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2 10mg FE-#E, 77 B ARRC L 2 ZHE MR AT o 72, BHERHIE ORERIREE 2 & DN R
ke, MEIRNAORSE | KIFREE, AR, EREFHOESHEBIZEW T, A 7.5mg BEAD
10mg BEIL 7 7 B RBHIx LARICEIL, AFIOFRAMENRD b,
ARFNEGRECRBIT 2EWERA ORBRIT 7.5mg BT 1 # (1.7%). 10mg #T 6 5] (10.2%) TH -
7o ERBEIWERIZ., 5520% (7.5mghE: 1 1, 10mg#f : 3 ), FHE « 108 - D FE V™ (10mg
H &1 Thold,

2) REMHR
MER R L

(5) #BFE - WBHFAR
MU ERR L

(6) ARKMER

1) EARERE (—REARKRE. HECARKERE. CARKLRAE), RERFRT—4A
—RRE. RERFTREBRAROAR
il FH AR R A O A M REAT 652 9,753 JEBIIC DWW TR L7z & 2 A, AKGBHE - HRICB O TAHID
BIEICRIEIZ A Do Tz,
ZRMECOW TR TV Z2MEicET 25HE 8. BIEM 2238452 L,
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2) RBEHG L LTERFPEORAETRIIEREL-RE - HBROME
% L7

(7) =0tk
% L
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VI. E3hFEEBICET HIEE
1. EEZMICEEHSLEYMNITILEVE
VILETF WEDIER TP U RILEY
CTENRA, = FTERLEOR TR EW
7aFTENRA, ZFVTA TaFSTLREOTT ) VT EE U RILAEY
HE  BEO D 2ILEWDORIRE - IRFIL, BMORMNLELZRT 52 L,

2. XBEFER

(1) {ERERL - VEFFF
RV PTRE LB T E =TS L. GABA Lt 7% — 0821 JIE4 2 L T GABA Z O
2R T2bDEEZ LTS O,

(2) EDERMITSEERE

18.2 £ FTOkH
18.2.1 REMERRRICHT 54EH

VB vy 10mg SEEBER AR OEE Lz & 2 A, i B AIRERF OB & IR OIE R
INB ST, BEIROZ BRI LTI, b AMEIRICII S, EEROBNA b 7,
18.2.2 KERMfH RATISHT H4EH

VB v 10mg SEA R AR O G Lz & 2 A, REEAKYE L B9 2 IR 5 S 5 O 1
Beh1% 30y L WIER L, 1 BB ICik bIER L, BRFOLER IR G% 3 BEME: L722%, 4 K
MRICIIER OFEEITIK T L2 9,
18.3 BIMITOIER
18.3.1 Bk I- 19 5 4EF

YEeru sk RICEENKRS LsE 2 A BEMIEIIITE OB EZ RISV RE Tl E
JERIZ 2SN U, W T 0 WO BRI SE Z W IR N Z —> Loz, £, SRiligic L %
4367 R B PV B B S AL, MRS X ORI K D KM R R % 38 5 & ISl S 47z
9)

18.3.2 A REH

yvrsurE7y b TAFYVVICROELE L-EZ A, MOBHBIER EHia 7V 7 NMERN A
Ehf: 9, 10)O

18.3.3 ESEA

eI RIRAERG LI ZAH, RREBKEL O T R I —b _XATY R E
77N AR DEBITKI L, 1T E A EMBEERZRE R0, HDH VLI o T2 910,

18.3.4 FRtthiR{ER

ST ACKRAOKRE L A, HitiEERIIm D T8 o7 9,

(3) {EMSTEA - HIEEA
LR L
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VI. EYEIREICEET SIEE

1. MPREOHTR

(1) AREFDLOSRE
LR L

(2) BEERRCHERESh-OPRE
RN 6 Bz, Y B2 vl 7.5mg §E X% 10mg §E % HElfk O &5 L= RO Y EhE T A — X X
LIFD@EY T o 12,

HEYERE X T A — X

&5% tmax Cmax tie
7.5mg 1.17hr 67.76 ng/mL 3.66hr
10mg 0.75hr 80.87 ng/mL 3.94hr
(ng/mL) (ng/mL)
IOOJ; JE T 7.5ng 80}' V¥ s oY 10ng
n=6 n==6
60_
i ifi 60H
23 i
B H
;-3 B
20 20f
Y6 8 10 12 M6 8 10 12
5% (K) RE%RME ()
(3) HhHEE
R L

