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o VIVET Al A YIVET A AT
- OD 7 4 /L1 5mg [£F 4] | OD 7 4 /Vh l0mg [£F 4 )
& ERE) O3 A=REN
|- - i Lo - P
EANI7
i i fa1 i
£ (mm) 20 20
K& | B2 (mm) 14 14
JEE (um) 80~110 100~130
(3) #FAa—F

VLT MEAIEE OD 7 4 L4 Smg [£F 4]+ QQ406
VLB T MEAEEE OD 7 ¢ LA 10mg [EF 4] 1 QQ407
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1) ERIEEER
HE mgialinis GREBRIE - K) IS L v a1t o7,
FAEIRE ]
VLT DAY OD 7 4 Vb Smg £ F 4| 30~56
VLB T MEAEEE OD 7 4 /L 10mg [EF 4 1 44~86 7
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VLT MEAERYE OD 7 4 VA Smg [BFZ ] FOW L ET AEAEEE OD 7 4 /L A
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B4R
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1 B
HIE Y BT AEAREE Smg

1 K
HR Y ET AEAEEE 10mg

AN

ERexsub’/llu—2A,
RE Ry, w7 ad—/1 400, I-
A b=, KL RY T A
EuAa—A, Flong—2AK
Y., kT H . A7 Ta—

A Ho BV F Y T AKFIY

E e o’ lkilo—=A,
RE Ry, =271 3—1400, [-
A b=, KL RY T A
e Ao —R, hl g —2RAK
my, ks, A7 Ina—
AL By Y F MY T LK
Wy, = R egk, — TERbEk

(2) EREFORE

A% L0

(3) &g
A L7g

3. HEMBROHEAKRVEE

L7

4. Hif
A L720

5. \BAY DAIEEMED &H HRHMY

54 3 20
H,C NN
. / CH,
N,N,7-Trimethyl-2- N\
7-A F VAR (4-methylphenyl)imidazo 0
[1,2-a]pyridine-3-acetamide
H,C™ “CH

V. &% 5IER 5




6. REDEERHTIC

BIFHREMLED?

JILET LEREEE OD 7 4 J)LL 5mg [EF4 )

FRBR RAF S RAFEHE PrAT 4] it o
JIIBEE=N 40°C, 75%RH | 7/ @ik 6 A HikSE P
FEWIRTTRER | 25°C, 60%RH | 77 /L3 @ik 36 # A HikSE
50°C 2% A HikE Y
30°C, 75%RH 7 H HikgPy*
e e EEITEM 30 I lux
40001lux/hr PLETIRT (&8,
(25°C. 60%RH) FR20 T e 12908 120 )7
lux TR (BESAN),
FRHIEIZ ALTWAB, 1 BHE XV BRNPE LT,
BRIE H
o BROBRMRIR, MERRRABR. RIS, RREME. WM. ERE
FWIORAAaER - PRIk, AedlalBR, BRI —ME, BREEME, BRHIME, EEE
W B ORBR o MRIR. RAEEME. WM, EEE
JILET LEREEE OD 7 4 J)LL 10mg TEF 4]
RBR RAF S RAFEHE PrAT 2] it o
JIBEEV, 40°C, 75%RH 7»:@% 6 » A HikSE
EWIRTTRER | 25°C, 60%RH | 7 /L3 @ik 36 # A HESE
50°C 2% A HikE
30°C, 75%RH 7 H HikgPy*
AR 4000lux/hr AR TEIIRER 60 7 lux
(25°C. 60%RH) AR TIX | 3 oo A
PRI ALTWAN, 1 HE XV BRNPEN L=,
BRI H
o BROBRMRIR. MERREABR. A M, AREME. WM. ERE
RO - PRIk, medlalBR, BRI —ME, BREEME, BRHME, EEE
oM R BR O MRIR. HREEME. P fE%/i%
7. AEERVABREOREMH
A% L7
8. fhFlL DEEEIL (WMEBILFEMZEIL)
A% L7
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9. B
BHEEEICH T HEMME D
JILET LEREEE OD 7 4 J)LL 5mg [EF4 )
%I EIR S DA ZLRRI SRR T A R T4 > CERR 9 4F 12 A 22 AfTEIRES 487 5, —
BRELIE Rk 18 4F 11 A 24 HATREHEA R 1124004 ) | 1THEV, HEUERIA] (<A 2 U —0fg
Smg) & OIRMAEB O AT 72,

