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= & = 7 2 —3F10 - = 1 — 3210
0 oy - EETUmg 0 o - & = 7 4 2 ) —§¥10mg
0 10 15 0 5 10 15
Il (530 Bl (490
BHE (%) pH6.8 (100rpm)
100
80
60

40
—— L E T LERERIERE10mg TNIG)
- = 7 2] —§F10mg

L h

20

10 15
B ()
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1

0. &% - O%

(1) FESRELRR - AF. NENFRCERE - QEICHET IHR
YL

(2) a%

(VIVETLBEREIESR 5mg TNIG])
100 & [10 & (PTP) X10]

(VIVETLBERBIESR 10mg INIG])
100 &£ [10 §& (PTP) X10]

(3) PHEE

YLD

(4) BHROME

1.

12.

PTP : RV bE =7 4V A, T =L

BRRHE hZEME
AR L

ZDft
YRR L
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ARICEY 5EE

1. BREX TR
ARIRAE - (B RAIE S OB 5 DI A O RIRAE PR <)

2. DEXFHRICHETHIE

5.RERIRICEEET HER
AANDOBEGL, MEDFREZHEE L TOITI 2 &, 2B, MEKMILED 5\VITE: > DRI
9 ARIEIZ IAF OAZMEIT I T E 20,

(FFw)
WA IAIE & OV 5 DRI O RIRIEIZR W T, JRBOWRIEMER SN D XETH Y | AHlD
AT CE RN LD EEMEDOFER TREL TV 5,

3. AZERUAE

(1) RERUVAEOHER
WE. RAIIZY LV E T AEAERE S LT 1A 5~10mg @t EEANCR ARG 5, B, &k
FITIX 1Bl 5mg 22 B G- 2MET 5, Fn, Bk, ALV #EE %mﬁé# 1 H 10mg Z# x
NI EET D,

(2) RZERUVHABROREREE - 1B
PR L

4. AZERUAERICEET 5IE

7TRZERUVARICEHET %58

74 KA T DROSTIFEANZEZRH O | 72, b5 A9 REE, EIRFEEEIR (BIEEIRE) 1THE
BIFICH DoND DT, KEIEFEGT G503V E (11E 5mg) MoEGEBETIZ L,
ARG THET 258IIBEL +2IATO R bEEICR ST 52 L, 72720, 10mg X 2W
ZlE L, JEROBEIC o THEICED S Z L, [1., 7.2, 11.1.3 B}

7.2 KK 2 HET 554, REOERNCRASES 2, £/, IRAL TRE L%, BENEEKL
TIREN & BRGAT 5 £ CTIZ 0 7o MEIREERI DS E e o 7255 A, URIEIRE I3V T — RIS R
L CHHEEZT - B AR EICBVTRER S Dbz L OWERH D DT, EhBHAT Sl
IHENZ PG T DAt & 5 & Z TR S E v & [1., 7.1, 11.1.3 &/#]

7.3 EE IR T 554, V& (1 5mg) 2»H&E5%2ME L, 18 10mg #8272\ 2 &, [9.8,
16.6.3 Z#]

(fiRa)

7.1 ERNICBIT 5 9 A 9 IREBEORWEHHREIEFIZIBNT, D DIERDBIFEEL L 72RO 51X
Smg G5B LD & 10mg HGHINL N LD AFIEGIZH T2 > T bmg bR G-Z B L.,
FEROHEICHE-> T 10mg £ TO®REICE P05 52 Uiz, MEIREKIIER & B ES+
RETIERL, JEROUEC ﬁwﬁgféa%%b@fﬁﬁbto

