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- pH6.8 (100rpm) ~Tl, FEAERIFI K OASIE & HIT 15 23 LANIC ) 85%LL FisH L 7=,

LB, ARG OvE 28 2 AR MERIA] (v A 2 U —§E 10mg) & it L7 R, 2 ToRBRIRIZ W T |
FEEIE G DA PR FIERER T A R A > ) OHEEEIES LT,

=N

N 4

(P b )

EHE (%) pH1.2 (50rpm} BHE (%) pH3.0 (50rpm)

100 } 100 |

80 80 k-

60 60 |

40 | 40 |

o0 | —— )L EFLEEEEEE10mg [NIG) 20 | —— V)T LIEGBHREE10mg TNIG)

0 ov = & = 7 2 U—§10mg ) 0 oy = & = 7 2 —fFl0mg

0 10 15 0 5 10 15

EEfe] (43) B (4)

EHE (%) pH6.8 (50rpm} BHE (%) 7K (50rpm)

100 } 100 F

80 r 80 -

60 60

40 40

20 | —— )L T LIEGE R 10mg TNIG) o0 | —— L E L EREEFE10mg TNIG)

= & = 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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10. &% - Ak
(1) RN RELER - . NMENRRLEESH - AEICEHT H1ER
% LR
(2) A%
(VIVET LBRERIER 5Smg TNIG])
100 & [10 82 (PTP) X 10]
(VILET LBREIESE 10mg TNIG))
100 $& [10 &£ (PTP) X10]. 500 & [10 §& (PTP) Xx50]
5008 [T AF v 7 AR b, RT]
(3) PHEBE
YL
(4) BROME

PTP )% IR T Y

PTP: AU E =L T 4L, TAI=UAE R Ry FLow
Fyv7 Az FL v

1. BRRHEEhZEME
AR L

12. 04
LR L

11



V. ARICEYSEE

1. BREXIEHER
RIRAE (WA ARFIE S OV 5 DI A O RIRAE (T FR <)

2. DEXIHRICEHET HIE

5.RERIIMRICEET HER
KA DOFEIE, NRIEDIFIRBZHET L TDAT O 2 &, 2B, A KMIED DV ITE: D SIFICHE
9 ARHRIE VI AR OANIETIFTE o0,

(i)
WA SRIE K OV D DI I O RIRIEIC I W T, JRRBDOIERBELR SN O RETHY | AAHID
AETIFTE RN D, EEWEOERTHREL TV D,

3. AERUVHE

(1) BERUVAEDOHES
WE . A AT AEAERRE S LT 10 5~10mg ZBEANIRAKRET S, 2B, @ik
FIZIX 1A 5mg 7RG ZHIAT 5, Filn, SER, REIC KV EEEET 525, 1 H 10mg ## 2
RN kT35,

(2) RZERUVHAEORERE - B
MR L

4. RERUVRAEICEHEY STE

7T.AERUVAEICEET R

74 FANKT DROSICITEANZERH Y . o, b9 A D REE, BERBEMER (ERiEERsE) 1 &
KIEHIIZH oD DT, ARZEST 5512130 & (1 5mg) No&EGE2FETLIZ L,
LEBTHEET 2R IIBEL ATV RN EEICRET 528, 2720, 10mg #8720
ZEl L., EROEFEIC - THEICIED DL Z L, [1., 7.2, 11.1.3 &]&]

7.2 KHl 2 BE5T 556, MEOBEAMCIRASELZ L, £/, RALTHE L%, BENEERL
TIHEN & BRGET 5 £ CIT 0 7R IEIREERIAY & 7R o 7oA. ATIEIRE I3 T RIS R
L CTHESE T BA R EICBWTRHEN D b bz L ORENRH 2 DT, FEHNRHEET HH1IC
IEEV A BRIAT D ATtk b 5 & SR S22 &, [1., 7.1, 11.1.3 B /#]