(F71)
HR —alBRiEm HaERiE ONRWE) 12K aBRE21T 9,
(515

AR & © 900mL
BRI : 37+0.5°C
A OBR WR : pHI.2=H 5 ¥ HIREREE 1 1R
pH3.0=7% 7= Mcllvaine FEfEK
pH6.8=H J7j A HIFERES 2 K
K=HJm KK
[ #5 % : S0rpm (pH1.2, pH3.0, pH6.8, 7K). 100rpm (pH6.8)
CHIE H:1E)
FEAERIAAN 15 43 ANIZ ) 85%LL RIS 2556, RUBRELAIAS 15 43 ANIZFH 85%LL 1
BT 270, XU 15 312310 2 iBRIRA D -85 H 2 S AR HERLA oD S5 HE 28 £ 15% D i

2%,
¥
(& 2R
50rpm (pH1.2) 50rpm (pH3.0)
(%) (%)
120 - 120 -
100 - ® 2 100 A $ S
jfj 20 i 30
pies b
H 60 H 60
40 40
—@- YV ET AFAREMEOD 7 4 Vv ASmg [EF 4 —@- VL ET AFAREOD Y 4 /L ASmg [ F 4]
20 1 —O- <A XY —®fE5mg 20 7 —O- <A XY —®fE5mg
0 . . . 0 T T 1
0 15 30 45 (min® 0 15 30 45 (min)
| BERE
50rpm (pH6.8) 50rpm  (7K)
(%) (%)
120 4 120 -
100 4 100 - — 3
* T o0 o
i{‘j 80 i’g
R i
;@ 60 #6017
40 4 40 1
—@ VYT AEARMOD Y 4 /L ASmg [EF 4 ) —@- VNV ET AEAREOD Y 4 )V ASmg [EF 4 )
- 20 -
0 O <A AU —®ESmg —O- <A XY —®fE5mg
0 : : ‘ 0 ; ; |
0 15 30 45 (min) 0 15 30 45 (min)
LS| EEiE]
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100rpm (pH6.8)
(%)
120 4

[
®

100 -
S’Z 80 4

60 o
H
40 1 —8 VL ETF AAFEOD 7 4 /L ASmg [EF 4

20 | —O- <A A ) —%E5mg

0 ‘ ‘ ‘
0 15 30 45 (min)

AHfE]

EHZEENCI T DEENE GUEBRELAI K OEEHERLAI O P R O L)

N e BT AR
PUREL (v 2D =g smg) | O0 T AAME |y
Y g f:Ea—‘gJ fE
FlREL | RBRIK | TEHRER R (%) R (%)
pH1.2 15 43 104.9 98.7 ke
pH3.0 1543 103.4 98.2 ke
50rpm
pH6.8 1543 96.6 98.2 ke
7K 1545y 100.6 97.1 W
100rpm pH6.8 155y 101.0 97.3 W
n=12

FTRTCORBREMHICB W CHTEEEICHEE L TWD Z &b, YLVET AEAEEE OD 7 ¢
v Smg [T K| LIEARERIF] (v A 2 U —®FE Smg) OEHZFENTELIERTED b,

JILET LEREEE OD 7 4 JLL 10mg TEF 4|

ML I EIS DL ZIE SRR T A R4 > (PR 9 4 12 A 22 AfFEIRES 487 5, —
HRRCIE SRR 18 4E 11 H 24 AfTSRARA IS 1124004 ) | 106V, HEYERIK] (= A A U —%%E
10mg) & OEHZEEO I A2 1T - 72,

(F51)
HRE —ixalBRisia taliis (O8N FUWE) ICE0RBRZ1T O,
(51

BRI A © 900mL
BRI « 37+0.5°C
A OBR WR : pHI.2=H 5 ¥ HIRERES 1 1k
pH5.0=% 8 7= Mcllvaine #ZfE %
pH6.8=H J7j ¥ HIFRERES 2 K
K=HJF KK
[ 5 % : S0rpm (pH1.2, pHS5.0, pH6.8, 7K). 100rpm (pH6.8)
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CHIE H:1E)