(4) BE - ftREORE
(Ivit. 7. MAEAEH] OEZBR)

2. EYEERB/INTA—S
(1) fBAE
MU ERR L
(2) BRIGEEERH
3.205+0.417h'(7.5mg % 517, R A 6 i)
5.7192+0.735h'1(10mg & 5-Wf, EEERL A 6 )
(3) HEEEEH ™
0.248+0.024h 1(7.5mg % 517, R A 6 i)
0.3010.071h'1(10mg # 5-F, A 6 1)
(4) V7SR D
M2 V75 % 22.73+4.56L/Mr(7.5mg #5651 fEEERL A 6 )
26.12+3.86L/hr(10mg £ 5-FF, fEFEEk A 6 i)
VT T A 1.18+0.19L/hr(7.5mg % 505, e A 6 i)
1.02+0.16L/hr(10mg 50, fERERZA 6 )
(5) FHEE™
1.836+0.15L/kg (7.5mg ¢ 5-IF, faFEEk A 641)
1.48+0.27L/kg (10mg & 5-IKF, fEFE R A 661)
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(6) ZOft
DR L

3. 8%H (REaL—>av) #H
(1) A&

DR L
(2) 185 A —S EHER
DR L
4 . q&‘ql 14. 15)

(1) €M FAF7RALFEY T«
<BE HEATOT—H >
74.9%(7.5mg #% O £ 5- e/ EHRIN £ G- F . BERERR A %5 1)
AUC : 386.2ng * h/mL(7.5mg $¢ 5-KF, fEEERA 6 5i)
422.1ng + h/mL(10mg #% 5-FF, &R A 6 #i)
(2) WRURERGLE & VRN E
WRUSERAL « WAL
IR - (BE AEANTOT—2)K 80%

5. 9%
(1) mi&k-fkEIFEdtE
<BZE  HEANTOT—H >
UC-Y B2 1 OFIRNE G LD | NS A~ELET 5 Z ENBO BTV D,
(2) miE-RAEEEIFEBYE
(VL. 6. (5) Fhs) DOIESHER)
(3) AA~OBITHE™
(TVIl. 6. (8) #=Fhw) DOHEZH)
<BE HEANTOT—H >
EFSEE O EURIC L - THELIZmAKZ 6 /I 7 uy Tomg 2k O&E L& 2 A Hit
R EE LA T OB DF) 1/2 O L~V THER L 72,
(4) HE~AOBITHE
Pl v/
(5) ZotoB~DRETHE
MR L
(6) MREAHEEE
69.0+3. 7% R A, T/ 7 2 V), 68.4E3.2%(HEilinE., 7T/ I )B
(2% SMEANTOT—#)37~40%(E R T /L7 I V)
(% HEANTOT—4)43.5, 46.0%(t b IMHEEF)

6. i
(1) REBOIRCHKBERER
FRHBHERAL - FFN - B
REHREEE - (BB SEATOT—%)
FAH L N-desmethyl f&(X 11)33 L O N-oxide (&(X 1) TH - 7=,

14



RBER ()

ENﬁ"I":r o — ol

I b
/L ) _j\
o IJ
N
2/ a
oé- —CHs o D
| N. N
(V¥ 2 oy KELHE) [ N 0
al
o 0 / 0¢-N  N—COCH:
N: N’ u
9 ¢ IJ°

¥ (N-oxidefk) N;
C 2
oc- N—CHO

3 (N- desmet.hyl %)

e l e o= g T

l T o o

o
il
ocC —COOCzHs
o S
I

/qu
)
N N
[:i\ [N 1
9 0
o ) oé-N  N—CONH:

(2) RMICBEAET 5B % (CYPH) OHFiE. HEF
VBT m ATAERNTRE SN 2 FEOERHY (N-desmethyl /K& % T N-oxide &) 234RKT 5,
In vitro FERIZ IV T CYP3A4 2SR DA RKIZ, F 7= CYP2CS8 7% N-desmethyl KD A I B 5
LTWD I EDIRE T8,
(3) MEBEEBMNROFERVZOEE
<BE SEATOT—H>
RN F IRV TR GRRIRIC K D REKR, B OPE &7 b NG N2 — EN R
B B AVTHIEERE ) R IT NS 0,
(4) REVOFHEOERRUEKELL., FHELEE ™D
N-oxide {&, N-desmethyl (&% D EEAHWICOWTHIKEAER ZBaf L= L Z A, N-oxide {73
NRUT TV VR TY Y v o Df) 12 OIMFIER Z R L2, ZOfMOERITFi b5
WHEDTH T, FEZTOMOMREDITINTHORBRICE N THIZEAEERHEZ RS 20 oT2,
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10.

1.

. it
EFERRAIC BT 48 K E ToH G &ICxH 3 5 R PHRPEM &1 82.07%(7.5mg % 5-KF) |
34.84%(10mg £ 5-Rf) Td - 7= 19,
<ZZ  HEANTOT—H >
fERER A UC-Y B 7 1 7.5mg kNG L7256, 48 FEf £ TIZIRTIC 71.8%., #EH11Z 11.3%
DIFEE X 4172 19,
FS U RAR—42—IZEAT 21848
AL v/
. BHEICLIKBREE
(TVIl. 10. WEHG ) OHESHR)
BHEDERZHITLBE
En (60 LA B)S Bl B/ vy 7.5mg HEx HEIRR DG LIZFFD tmax 13 1.40hr, Cmax (%
69.78ng/mL., ti2iX 3.88hr TH o7 19,
Z DOt
MR L
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VI. &t (EALEOZXESF) CEY HEE

1.

3.

EENBLETDEH

184
=A

AFKIDRARIC. 55 5KEE. BERMEER (ZHERE) AHohndenhd, Ff-. ARF
TO. HAHAWMVITREEFOHERZZEREL TRV ENHIDTEET S &, [11. 1
(fiFERL)

9 A IREE, FFERSC W ERT MRS Z R LT s OMEN B 5.
T HER] OO LB, MEOERICKRHAIEL Z &,

Fo MERBRPIGER L THEFEELE T REERH D EEIIRH S B2V R EOEFEENRLETH D,

. 5 B

(V. 4. W& - HEICHE

. ERRBELENEH

2EE (ROBHEICFBELEWLNIE)

24 AFNIORKS £1213= AV E 7 v T LRBUE DBEER O & 5 B

2.2 FEIEMESEDORE [HEERIC L VR Z B S BTNNH D, ]

2.3 AMHEMABNEORE (ol U ERICEVIRES ESH L, ERE2HEL ST 28155, ]
2.4 RFNC L0 MEARFEPERER (BPBEREIRSE) & L CREITEIZ R L2 LN b BE [HERAL -
AT %, FEICE D MEREER A BT 28200 H D, ]

(fiah.)

2.2, 23. KFUITBIT 20y U7 B U REIRANCHER LRLd L7z, Zauddi=a U AR, #fst
BERIC K VIERZENSEDLBENNDH LD TH D,

MEXISHRICEET 5FE & FOHA
BIE STV

. BERUVARICEEY 5B LT DOEB

(V. 4. AEXOHEIZBEET IEE] 228752 L,)

. BEEGEFNIE L ETOER

BEELEFMIR

8BAHMICK YV EMIKFZEL D Z ENHLOT, BARE Licilkkik G lC L 2RI M 28T 5 2 Lo
AFN OG- &k T 250123, BIR EOLEEEZ T3 RRT 228, [11. 1. 1Z3H]

8.2 KK DR BRI RO, IR, EES) - £ - KATEBRENFOE TR L2 L 03H
0T, HEEOBEEREGLRAZ D B OBEICER S ERVWE Y EETLH 2 &,

(fign)
8.1 NHRJEIT LIE LIE—HFR TWkiRI TH S 72, AR ORI H T2 2 513 —RAICEID b7

VW, RIRJEIFMOWNANWAREBOIER TH DA REMENS D720, OEFELRET 5 2 L
EFNd, BB, AFOEBIC L VIEFEEOREND D,

8.2 AFICIIT B T X E L RARIRANC UL U AR LT, AH O 2388 & © R O, IR
PR - T - OSBRI SO T AR Z 5B 2R s 5.
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(1) AHHE - BEESOHLBH