7.3 EEICEGT %A, & (1E b5mg) NHEEZBEL, 1H 10mg 2B 27202 &, [9.8,
16.6.3 ]

(fign)

7.1 ERNIZBIT S 9 5 9 REFEORWERREIESICIBN T, 2 b DIERNFEI LRG3,
dbmg & 5H1L YD b 10mg HEHINL N LD KA EGIZHTZ - Tid bmg oG AL,
MEROHEIZWE> T 10mg £ TORGIZE L5 FARHE LI, MEIRIITER & REICHR G+
RETE L, EROBEIEVEET HE S S Tl L,

7.2 FAFEGH%, MEE TORER RV, HDWVITHERPICEE L%, BOIRS £ TORER R
WEED i PERT A S O WS D 5,

12



5. ERERRLIE
(1) BERT—321Rvr—o
MG R R L
(2) EREKZEEFER
MR L
(3) HERIGEREER
MR L
(4) BIEMEER
1) EHNERETRR
1711 ERENE ITHRAERRE _EERBMLEKAR
RIRZ FFRE L, WIFERKOR G2 L8 L 3 5B ARIRERE 2522, YL ET AEARE
(bmg, 10mg, 156mg™) X777 tAR% 1 A 1 ESEEANIC 14 ARG Lz, ZBEOFMNIC
& D MRS AR U 0 TSR DL EOWERIT T 7 B ARFE T 27.8% (10 #1/36 i) . 5mg
T 52.6% (20 $1/38 f41]) . 10mg #£ T 60.0% (24 51/40 f5]) . 15mg FE™® T 55.3% (21 151/38 1)
Thoto, LEFROMET 10mg ., 15mg Y N7 7 REHCAEEICEY (W p<0.05) .
JNENZFIRRE Tl 5mg, 10mg, 15mg Bt OFT R TR T T v RECABEIE 72 (W T p<0.01)

3)

RITERZEBLRIT, 7T B ARBET 14.6% (7 61/48 ). WiRIZSHo X B, FHEEK, B B0
A 2 72 & bmg BET 12.2% (6 1/49 1) . WRRIZIRE 3 {4, Rk, RO b, 7o
ALK 272 &L 10mg BE T 14.9% (7 61747 f511) . WERITEER ., B4 31k, 55 ¢
WEHRRA 2 M2 L 15mg BEY T 16.0% (8 /50 #il) . WRRITIRE 2 fE7r & Th-7=°
17.1.2 ENFEME-_EERFMHLERFAR (Nitrazepam %)

WRFEIRE OB 5.4 L E & T 2 RIRIEBFE 2RI, YV ET AEAEEE 10mg XX Nitrazepam
5mg %z 1 H 1 [MgtEEATIC 14 AM&E Uiz, MERERSRSGEE O [hEEwE) D EokER
1T NV ET MG R T 65.6% (42 #1/64 #1) . Nitrazepam AT 52.2% (35 /67 ) TH V.,
U RETY VET MEABEHSABICE ST (p<0.05) *,

RBITERZBIRIX, YV ET AEARERET 16.5% (13 B1/79 #) . WNaRIZSs Do X | BRI 5 1.
IR FRAREAS 4 1, O FE W 34, FLiEEE., B4 2 4F72 £ CTH Y | Nitrazepam #£ T 18.8% (15
B80 Bil) . WNaRIZS DB E 5, IR&E 31k, D EWV, BEE, . BEOA 2 3 & TllEDRIC
IO SN2 T2,

171.3 EREMHE_EERBEMLEHER (Triazolam X H)

WRFEIRIE O 5 2 W & T 5 ARIEBF ARG, Y AT AEARRE 10mg XX Triazolam
O%mg%lﬁl@%Jﬁw 14 HREEEE UTe, REIRJER SARSGEE O THhEEYGE] DL EodE