[pH1.2 (50rpm). pH5.0 (50rpm). /K (50rpm). pH6.8 (100rpm) ]

FEAERLAN 23 15 50 ANIZ T 85%LL EIEH T 2456, BREAIN 15 23 LANIZ %) 85%LL |
T 575, AT 15 0123617 2 BRI 00 2B HH 3R AR VR 0 SR 3R = 15% D i
FICdH D,

[pH6.8 (50rpm) ]

FEAERLAI 7S 15~30 5312 -2 85%Lh BT~ 2 556 R HERLA D - BIER =R DY 60% M OF 85%
FHEE 72 5% 72 2 RERICB W T, AREBRILA 0 SRV SR AR HERLA O SR HHFE £ 15%
DOHIPAIZ B D h>, XUiT 22 B OER 42 UL ETH 5,

N
G2
50rpm (pH1.2) 50rpm (pHS5.0)
(%) (%)
120 - 120 -
100 100 - ——————9@
i 80 # 80
s a3
g 60 ¢ 60 4
40 ) 40
—@ VL ET AlAEEOD Y 4 /L A 10mg [£F 4 —@- VL ET AL EEEOD Y 4 L A 10mg [T 4|
20 —O- <A AU —"5E10mg 20 —O= ~ A AU —"E10mg
0 . . ) 0 : ‘ .
0 15 30 45 (min) 0 15 30 45 {min)
BERE B
50rpm (pH6.8) 50rpm  (7K)
(%) (%)
120 120
100 4 100 -
F 30 - F 80 4
H #
bl | # g0 4
m % H
* 40 ¥ 10
—@- VL BT AlAEROD Y 4 )V A 10mg [€ T4 —@— VBT AL EEEOD Y 4 VA l0mg [£F 4
20 4 —O- <A A Y —¥510mg 20 1 O~ A AV =i 10mg
0 ; ; . 0 T T ]
0 15 30 45 {min) 0 15 30 45 (min)
Bl R

100rpm (pH6.8)

(%)
120 -

—O- VT APATEEEOD Y 4 L A 10mg [EF 4
O~ A AU —"E10mg

0 1‘5 3IO 4I5 (min}
|

HWEIZHd 5EE 9



EHZEENC R T DHENE GRBRELA K OMEAERLA D PP HER O L)

Fo A Y VET AN AT
BRI AE (vA AU —%E | OD 7 4 /L L 10mg | 12 »
10mg) [ F 4 e | TUE

MR | BB | SRR | PR (%) | ERBEEE (%)
pH1.2 155y 102.6 99.2 W
pH5.0 | 154y 101.1 100.2 i £
IN

L Y R
7K 15453 98.7 86.2 B
100rpm | pH6.8 154y 103.3 92.6 W

n=12

TRTCOFEREMEICBD CHEREICHEA L TWVWD I Enb, YIILET AEAEESE OD 7 «
JLU 2 10mg [FBEF 4| LAEHERLE (=4 A U —®FE 10mg) O HEFENIELMENFRD ST,

10. B& - A%
(1) FELNRELGRS - A&, SNENRRLES - ARCHT H1ER
A% L7

(2) 8%
(VILVETLBEREE OD 74 J)LL5mg TEFH])
100 #z [5 #x20]
(VILVETLBREE OD 7 4 JLL10mg TEF )
100 £ [5 #cx20]

(3) TRB=
A=A

(4) RE|EDODME
TAIPE RV ZF LT L T7HZL— R/ TAI=UL/ K)ZFLLDTIF— T 4
JL )

1. AR RH SN S EMER
Y LR

12. Z Dt
A% L

V. ®HICEJISHER 10



V. AEICEHT SEA

1. MEERITE
FERFE (MEKRFER VS DREITH D TEREIXR <)

2. EEXIIHRICEHET HIE

5. MEEXIMRICEET HFE
AR OEH 1L, FIIEORIEBAMHE L THOITI 2 &, 2B, MAKIVED DV IS
OFICHE D RIRIEIZ IIAF OAZPEIFIIFF T E 20,

3. BERUAE

(1) BERUHAEDOEHR
HE, RAIE VT AEAREE S LT 1A 5S~10mg 2Bt EEANIR D& 535, 7B,
il F I 1 Bl Smg b EREEZBMGT D, Fils, R, REICK D EEHEET 523, 1 A
10mg 222N & LT5,