9.1 SHHE - IEEFOHLEE

9.1.1 ffitEls. FSE. REXHMERRUVROLEREOAEHECHRBENEECETLTLSEE
B L2 B2 E il S 2 ERE, BhHLARNnZ L, KBV ATLa— AR LY
T, [11. 1. 2 &)

9.12 EHH

FMOIER DR o B b, BWERARREIL LTV,

913 LEEOHLBE

MEE TR LbNIEBENRHY . LEEOH 2 BE CTIHERDOELICOZRNDIBENRD 5,
914 RICHENEZTOHSHHE

TERD B H o b b BENEH D,

(i3

9.1.1 AFITBITHX Y U7 B RBIRANCHEIL L Lz, o2 U7 B e R MERA
(ZAZ YT L, = FTENL) ZEREREOEK T LTS RFICEG LA, MR AL
URBEH AP Nva—v AR LT HHEDH 51D,

9.1.2. KFIZEBITH_ Y V7 P UL RIEIRANCHERL UFEH L /-, mI9HEE TIREIR IR AEC ) 2k
FE R LT,

9.1.3 AFICBITHR Y OT B U RBIRANCHEI L# Lz, N V7 ¥ e REHTHLE
BETRHLLNDZ ENHY, JERDOEIZORNDIBENLRH D,

9.1.4 KIFNZBITF AR VT EE  RIEIRANCERL Uit U, MRS, MEE., sEoME
7 EMICEREEEN S 5 BEF I L TARZEG LIESA AR b o b dBENRH 5,
(2) BREEESRE

9.2 BieEEERSE

TERDRIES HobndBENEH D,

(fian)

9.2. & EED D 5 BH TIXID O 2N BAE T D Al fEIEN B 5,
(3) HHEEERE

9.3 H#RpEEEE

TERR B b obhbsBEhrnd s, [7. 1, 11. 1. 3 ]
(fiah)

9.3 EDH 5 BH TIXID O P 2N BAE T 5 Al fErEN B 5,
(4) £HERREHT HE

BE STV

(5) b

9.5 iEHF

IEIE SATAENR LT D ATREME D & 2 eI iE, 16 LR M ERMEE A D Lflr s 256
OB ET D2 b, RBIICARZ G S B3 L0 A U2 VICHEEmil], e Rk,
SR, WILREESE OBEBUERA H SN Z Endb D, B, IO OERIZ, FiAERKE L
LTHESN AL H D,
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(6) RELiw

(7

7.

(1

(2

9.6 R

HAZRET SEL T L, b PREELTTICBAT L, BHAERICEIRZE 2§ rerEnd 5,

) IMNRE

9.7 MNR%E

IF At

NS

ZRR L LT BRI EENE L Ty,

) ElRE

9.8 BiNE

EENVGHAE Z D90, £, BWEAREI LTV, [7. 15

HEEHR

10. 8 E/EH

AAHNTE IR GBS CYP3A4, —#8 CYP2C8 TRE =%,

) HRAESETDER
BRE STV
) pFAZE L TOHEA

10.2 GEEEE (BFRICEET S

&)

KA

BEARAEIR - HEE T 5

&R - faBRIA+

3 ot e

(YA =7 KN
LN N/ DINS R a7/} AL 2 WIS
Wy, N7 m =g hRBAY)
HRAR AR A 1 )

(7 =/ FTPUFHEIK e

Y — VIR ERSE)

INOLOERRHEBmIND Z &
MWHHOT PFHLRNZ ENE
FELVR  RUEB/TRET 55
AlICITEERICEETH L,

RN GO ALE | FAX AR
HIEH 2350 S D ATREME S &
éo

[11. 1. 2 &)

HOT, HEICKRETDHZ L,

T FEIZAER Z #5032 2 & 53 & [BGEIC & 0 Ao am i) 75 18 23
(BK) %o WS ZEend b,
JPRIERE FER NI 23 8 DI D T & DB |ARANS X0 FFRIH 238 b b

