFERIZHTHT I
= A MNEMEE FBEREAGHREHNTERAT 7 F AL ) h—LDH
— A N B PR R LT,
ZORR, NIRRT e A NEBEROBEATEMEIT 100%TH Y, fthFlck L
FP SRR LIBWEREBETHT7NLVT A=A NTHD I RSN
7=,
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VFP Z /KT 2= M

(%)

120 —@— NSRTOANERR
- exrToxhmEsE
=/\- Sy /TORNERR

100 - - O/TORNVRE

80 -|
[ Y
S
=
%

60 -
=)
b3
&
% 407 ‘
~ R
B e
E
~ 204

o4

10710 10 108 107 10° 10°° 107* (mol/L)

3) PIARRFLIAMIRIC R T- 2 8 (V%) 2
HEyYFIZR IR T A 1.2ug XIX778ARZABRIC 1 H 1R, 7H
AR L, &SR 2 FEf%ZICL—— Ry 7T —7m—2X b — T
7% LER I 3 B A I E L7z,
ZTOFER, FIART R MITF TR L L, HARALELEEE AR
WIS E 7z, 7ol ME, DR EOIEREE T A — X IZIXEEL
FIE S Teinoiz,

WA P LA i 3 > A8 b

(%)
20
*
% : p<0.05 (vs FZEM)
15 Tukeyik
g+ SE
i
10
=
E
-
i
%
% . TR
1t rZARTAZN
3
-5 -

(3) EAREEM - | HAAKRUIEAZ S L LEEERRBRICB W T, AEIOIRE TR0

B e EIX F 7R 72 2k 0.0015%5H %2 LAl > TRV, 12FFFI X% 14 FRRI% OH
TERF RN DT DOEITIMR SN, 24 FEEIZIZBW T ERBERI 2R IRE T RAERH 2338
O BT,
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(M

(2)

(3)

(4)

M

(2)

()

(4)

i R E DR

AR LEN
e

ERRBRTRRSA
- e

hEE
BE - fiAROEE

YR E SRR
INTGA—A

R 7%
IRk AR 328 FEE 7E 340
HREEEH

90730 R

VI. EMEIRICET SHEE

MBI L

A AR NBERERBRZE 28 BIlIC b 7 AR 7 1 2 R RHRIE 0.004% (R Hra=0 Ll
b HARA) 2R 1B 15, 1 B 1B, 7 HMEAEL, FTZR7ex b
WERERE OO A P R 20 E L 7= S, 23 B 17 Bl E &R (10pg/mL) #K
MChHholz, EERALUETH-7Z 6 HlTIE, WIhmiRfE 5~15 3T
Cmax (27 L, ¥ Cmax % 15=6pg/mL TH o7z, {HRIFTESCHHT, MmiEF
TRPE IR 1 FRERI 2 11X E BB AAR & 7o 72 200,

(2% SEAN)

AMEMEFERERE 10 B b 7R 7 a2 b AIRIR 0.004% (NP o= A
ke aHAD) ZmiRiC 1B 13, 1 H 1E, 7 HESIBL, FIRTa Rk
WEBERS O M AE R R R 2 L 7RG R, AR 30 /0 LINIC Cmax IZEE L, ¥
Cmax I% 15+ 5pg/mL Toh o 7o, WHRITHCN T, MR ISEIR 1 REE%
(I EBRR & 7r o7 27

FEAEAERE 24 Hlaetg s LEERBRICBWT, P IR 7 X AR
0.004% (¥ a=v K ERRA) ZmWIRIC 105 1%, 1 B 1 [\,
7 HRRIR L7 & Z A, R rTRE 70 988 O X ) 45+14 sy Th o7z

17
M ERH L L

AR L

BRI L
BRI L
M E R L

AR L
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(5) HHMER REER R L

(2% . Hn) 29
VEZ7AR7e 2k (0.1 mg/keg) HEFHIRNEGHZO 7R 7 0 2 bR O3
WENHE R T A — &

