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IV — 2% FIR&TZV30uL B F AR L (5 K 5 241) L 0.5% 13 A% 14 H £T, 0.005% K& TV0.05% 1L E& A7 £ 241 ]
DI = FAF R EZRE Lz, O, 0.5% Tt 2AF U R IR i 7V — KB A % 0 78 i i o o
FAF PR FE L WA 15 8EF IS Conan B /R LTI D Uiz, 72, AT T H DA 1342 ) E B 8 CE & T IR
(0.0500ng/mL) Kiifi TH o772, 0.005% K V0.05% =t F 2T L4 i M IR B 7V — KB A 1% 24 R ] o0 ifu 4 v =
AFURET, WG E E TR (0.0500ng/mL) K THo721P,
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0.5% TEFAF U MG IR MR 7V — 22w 3 R R B BB 8 A0t O M3 =) ZAF R E DY B RE T A—H

Cmax Tmax T2 AUCan AUCint
(ng/mL) (h) (h) (ng+h/mL) (ng-h/mL)
0.296 8 21.1 11.8 11.2

T AE IR 5 3 720 208 4 o o 35 v 3 B oD S B Ml & T O CRFR

5. 7%
(1) I & — i B8 P9 3@ 8 1
LU E R L
(2) & — R B BE P 3@ 58 1%
LM E kel
BV A ~DFBITH
LU E R L
D) BEHRA~DIBITHE
LU E R L
B)ZDOMEBADEITHE
HE-+FTIREZMEFORMEBBIT ()Y
IR A PRI E A 2N L7z A Gy X O RO E T IR EZFIZ, 0.5% = FAF U mEE R IR 7Y — 2% 7 RdH72Y
3OpL B [E 3R A L7z & & D AR Ak (HIR Bt 2 . AR BR RS B, A 18T 5 K B QML B ARAK) & A F i A0 8 L
7
ZODHE F . R B R R I SR AR 1% 8 AT Cmax (109ng/g) IS LIZD B | B0 I A L=, B A6 14 248
X, Coax®KI80% (87.3 ng/g) ThH -7z,
AR BR 5 IS o 38 B 0T, A P4 4P R 12 Cmax (162ng/g) IZEE LT L | ¥ A 14 85 ) T8.05ng/g T L7zb oD B
Hi % 245 [ ~ 14 H T132.10~8.03 ng/gD [ THEM Lz,
£ 5 e OV B I TP R B I, T VIR AT % 4F [ B NS RE B 12 Cmax (4.34 ng/g & TV1.35 ng/g) 2R L., BB A
H24FFETICE R TR (AME:0.771 ng/g K OMLE BHEIK:1.00 ng/g) Kii&ino7z,
57K H R BRI XX T oW E R LT & FBR (0.100 ng/mL) K ThoTz,

B U20.5% T T AT L R L IR I 27— 7 HA R W e A L 3 o R A ko o b A T i

IR B e B AR BR AL B
1000 « 1000 =
=11 BI I
oy [-T1]
_’éf 100 - £ 100 -
B i
. Y
S 101 A 10
™~ - T L) b a
N a X L
+\ I - "1"‘ 1 E
% vl 3
H H
0.1 T T T T T ] 0.1 : | : ' :
0 48 96 144 192 240 288 336 384 0 48 96 144 192 240 288 336 384
IRE i (h) FEH] (h)
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4 i WL R iE

1000 + 1000 ¢
& &k i
Bo K )
£ 100 ¢ E 100 4
= b
A 10 A 10 4
t h
X a X .
1 N1 $
kS| hy)
H . H [
0.1 : ; 0.1 ; : )
0 10 20 30 0 10 20 30
5 [ (h) 7 (h)

A I 13 4 il B OV M AR 22 20 9 (n=4IR})
a ERTRARMOMEERELTEHE, ok, FHMMERLZM O CEHELLER TRMEIZZNEI 1.55 ng/g (IR M5B |

0.716 ng/g (AR ERFLE ML) . 0.771 ng/g (A1) | 1.00 ng/g (ML BHE(K)
PR AR 2 DI Y E BT R AR i o0 W X RN IR R oR