7.2 AHIF G4, BEE TORLEN RV, HDWVITIER PR L7-%, HFOIRS £ TOREN R
WEDO—BMERTAPE S OMEN B 5,

12




5. ERERRUIR
(1) BRT—2/1\0 75—
MR L
(2) ERIRZEEHER
AR L
(3) AERIGRRRAR
ME R L
(4) BREEMIER
1) AR
17.1.1 BRENE I HRAERR _ETRHMELERER
RIR%Z FiF & U, WREREOR G 2 03 &3 5 BIERIRERE 2 RIS, YA ET AEARRE
(5mg, 10mg, 15mg™) X7 7tAR% 1 0 1 ESEEANIC 14 BEEYS Lz, FHEEOFMIC
& D HERRSER S UGERE O THEESE] DL EOSEERILT 7 B AEET 27.8% (10 #1/36 ) . 5mg
#ET 52.6% (20 /38 f51) . 10mg #£ T 60.0% (24 #i1/40 f51) . 15mg #E™® T 55.3% (21 151/38 #i)
Tholo, WEROKET 10mg fE, 15mg Y N7 7 RBHCARICED (W T d p<0.05),
JEALFRRE TIE Smg, 10mg, 15mg # OFT R TR T T v RBHICAEBEICE S (W p<0.01)
3)
BITEFSBIRIT, 7T B RBET 14.6% (76148 fil) . NFRIZS 5o, FAFR, SHEK, EE BE
JEA 2 72 & Bmg #ET 12.2% (6 451/49 #1) . WHRITARK 3 {4, ek, %E!E’?@,mﬂ: %12
BALA 272 £ 10mg AET 14.9% (7 451/47 B) . WAL, R 3 1h. S5O BHERK,
WA 2 172 & 15mg B T 16.0% (8 51/50 #i) . WRRIFIRE 2 fh72 & ThH o729,
17.1.2 ERFENA_ETFREMELLEHEER (Nitrazepam )
WRFIERSE OB -2 B L 5 RIRIEEFET 238U, Y VBT AEA R 10mg XX Nitrazepam
5mg % 1 H 1 [RIGHEERTC 14 AE#EE Uiz, MERER SR CERE O [H%EWE) D EodEg
TV VBT LB A ERYERE T 65.6% (42 51/64 ) . Nitrazepam #£ T 52.2% (35 /67 f5l) TH Y |
U RETY AV ET MEABIERSAEICE 72 (p<0.05) +,
RIERRBIRIL, YL E°?‘A7@Eﬁ§iﬁﬁ¥’6 16.5% (13 B1/79 ) . WaRiZ5 b2 MR 5 1+,
IRA, ZRHRIERA 4 1, O F v 3 4, GRS, 3R 2 72 £ TH Y | Nitrazepam #£ T 18.8% (15
B1/80 f51) . WERIZ.S 5D & 5, HE%SﬁR HEV, BRI, T, LA 2 M ETmBEORIC
oYY aRAY/NCY i
171.3 ERENHA_ESHRHRELEHAER (Triazolam xtH)
HIRFMERIE O 5.4 B & 3 5 ARGEERE 254102, YT AEAREE 10mg XX Triazolam
025mg78 1 H 1FEESEEANC 14 Bf&RS Uz, ERER SRR o [HEEWE] UL EotE
TIT NV BT LA FRERE T 63.5% (40 $11/63 #i]) . Triazolam #£T 75.0% (51 {51/68 i) TH v |
MRERIC A R ETRO DNRnoT®, £, WEROED 90%[E X MIE-26.2%~3.2% T H
V. A=10% & L= RESMHER TlT, Y L ©F AEAEEERED Triazolam B % 2 R %ME (FF
EE) IEEH S iR o T,
RIEHIZEBLERIT, Y Ve T AMEABRMERET 9.7% (7 B1/72 Bi) . WERIZEE 2 72 £ Triazolam #¥
T4.1% (3H174 61 T, WEEMICAEAITRD Lo 7z?
17.1.4 ERFEME_ETREMLEHRR (FAFERIHAR) (Zopiclone XH)
#H 3 E EORIREZAE T HEMEAIYEESE (ICD-10 22E L LT ZXRIZ. Y LET AH
fEHE 10mg X3 Zopiclone 7.5mg % 1 H 1 [BISEEEATIC 14 H &G Uiz, MEIRER S SGEE
O HEEYE] DL EOBEERIIY NV ET MEABRERE T 67.9% (142 $1/209 f51) . Zopiclone #£T
61.6% (135 B/219 ) TH-o72%, T, KEROED 90%EHEXMIL-1.7%~14.3% TH Y |
RHNCHFR TE D L EZEZ NN ERDEA=10% L LIZFFORISEMHEGR TIX, YA ET AL

Eub

13



HEHED Zopiclone BEICXT D RI%M: (FEHME) DRRGEES L7z,

RIWERZBLRIL, VLB T MEABRER T 31.83% (66 #1/211 1) . WERITEM 156 4. MR 13 14,
SHOE 9 L, HIBA 8 F, 6 1, FRIREK 5 {72 £ Zopiclone #£ T 45.3% (102 f4/225
B) . PNERIZTIR 69 1, ZRARER 12 . IR, BUR4 91, SH6o& 8fF, b 64, BHEHK, &
RS B 72 & T, Zopiclone BEWNH EICE Do 7= (p<0.01) ©,

) AR ORI HEROHEL TEE, BRAIZIEAF 1[5 5~10mg 5L EATIRE &5
T 5, ek, mEIEIZIL 1A bmg O FGEZBMAT 5, Fln, SER, REC KD EEHERET
5™, 1 H10mg B x2nWZ 3 5,] Thhb,
2) ReMHER
MR L
(5) BE - WBAEER
BRI L
(6) AmHER
1) ERARERE (—REAFERE. BEEARERE. CABELERE) . RERFTET 4N
—RRE. HERTREBRABRONE
MR L
2) RBEFH L LTERFEORENIIRBEL-AE - ABROME
BAROANA
(7) =0ttt
YL

14



VI. EHEEBICEYHEE

1. EEPFMICEHEHSLAYMXIELEYE
A IFYEY VB AT HHER Y VTR RIEIREK
TR BEEOH D LEMOREE « IRFEL, KIOBMNLELZSZRT 5 &,

2. EIEER

(1) YEFAEREL - 1EFRABF
VOVET MEAREEIT. o1 (BZD1) ZAEMITH U CGRIRZBMMEZ R L, GABAA 5 O
WAHmTsboLEZLNDT,

(2) EpEEMITIHBRE
18.2 WHEREICRIZFTEE

YOVET AEAERYESE 10mg A IEEER B ERTIC G975 L, BEIRVERE 2 BTG LY. BEIR A 1X
REM HEIRIZFEHES 2 Z & < RIEIEIR A N S, FR~OFRHBL 2R, JEEBLZIIA s
Drofm8) T2