C(O)X 0-inf|
13 Crmax Tmax Kel tie (Agc*hr/ Va Vs (L?lit/h MRT
(ng/mL| (min) | (hr?) | (min) fi (L/kg) |(L/kg) r)g (min)
)
~ 7R
7oA | 650+ | |0.0195+ 36.0+ | 46.4+ | 7.52+ | 4.37+ | 9.12+ | 29.9+
k 39.0 0.0026| 4.7 | 21.2 | 329 | 247 | 527 | 10.9
(n=3)
l\jnux‘
U7 ssee | 0.0196+ 364+ | 111k | B B B
e | 120 0.0037| 7.6 16
(n=3)

F¥)+SD, Vss : A
(6) T itk BREERR L

VI-3. B%£HM (REaxL—
ay) @

(1) A E AR L
(2) RSA—ZEHER | ZLERRL

VI-4. DRI NAFTTXAZTEVT 1
AR L

(B%& . UH¥x) 29

Hta o XOLERIC b T 3% 0 XARHRIE 0.004% (NP va=v AEEYIE
EARAD . AR TR m A R AIRIKE 0.004% (RNUPa=g LY
SAHBA) AHEEGEIEL. BEANKOILE « BEAKRTO F IR0 2 RS
DOEEZRNE L, F AL FTT AT T 4 s Lz,

hZ 3% v X EIRIR 0.004% 3 5% DFEAKY, W% « BARIET OE) AUC 13,
ENEN N TART v X NRIRE 0.004% 3 5% DY AUC @ 61%., 77% TH
BEENEO LN (p<0.05) .

VEAKRF RO « BRI O & T A7 w2 SRR OB EHER

E7K (ng/mL)
HT%2- AR (ng/g)

20 — —O0— EX(MSRTORMRIRRKO.004% (N F)VIZD LREYSHERA) )
—O— BEX(FSN\YYZRIRRKO.004% (N F)LI=D LREYESHERA) )
—l— ¥ EHE (FSRTORMRIBR0.004% (N TF)VAZD LREYSERA) )
—{— ¥ EG (b5 X RERKR0.004% (XU TFIVIZ0 MEEYIFESERA) )

n==6
F9+£SD

R N O\ Sk
T

o
I R

T
(REFRR)

o
N
w
IS
o -
-

BRE IR
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M

(2)

()

(4)

5%

1fn 7% — b B8 P @ 8 14

Ifn % — A & B Y @l
i3

A~ DB

BR~DBITIE

AR L

(2% .7y bh) 30

HEEZ > M2 SH-F 7R 7 A b (0.1 mgYf/ke) ZH[ER FRELZE D
AL IR TR O B REIREE 13 5% 1 IFE]C Cmax0.0042+0.0013pg Y4 &=/g (if
HEHRRE O 1/10) 1L, 5% 24 FEIZIE 0.0003£0.00011g 4 H/ke £ T
K F L7z,

M E R L

(2% .7 v ) 32

M > b GER12HE LK OVI8 HE) IZ3H- R 7 A7 A N (0.1 mg #/ke)
ZHRER TG Lizs 2 A, 1 BTG OMR R PR RERE X, HIE 12 ARET
0.0011+0.0032ng 4 /g, 18 HEET 0.0015+0.0004pg Y /g TH Y . FRARIMIE
D 2~4% LK) o7, IR 12 B &Y 18 H B OO GEREE 1 X R
T, WEHRARE B ERIC X BB DR o T, BE VA RERR B RESE FE 13T
i Ot T <. 18 BRI T 28 E 1 FEf O HUN REIR B IL. g
0.0029+0.0006pg X4 f/g, Jifizs 0.0020+0.0006pg Y&/g ThH -7,

HREERR L

M E R L

25



(5) ZDHDIEH~DFE
iTiE

REERR L

(2% AU HTX) 3
EE=RyA i h7f7mxh(ﬁw&t@12%)%ﬁw ZHEGRAR L, 10 W
Mz 72 0 HRARAE M OV 4 ¢@h7f7mxb&b7f7mx%ﬁ%&%@

L7ce ZORERFNTART v A NI
KRS T, IR,

RN S, bR 7 o & MEREEE I
F?ﬁfux%ﬁ%%@%&ﬁ%?ﬁfmxhﬂ%

L. AEIC kwris@ﬁ%10%\%mxxw1@2%#625%%<\ﬁ@

IBITD NI AT o AR O
32.8nglg. EFEKTIEEZNZI 20.2ng/g. 0.820ng/lg Th -7,
A LERTART m A N RO WD D O R EINE RO 2