BE-TREZAHOREERT(2HGHRETOHF) Y

IRJEFICEA DA LIz A B FOMR O FIREEFIC, 25 KT T, 0.5% T AF UIHBRIERE ) — A
AR HIZ0 1S UL BB AT L2 & & OB A #5405 IS 31T BERMLAE (b T BR AR I &% OF 1 TR BR 6 %) o ' =
TR AW E LTz,

Z OB PGS S T T AR Ie kS B R R BT 1326.4 ng/g THY bR e s I P 2 BE 02,52 ng/gl EEER L THY
1015 B VME &R U, AR ERFE I W IR 13, N C1.74 ng/g. £ T0.925ng/g TH 7=,

LLEXD, TR J§ICBA SN2 EF AT UL, F 2@ T 228k TERB AR ~BIZEL, Z0% | IR
T 2L L CIRBRAE B R L O R IR Ig #E B~ A 5 &5 2 bni-,

BRI T U FI0.5% T S AF R IR R 7V — A& HE T IR IR B A0 LI L&D B A % 4 TR 1T DR A
ik P AF YR E

2.52%2.00 ng/g"

AR RS 0.925+0.720 ng/g"

l ! [ AR BRI
26.4+8.79 ng/g

[ T HR B ]

1.74+1.17 ng/g*
[ T AR BRRE B

AT il (B AR 22) 28 3 (n=6IR)
ar ER FTRRWBOME LU TR, FHMAEREZ W CE R L2E & T REIZZNZ13.23 ng/g (RIS IE) K O

1.12ng/g (R ER#E )
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AS = BRI (in vitro) '

VVIRERINOTABMLTAT =02 W T, BC-m ' F 2F (0.1 ~30uM) D AT =K T DB M & in vitro TR ET L
ok B RSB 24 BNICRBITDAT =0 ~DFE A RIT57.6~89.7% THY, TEF AFUIAT=UNES THIENR
RS, YL R AR R DR AR 23 A0 BB 1T W T LR | B AR R I O RS IR 20 O U RE DV 2k 235 18 Thh-
T2DIX, ZOBFEDT-DEZ ZDNT, 0B, TETAF U DAT=U ~OFE G IEF ) Th o7,
(6)MBPERFEEE

Y ERRL

6. X5
(1) 4% 351 80 42 B UMAC HHR BS

SENERARPN B OV 0 B 5519

fi N BRI C-mE F AT U A RN H DR O 4% 5 L23 & O SR K O 9t O R B 2 i
L7mbZh BEAEREAE THT- S EANT—%),

< in vitro >'©

EMFIZBRY —MZBWT, TEFAF O~ ITR M EZ T 1Kk =T ATF U BER LR, ZUTRE
EOEETHoT-,

T AT DHEE AR B

N N
R O~
N — N

\ L [ / \

S N\ CYP2D6 b N
CYP2B6

A AR EF A F 2 (M-1)

* FRERICAE LM C-2 F AF o DR AT 1

QRHIEETIER(CYPE)DNFR.FEE
TEFAF N, KRNI I S 72— E3F I 123\ C CYP3A4, CYP2D6 & O CYP2B6') (LK ER{LEH,
1-KEBbE =T AF 24 R T 5,
QUEEBAHREDEERVZOEES
M ERRL
HRBEVOEFTHEOEERVFEMSE  FEEE
LU E Rl

7. HEH

(CeMERIRIN K O 48 5) 19)

BEHER A BHEICHUC-mEF AF U EHARNHAVIIR OB E L&, BICR P R OFEF ISP Sh, e R 1T,
RN GO A JRF :63.5% ., #EH:33.8% . A LGOEAE . RF:25.4% ., EH :70.4% Tho7z (FE A
F—4),
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8. FSURKR—A—(ZEAT 51E R

W BB L

9. BMFICKDBRERE

M AL

10 RENERZRIHESE

%Y &R L

11. TNk

izl
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I. &€ (FRLEDIESE)ICEATHIER

TE I LTV

?é‘%‘?