18.3 FEfEMEEIC T S4EH

TR Y L T LA IR EE 10mg 2 8% 5 L7z 1 BERIEEICIEIA & 23/ B ARVE I 23 22 B V7228,
BEAOFERMRE TITEBII A LN N7 16,

18.4 BIDMRIZX T 51

VLY T AEAERMEIE, VL, KT v MCBW T, X0 EIRAIC AR IEIR 2 i St
U 2 KOT v hOREE—BEIR NS — TR DT I o 1220 2D Ty MZRW T,
VEFZBUTESL T, Rl o721,

18.5 T DD FIE{EFH

YVET MEABEIL, v U ACBWT, S EROMIZ, PURSIER. iR ER S 2R3 03,
EHERA N RLOETHODbRE?Y, £12, Ty MZBWT, IANZIERER LY,

18.6 REREDEE

VLB T AEAREIE, <7 ARV, KERG L THmEORKIZIEN 72,

(3) {EFARTIEME - FH5ESR

R L

15



VI. EHEBRICEYSEE

1. Meh#EORS
(1) AR LA DRRE
AR L

(2) BRERRBRTHERSh-MPRE

16.1.1 @ERRA
faEERk A 6 #ilc
AN Ee Ey/N

7El—'—‘

s 4=

MmAFEFRE (Cmax)
W2 L7z, Cmax K OUMGEFEE — R iER FimfE (AUC)
S EF AEAEEYEE 10mg & 1 B 10 7

T3 L7214,

VOVE T MEATRESE 2.5~10mg P A ZEMERFCHEROEE LI 2 A, Y
I S, FE4% 0.7~0.9 FFfEl
] (tye) 1.78~2.30 HEfH] TN
TR GRS LTI L7228, E 7, BEEERRA 6 filiC

TH I Ak

HEEARBICR ARG L= 2 A, METEEHRIZIIIEL THATIRER U TH 7229,
BARNRR OB G5B DO IMR L iR /N T A — X

b Tmax Cmax tie AUCo-
(mg) (h) (ng/mL) (h) (ng * h/mL)
2.5 0.7£0.3 32.61+9.6 1.78+t0.48 96158
5.0 0.8£0.3 76.2+29.7 2.06+1.18 259+218
7.5 0.9£0.6 102+42 1.86£0.47 330163
10.0 0.8+£0.3 120+73 2.30+1.48 491+474

(Mean*S8.D.)
) AFOKR S NI ARER O &EIT DEFE. S i$ﬂ1@5~mmg%%€ AT F e 59

B, 70k, BENFIZIT 1 bmg O &R G EBGT 5, A, ER, EAICK
H 10mg ##x72\WZ &t Et35,] THD,

a?)ﬁjﬁ"é N1

16.1.2 &EMFHNFEEHER

T3 B IR L DAL W) R
BTG 1124004 &)

WREBR T A N5 A S0~ EIco>NT (PR 18411 0 24 A 3

VLB T MEARESE 5mg [NIG] LYV ET AEAREESRE 10mg (NIG) &~A XU —§E bmg
NF<wAAY —$E10mg %7 0 A4 — _R—{EIZ LY ZFNZEN 18 VET AEAREE - LT 5mg

X% 10mg) ARk A B 1 7/L‘H§Hjﬂ?$‘@'fj:m&§‘ L CIAEP R RREZRIE L, fFohic3
WEhRe X7 X —% (AUC, Cmax) ([ZOVWTHFHENT 21T o 7o/ A, WAl o AW 5 RIS ME D el
Ehi29,
(VILET LBARBIES 5mg INIG])
HENT A—H BHENT A—H
AUCo-24 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
VLT A AR
410.08+139.36 102.75+23.95 0.89+0.37 2.51+0.56
&€ 5mg NIG]
~A A Y —§E bmg 395.06*+115.61 105.68+27.41 0.92+0.49 2.90£0.86

16

(Mean®=S.D.,n=18)




150 - —e— /Y F LT BT Smg [NIG
o= T4 A5 Sme
Mean* 3., n=18

T ¥ - Y

0 2 4 ] 8 1 12 14 16 18 20 22 24(hr)
S ET A AERESE Smg [NIG) $t5 SO iR En R

(VIVET LBERERIE 10mg INIGI)

HE/XT A—H BEINTG A—H
AUCo-24 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

VIVET A AR

732.76+=247.20 186.05%+=59.03 1.08£0.49 2.621+0.93
#& 10mg NIG]

~A Z U —§E 10mg 695.41£237.89 177.12%+61.67 1.00+0.54 2.59%+0.95

(Mean*=S.D., n=18)
{ng/mlL)
300 - —a— Y F AR B 10mg [NIG )
-0-7 4 A1) —§ 10mg
Mean+SD, n=18

2 4 ] 8 1w 12 14 16 18 20 22 24(hr)
ST LS 10mg [NIG] $25 B oMM Pl ok

M AR ONC AUC, Cmax 0 /87 A — & 1%, $BRaE O=IN, (KR OB H « B4 o R B
KL o TRARD RN S D,

(3) FhEig
PAERR L

(4) BE - 6tAEOEE
<BEEOTE>
16.2.2 BEORE
BEEERC 6 BIllZ Y L BT A AR SE 10mg # I BHR O ET5 & IR 52 TRE
PR ERERFHE (Tmax) (X 0.8+0.3 Bl (Mean=S.D.) 75 1.8+1.2 ] (Mean=S.D.) IZ
BIET HEHENCH - 7223, Cmax, AUC & HITRE 23 inino7229),