(2) BZERUBAEDHRTRRE - B
Pt 2

4. HERUAZICEHET HEE

7. BERUVHEZEICEET 5FE

71 RFNZHTHEONMTIIEANER SV, £z, &5 A D REE, MEIRFELEIEL (B IREE)
ITHEKRGFNICH bbb DT, KAlZ&EET 2551308 (1F Smg) oG %
AT 52 &, U2 THET IHAIIBEE HoIITVW AR LEEICESG T Z
Lo 220, 10mg #2722 &L L, JEROUGEIZHE- TEICED L2 &, (1.,
7.2, 11.1.3 BH]

72 RKFlE=R5T 2856, MEOEINCRASES 2 &, o, IRALTE Lk, BF
DEIR U CIREhZ BRAA T 5 £ CIT o ZRBEIRFER 2S & 720 - 72354 ATHEIRE 1
BWT—RFICER L CTHEFEEEZITo B AR EICBWTRERH bbbl & Oy
MDD T, EBHRT HENIEE & e T 2 FREMER & 2 & ST S E vz
Lo [, 7.1, 11.1.3 2]

7.3 miE IR 254, & (1E Smg) oH&EEGZML, 11 10mg Z#E 272\
L, [9.8, 16.6.3 =]

7.4 RFNIORENTHRREET 253, ORI DI S 3L D 2 & idan e, MER 3K TR
FIATeZ L, [14.1.3 2PR]

5. ERPRRLHE

(1) BERT—2/\v7r—o
A% L0

(2) ERPREEHEAER
AER R L

(3) AERIGIERFER
PAL- L A
V. BEICEYTHER 11




(4) HREEADGHER

1) AR

O ENZRHE IHRERR-ETREMH LR
AIRZ TFF & L, WIRERIE O 52 L L § 2@ ARIRIERE 2RI, YL ET Al
AlEisE (Smg, 10mg, 15mg™) X7 7€AR% 1 A 1 FEEEEATIC 14 AR L,
EIRE ORI & 2 MERAER B EE O THhEERE) D EowERITT 7 R T
27.8% (10 $511/36 f5]) . Smg #£ T 52.6% (20 $il/38 f1]) . 10mg F¥ T 60.0% (24 {41/40 1) . 15mg
BEDT553% Q21 BI38 ) Th-otz, BFEROBET 10mg B, 15mg DR T T B RRE
ICHEICED (WFhb p<0.05) , EMZFIRE Tl Smg, 10mg, 15mg BFEODOTRTHRTZ
TARBHCAEICE -T2 (WD p<0.01) Y,
RIFERZBLRIT, 77 B REET 14.6% (7 BI/48 Bil) . WaRlEs 6o, Bh, THHEEK, &
B BRI 27 L Smg BT 12.2% (6 B11/49 ) W%R&iﬁfﬁﬂﬁk eI, Rk
DEAL, FHBOBEIA 2 h72 &, 10mg BET 14.9% (7 Bil/A7 B1) . NFRIZEER . IBEEAE
3#\$%o%\£ﬁm\r%@%2#ﬁe\wmﬁwﬂcmmewmmww\mﬁiﬁ
K2 ETHoT2Y,

Q@ ENFENMHE-_EERHEMLESER (Nitrazepam xtEg)

WIRFMERIE O & 5.4 ME &3 5 RIRERE 23U, YAV ET AEARERESE 10mg X
Nitrazepam 5mg % 1 H 1 [AIgtEERTIC 14 HEES U, MEIRGER SR CGERE O TR
U DL EOSERIT Y VYT AEATEERE T 65.6% (42 f41/64 3]) | Nitrazepam £ T 52.2%
(35 41/67 #1) THV, URETY VET MEABERNAEICE ST (p<0.05) Y,
BWERRBERIL, YL E T AEAREERET 16.5% (13 1/79 #1]) . WNiRIZ5 5o X, BRIk
55 RS, FRIRERAS 4 1, D FE WV 3, FLIERETE, BWA 2 fF72 £ T& Y | Nitrazepam
FET 18.8% (15 B1/80 f5Il) . NARIZS DD X 5, IR 3 F, O FEV, HBEE, .
% 2 72 ECHBEOMICEITRD bivieroT Y,