CERNRETDOER

2EZ(ROEBEHEIZIETEE LGN E)
2.1 RFN O T3t Ui BUE OBEFE I 0 35 B3

(FR )
ARAFN DKL D@ BIEOBEREOHDBE AR Z2H G L6 BBUE 2R 2 3 H 5 0 T il L
AN

(KB EYREHR)
3. MEXIIMRICEHETHIELENEMR

BREINTHRN

FOE I TR

5. EERQEARMIRELENER

BEELEARMIER

8.1 AAFN O FHIZEIVB ENROONARNE A IT, BAREEMICOIZVEE LW E 7528,

(fiR &)

B OTWMES B, RAIDOHERROONBZWEAICE T 5 Lisn IS 2t #i Lz,
(REBRELYEH)

6. RENDERERISBAHICEHTIIRE

MEHE-BERZFOHIES
W EI TV
Q) EBEHEREEESE
B E ST RN
Q) FHEEEERESE
B E ST RN
(M) EEREER T HE
B E ST RN
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(5) 4x 4

9.5 ITi%

I SOTIE IR L CW DA O LTI, 1B R L oA EERNGBRIEE LR EHB S Ao xR E T
DI MEWRAT R QCUEIRMI IR (Zo B 0) TRHZHRBOBR TR, S E R ERMRAR (¥ & 0) i3k e
HRHAEAD., WFRLEHETROLLNL TN,

(iR
A FNIIT PE I ~DfE R BR S22 B 2N+ RSN TN ENBRR#k Uiz, #F 5 T IR L T2 Al HE
PEOHLL T IER EOF SN ERMEE LR LEH W SNDIEE DA S ERFT 528, 2k iR R
O RF B (Fyh: & A) TRZBEROE TR, B EREHREBR (X & 0) TR REBIEEN R W
NbEHETEDLNTNS,
(REBHIYSEE]

(%) XI-2. BNICBIT2ERIZERR 0EsR

(6) $% 3. 1%
B E I TN
(%) XI-2. BNICBIT2ERIZERR 0EsR

(MivR

9.7 IMNRE
127% A5 /N A5t G & LT B R AU e LTy,

(PR )
AFNT 12wl AN O/N R FEEZ R LUK RBRZER L T RnZehbitili L,
(RFERIYRLE)
(%) XI-2. BHICETPBREAXERER 0HSM
B)EmE
RIESATHARWN

7. HE{EH

MHREZEETDER
BESN TV
QHRATIEEETDER
BESN TV

8. El{EHA

11. ElER
KOBMERBHODLNLIERHLDOT, BEE+ 01TV, BREDPBEOONTSG S I3 G 2% 13257 L5 )
TRALE ZATHZ L,

(M EXRGEER O EE K
BRE ST
Q) Fntn &£ H

11.2 20t DEI1E A

0.1~ 5%k i A FE AN B )
iR iR B o fEiE . | AR, IRAIIE., IROREY K., AW RB K. IR, RIE. SR AR
AR Hgr kL BXE KOBOZESEERK ., IRIE

E) =T 2AF MR IR CROONEIEN Th o,
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(fif &)
IR B 5 RE A . AR A kL BE AR A O R BB R IC R SEH L, 2, TUVA VU AIRIE 0.05% K T L UF
Y LX RRWE 0.1% THEIN TORRMEHZHEERHELCGRE#E L, REARZRD LIS A1, 5 &2F
1T 278 WO RN EEITHIZE,

(REBRELYEH)

9. BMRBREBRICRIFIZE

BREINTHRN

10. BEEE

BESH TV

11. BREDEE

4 ERLEDEE
4.1 ZRRMAFEOIE
BEICH LU TORICERTIIEIOBETLIIL,
A IRH72030mg (B ZELTR1.3emE) 2 LI, IRJE B ( L TIRE) B/ 5528,
CARJEFH (E TR ICBAT2HATHHD IBOPICANTHEALRNWIE, RICASZH AT BEHIC
KTHWFET 2L,
-t D RR & AT A GROBR A, AR CE A 55) 208 F 97254 6121 AR 2R 2 ICEH 7528 ELLV,
CRATE R OANR - REITET S L,

(iR )

-A[RERIRV — EEEAME A CELIOH X EZRE L,

cRE R FEHEL TR LT,

AR FRCIRRE X A& IR»OHSNERPME L SEMDINTHE G T 2720 e (IR A RIS A Al 2 8
Hi LA RRDHTE T AF U 5507 OB E ISR I SND AT, BR g B R 1A Lo m IR IR SR R &
LHICAAS SEMON., + o RMEPREONRWARENDH LD, Sl L7,