17



<PtREDOEE>

16.71 YI272EYY

fEFERR A 8 HIlCY 77 B2 600mg XX 7R %4 1 H 1[H 5 HREEA&EEL, #H, YL E
F AW AEEE 20mg P AR ARG Lzl &, U7 oV UHHHBRCEBIT S Y L E T A Cmax,
AUC KOt 1377 B R PEHFEC AR TERZH 58, 73 K 33% DA EARE T AR b2,

[10.2 B /]

2. EMEERB/NSA—S
(1) BAHE
FMER L
(2) RUGEREEH
HAMEE L
(3) HEEEEH
HMER L
(4) YIVF7S VR
MR L
(5) HHAR
HAEE R L
(6) ZhDih
HMER L

3. BEMA (REaL—>3Y) &#F
(1) BiFAE

R L
(2) 185 A— S EHER
AR L
4. B

16.21 RAATRLSEYF 4
BEREIT YV B MIATERESE 10mg %8 D35 XL Y L EF MBI Smg % BRI 5
LTCRDIEARAFT XA TED T 413 66.6% THh-o722% HEAT—4),

5. 9
(1) Ioi%k-fxBaFE@tE
BCNEER L
(2) Ii%k-aAeRrT @A
(Tvi. 6. (5) 4] OHESH)
(3) Eit~DBTH

16.3.1 BLiA~DBIT
IOt 5 Y LT AEAERESE 20mg P 2RO Lz L&, REEO LI PR

(3 5-ED 0.004~0.019% TH -7, FH#% 3 Bl B ORI /Mg LI 0.11~0.18 TH -
7229 AEATF—H), [9.6 /]

) ARENOAB SN HEROHEL @, AT VET MEARE S LT 1[H 5~10mg %

IEEANCRE OG54 5, k. EEE T 1A 5meg M HEREGZBIMGT 5, Fin, JER, KR
WX VEEEET A2, 1 H 10mg #8222t 5,] ThHho,

18



(4) HAR~DBITHE
YRR L
(5) ZDhniBR~DBITH
R ER R L
(6) MIRFERMHER
16.3.2 EARKAR
R AIZ Y VBT AMEAEEE 10mg 288 D085 L 72 % O MR ARG 96.0~96.3% TH v | 1
SErh R 50 K 0* 500ng/mL T in vitro T ARG & ORICEITIRD b e h 7270

6. Kk

(1) RHBBELR U HERE
VIVET MEABE O TR I TR S, TOER L DITBEFRO A FLENBIL I THILR
VR L Tp o T ERBRIEE A A L WM T H o720 Y,

(2) R#MIcBEE5T 38R (CYPE) OHFiE. F5F
AANL, F& LTRGBS CYP3A4 KO CYP2C9, CYP1A2 CRRE#f a5, [16.4 S ]
T, YVET AEAERH IR AGEIEE S CYP3A4 DI1E) CYP2C9, CYP1A2 73 E#5 04y Fl
kR Eshs2) 33 [10. ]

(3) PELEERSHROEERUTDEE
ME R L

(4) REVOFHEOERBRUENEL., FHELE
(TVIL 6. (1) {REEBOLIL OREAREE ) OIHESM)

7. Pt
fERERR A 6 Bl Y VBT A A ERESE 2.5~10mg P A ZEIERFIC IR ARG L 2 A, 5%
24 FE F TORFICHEE S NI RZBRIL, WTNORGREICBEWTHEREGED 0.5%LL T L Z<
TN Tho722%, £1-. HERA 6 2V LT MEAEEESE 10mg 2 1 H 118 7 HRESH A%
IR EE L A, WA, 4 KO T B HEG% 24 FEE O R ARG PRSI XL E B 5
& [FRE, BE5ED 0% U T THH-7227,

) AFOAGR SN EROHEL Tl AT v ET AfamgEe LT 1 [ 5~10mg
BRI GT B, 728, EIRHEICIE 1 5mg 205 52 MIAT 5. i, R,
BRAEIZ XV EEHT 52, 1 A 10mg #1722t 35, Tho,

8. FSVARR—E2—IZHT S1E#
BRI L

9. BRZEICKBABRESE
(TVIl. 10. WEHRE] OEEM)

19



10. BENERZHITH5E

16.6.1 BiReEEBE
B EE LS A9 5 8E 16 il (Cer : 0~47mL/min) 2V /VET ALY 10me % 20 23 [E#7k

WNEHGEAT Lzt 2 A, BRSBTS 7Fﬁ YE (Vdy) OBRFEICRE N34 (4
EANT—4),
Fo, B EZT COWHERERREESRSE 9B VYT A ARRESE 10mg 2 1 H 18 13~18 H
IR Q4% L7 & & o MmEP g T EER R LIZFR CTH Y, P TOERIRD bRh-o
7230 WEAT—4), [9.2 BHE]

16.6.2 FF¥REE=EH
JFEZE B8 8 Bl Y VBT Al A s EE 20mg ™ RO &G Lz & 2 A, [AER ORI~
T Cmax 1% 2.0 {5, AUC X 5.3 K& o725 GEAT—%), [2.2, 9.3.1, 9.3.2 ]
JFREZE ;B2 361 2 SR Lty X T A — &