@ ENEMHE-EEHREMLLERER (Triazolam *1H8)
WIFIEIRIE O R 5.2 L & A RIREERE 2 XRI, YV ET AEAREESE 10mg XX
Triazolam 0.25mg % 1 H 1 [RIgREERNC 14 HEBE Uz, BEIRGER 2= o THhaEpE
U | UL EOBGERIT Y LT AEABEERE T 63.5% (40 f41/63 1) . Triazolam #£ T 75.0%
(51 B/68 f5i) TH v, MEEMICHERZTRO b olo, o, BGERDED 90%
EHEXEIT-262%~32%TH VD, A=10%E L7=REORIZEMHER Tk, YLV ET LA
BED Triazolam FRIZ X B [RISEME (FEHME) IFREH SN2 o729 7,
BITERBE L, YA ET LEARRERET 9.7% (7 #1/72 ). WNFRIZEER 2 e L.
Triazolam £ T 4.1% (3 #/74 ) <. MEEMICAEZEITRD bNho72 9,

@ ENFMHE_ETRFEHELERR (REMHRIRER) (Zopiclone xtHR)
# 3 BIPL EORIREHT 2 EMERIRERE (ICD-10 55 & L2k axtgic, Vv
v T A AR SE 10mg X Zopiclone 7.5mg & 1 H 1 BISEEEATIC 14 HE#HE Lo, ME
IRIER R UGEE O THEEWE ) U EOSERIT Y VYT M ARIERET 67.9% (142
131/209 f51) . Zopiclone F£ T 61.6% (135 51219 i) ToH o7, £7=. WERDFED 90%(3
T EIE-1.7%~143%TH Y | BRNICTFAETE D LB DNOUHERDE A=10%L L
T RE D[RR ClE, Y VBT AEABRERED Zopiclone FEIZxf3 2 RIS (FESH M)

V. AEICEY 5IEH 12



DPRRES T 9 9,

BIWEFRERIL, Y ET LA T 31.3% (66 #1/211 1)) . PERIZEER 15 14, IRX
134F, 550% 9, Bl OB 8 F, w0k 6 11, FRIRIEK 5 172 £ Zopiclone # T 45.3%
(102 f51/225 ) . PNRRIZE R 69 4, FRARES 12 {4, IR&. 3R 91, S0 0% 84, &
L6 1F, BHERK, BRI 5 7 & T, Zopiclone FENHEICE -7 (p<0.01) ¥,

) AFNOKB SN AELROHERR HEE., AT LT AEAERE & LT 18 5~10mg
ZRMBEANIROEEG T 5, 2B, @i 18 Smg 68525675, i, GER.
PRI X D EEEERET 228, 1 B 10mg 22wt ed5,] Thd,

2) REMHB
U E R L

(5) BE - HEANHR
R L

(6) AmAIfER

1) ERAKERE (—RERRERE. BECRARERE. EAMKLERAT). RERTERT
—AR—RAE. HERTRERAEBROAR
A ERR L

2) RBEFHELTEBRFIEOARXIIERL-AE - FBROME
BARRNA

(7) 20t
LR L

V. BRICEYSHER 13



VI. EHEREICEHT HHEB

1. REZMICEESH DILEMRILLEWE

e

jas

IFVEY VUMIEEAT LIRS VT BB SRIER

B BEEOL LB OMREIIRE L, KHFOBFIRLZEZMT D L&,

2. EIEBEM

(1)

(2)
1)

2)

3)

4)

5)

(3)