I NET LEABLERET 63.6% (40 #11/63 #1]) . Triazolam # T 75.0% (51 /68 #iil) T&H Y |
WEEICE B R ETRD bNRnot2, £io, WEEDHED 90%(E XM 1X-26.2%~3.2% TH
. A=10% & L7=FFO RIZEMHEEG TlE, YV ET A AR RED Triazolam BEZ %35 B2 (3E
BHPE) IXFE S e o T,

BIERRBIEIT, Y VBT MEABREEET 9.7% (7 61772 61) . WAL 2 7 £, Triazolam £f
T4.1% (B FI/7461) T, WEEMICAEEZETRD bReho7z®),
17.1.4 ENENMH_EERFHLERER (RFERIIHR) (Zopiclone 1)

#H 3 EU EORRE AT HEERRERSSE (ICD-10 #28F L LTl ZxXxRIZ, YILET AE
A 10mg & Zopiclone 7.5mg % 1 H 1 [FIEEERTIC 14 ARG U7, BEIRER SR UGEE
O THREEYEE] DL EOWERIT Y VYT M A BRI T 67.9% (142 11/209 f5]) . Zopiclone # T
61.6% (135 B1/219 f5l) TH -7, £iz, KELRDOED 90%EHXMIF-1.7%~14.3% TH Y | i
RHNCHFR TEX D L EZ NN ERDEA=10% L LIZFFO RS TIX, YA ET AEARE

ol

Tk
el
i)
o

13



HiRED Zopiclone FEIZx3 2 [N GEAME) DRGES N7,

BIERZSBLERIX, YV ET AEABREREC 31.3% (66 51/211 ), PNERIZER 15 44, AR 13 14,
SO 9, B, OB 8E, L 6 1. FRIRE 5 f4:72 £, Zopiclone & T 45.3% (102 f1/225
B) . PNERIZFEIR 69 {1, ZRIREK 12 4, IR, ZURA 9k, SHo& 84k, Hl 6, BHEK, &
BIEA 5 {72 £ ¢, Zopiclone BEN A EICHE o T (p<0.01) ©,

1) AFIOKGE S NI HER O ET D@EE . BRTIEAA 1 B 5~10mg kB EA TR A& 5
T 5, B, @mEEICIEL 1 1 bmg O ERGERMT D, Fl, SER, BREIZL Y EEHEET
57, 1 H10mg #x72\WZ & E35,] Thd,
2) ReER
U ERR L
(5) BE - WEAHEER
MUERR L
(6) AEMER
1) SEARERE (—REAKERE. SECEABREREZ. SARBELERAE). REHRFTERT 4R
—RRE. RERFTREBRAROAR
U ERR L
2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
Y L7
(7) £k
L7

14



VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF

AIFZVEY D UMEEAT LR DT P RMEIRE
HE  BEOD DIEAMOBEE « SRS, KFORMNIEELESRTL 2 L,
2. ¥BE#EHR

(1) {EFAEREL - {EFRBFF
YOVET AEAEBEIE. o1 (BZD1) ZAERICKH L CGERZBIRIMEZ R L, GABAA SR Ol
WAHmTIbDEEZLND T,

(2) EWEREMITIHBRE
18.2 WHERICRIZTTHE
YVET MEAFEESE 10mg 2 REEER N ICEEERNIC 595 & MEIRERE 2 484 LY, MEIR% I
REM MEIRIZEET 5 2 & 7o <IRIGIEIR ZH9 N & &, B ~ORrHill L%, KBkBISII A L /e
75)075 —12)

1&3ﬁﬁmﬁkﬁ#6¢m
fERERR LS VLV BT AN A BRI SE 10mg 285 L7 1 BRI ICIXE & 23 A BIRIE I 23 B 7223
BEAOFERE CIXEBIIA LR ho Tzt 160

18.4 YYD RRICx T SH1ER
VLT MEAREEIL, Vv, XaROT v MIBWT, X0 ERANCHRIEEIR 2 8 s g7t
1Y X a kT v NOREEIER S — NI D BT D o 7220 2D Ty MZBW T,
VEFRBUTESC T, Ffe3i o721,