. Tmax Cmax tie AUCo- .
& (h) (ng/mL) (h) (ng * h/mL)
A2 e 0.69+0.54 499+215 9.91+7.57 4203+3773
BEBERLA 0.72+0.42 250+57 2.15+0.25 7884279
(Mean*=S.D., D& n="7)
16.6.3 ElHE

AR T (67~80 ik, WX T %) 1TV AT AEAEESE bmg &4 B%T TR O&EE L
LA, EBEOTDEFERAICH T Cmax T 2.1 £, Tmax T 1.8 f#. AUC T 5.1 £, tie
T22MREMN-7-%, [7.3, 9.8 ]

) AFNOKE SN HEROHEIL TEE, AT AT AEAEEE LT 1 [E 5~10mg
ZEHEEANCRO&RST5, B, ®E X 10 smg 255 2BET 5, Flin. EIR,
HARICX VBT 52, 1 H 10mg #8272t &345,] Thod,

1. EDih
LR L
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W Ze4 ERLDEESE) ICBY5EE

1. BEERBLENER
=

r--3
[=]

-—

AHIORARIC, 55 5RE, EEMEFER (BEERE) AHLLNEZENHD, Ff-. A
RETH. HHWNIPREEFOHFEEZRELTVWEVWS ERHIDTEET S L [71.7.2,
11.1.3 $H]

(fiRa)

KENZBWTC THEIRIEZ 2 5 U ER ISR R IREE L, @ & 13872 2178 (RE1THE) & L o7,
FOE Lizns @ R EERFOITEIORIEA 2 W BIER AR & 220 | 2 6 ORWERIZ DWW T,
FDA 1% 2007 4= 3 H 12 KETIRFE STV D EIRSEFIK 13 F 4 st RICHEEMRIE 21T 5 fEra L
oo —H . HENIZBWTHAATHREBEORWEAARE SN TS Z & &%iT, b O A DK, HER
REFEIEIR (BHEIREE) . —BMERTAMEES (ARE TOH D WITH @R EEER O HkFEA27E L T
W) BT AR AR LT,

2. BEEANBLZTDEH
2EE (ROBEIZEBELEWNI L)
2.1 RHFN DGR LiBUE OBEERE O & % BHE
22 EERFEEOHLEE [9.3.1. 16.6.2 ZH]
2.3 EIEFEEDOBE [FHEERIC X VIEREZELIE2B8TRH 5, ]
2.4 SVEPAZERBARANREORE IREN LR L, IEREZELLIE2B8ETWNH 5, ]
2.5 AFNC L0 MERFEAEER (BlEERE) & L CREITEBZRIL-Z R BE [(EERAE -
MAGAT 2, TR D MERFEMHER 2 BBLT 282N H 5., ]
(fiRa)
2.2 RFNIFE TR SN D Z LD, O XD REFTITMHPREN EH L, (EHBEIHHD
NHBENNH D,
2324 REMEZBE LY VT EE U RIEREOMFEH EOFEEICHEL TRRE L TW 5,
2.5 MENRBEMEIERIZZ R RER 24 0 IR LB T 2 KA TH Y |, FANT K 2 MEIRFE R R 0 BEE I
Db HHEETIE, LTFTORWUBZZ HND,
< R OGRRIEITHERR T E A2
© TRAIEGIEEL O ATREME T A A
- BIWEHR B BEOEMN 2 <. BEXRHEIEN TE 20
KPRLTTE & L, ARAIORESH AR ORI HEIZNET 722 < | BUIR, AHIO kS EIR BEMERE R
B O FREME A BB C & DR Lol L, TARKNC L 0 MEIRBECEER (BEER%) & L TR
WATEZRE L2 R HLEE) & 55 OHEIER L, FEMETLZ & L,

3. BREXIIFRICEHET HEE L EDEH
(TV. 2. DEESUIRICBEEST HERE) 2RI 52 L)

4. AERUVHAEICEET HIRELEDER
(TV. 4. FEROHEICEETSER) 22B552 L)
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5. BEGEFHNIELENER
LEELERNIE

84 HMICLVEMKFZLEL L ERHLHLDOT, BIRE LIkt 512 X 2 RWIHH 28T 5 2
& BENDOE ZfkET 255 121L, 16 EOXMEEE +5ICRET 5 2 &, [11.1.1 8]
8.2 AANDRAENFF LRI L O, IR, EED - P - KESEN 2 EOERTRREZ 5 Z L3
bH2HDT, BEHEOERL EfERZ O OB F S ERVWE S ICERT L2 &,
(fiFa)

8.1 KIFTEMIC L VBRSNS Z &N D D720, B E LTcikietk 512 K 2 RN 280 5 &
D {EE MR L7z,

6. RENERERTIBAEICHT IER
(1) AHHE - BEEBRFOHLIEE

9.1 BHHE - BMEEFDHLHEE

9.1.1 i, MXE. [REXMERUVROERFOSMEM G L THREBENBEICETLTVSE
&

BRI LT 280 I SN DA ERE, &5 Ly, FERMENC X 0 R A Lra— &
R LT, [11.1.4 2]
9.1.2 EHEE

W OIERNRL H i, BWERANREEL LT,

91.3 DEFEOHIEE

MEETRD bR DBENNH Y, FEROBCLIZORRDBZNNRH 5,
9.1.4 RICHEWEEZEOHSBE

TERRELS HobhdBENRH D,

(fiFa5)