K. FAPENS O RFEFENT & BT 1.1~14 B TH o 7=,

R IL 405ng/g. b7 AT m A MR

N2 A=
w~L. B

W EEEIRE ORAME L O o IR T e A R KRN T AR T e A ERERE

B
. ZEAK (nglg) FEME (nglg) A (ng/g)
(hr) FIRTBA | NTARTBRA |[FFARTBA |FNTRTBA |[MTRTBA [FTRTBA
b | b (b S S
+
0.5 | 7.92+3.03 nggé’ 26388 |33.9+39.3| 405+174 | 32.8 (a)
1 | 14.0+4.9 BLQ 47.8+22.0 |5.46+10.40| 176+67 | 21.0+13.0
+
2 |20.2+10.4 Offga' 41.1+38.1 | 5.70+7.33 | 152+76 | 18.5+33.6
0.224+
4 |582+2.33 | Uo7 920345 | 2.3071.29 | 31.3+8.8 | 2.48+3.74
0.761+
6 |2.51+1.80 BLQ 6.523.09 | ' 10.1+£2.9 | 1.37+0.80
0.593+ 0.487=+
+ +
8 0345 BLQ 1.18+0.79 BLQ 3.80+2.56 | oo
0.352+
10 0553 BLQ |5.96+10.40| BLQ 2.52+2.92 BLQ
i W — EBREE (ngl/g) Kenfk (ngl/g) Mm% (ng/mL)
(hr) cNoARTe | IR e | v TR e | hIARTe | hIARTRr | hTR SR
A b B A b A b B A b A R A b
0.106+ 0.0588+
+ +
0.5 | 11.9+5.0 | 1.73+2.21 0.053 BLQ 0.0929 (b)
9.56+ 0.417+ 0.108+
1 3.67 0.405 0.039 BLQ BLQ (b)
2 | 104+49 | BLQ 0.115- BLQ BLQ (b)
S 0.077
2.58+ 0.433+ 0.0860+
4 0.56 0.399 0.0508 BLQ BLQ (b)
0.274+ 0.0614+
+
6 | 1.15*£0.81 0.176 0.0263 BLQ BLQ (b)
0.512+ 0.0262+
8 0.721 BLQ 0.0123 BLQ BLQ (b)
0.0484+
10 BLQ BLQ 0.0361 BLQ BLQ (b)
SE¥4SD, n=4
(a) n=1, oV 7 IILEBRFERE Ch - 7=
(b) IAEF D R TR T a2 MEEIZTXT T —EI12 X D2 MAKSRED -5

HWETE )Mo

BLQ : =
rZRTa R
0.205ng/g. AL — FREIK

PR SR IE A i
I 1 R OO 1E B

(3% vHFx) %

HEK AU X IR m A N 1.2ng & HELRIRL,

26

PR

FE/K:0.114ng/g.
:0.247ngl/g. KBk :0.034ng/g.

fElE: 0.285ng/g. FEK:

1 5%

/KM QMR -

:0.020ng/mL

%



(6) MITFEOMBEER

AT O NI AT oA N NIRRT o R NEHEEE L, FORRE. iR
METHBEZITRO LN, AT = EFMEE ORABRMEN 2V &R
e,

(2%&: 7w k) 30

HEMEZ » MZ3H-F 7R 7 A b (0.1mg4&/ke) ZHAEZ F&5 L. 168 K]
(O 0 MR R REIRE A HIE Lz, 1T & A SO T3040 21T 1T
Cmax I[ZEEL, &5#% 3 BERLINICEEICRED L, 24 FERHE O M RER X
Cmax @ 2% A & 72~ 7=,

3SH- b 7R 7o A MlERERE A V. B b, YL, T o MIEE AR S R E RS
AHEEICIVIE L, PR e X MEEEEEO v MIEICEBIT S in vitro &
FAEARIT, BWIERE (0.01~100ng/mL) Z2»»b 6 —E T, ¥ 83.5%
ToHolz30

V3H- b 7R 70 X bilEEEROE b, PAVRTT v b OmiEE HRE R

. fEeE (%)