B EBZICAR - REEITHIZET, KBNS T ZAF 2083 5 E55AL O K R IZW I S D BTCHE W FE & D ol fig
HERHDI=0, FLdk Lz,

(RBELYRER)

12. ZOHMDEE

(MWEERFERICEDER
BE STV

(2) ERERFEAICE OER
BRE TR0
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X. JEFEREAERICREA I 5 E

1. HEHER

(M EEEAR
[VI. 38 3B IR 25 E | 0HS M

Q)R EERR 0720

ABRAR B
[ RERROTBIRE LR LR T
5 e <2 I~ 100 mg/kg PRSP
B arEn R RE R (% 1 # 5) BB Lirot
N (F—7> 74— Fik) ~ A 10~50 mg/kg
| PR (8 1% 5) MU L7 (EDso=26.5 mg/kg)
o (OFY S VIR <A 100, 300 mg/kg
ﬁ P {1 (8 1 #5) 300 mg/kg CHENR B [ % 4 £ L7
%: (e KB 1R <A 10~50 mg/kg
o e % V5 (D0 #5) o
£ (AT T LS Ak <A 10~50 mg/kg
% S 15 ) (%1 5) WBL DT
b (Writhing %) <A 1~100 mg/kg 100 ma/ke <
IEETES <~ I~ 100 mgkg | 100 ma/k 10 me/kg (34 VI
I D (% 1 42 5) 100 melke SO DB LT
BICKIET B \ 0 E
E ) T%Hjlilﬁ% (H%H}RW#XL‘Q‘-) li&he%ﬁ%bfcﬁﬁxof’:
P (72 F v L) ENLEVR 10°~10"M 107M ThPhic, 1076 N
01 (in vitro) S DI S I10CM TEBICT Y
ﬁﬁ f%‘?jﬁﬂw jc — [ 5 2 FE 5t A OIS L7
g ie |7 i) LE I ©~10-M A "
o B TEILE (in vitro) )?i@”ﬂﬁmilo“‘l\’[ ThFhIC, 107
% («H M3 121 93 4 M THE B S '
55 i 25 RE LSk 3B
AT 7R 1~100
i) ’ (¢ 1 #Egékf KB 2o
G T R T 125 4 RE RS
H1EH AT 3 mg/kg
Sl 4y W TR T B AE (5 P P 85 15) BB Linot
i v ? 10 mg/kg o
" i % ML otz
P, % 04 5 -1 T
+ 51 Syk (inlo-_SM 2”;5”‘“;1111 %f%%mmxg@zﬂ_
Py vitro) 75)/)72 atidylcholine 43 WAITKFL ., 528 L7
o | fESH R 1.3 mg/k -
; g
g& (FrIRN I 5) R LRI
g | PR, fE, O
s, ¥ N ’ » L 1 mg/k j;LJ: <
g | g, M, LERIC gxe TILE L& T i
P ij—%ggi) LEMIZK A 0.01~10 mg/kg . FEi=, @lﬁﬁpigﬁ,ﬁ&:%;*ﬁﬁfﬁ%
* W (R gy | 10 me/kg TR R L hoT
b i P VRS R I R
~ LN EE, [X =X S N
D~ ; I LI Q MIKE % QRS BEME I
Tk (*%Z}‘mpgj/;g/h 9 5
N Y Ik 5) 7 I FE400 <3 By
U [~ D B 95 A ng/mLCH B L7517z
: R~ P 3,10 mg/kg/h Lok
ﬂ*@%?ﬁfﬁwj_gany*w (F RN 5) 1 HE 1 3600 ng/mLTh BB L7207
~OD 5 4 Sk 3~1000pM T FE (K A7 — 3 2T
(in vitro) ix FHICH I E - 2] L, ICso
HERG T+ /L~ 48 77Uk To~1 131450M Tho7-
- Y AT gL 000sM
/ (in vitro) 1000pM TH509
0 50% F I L 727 o 7
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A BRIE B g f B 5B/ R Bat 9 ~NEFT R
K
fig | RE, RN L, B Soh 1~100 mg/kg RE, ERE (Na©, K°, Cl17) HEik &
%Z VA, WEATLOWE 7 (e #5) R LN
Eil
o B 1 B ) 1~100 mg/kg N T
= CKIET B vk (@5 10 %X UM00 mg/kg CTHBEEEZE KL
==y AN S - B gER N 1~100 mg/kg ==Y/ AN =N
CERIEAR Y AE A Fvh (e T 4 5.) 100 mg/kg CTHIK W EZIHI L
W 4 WA T e 0(';;;[%;;’ giﬁ‘)g 10 mg/kg TOZ— @IS LT