DT ENHY R &0 AIIAY
(PRI & D FTRENE DS &
2o

Y RHEESE CYP3A4 Z#FkE 4
5 FEA|
(U757 5%

ARFNOER 2 S D Z &0
b5,

T AL D D I D AR R
TERIC L0 ARF O DMiestE &
M, RO Z KT ZLNH
%o

LS CYP3A4 A PHET
%

(=2~ A NT7a)
— L)

AFNIOER RS ED Z &7
Ho,

T OFEF D FFARHEE L E
TEHINC &0 ARFN O FLE &
Ao AFHN O MR SN %

BEhdrdH %,
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(fia5)

(DFpshAESE, FARARANEIR] . ~ v 2SR OFE Lz 2 A, PTE/RA, = F 7B XA LD IEFHN
D FARER AR biio 2 & K0 fhEEAl & OO CHINAIE AR O ATREME D & 5 19,
Ry b VL E S — L OREIRFHGERFE 2 B EIE R 2 (v 7 2) O T, HFHIHIAlE OO IE, SEEhR
IR S E DA REMEN H 5 18,

@7 Na— I a GRS UT R E R TIERODN, RV UT R UZRRICHEAS L TE
A3 20T, FIN 722 AR ENHIVE R %277 19,

BRI . Y E 7 B IR T B E VR TIEARWD, XY U T B UZERICES L CERT
HDOT, N/ VT EE U RIEY L RERMERINHIERNH &b b aleerEn & 5 19,
(WIS CYP3A4 Z#FHE 3 23K . UV 7 7 o B v L O T, ERHEEE CYP3A4 OF
HIC XV . AFI ORI S v, BIRIERNEES L7 & OmERH 5 20,

G) D HIEHE CYP3A4 2 EHET A : =V 2u~vA vy, 4 hTaF V=L EOHT,
RFESE CYP3A4 OFLEIC LV . AFIOMIEPERENEM L L ORERH 5 21.22),

8. El{eMA

(

—

1.8/
ROBWERDB D BN ZENHLOT, BlEZ 7TV, RENRBD GGk E 2T
14 % 70 EHEO R LEZAT O 2 &,

) BXTEMER &AHER

1.1 EXGEMER

1M.1.1 &FEE EERP)

KV EMEGFEZE LD 2D HD T, BlEL 74TV, HEROE MR LIEE
CEETHZ L, £, HHAPICBT2BERBEOEE B N LEEOR IR LY R,
FE, RIREDHEBIER N H BN D Z L nbHDT, HhEE2TIT BT, e lZBET D
R PHEEIZITY)Z L, [8. 1 BHR]

11.1.2 FROINE] (BEAA)

FPRFERE DS R B IR T L TV D BB G LG, RBAAT VA=V A2 ITIENHLHD
T, ZOXIBRGEICIIREEZHRAE L, K2 570 Ll EE21To 2 L, [9. 1.1, 10. 2 &
]

11.1.3 FFREEREE (B A1)

AST. ALT, Al'P. v-GTP @ ERZ%Z0ES RS, BEAbLbNsZEnb D, [9. 3 &
]

1.1.4 FaER (FEA), BEEE (HEARH)

L. HA%E, s, B SREE, BB, RETHENH LN 2 ENH D,

11.1.5 —BEMFERT GEERH) . £ 555K (0.06%) . BEEMAER (BEERSE) (HE
RH)

AR EBRGT HLGEITDENGRGET 270, HEICRGT 2L, b, FOICREBELRVWE
F. O, BFESETH, TOHKFELZTREL W RVWEORENRDH D, [1. ]

1.1.6 7+ 274 3% 32— (HEARH)

FE, WEHEEOREDPEO ONLGAEIERELTIE L, EERAEEZITI Z &,
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1111 RFICBIT 52X Y U7 BV REIRANCHER LREH Lo, AFIL R Y U7 BBV R
SEH T I AT K OBEDUER DIRE D B 5

11.1.2 AHICHBITHX Y U7 BV RERANZER LFEHK Lz, thoXo > U7 B8 s RIER
FI(mAZ YT A = TENL) ZFFREREDR T L TWIRFICEG LI A, MRALA K
ZURBH AT NV a—v AR LIZETHHREND 517,