YEFERGL - YEFRKERE 10 1D

VERERNL « FHAS e Y DT B E L RERDY T 4 A T T D o (BZD) 4K

VERIFEST © w1 (BZD1) 2RI x U CRINA 2 B4 71 L. GABAA % OIS 2 170
THbLDOEZZALND,

eSS I o

RAIMEE I R (F T 28

JVET MEGRLESE 10mg A EEER SRR 5 5 & | MEIRIERE A TR L 19, BE
IR %1% REM BEIRIC ST 5 = & 72 < ARIEIR & B &S 6, B~ F b LR, SR
GULT B TR T 127,

RIEREEICX T 51
BERER IS Y L BT A ATRIESE 10mg &85 L7z 1 R I3 & e iR IE I 28 22 5
NIz, R OFLIERAE T II A SR 12 1720,

BYORKICxT SR

YVET MEARRMEIL, v XA KOT v MIBWT, X0 RIREICIREMER 2 80 S
H 2, Raf T v s OREE—MER N7 — AT DIV R -7, T v MC
BWT, FERFBITE T, Fifeldsan -7z 2,

Z DO PIBAER

YT NEABSIE, ~ 7 AT, SR OMIC, SRR, SRS s
R, BEEASE LD RTHLDAE M, R, Ty MIBWT, FRRIERERL
7229,

RELEEDZE
YVET LMEAREIT. v 7 AZBNT, EREG L THIMEDIERRIEI57 > 72 29,

ERRIRER - Frihsf
EERR L

VI

EEIB(ZRHY HIER 14



VI. EVBREICEEYT SHEA

1.

(2) B

e RED RS
(1)
DR L

LB Mo

AR CHE SN -OPRE

1) 1U§EJZ)K

TEEERR A 6 BC Y VBT AEAERESE 2.5~10mg D& ZEiERHCHBIR ARG LIZ L 2 A,
VIOLET ATELNIIN S, F5% 0.7~0.9 BRI I E  (Cna) (CEELT
. WIS (t) 1.78~2.30 BERE THECHMTIRAD UToo Conax Mo OV T B — B 5] b o
TiHfE (AUC) 3G BICHAI LTI L7220, £72, B A 6 flic Y L e T AEA R
HigE 1omg 2 1 B 1[0 7 AFFIRZICROKE Lz 2 A, METREHSR T 1 FEE 7
HETIEIER L Th o722,

HL[AlRE O e 505 O KWl B ) N T A — X

EREEn 4 tmax Crnax ti AUCo- o
(mg) (hr) (ng/mL) (hr) (ng * hr/mL)
2.5 0.7+0.3 32.649.6 1.78+0.48 96+58
5.0 0.8+0.3 76.2+£29.7 2.06£1.18 2594218
7.5 0.9+0.6 102+42 1.86+0.47 330+163
10.0 0.84£0.3 120+73 2.30£1.48 491474
(Mean+S.D.)

) AFNOAR I NI HELOHEIR HEE RAZIZY Ve T AEARE L LT 1 [E 5~10mg
ZRLEEANCR OG5, 2B, @A X 1B Smg bR G 2B 5, i, SR,
FAICEVEEHEET S, 1 H 1lmg2Bxanwz 45, | THd,

2) EYFHIRFEHER 2

D YILETLBREEE OD 74 J)LLSMg TEF A

AW FIRIENERBR AT A R T 1 2 CREFEFRE 1124004 5 PRk 184 11 A 24 H) (2HE
CTC, YIVETABEAREOD 7 4 /LA Smg [£F %) L~AA)—"¢Smg &, 7/ 1A
A= N—IRIZ LY T KEUT 1 8E (Y AET AFAERE & LT Smg) A BHEICHR H
[ElRE O 5 U Tl R EBIRREE 2 JE L, S 5N - 8P Ehie T 2 — 4% (AUC, Ciax)
(22U T 90%(E HE X VLIS CRERHIRIT 217 - 72 k5 5. 10g(0.80)~1log(1.25)D&EIFHINTH Y |
WAl D AW R R SR D RS ST,

EVBEICEHT HEE 15



MAEPRBLIRRE DR (K72 L. ~A A Y —®E Smg 13K THRA)
(ng/mL)

140 -

1L
it
i
B

12 16

Fe 1% I

i 3 PRZALRIRE OHER Ok D)