B 7L A% 1T S - B 9D N 1,10 mg/kg -
g FLER I R IE T B AUES (8 IR P9 £ 5) Lo T
_ 0.03~0.1% THH|
(=] Hﬁiﬁﬁ )ﬂ . ~U. 00 _
?)%%rﬁgf ELEY R ?élwé;/) 0.1% TIX2% YR B A2 X2 J5 T bk Be 1
HERIZE DR &R LTz
J&3 F Ik W4 . 0.1~1.0% s _
(¢ R I8 B 55 1) vIE (s 7 1) EBLrpok
ST R F VAT LB B T O %
-2 75 1S SHE 1 P 0.1~10 mg/kg BAK AR (o L7z
7 | GRICHEWRIE) (IR N #5 5) LD NIET =PI D110 FRETH
D 77
fty .
- 5% 7% R SHE T A FH 0.01~10 mg/kg - .
(S0 R 3 B A1) A X B R ) 42 ) 1 mg/kg LL ETHiHI Lz
1 mg/kg LA CHiAT, 54 R aigick
-2 5 A 1T 16 FR o 0.1~10 mg/kg 2L i 28 2 LB i L7
(W JEE) (FERMN ¢ 5) ZONINIT7 2 FTID1/10 FETH
Y-
JIVT R FUHE I Uiz, 2 11>
- 5% 7% R S T A T I 108~ 10"M ;:E?SZ@I/B Chots
ml,/sb;: . . 2— .
(f H0 % - R EDAR) (in vitro) b o I A L7
pA2=38.11
KCIl UX#E okt LTI B L o7
JIVTRUF U IR L TIE107 M LA
a-% 75 U JEE 1T 1 A L E R 10~10*M L EICHHI LT (p<0.01, W& DHD
(1 H i g &) (in vitro) thir &)
7 b7I01F10°M L ET VTRV
YN LD UG 2P0l L7z
(3) F M ith B ER
ZUME R L
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2. =MHER
OEACEEE T
U EE L
QREEZRSEHRR
IR 06 e ONS 5 B 47 12 L5 7 M 3t B 2730
BE M | B B A7 AL %A A
. " 0.5%. 0.75%. ZFl 7V — 2 =k
258 [ AL i R HR g 30uL /M 151/ B B0 REPT R AL
T E
(IE % 12 1§ R . , _
vam | vyx | cmmsgem | 0070 G713 BRAIITA g g cxpr L
o FI30uL/ER AL /B, 118/ A
I
2.5X2.5 cm)
B % A AT T — B 1S 2 <R JEE oD KL BE A8
BoLNT-
1338 [ 0.5%.0.75%: Frat 3+ _EZpT R 2L
22 A B - T A Ak O 0 M 2 T R R O IR
5 . , . WA 257 R Db
75 | (EREE. (ngggzﬁﬁiig* A B A o0 I AD . BRI
2.5%2.5¢cm) | TOUURHE : R HE 78 R I DT BE R0 2 R I 0>V i
30w i L ORI AE R ASFR D ST A B AT I T 15 R
R R NGIE - A0
953 B AEL ik 5 10 e 2 O R N I RE R (B
BT R VR D ST
BRI kDM BR 3130
BHEME | #ipE 5 LA R 4 7 P B
0.1%. 0.3%. 0.5% s iR i 0.5%
s SOWL/HR/[El, 6111/ H RRRL &AL cr
: (4555 1) (0.6mg/kg/H ™)
438 [ 03%. 0.5% 1% AR | 0.5%0L L Al X 35 38 % 7> 02
v SOL/HR /15l 4[5l / PR 2 At (T B W 6 JEE b B2 40 00 3 7 cr
(20 P 1 B 7 E) (0.24mg/kg/ H )
0.1%. 0.3%. 0.5% SRR | 0.3%LL E: fildtEicxt 25— @M olE 0.1%
SOL/HR /Il 3[5l/ s PE 2 At (T B Wl 6 JEE b B2 40 M 00 3 7% A
133 F S (21 P 1 B 7 ) (0.06mg/kg/ H *)
= 0.05%. 0.1%. 0.3% 5 IR ik 0.1%
SOuL/BR /[, 2[A]/ H 0.3% : 7372 HR ) 84 1k I
(65 il i ) (0.04mg/kg/H ™)
0.05%. 0.1%. 0.5%. 5 AR & 0.5%
A 3SuL/HR /1], 311/ H RRRL &AL e
o (315 i i ) (0.21mg/kg/H ™)
7 0.05%. 0.1%. 0.5% IR ifZ 0.5
L 35uL/iR/E ., 3[E]/ A B REFT R AL e