18.5 T DD FIREMA
YVET AEAEREIL, v U AW T, SEFHEROMIZ, PURRER. iEER S R
EHER R bOETHLDNE2Y, £12, Ty MRV, ALIERER LY,

18.6 REVEDEE

SNVET MEAREIX, T ARV, KERS L CHtEoRBIEIE o722 Y

(3) {EFARBRSME - FribmE
MR L

15



VI. EYBEICEYSHEE

1. IpREQHTE

(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBSAOPRE

16.1.1 EEERA

fEEERRA 6 FllC Y VBT M AEREEE 2.5~10mg P ZZeERFCHER ARG L 2 A, Y Y
T AFECHITIL S AL, B 5% 0.7~0.9 RIS e R (Cmax) (2 L721%, THRF
B (t2) 1.78~2.30 K CTHC/MIZHA LTz, Cmax K OVAEH R — REf dh#f T imfE (AUC)
X GBS LT L7220, F i, BERERRA 6 Bl Y L BT Al A ERE S 10mg & 1 H 1 (8] 7
A RERICROKREG L2 25, MEPREHBIZ1IARL 7TARTIRERLCTH 722,

B RIRE O 5 G- RF O Y R L) X 7 A — X2

b Tmax Cmax ti AUCo-o
(mg) (h) (ng/mL) (h) (ng * h/mL)
2.5 0.7+0.3 32.6+9.6 1.78+0.48 96+58
5.0 0.8+0.3 76.2+£29.7 2.06+1.18 259+218
7.5 0.9+0.6 10242 1.86+0.47 330163
10.0 0.8+0.3 120+73 2.301+1.48 491+t474
(Mean=*S.D.)

1) AANOERB S HELOHET B, RAIZIIAA] 1B 5~10mg % i EATC R 0 & 54
Do 7B, @A I 1A bmg DB AT S, s, ER. RAEIC X 0 EEE T 528, 1
H10mg #8222 Lt Etd5,] Thd,

16.1.2 £YFHNFEEF1EFER
B EIR T O F RIS EREBR T A BT A L EO—EIc oW T OBk 18 42 11 H 24 B 3K

BFEAFE 1124004 5)

VVET LA ERESE 5mg NIG) XY VBT Al ai#EsE 10mg INIG] &~ A U —§E bmg
NiF~A AV —5E10mg & 7 0 AF—R—{EIC LD (FNEN (N ET MG L LT 5mg
X 10mg) Z RN T IR EIR Db U T R B RREZBIE L, 56N 73E
a7 A —% (AUC, Cmax) ([ OWTHIGHIFAT 24T o 7o B, A o0 A8 709 R S 23 TS

Snrze,

(VIWET LBREIESE 5mg NIG))

HERNT A—H BENRT A —4
AUCo-24 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
VOV ET LA R
. 410.08%+139.36 102.75£23.95 0.89%+0.37 2.51+0.56
# 5mg NIG]
~A A Y —8E 5mg 395.06+115.61 105.68+27.41 0.92+0.49 2.90+0.86

16
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150 —a— UV F A EE BEESE Sme [ NIG)
o= 74 A £ Smg

Mean* 51, n=18

T - - &

0 2 4 i 8 10 12 14 16 18 20 22 Z4(hr)
SN EF AFEERSESE Smg [NIG) &5 &M RECER

(VIVET LBREIE 10mg NIG])

HENT A—H BEINT A —H
AUCo-24 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

VIOVET KA R

. 732.761+247.20 186.05*=59.03 1.08£0.49 2.62+0.93
#€ 10mg NIG]

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

(Mean+S.D.,n=18)
{ng/mL)
00 - —a— N F AR BREE 10mg [NIG)
o4 A1) —& 10mg
Mean+5D, n=18