9.1.1 —fRICIEAREFFANIFRMEI 2L =T 2 L 03B D L Eb TS, AHITH Ffitk O AU,
S S B K OV I A P 7 D B 3 7 & OIS RE S S EEIAR T L T W 2 BE AR 2 & 5
He MEMEINEZ DBENRH DL ENnD, XUV UTEEVRIEIREOME A EoEEICHE
U Rt LT 5,

9.1.2 EIEE TITHEMOEHNEL bbb, HIRRLCEIHLRAENE VLT VEBI oD Z
EMD, ZOXIBRBFIIERICERGTILERND D,

9.1.3 MEETRH LN LIBENNH Y, LEEDH L BFH TR EE T X v IERoOEIZS
B DLBENDH 5,

9.1.4 NV VT EEURMERIETIE, MICHENEEOSH 2 BE THEAPES HobID Z &M
H5H2 I, NV VT RE U RIEREKICHE L TR LTV D,
(2) BRRERESRSE
9.2 BHtREEERA

PEEANEIE L, {EHSR Hobh o BThr H 5, [16.6.1 S

(3) HHEEESRE

9.3 FrieEEE RS
931 ERLHEETOHLIESE

BhH LI &, ABEREOER TICL Y MPRERS EF L, FAPBR H6bhoBENNH 5,
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932 FEENHL8F (ERCHEEONHLBEFZR)
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) EREEEEET5HE
BRE I LTV
) 1ENR

9.5 iEiF
It SUTHERR LW D RATREME D & 2 e MEIZ I, TR LA ERMEZ EE D &S 556
WCOHEESTH L, AT M CRELZBET L 2 EPAREINTEY , MR Z S
ENTRE L0 A U VICEmG], e, R, SRIBEPE, LIRS O BEBUER 23 B O b
L2ENBD, B, ZNHLOERIE, HAERKIEE LTHRESNIGELH D,

) =3

9.6 ZELIR
RAABET SEDZ L, BAFTABATTD Z e SN TR Y, HAERICEREZEZFBThn
b5, [16.3.1 2]

) INRSF

9.7 MNR%E
INREEZ G U Te AIINE R OV 2 B E A FRIE & U7 B AR AR BRI T 580 L T2y,

) BinE

9.8 EinE
EHEILRNE Z DT, 2. BWEANBE LTV, (7.3, 16.6.3 2]

(fif)
—iCmli & & BICAERFERZNEL, BYOERANESHEDND ZEBH D,

. HE#%A

10.48EEH
AANL, F & L THEYGHEES CYP3A4 X OV—5F CYP2C9, CYP1A2 Tit#iah 5, [16.4 &
iy

) BEtREER L FDEA
PRE I LTV
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(2) tRZEE L ENEH

10.2 AR (BFRISEEI S L)

Tz ) FTVUFHEE

THZENRHLDT, EEITHE

HeHN4 E BRARSELR - H5 (8 71k By - febRiR+
VI FEDZ AN 23 8 & AV D Z & 23 & (FEANEI IS FENL 23 Bl S 41 5 Al
L0T, HEIIERGTLHZ L, [HRH D,
HA A AR B il 751 FH AT HOAX AR SN IR 25 38 58 A Je OV Z 4L & o FEAI L R AR

REHHIER 269 %,

sV B — VR ER 5952 L,
3

Tva— (8kiH)

FEAREERE « A5 - TEENERESE |7 L 3 — L GABAASZ B IRICIE
TN HEET D5 08D DDOHT DI EHIC LD R
T, TELETHEEZEEZ SEHEHZRT720, fFHIC K v
5k, AT HRR R A A 2 R
LD ENDD,

AANO M PREMET L, EH | ZEMAREHEESE CYP3A4 NfE X
DT HEENNH 5, L. AR OREMEES D,

Ay AV

[16.7.1 &H#]

(fR)

ERERA - — MR AR IR B A S OURRIANIE & B ISR RE 2 i35 Z & A H TV D,

Toa— () : TAa—ARR Y DT P A TR OP AR P B
O3 BURIKEDIEHZRT 5 Z LI X< LN TEY ., 7 /ba—/ LR RRINHIE
AIE., GABAA ZHEEOHIRIEM 72 Ehkx 22 RIROBERRIIER T2 Z E BB TR >T
WD ARANE T v a— L & OPFRIC & 2 RS EEEEE, REREEIRSS & it L 72 sk 8 ¢,
AH 10mg FERHZ BN T, W< O OREHIEERI R A T 7 L a2 — V52 X 2 FINRY 2 ks
EEEREOIR T2, T — L OJFAIC LV IEBNRR, D E VKR OEREOMR - HEh
REIZBE 3 D5k 72 & DFEFERER DR BUFIE DI - H TN D,
TS DIERBAFIILT Va2 — L OHEMEE TH L TWD Z & KBGO BEM O
M5, AANT K DHEIR & TV 3 — I K D5ERDPAMBNZEIM L T\ D Z LRI T D,

U7 7 By fEERASHICY 77 B 600mg XIEF T8 AR%E 1 H 1[E 5 HERAO#KE
L. ¥R, YAET AEARRE 20mg 2085 Lzt &, V77 Y EVUPFHRRCRIT S
YN ET AD Cmax, AUC KOt 1377 B AROFHERC R TENRZER 58, 73 KX 33% D
BRETHAEOLNZ, ZORRELTI 77 By itk d CYP3A4 OFENEZD
ﬂf:zﬂo
() AFNOAREINT- 1 HHEIIHRK 10mg TH D,