(305 [H] [#] i)

(0.21mg/kg/ H *)

XUV XBIOPLVOKRELE2.5kgk LIZH &
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0B AT LB AR 39 30

e 5 i) fE 5 & F 72T e 5 B &
25mg/kg/ H DL B o B R B A Al
Z bk 4,25, 150mg/kg/ B | O S | MK PR E & O 4 mg/kg/ A
34 A JE IS
P+ 1. 8, 60 mg/kg/H 60mg/kg/H : PiR¥E ., Mg M| T H#I 8 mg/kg/ H
. 100mg/kg/ H : {4 5 3 0 41 ] |
Zvh 2,10, 100mg/kg/ H W 105 I 7 i 0D % FE 1 10 mg/kg/H
124 H
L 1. 8. 60 mg/kg/H 60mg/kg/H : Jit ¥, MM T HT 8 mg/kg/H
Q) EEEHAR
AL E xt 8 il B
10 2 8k 28 BB \ e e
30~5000ug/7 1L —h AAIFTAE
PARERENE SNy ek g e 2 g g
10~400pg/mL E]\U// Ek I@{Kfﬁ‘:l‘iwu\&)ﬂd
RNEHDNASA Bk R B .
Rl
0.1% BRI (155 Bl <o i) | 77 F A EECRLR
4) BNARMERER D
BE5HME | BE BB AT AL WA & it
. e 0.5%., 0.75%., E A7V —2A5 | RIEFRNATRE—afERITROL
19 8 vUA 5 SR 60pL/EB AL/, 1 [/ A ANy

G)EEFEESHERR
Bany o GEeE. e )R

AT AEHF R OHAERORE . (TE ~DR 5
B4 1 #8553 B I, 120mg/kg/ B T3 G R 0t fE DK T 2

mg/kg/ A TR IRBSEER BB O LT,

RO N7, FEYRET K O

LI, g BRI B G RR (V%) TIEL 75

G EIEY| ke 51k B 55 e 2 E (mg/kg/H)
PEBR AT & O —. . B30
SLIR W) 5 AR 7k FEH 16,30, 120melke/ | i p g Rl - 120
. B35, Filia Jd: 200
SR T £ 77h ( 6,35, 200me/ke/H | 4 30 F e Bt A R o
B Zvh A 6. 30, 120mg/kg/H 120
A\ < JL .
AV 5.15,75 mg/kg/H s F s
Eigggﬁt%ﬁ Foh & 6. 30, 120mg/kg/H | # :30. FitH 412, F2fR 12 : 120
| X 7 AN )
(6) 5 P ) 33 v 54 B& °®
ABRIEH R E- B & S it
0.5%KM CEFN 7V — 215123 me/IR LA | Tf
0.5% 27V —2b, FEAl 27U — L - e e 02 .
B3 G 10K U0 me/li) W | s | MAEMSOREOIRMBIER 18D DL
=R RIR% ., EHICHEIR L% E . IR EEOE KT
RO LIRS T
MEFDLOEHREN
AR IHH R GE- &5 ® SES i R
eI A e e ) 2 AR R0 5
) M 0.05% MR, 5% &K ENLEVE St ER DT
B2 & SR 0.05% M AR . 0.05% . 5% 1A% F/LEVh G N AEER DT
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X. EEMEIEICEHYTSHIER

N

s =%

8 Al LR
HhAk oy B3

- BRI
24F 6 (% TE BB 1T 5<)