11.1.3 AHOERGICEVHE, v-GTP LR ZETLIREREZ R LI T2HREDRH 2,
11.1.4 FAFGIZLOEHER, BEMESLZRLEZET2REDRH D,

11.1.5 ARAOEGIZL Y — @RS, 2 A2 REERLELETI2RERH D,

1116 AHOELGIZEIVTF 74 7F v —%2R LT 8HENH D,

(2) Z0iDEI{ER

1.2 TOH/OEIER
1%LL E 0.1~ 1%A i 0.1% A A
Kt R SbOoE | IRE, BN, HOEWE BERCR
&, AW
J fi ALT & 5 AST @ k& Al-P
D k5
& Jigk AR BUN o L&
1. " FI B ~F 7 IR R %
7B AR IMER
R
H b #s 0 oz B AER. BFCRR, 0 EE(N=S
(8.06%), AE |NAPLE, HEAHR
S
W E 95 Z 9 FEIE
O 725 (VR it 77 5% % o ff B
HRAK TER
z Ol HRE
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SERHEERRRFEER VBRKREERYE—

SIEERIRI{EAHIEER
TRTRIRRE | FAGRIEELLE TRTRIRRE | KRR LARE
DO D RG> DFE DRFH*

FRATIE Bl 1,799 9,878 11,677 |=otorm&iiEs| 145 (8.06)| 349 (3.53)| 494 (4.23)
RIVE A BUE B3 345 486 831 B % B o0 1 (0.01)] 1 (0.01)
BIVE R B8 481 545 1,026 Bk k|l o 1 (0.01)] 1 (0.01)
BIVEFREBERIE | 19.18% 4.92% 7.12% 7 | 145 (8.06)| 343 (3.47)| 488 (4.18)
BIVE A OFEEE BIVERZ B (%) B R |0 5 (0.05)] 5 (0.04)
B - BT R 3 (0.17) 0.03)] 6 (0.05)|F A @ | 50 (2.78)| 48 (0.49)| 98 (0.84)

s Z| 3 (0.17) 0.01)] 4 (0.03) H < | 1 .08 0 1 (0.01)

9 FE R 0 0.0 1 (0.01) B 1E s R 5 (0.28)| O 5 (0.04)

3 % 0 0.01)] 1 (0.01) 3| w0 1 (0.01) 1 (0.01)
T - AR PR E| 122 (6.78) (0.55)| 176 (1.51) 8 = (JE )| 0 4 (0.04)| 4 (0.03)

i B 0 1 (0.0 1 (0.01) * A E| 0 4 (0.04)| 4 (0.03)

MWk @ ol o 1 (0.01)] 1 (0.01) A~ IR CHE )| 0 1 (0.01)] 1 (0.01)

7 idls 1 (0.08) 1 (0.01)] 2 (0.02 KR Y4 % O 1 (0.01) 1 (0.01)

| | 19 (1.08)] 3 (0.03) 22 (0.19) 5l fi 0 1 (0.01) 1 (0.01)

o B | 2 (01D 0 2 (0.02) iR 2| 34 (1.89)| 26 (0.26)| 60 (0.51)

W ¥  JE| O 1 (0.01)] 1 (0.01) o R % 1 (0.06)] 0 1 (0.01)

B AT ROl 0 1 (0.0 1 (0.01) O X |0 1 (0.01)] 1 (0.01)

» * W 12 (0.67) 2 (0.02)] 14 (0.12) /S ¢ 1 (0.08) 1 (0.01)| 2 (0.02

FROZDITY 0 1 (0.01) 1 (0.01) R I T o 1 (0.01) 1 (0.01)

T A D Al O 1 (0.01) 1 (0.01) g5 EL R &l O 1 (0.01) 1 (0.01)

AN AWIE X 1 (0.06) 0 1 (0.01) A AN =N 1 (0.06) 0 1 (0.01)

AHNONELAR| 0 1 (0.0 1 (0.01) g B K 1 (0.06)] 0 1 (0.01)

oW OE OF| o0 1 (0.01)] 1 (0.01) h ¢ 0 1 (0.01)] 1 (0.01)

B BT | 0 1 (0.0 1 (0.01) # IR % #| 6 (033 2 (.02 8 .07

H 9 A9 REE 1 (0.06)] 2 (0.02) 3 (0.03) S I 0 1 (0.01) 1 (0.01)

GIE| #H| 23 (128 3 (0.03)] 26 (0.22) o % O 2 (011D o 2 (0.02)