EE (ng/mL) T ey 5o h
0.01 86.5+0.1 76.6+3.1 77.2+1.1
0.1 81.5+0.7 83.4+0.5 80.7+0.2
1.0 85.4+0.1 81.9+0.3 78.0+0.5
100 80.4+0.2 81.9+0.3 78.5+0.4
¥ 83.5+3.0 81.0+3.0 78.6+1.5

E#J+SD, n=3
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VI-6. {5
(1) KEHMLERUORBERE | ZUER2L
&
(2%E: 7w b, F) 30
FIRT B A MIARK LR TZAT T —BIZ LV ERHIC b TR T 1 & bl
BRI SRS, FOBIIHARMET 0 R Z 750 Ry, & RO BRI
WD EEZ b5,

V R IART 1 A - OHEE AR

HO HO
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AR5 TRAVATAN Z

FIE - Btk Ophthalmic solution containing travoprost 0.04 mg/mL
R ¥EA Novartis Pharmaceuticals Corporation

KR 20014

IR ESIIE S 1 INDICATIONS AND USAGE

TRAVATAN Z® (travoprost ophthalmic solution)
0.004% is indicated for the reduction of elevated intra-
ocular

pressure (IOP) in patients with open-angle glaucoma or
ocular hypertension.

FER O H & 2 DOSAGE AND ADMINISTRATION

The recommended dosage is one drop in the affected
eye(s) once daily in the evening. TRAVATAN Z should
not be administered more than once daily since it has
been shown that more frequent administration of pros-
taglandin analogs may decrease the IOP-lowering ef-
fect.

Reduction of the IOP starts approximately 2 hours after
the first administration with maximum effect reached
after 12 hours.

TRAVATAN Z may be used concomitantly with other
topical ophthalmic drug products to lower IOP. If more
than one topical ophthalmic drug is being used, the
drugs should be administered at least 5 minutes apart.
TRAVATAN Z iX. TRAVATAN & B OIREEIZE—Toh 525, IRMPH
R HHHITH S,

1) HEA~DREICEY 5iBIMER

AIICB T DA EDOE REATHEEICHT IR IEHELZATD
B E, R OHEOERIZUTO LY THY | KERMNCESLS
ADEC 77 & 13572 %,

9.5 111%

TG SR LW D aTREME D & 2 ethicid, 1B Lo F S faksit
Z bED B SNDGEICOREEGTH T L, BERTIT, MR
> MZ 10pg/kg/ B (BEEAH E3) @ 250 %) ZEIRNZE S L2581,

TETAERBD S, iR~ 7 A2 1png/kg/ B (BEHAES o 25 %) %
B F#es. TR T v MIZ 10pgkg/ B (BREAE™ 0 250 %) % E#ik
WG LT-85A10, BERERELE RO L OBE B OB B3R 5
oo Fio, IRV X 0.1pg/keg/ B (FRIKRHEX) O 2.5 %) ZFIRN
Bt L< I 0.003% 4R ((REM Y oF 58 L L CHEKEHAEY 0
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KEOWATSCE | 8.1 Pregnancy

(2020 £ 5 H) Risk Summary

There are no adequate and well-controlled studies in
pregnant women to inform a drug-associated risk. In
animal reproduction studies, subcutaneous (SC) ad-
ministration of travoprost to pregnant mice and rats
throughout the period of organogenesis produced em-
bryo-fetal lethality, spontaneous abortion, and prem-
ature delivery at potentially clinically relevant doses.
Advise pregnant women of a potential risk to a fetus.
Because animal reproductive studies are not always
predictive of human response, TRAVATAN Z should
be administered during pregnancy only if the poten-
tial benefit justifies the potential risk to the fetus.
The background risk of major birth defects and mis-
carriage for the indicated population is unknown;
however, in the U.S. general population, the esti-
mated background risk of major birth defects is 2% to
4% and of miscarriage is 15% to 20% of clinically rec-
ognized pregnancies.