—e— VL BT AJEAFEEOD T 4 /L ASmg [£F 4
—— 7 A A —®EESmg
(Mean+S.D., n=20)

(ng/mL)
140 5
120 | —— L BT AJAEHIOD 7 L L5mg [FE T4
- —O0— v AU —®fE5mg
100 (Mean+S.D., n=20)
Ifn.
i3
H
i
I
T T T .
0 4 8 12 16 20 24 (hr)
P G- g
IY)ERE /N T A —H
AUCO-24 Cmax tmax tie
(ng - hr/mL) | (ng/mL) (hr) (hr)
& | YVET ALY OD
. 311+£102 95.1+£34.0 0.99+0.65 2.70+0.92
7‘5 7 4V Smg [EFH |
& | v A AU —"%E Smg
302+109 94.4+36.1 0.76+0.32 2.61+0.97
ERC S )
K| AT Al AN OD
%) . 313491 106.6+28.0 | 0.70+0.28 2.334+0.71
0 7 4V 5mg BT
i—% ~A AU —®E Smg 329475 110.1£27.8 | 0.76+0.26 2.44+0.71
(Mean%S.D., n=20)
. RYEREICEEY 5I1ER 16




@ VIETLERMIEOD 74 /LA 10mg EF 4|
WP R VBT A R T A CERFAEFE 1124004 5 SFRL 184 11 H 24 H) (2H#E
UTC, YAET AEAREE OD 7 4 V5 10mg [£F 4| L~ARAY—%%E 10mg %2, 71
AF— N0 LU 1 8 (VA ET AEAERE S LT 10mg) fEEERR A BIEICHE
RHFERE A%G LTI REGRREZHIE L, 507 WEifE T A —~% (AUC,
Crnax) (22T 90%(3 FE X VA THEGHIFHT 247 > 7285 5. 1og(0.80)~1og(1.25) D HLFHN T
&Y WHI DAY FRIRENE D R S ATz,

MR RECRREOHER Ok7a L., ~A AU —%F¢ 10mg (Z/K TARH)

(ng/mL)
250 1
—— /L T AAEHOD Y £ L A 10mg [T
200 —0— v A AU —®fE10mg

(Mean+S.D.. n=20)

ffl {<p
p 0
th
i 100 4
J¥

50 +

0 4 8 12 16 20 24 (hr)

e G-t e fi]

MAEPRECIKIREOHR OkdH V)
(ng/mL)
300 A

—— L BT AAEEEIOD Y 4 L L l0mg [EF )
2504 —0— v A A —®FE10mg
(Mean=S.D.. n=20)

Fe 1% g li]

VI.

EYEREICEE 3 5I1EH 17



HWERE T A —F

AUCO-24 Cmax tmax tin
(ng - ht/mL) | (ng/mL) (hr) (hr)

YILE T NN AR OD
7 4V 10mg [EFH |
~A AU —®$E 10mg

Ok CHRA)
YT MEA Y OD
7 4V 10mg [EF 4

636+275 167.9+61.0 | 1.58+1.01 3.65+£2.43

628+322 179.4+£50.6 | 1.43+1.21 3.73+1.70

688+415 197.4491.2 | 0.86+0.55 3.79£1.66

FRESF X | FTRECH X

~A AU —®§E 10mg 698+386 206.0+83.8 | 0.83+0.51 3.61£1.39

(Mean+S.D., n=20)

M3 EE N NS AUC, Coax 220D /8F A —F 1%, PEERE ORIk OFLE a5 « B 4
DORERFMENT L > TR D AREMN S 5,

(3) sk
LR L

(4) BE - HtREDOEE

1) BEOFE
fEEERR A 6 BTV L BT LB A ERHEE 10mg 21BN+ 5 &, Z2ERFR G~
T e I T 2 IR R (tmax) 1 0.80.3 HERE] (Mean+S.D.) 7> & 1.8+1.2 I#fi] (Mean+S.D.)
\ZIES BN 5 7278, Cmaxs AUC & BICKE A3 1T R0 o712 Y,