I N A B 1 (0.01) 1 (0.01) B 20 1 (0.01) 1 (0.01)

FobLon|l 201D 0 2 (0.02) b2 w0 1 (0.01)] 1 (0.01)

L O™ 1 & 3017 o 3 (0.03) ®" M O | o 1 (0.01)] 1 (0.01)

FHRELONGE]| o 1 (0.0 1 (0.01) £ HIKTF| 0 2 (0.02)| 2 (0.02)

AT 0 1 (0.01) 1 (0.01) B F B 0 1 (0.01) 1 (0.01)

5 b o x| 69 (3.84) 385 (0.35)| 104 (0.89)|# b & B F| 36 (2.00) 16 (0.16)] 52 (0.45)

b < B B0 1 (0.01) 1 (0.01) Mgk | 16 (0.89) 6 (0.06)] 22 (0.19)
HEMRRABEE| 37 (2.06)] 25 (0.25)| 62 (0.53) A H|( 0 1 (0.01) 1 (0.01)

5] | 32 (1.78)] 24 (0.24)| 56 (0.48) & = 1 (0.06) 0 1 (0.01)

73 ] 0 1 (0.01) 1 (0.01) T | 3 (017 0 3 (0.03)

o) Bl 3 (017 0 3 (0.03) nE X 1 (0.06) 0 1 (0.01)

5 w2 (01D o 2 (0.02) BN % 0 1 (0.01)] 1 (0.01)
Wo® B % 2 (0.1 1 (0.01)] 3 (0.03) R G NI 6 (0.33)] 3 (0.03)| 9 (0.08
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< electronic Medicines Compendium (UK), 2023 4 2 H 3% >

4 HE

e SANOFI

W7e4 Zimovane 7.5mg film-coated tablets
HI - Biks | 7.5mg

INDICATIONS AND USAGE

Zimovane is indicated for the short-term treatment of insomnia in adults.

DOSAGE AND ADMINISTRATION

Posology

Use the lowest effective dose. Zimovane should be taken in a single intake and not be re-administered
during the same night.

As with all hypnotics, long term use of zopiclone is not recommended. Treatment should be as short as
possible and should not exceed four weeks including the period of tapering off. Extension beyond the
maximum treatment period should not take place without re-evaluation of the patient's status, since
the risk of abuse and dependence increases with the duration of treatment (see section 4.4).

The product should be taken just before retiring for the night.

Adults
The recommended dose is one Zimovane tablet (7.5 mg zopiclone) by the oral route shortly before
retiring.

FElderly patients
A lower dose of 3.75mg zopiclone should be employed to start treatment in the elderly. Depending on
effectiveness and acceptability, the dosage subsequently may be increased if clinically necessary.

Paediatric population
Zopiclone should not be used in children and adolescents less than 18 years. The safety and efficacy of
zopiclone in children and adolescents aged less than 18 years have not been established.

Patients with hepatic insufficiency

As elimination of zopiclone may be reduced in patients with hepatic dysfunction, a lower dose of 3.75
mg zopiclone nightly is recommended.

The standard dose of 7.5 mg zopiclone may be used with caution in some cases, depending on
effectiveness and acceptability.
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Renal insufficiency

Accumulation of zopiclone or its metabolites has not been seen during treatment of insomnia in

patients with renal insufficiency. However, it is recommended that patients with impaired renal
function should start treatment with 3.75 mg.

Chronic respiratory insufficiency

In patients with chronic respiratory insufficiency, a starting dose of 3.75 mg zopiclone is
recommended initially. The dosage subsequently may be increased to 7.5 mg.

Method of administration
For oral use only. Each tablet should be swallowed without sucking or chewing.

2. BB IT BB IEER
ERICET 5BMER GF—X S UTHE)
AR HEH EOEBEOHOTHEH EA—A N T U T o8 L1385,
(V. 6. FsEOEFAEBHTHEEICEHTHIEE] OHEEHR)

Drug Name Category
A=A ST U T O5HR zopiclone C
(2021 4% 4 A fR)

S5 SO

A=A NZ U7 D55 (An Australian categorization of risk of drug use in pregnancy)
Category C :

Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.

These effects may be reversible. Accompanying texts should be consulted for further details.
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