<BE> HAEMCEL T, ZENED bR WIFEDE®R GMEANT—5)

VAF UL GERER CYP ESR) KOT7=Fvr (@EkePi) &, WIh b AFIO3EYE)
RS OB ) ERIC B A 5 2 807279 A R T a by — A ROTvaty —u (W
b CYP3A4 BLER) (X, W b AR OFEMB I B L -2 e hr o720,

B, AFNIEED CYP - FRIC LV R#chs ZE&nb, -0 L) RS sEY
(CHANTHEERZZIT#ENEEZON DM, TRERT AN TOMBEDEIC OV TR SN TVD
DT TR,
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1.8l4EH
ROBWERBRH 5O ZENHLOT, BlEZ TFITATV, RENBEO NG EICI3&kE 2T
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1.1 EXLEIEA
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T (BEARE) ZEORBMERKOEREERSODOND Z ERd 5,
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[f—psy : A AU —§E bmg, ~A AU —§E 10mg

7. EFfSEEERB

R

8. HERTAZFABRUVREES. EMELNMEAD. RTHWBEAB
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XI. 3&%H

1. FESNETORTERR
AHICB T DRREXITNR, HELCHEIUTOLEY THY | HETORGIRDL L IFTER D,

HRE I3 B FE R O
AHRSE  (FEA RFHAE K O 5 DRI 5 RIRIEIT | @5 . R AICIE Y L EF Al AR & L C1E5~
BR<) 10mg & BEEANCR OB E5T 5, 2B, HmbhEc

(X1 5mgs b e 52 Bith 7 5, 4Fiin, GER, HRE
WXV EEHEET 528, 1H10mga B AR\ &

L5,
<DailyMed (USA)., 2023 4 12 A >
4 KE
Ea sanofi-aventis U.S. LLC
Hr7e44 AMBIEN- zolpidem tartrate tablet, film coated
I - A& | tablet, film coated 5mg/10mg
INDICATIONS AND USAGE

AMBIEN (zolpidem tartrate) is indicated for the short-term treatment of insomnia characterized
by difficulties with sleep initiation. AMBIEN has been shown to decrease sleep latency for up to 35
days in controlled clinical studies.

The clinical trials performed in support of efficacy were 4-5 weeks in duration with the final
formal assessments of sleep latency performed at the end of treatment.

DOSAGE AND ADMINISTRATION

2.1 Dosage in Adults

Use the lowest effective dose for the patient. The recommended initial dose is 5 mg for women and
either 5 or 10 mg for men, taken only once per night immediately before bedtime with at least 7—8
hours remaining before the planned time of awakening. If the 5 mg dose is not effective, the dose
can be increased to 10 mg. In some patients, the higher morning blood levels following use of the 10
mg dose increase the risk of next-day impairment of driving and other activities that require full
alertness. The total dose of AMBIEN should not exceed 10 mg once daily immediately before
bedtime. AMBIEN should be taken as a single dose and should not be readministered during the
same night.

The recommended initial doses for women and men are different because zolpidem clearance is
lower in women.

Long-term use of AMBIEN is not recommended. Treatment should be as short as possible.
Extended treatment should not take place without re-evaluation of the patient's status because the
risk of abuse and dependence increases with the duration of treatment.

2.2 Special Populations
Elderly or debilitated patients may be especially sensitive to the effects of zolpidem tartrate. The
recommended dose of AMBIEN in these patients is 5 mg once daily immediately before bedtime.

Patients with mild to moderate hepatic impairment do not clear the drug as rapidly as normal
subjects. The recommended dose of AMBIEN in these patients is 5 mg once daily immediately
before bedtime. Avoid AMBIEN use in patients with severe hepatic impairment as it may contribute
to encephalopathy.

32



2.3 Use with CNS Depressants

Dosage adjustment may be necessary when AMBIEN is combined with other CNS-depressant
drugs because of the potentially additive effects.

2.4 Administration

The effect of AMBIEN may be slowed by ingestion with or immediately after a meal.

2. WOV E T SERERIRIER
EWRICEET SEBIMER (F—RX SV THE)
AFNCBT DN EOEEBEOHDOFEMRE A—A N T VT L ITR7 R D,
( IVIl. 6. FrEDOl A AT 2EBEIIHTLHER] OBESH)

Drug Name Category
A=A NZ U T DLFRE zolpidem tartrate B3
(2021 4= 4 H k)

2% 1 SO

F—A FZ U7 D44 (An Australian categorization of risk of drug use in pregnancy)
Category 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.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the
significance of which is considered uncertain in humans.
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1. BRF - REZRICER L TEREHEZTS ISH-> TOSERR
FEDIERICEHT HEE

ARIENIIEKGR A Z T TORWEEICET 2RSS £ 5,

RBRTIEFEPHSLL TORVHALGENTEY . HETHRfich TV
EHEFELLTHRRLTWD,

FRBR T TR D IVTZ i R

ERRIEFE DA EH 20595 ETOZEFRTHY | MTHEO KR ZRTH O TR,

(1) ¥

VF DR E SR

VIVET LBERERES 5mg INIG]

Y E T MEATRESE 5mg [NIG) OB ENE%E 40°C, 30°C « T5%RH, Bt T ORIFSM: Tigt
L7 R, HERITRNTENWTENWED 7 VAR 2B HADOH KT, BRITFHBANTH -7,