- BEIKETOIIE
SRR 17

RV EDEE

BREINTHRN

 BERTEM

CHREmMERLTAN @ 2L
LFhoLky : HY
cFOMOBEFEBITEM - REFFEES  (https://www.santen.co.jp/medical-channel/tools/shizai/?from=glonavi)

— B AR E

TLIF USRI 0.05% . 7LV LX SRR 0.1% (K887 %)

. EREEFAB

199444 4 1 H

CBERTARAREABRVEARES . EMELENHFEAL. RTHBFEAR

AGEAEA H 202443 A 26 H

K FR B 1 30600AMX00109000
AN YUY HAE A B 2024 45 5 A 22 H
WEBH A A H 12024 5 A 22 H

MEXIFHREN. AERVAEXEENFOFERBRVUENORNE

AR
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11. BEEHM

YLD

12, REHFE SR ICE 3 51F ]

AN, HEHM BT 25 BBIZED SN TR,
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X 1. X#k

1. 5| A 3@k

1) tEW &K DE-114B MR B 7V — SO0 FE Rl N 256 G2 & U7 B2 il vk B B R OV B [l - BO7E B 53k B — 5 T/
AR | B R SEE R B — (66893

2) FEPERE:0.5% STN1011402 HREH 27U — LD T L L3 —PE ik B4 &b G L U7 T Mk Lo e 3 B — o5 TIHAH .
FRAE AR —  (66895)

3) HPNEFR:0.5% STN1011402 IRFHH 27V —2 DT L AX —hFE R 25 R LA —F 0 T~ULE B #% 53 B
— A —  (66896]
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Pregnancy

Teratogenic Effects. Pregnancy Category C

In an embryofetal developmental study in pregnant rats, maternal toxicity with no embryofetal effects was observed at an oral dose
that was approximately 150,000 times the maximum recommended ocular human dose (MROHD) of 0.0014 mg/kg/day on a mg/kg
basis. Total resorptions and abortion were observed in an embryofetal study in pregnant rabbits at an oral dose that was approximately
55,000 times the MROHD. In both studies, no drug-induced teratogenic effects were noted. Epinastine reduced pup body weight gain
following an oral dose to pregnant rats that was approximately 90,000 times the MROHD. There are, however, no adequate and well-
controlled studies in pregnant women. Because animal reproduction studies are not always predictive of human response, Epinastine

HCI Ophthalmic Solution 0.05% should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.

Nursing Mothers
A study in lactating rats revealed excretion of epinastine in the breast milk. It is not known whether this drug is excreted in human

milk. Because many drugs are excreted in human milk, caution should be exercised when epinastine HCI ophthalmic solution is

administered to a nursing woman.

*XEpinastine Hydrochloride Ophthalmic Solution, 0.05%

FDA : Pregnancy Category C*(2023F11H8)
F—ARZUT K % E AR L

<BE HEOHME>
FDA : Pregnancy Category
Category C : Adequate, well-controlled human studies are lacking, and animal studies have shown a risk to the fetus or are lacking
as well. There is a chance of fetal harm if the drug is administered during pregnancy; but the potential benefits may outweigh the

potential risk.
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USE IN SPECIFIC POPULATIONS
Pediatric Use:

Safety and effectiveness in pediatric patients below the age of 2 years have not been established.

*XEpinastine Hydrochloride Ophthalmic Solution, 0.05%

HE O SPC (202241 1) *

Posology

Paediatric population

The safety and efficacy in children > 12 years has been established in clinical trials. Relestat may be used in adolescents (12 years of
age and older) at the same dosage as in adults.

The safety and efficacy of Relestat in children aged less than 3 years have not been established. No data are available. There are

limited data on the safety in children aged 3-12 years described in section 5.1.

Pharmacodynamic properties

Paediatric population

A 6-week, randomised, double-masked, vehicle controlled study (2:1) involving 96 ocular-wise non- symptomatic, healthy children
aged 3-12 years, indicated that Relestat was well tolerated and did not identify any significant differences between the groups for any
safety variable. Treatment related reactions were conjunctival follicles (6.3% in both epinastine and vehicle-treated subjects) and
conjunctival hyperaemia (1.6% of epinastine treated subjects and none in the vehicle group). Safety and efficacy in patients > 12 years

has been established in clinical trials.

*Relestat 0.5 mg/ml eye drops
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