2 1 i 8 w 12 14 16 18 20 22 24(hr)
ST AR EEESE 10me [NIG] {25 Bof¥E i oS

MU NS AUC, Cmax 500,57 A — % [, Bk ORI, Ao SRIREDK - 1% 0t
RIFIC ko TRAD TREMD B 5,

(3) s
KR L

(4) BE - ftREOTE
<BEOTE>
16.2.2 BREORE
R 6 Bl Y L 7 AEARESE 10mg Wl B%EARET 5 & ZERFHR G A~ Thim i
e O B B R (Tmax)iE 0.8 0.3 FF[H] (Mean=®S.D.) 225 1.84+1.2 ifff] (Mean=®S.D.) (&
HEF HIEIZH > 7275, Cmax, AUC & HITKE BT Rn-o7225),

17



<BrREORE>

16.71 VI272EPY

R A 8 BIIC Y 7 7 B0 600mg XX 7 TR 4 1 H 1[H 5 HREEA#KEG L, #H, YLE
T AR 20mg P ARG L&, VT 7 VEVURRHFICEIT S Y L E T A0 Cmax,
AUC KOt 137 7 B RPEHAREC LR TERZEN 58, 78 KT 33% DA E K T3 Hhiui=2 7,

[10.2 ZH]

2. EMEERBNT A —4
(1) fBAE
AR L
(2) WRALEETEH
MUERR L
(3) HEEEEH
U ERR L
(4) VY73 2R
MR L
(5) HHBE
MR L
(6) Tt
MU ERR L

3. BEM (REaL—2aY) @&
(1) fétrAE
B R L
(2) RS A—4EBHER
MM E R L

4. IR
16.21 NAATFRLFEY T«
BEFERR NS Y L BT ATEA R EE 10mg 2 & 0533 L BT Al AR Smg & RN 51
LTCRDINA AT XA TEY T £13166.6%TH-o722% GrEAT—%),

5. 2
(1) mifk-fxBaPTEETE
AR L
(2) m&-ieiBEIrIE B
(TVI. 6. (5) 4if) DOHEZE)
(3) AA~OBITH
16.3.1 FiAh~DOBT
BT O 5 ISV ET MEATEESE 20mg P AR OB G Lol & RE(LEOAI ki
18 58D 0.004~0.019% TH o7z, 5 3 Kifdl B OFLIT A /SR EIE 0.11~0.18 TH -

7229 UEAT—#), [9.6 ]
) AANOEKR S NI NEROHET NEE, RAIZY v EeT AEARE S LT 1[E 5~10mg %

MEFEANCREO®GT 5, k., @lE 2T 1A bmeg N O&EEZBMGT 5, Fin, JER, KR
WX VB EREET 52, 1 H 10mg #8272\ T 5,] ThHD,

18



(4) HE~ADOBITHE
MU ER L
(5) ZofioBm~DBITHE
MMERR L
(6) MFEEAKEAE
16.3.2 EAREE
fERERR A YLV BT MEA R 10mg 28 NG L 72 % o FEE AR A 21T 96.0~96.3%TH 1V | Ifi
HERIE 50 & O) 500ng/mL TO in vitro EAFEGR E OMICETBO N Nn-o7239,

6. R

(1) REBLIRUCKBER
YIVET MEAERYEO S I TR E N, TOER D OIFFEFERO A T NVERBL I TH LR
V& TR o R EEEEM A LW RE T o720 Y,

(2) REICBEE5T 58K (CYPHE) OHFE. 5=
AHNT, E & UTITFED RS CYP3A4 Kk O—#E5 CYP2C9, CYP1A2 TRE#f &S5, [16.4 S]]
£/, VVET AEAERY AR IS CYP3A4 DI1FH CYP2C9, CYP1A2 73 D4y +-F&
ko fEanss2) 33 [10. ]

(3) PEEEMNROEERUVTOEE
Pl v/

(4) REVOFHEOERRUELL, FHELE
(TVI. 6. (1) fREHHDPNL R OREHRE ) DESMH)