Data

Animal Data

An embryo-fetal study was conducted in pregnant
rats administered travoprost once daily by SC injec-
tion from gestation day (GD) 6 to 18, to target the pe-
riod of organogenesis. At 10 mcg/kg (60 times the
maximum recommended human ocular dose
[MRHOD], based on estimated plasma Cmax),
travoprost was teratogenic in rats, evidenced by an
increase in the incidence of skeletal malformations as
well as external and visceral malformations,
including fused sternebrae, domed head and hydro-
cephaly. Travoprost caused post-implantation loss at
10 mcg/kg. The no observed adverse effect level (NO-
AEL) for post-implantation loss was 3 mcg/kg (18
times the MRHOD ,based on estimated plasma
Cmax). The maternal NOAEL was 10 mcg/kg.

An embryo-fetal study was conducted in pregnant
mice administered travoprost once daily by SC injec-
tion from GD 6 to 11, to target the period of organo-
genesis. At 1 mcg/kg (6 times the MRHOD, based on
estimated plasma Cmax), travoprost caused postim-
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plantation loss and decreased fetal weight. The NO-
AEL for malformations was 0.3 mcg/kg (2 times the
MRHOD, based on estimated plasma Cmax). The ma-
ternal NOAEL was 1 mcg/kg.

Pre/postnatal studies were conducted in rats adminis-
tered travoprost once daily by subcutaneous injection
from GD 7 (early embryonic period) to postnatal Day
21 (end of lactation period). At doses of greater than
or equal to 0.12mcg/kg/day (0.7 times the MRHOD,
based on estimated plasma Cmax), adverse preg-
nancy outcomes (embryo-fetal lethality, abortion, and
early delivery), low-birth weight and developmental
delays were observed. The NOAEL for adverse preg-
nancy outcomes, low-birth weight and developmental
delay was 0.1 mcg/kg (0.6 times the MRHOD,

based on estimated plasma Cmax). The NOAEL for
maternal toxicity was 0.72 mcg/kg (4 times the
MRHOD, based on estimated plasma Cmax).

8.2 Lactation

Risk Summary

There are no data on the effects of travoprost on the
breastfed child or milk production. It is not known if
travoprost is present in human milk following oph-
thalmic administration. A study in lactating rats
demonstrated that radio-labeled travoprost and/or its
metabolites were excreted in milk following subcuta-
neous administration.

The developmental and health benefits of breastfeed-
ing should be considered along with the mother’s clin-
ical need for TRAVATAN Z and any potential adverse
effects on the breast-fed child from TRAVATAN Z.

N
73

i

&

F—A N7 VT DA
(Australian categorisation system
for prescribing medicines in preg-
nancy)
<BE>H—ANT VT OHFEOBE : Australian categorisation system for
prescribingmedicines in pregnancy
B3 : Drugs which have been taken by only a limited number of pregnant
women and women of childbearing age, without an increase in the frequency
of malformation or other direct or indirect harmful effects on the human fetus
having been observed.

B3 (2020 4 12 H)

Studies in animals have shown evidence of an increased occurrence of fetal
damage, the significance of which is considered uncertain in humans.

2) NREADEEICET 5BMEH
ARINZ BT 2AROREDOT 2 A 5 EE T R VNEE] OEHOR
WU TOLEY THY | KIEGAS SCE R OB i@ DU SCE L 135 5,

9.7 IMNRZE
ANV Bt G & U T BE R BRI T i L TR,

H i RLAEINE
KEOUHTSCE | 8.4 Pediatric Use
(2020 # 5 H) | Use in pediatric patients below the age of 16 years is
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not recommended because of potential safety con-
cerns related to increased pigmentation following
long-term chronic use.

FRN D s o S0
(2018 48 A)

4.2 Posology and method of administration

Posology

Paediatric population

TRAVATAN can be used in paediatric patients from 2
months to < 18 years at the same posology as

in adults. However, data in the age group 2 months to
< 3 years (9 patients) is limited (see section 5.1).

The safety and efficacy of TRAVATAN in children be-
low the age of 2 months have not been established.
No data are available

4.4 Special warnings and precautions for use
Paediatric population

Efficacy and safety data in the age group 2 months to
< 3 years (9 patients) is limited (see section 5.1).

No data are available for children below the age of 2
months.

In children < 3 years old that mainly suffer from PCG
(primary congenital glaucoma), surgery (e.g.
trabeculotomy/goniotomy) remains the first line
treatment.

No long-term safety data are available in the paediat-
ric population.
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