® Wi 40T LI - s

AR H TRAT I
< HikE > B AR 4 3
PESE =l RNENENROT 1V b & BNEZWEN RO T (Vb &
Gl AtBOBE G AAOBRE
&8 (%) * n=1
101.3 100.1
<95.0~105.0% >
Ko RREICHT2EAE (%)
® K 30°C - T5%RH [EE¢]
FRERIE H TRAT I
< HikE > B AR 4 3
P =1 RN W WD T 4 VA% RN WEWNWED T 4 VA%
e At O EK EXIYSREND) S
&R G0 % n=1 101.3 97.8
<95.0~105.0% >
Ko RREICHT2EAE (%)
@ i 25°C - 60%RH - B E 90 77 Lx-hr [KUH A %]
AR H IR i
< Hikg > B A Ik 60 77 Lx-hr 90 J7 Lx-hr
VS n=1 RNTENTEWNED T 4 LI [ RDTIENTEWNED T L I RO TEWDTENED 7 4 LD
&G AROmAE REaiAaOmR H &G ABORAE
&8 (%) * n=1
101.3 97.9 97.2
<95.0~105.0% >
X RABEICHT2E56%F (%)
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VI ET LBEREEIER 10mg TNIG]
VYT MEAERYESE 10mg NIG) O¥ienie w4 40°C, 30°C « 75%RH. G T OIRFESM T
U, PRI WEO 7 A VAR A ST AAOBK KT, GRITHEENTH -7,

@ i 40C [ - [UEBERES]
RERIE H PRI
<A > BHARF 4 33
ViR nel BNTENWENEADT (VAR & BNTENWENEaD T 4 VAR &
_ EhEEOpk ahaEOpk
&8 (%) * n=1
SR (%) % n 101.1 100.0
<95.0~105.0% >
% R RICHT B AR (%)
@ i 30°C - T5%RH [FE¢]
AR IE H PRTF I
< > BHARF 138 4 1
Yelf el BN WNWIEWED T 4 LA IR WIS WED T (VA | NN WD T 4 L A
- e X e S B Gt BanBF Fr at FHaDBE
S8 (%) * n=1
=& (%) % n 101.1 96.6 97.0
<95.0~105.0% >
X FRTREICHTLI2EAE (%)
® i 25°C - 60%RH - BEEH 90 )7 Lx-hr [KUEASR]
RERTE H FEBE L 7
< > GRS 60 5 Lx-hr 90 5 Lx-hr
g _1 ?ﬁb‘ffl/\fib\@,@74’ll/la ?5%1/\7?1/‘7?1/‘@0)74’/1/A ?%b\f:“l/‘ffb\@@74/l/.b\
- B et BaoBF B Gt BanBF Fr art FHaDBR
S8 (%) * n=1
=& (%) % n 101.1 98.0 96.8
<95.0~105.0% >

% SRR DA (%)
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(2) HiE - BAMRUREREF 1 —JEAMHR

JIWVETLBRBIESR 5mg TNIG
1) HBAE

[ S S e B

T A AR —DEA N EERERY . BRIK 1 EET 0 A —NICANTEAR R ZRL,
¥ 55 COIRY: 20mL W\ Hto 7z, 74 AR —IZEE LT 5 pkE®%R, 74 AU —%
FTIGHEME L, REREBORNEZBILE LT, BORRENZED bR WEEIR. FIZ 5 4rH
JE% ., FRROBAEEZITV, BAEIRE ORI A BIEE LT,

ERROBIE TR 72 REEIRE R D G IR WIGEIL, RIK L EE5m L, B b cHlEER <
WTRIRZIE L, FEROBAEZITV, BB ORI 28I Lz,

[ e P iR

BB D NS T2T 4 AR —2RETF 2 — 712 L, 9 2~3mL/BOME CIEA L, Fa2—
TIIENFBR ARG B 3 /0D 2 2K L, HEAGGZZ DK 30cm EOE SICEE Lz, HEAKZIC
BWEOFHKEEALTCTF 2a—TNERES L EDOF 2 —TNOEREHOAEIC GaBMEZ B LIz,

2) SRR
A R
SN ET NBOBIGE | 5 g - e L7 8Fr. 5 = — 7 % il L7,
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ARBRIT, THARE BERG ATy 7 (K) CiED) ) WL THEMLE L,

JIVETLBRERIESR 10mg NIG)
1) REBRFE

[ S B

T A AR —DEA N EERERY . BRIR 1 HE2T A —NICANTEA R ZRL,
# 55 CDOIRE 20mL W Hl -7, T 4 AP —ICEE LT b ME%R., 74 AP —%
FT 15 AR L, MBIREORNAZBE Lo, ROBRRENRRED bNRWEAIX, B2 540
B, FRROBAEZATV AR DRI A BIZE LTz,

ELOBE TR R AERE R L WIGAETEL, IR 1 EZ 5L, B2 G TEEE
WTHRIRZE U, FEROBIEEZITV., BEERE ORI 28I Lz,

(A R

BT DN S T2T 4 AR —%RET 2 — 7128k L, § 2~3mL/MOEE CTHEA L, F2—
TIXERNFFRALG D B 8 53D 2 Z KT L, HEASGE Z OK) 80ecm L& SITHEE LTz, HEAKIC
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