7. Bt
R 6 Bl Y L BT AN AREESE 2.56~10mg ™ A ZZERFICHEIROK G- Lz L 2 A, 5%
24 WEH £ TORFUTHE ST RERIL, WTHORGEIZEBWTHEGED 0.5%LL T & Z<
OFNTH 7229, F7-, @EERA 6 FlIlC Y L ET AEAEEESE 10mg 2 1 B 1[0 7 0 &A%
RO LG LI 2 A, AR, 4 XKOV7 B HEL% 24 B O SR PR Z LR PR 13 A 1 5
e & R, 5D 0.5% U FTh o729,

) AFNOAGBE NI AELOHEIT HEE., RAZIEZAET AFARE S LT 1 B 5~10mg
ZEHEEAMCR OGS T 5, B, SEI2IT 1 F smg NORG 2G5, Filn, JER.
BHARICKL D EERHT 225, 1 H 10mg 2B27R2\W2EET5,] ThD,

8. FSVARR—A—IZBHT S1EH
MR L

9. BRZEICKEIBRER
(Tvil. 10. wERE] OESMR)

19



10. BEDEREZHTIHEF

16.6.1 BHiEEERE
B ELZH T HHEE 16 4] (Cer : 0~47mL/min) 1Y LV ET AEAERYE 10mg % 20 4 [EE IR
WEFGEEAY L7z & 2 A, R AR BFITDS Z‘ﬁ Y (Vdg) OBRFREICKE o724 (4b
EAT—%),
£, BT 22 TV RS EEERE 9 HIIC Y LT AEAREESE 10mg 2 1 H 18 13~18 H
MO G Lz & & o RE T HER G L IZIEFR L TH Y . P TOZERBITRD IR -
720 WNEAT—4), [9.2 ]

16.6.2 FFi#REpEREE
FFEEZS R 8 BllC Y L BT A AR EE 20mg P 2R NG L= & 2 A, [FER OBRER AL~
T Cmax 1% 2.0 %, AUC X535 K&0-72% GEAT—%), [2.2, 9.3.1, 9.3.2 &[]
SRR ZE FRE 2 30T D SRR amit) N T A — &

. Tmax Cmax tie AUCo-
I (h) (ng/mL) (h) (ng * h/mL)
RS i 0.69+0.54 499+215 9.91+7.57* 4203+3773
FERERA 0.72+0.42 250+ 57 2.15+0.25 788279
(Mean=*S.D., ¥O&H n="T)
16.6.3 EiNE

Bl T (67~80 ik, I T5 %) I2Y VBT A ARREEE bmeg 24 B£%T IR O#E LT
LA, EBRE DT EER NI T Cmax T 2.1 %, Tmax T 1.8, AUC T 5.1 2, tue
T22fEREMN-7122%, [7.3. 9.8 ]

) AFNOERBI N HIEROCHEZ NEE. RACIEY Ve T AEARRE S LT 1[5 5~10mg
FECEEINIR OG- T %, B, @mE X 1\ s5mg 2 H&5 2T 5, FE, IEIR,
FRICX VEEEET 52, 1 H 10mg #8222t éd5,] THD,

1. Z0Oith
BRI L

20



VI. £t (EAELOZXESF) CEYHEE

1. &

RELEDHERA

F-
[=]
-9
1.5

ok

ARIORARIC, 555 KE, EEMEFER (BHEERE) K*hobhdlehHd, £-. A
RETOD.HDNEhREEBOHRBEERBLTVVEVWCERHIDTERET S L [71.7.2,
11.1.3 8E]

(fian)

KENZR W T THEIREE 2 56 5 LB % ISR R REEE L, s &R 2178 (RFEITE) 2 & o7,
FHOWE L2 &P REEFRFOITEIOFEN 2 W BIERZBEE 720 . 2 b ORIERIZ OV T,
FDA 1% 2007 = 3 AIKETHRIE SN TV A EIREEFIK 13 Al &2 R ICIERME 217 © iR 4
L7, —FH. ERICBWTHAAICRBRORWER N HRE SN TWDS Z Ex2%0,. © 9 A 9 RHE, HE
IRBECEAER (BRI EE) . iRt s (NRE TOH 5 W ITHRTEEER O HORF L2 FLE L
TW e I D EEA R LT,

2. ¥ERABRLTOER

2EE (ROBHIZEIBRELEWNI L)
2.1 RFN ORI ULl BUE OBEERE D & 5 BE
22 EEFEEOH L BHE [9.3.1, 16.6.2 ]
2.3 EIEEIEOBE [HiEERIC L v ERZE(L ST B8ZNNH 5, ]
2.4 2VEPAZEMAFRNEORE [IREA L L, ERZE(LSE2 BTN 5., ]
2.5 AFNC L 0 BEIRFEAEER (BiEEk) & U CRETEZ BRI LN HEE [EER A -
AT 2, FEEFICE D MERFEHER Z BT 282013 H 5, ]
(fian)
2.1 —#%IT, HDIAIOIC L 0 BEIE A2 4L U BEICF Ry 2 EH T 2 REINFHR G Sz
BA. T VAR —ERE 2T EWREMENE L v a v VEOEERENERZE L 5B8ENNH 5,
2.2 AT CR# SN D Z 0D, O XD REFTIIMFREN EH L, EANESHOb
nNoHBENRH D,
2324 REMEEE LY VT Y UREREOMH EOFEEICHEL TRE LTV,
2.5 MEARBEMEIERIZZ Z A iER 24 0 K L RBLT 2B TH 0 | FKANC X 2 REIRFE LR O BE:
DB HEETIE, LTORABZZOBND,
c HROGRIETPERTE 2
« TRBVEGIEHLO A RENE 1T AY IR
- BB BB I OFEM 72 < . BRAMZRHIEATE 20
RPALTTIE & LT, ARFN O ESCFEAERF O N A FEMEIT 22 < o BUIRL AHI O Hp 1k 23 RERAR A E IR
FIE O FIREME & BB C X DR Ll L, [ARKNC X 0 BERRBELEE IR (BPEiEfkss) & LCi
WITE AR L2 LN boBE) & M5 OHIGER L, EEMETLIZ L& L,

3. MEEREMRICEET HFEEENEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEXOHEIZBEET IEE] 22T 52L8,)
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5. ERGEFNIE L EZNER
BEERLERNMIE

814 HEMICKVEMKGFEZELL ZENHDHDOT, BARL Lk 512 L 2 R 280 5 =
& BRNORE 2T 25511, 16K EOMEEE+2ICRET 5 2 &, [11.1.1 3]
8.2 AHN DN BRI KO, KRR, EES - £ - KANEBREN R EDOK TR 52 LA

bH2HDT, ABHEOERRL EfERZ O OB F S ERVE S ICERT L2 &,
(i)

8.1 IIFITHAIC L VB ESND Z N H D7, BIRE Lok 5 1 L 2RI HZ 8T 5 X
IR LT,

6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESEOHIBHE
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AHRAE  GFEA R FIE M OB 5 DIFIZRE 5 RARIET | @i, Ay A EF AEAEE S LC1E5~
BR <) 10mg % SEEEANCR O 545, 28, BhEc

IE1EBmg) b & 52 Bth9 5, Fin, Bk, KR
WXV EEHEET 58, 1H10mga B /2 &

LT 5,
<DailyMed (USA). 2023 % 12 H 5>
E 4 KE
s sanofi-aventis U.S. LLC
W44 AMBIEN- zolpidem tartrate tablet, film coated
A - B#& | 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. BB T BB IEER
ERICET SiBMER (F—X SV THE)
AFNCHB T HEH EOFEOHOFLHEH E A —A TV 7 e 3R 5,
(IVIl. 6. FsEDOEFAEBHTHEEICEHTHEE] OHEEHR)

Drug Name Category
F—A N U T DR zolpidem tartrate B3
(2021 4F 4 A #5R)
2% SO

F—A NZ U7 D54 (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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