2) V)I7rELY

B A 8 BIIC U 77 B 600mg X778 ARAZ 1 H 1[E S5 HREREO&EE L, #H,

VILET AEARRIE 20mg PEROKBEL-EE, V7 BV UHHRICBIT S Y LY

T AP Cmaxs AUC O tip 1377 B ARGERIFIC LR TENEI 58, 73 O 33% D A H 72K

TARDLNEY, (V7. BEER] OHEER)

) AFIO AT S AU R R O R Dl I L7 AE AR & LC 1 [E] 5~10mg
AHEEEANCR AR ET 5, 2k, mEg12id 1 [\ Smg 2 b5 2 BlET 5, Els, JER.
PEEIC L VBT 53, 1 H I0mg #8222 ET5,] Thd,

2. FUEEHN/SS A — 4
(1) R
LR L

(2) BALEEEH
DR L

(3) HEEEEH
DR L

VI. EYEEEICET SIER 18



4) 2I)753 2R
AR L

(5) NMAEE
Pt e

(6) ZDith
BRI L

3. BEE (KEal—>3>) @i
(1) B
DR L

(2) T A—ZEFHER

ZEER e L
4. IRYR 3O
BERE RN BV D R IR GRBR 24T - 7ol . YV B 7 AEARRE OD 7 4 )L A Smg TEF

5&0/»E7A@E%WOD74NAI%Qr%??lHDH%@%%&W%M@W%@k
HIr STz,

NAFTRASEY T4

R A Y LV E T AEAERESE 10mg 2/ QG LY NV ET AEA R Smg & FRARIN &
HHLTRDIENAFTTRA TEVT 415 66.6% T o723 32 SEAT—H),

) AFIOAR S iz HEE O &R R, RAIE Y Ve T AEAEE & LT 1 [\l 5~10mg %

BB OS5, B, @EEICIE 1B Smg S EG 2G5, Fln, ER, KA
WCEVEEIET 228, 1 H10mg #8122 &35, Thd,

.
(1) miE—REPEBYE
AR L

(2) miE—RBEEB
A E R L

(3) Eit~DFITH
AL Lot 5 BV VT AEAFREESE 20mg DA ARG L L & RELIKOIIT T
HEHE SR II B G5-8D 0.004~0.019%Th > 7=, #H% 3 H OFLH+ /i EE kI 0.11
~0.18 TH-7=P HNEANT—4),
1) ABNOAR SN ZHELROHER B, AIIE Y AT AlAEE & LT 18 5~10mg

ZEEEAMOROEET S, 2B, EE X 1 [ Ssmg bR GE2RRET D, Fil, GEIR,
FARICEVEEHEET D2, 1H ImgZ2Bxanwittd b, THD,

VI. EYEEICEY HEE 19



(4) BEBADBITH
LR L

(5) TOMOEEADBTE
DR L

(6) MBERFEEE
fEREER A Y LV E T A A IR 10mg 2 f% 0% 5- L 7= 1% O A& RS A 21T 96.0~96.3%TH
0, MAEFIRE 50 O 500ng/mL T in vitro & HAE A & ORNZEITRD /e -7 39,

6. H#t
(1) XHBRGL R UM EAIERE 97
(VAR
TRHRERS © B2 DIIFHERO A FIVENBIL SN THNVR U IRAHY CGEEEEZ A L2
VAR A

(2) RBIZEAET X (CYPE) OHNFiE. F5EX®. 9
Rt #E CYP3A4 DIE)> CYP2CY9, CYPIA2 72 PEH ORI L v EsIn 5,
(IVm. 7. 8 EEA | DIEERR)

3) MEEBHENDEERVZNEE
Pt A

(4) REPDOFEOERRUFEML . FAELE
U L

7. it

fERERR A 6 B Y L BT A ARRYEEE 2.5~10mg P& R CHER NG Lz 2 A, &5

% 24 K1 TORFUCHREIE SRR, WTROBRGEICBNTHHEGED 0.5%LLTF

T LTI ThHoT2 Y, Fio, @EERRA 6 FllZ Y L ET AEAREESE 10mg 2 1 B 187 H

MEIRZICRE O LIz 2 A, BEHIH, 4 X7 HHEG% 24 RO R P ARZE ARk

RITHER G & [k, 5RO 0.5%U T Th o722,

) AFNOAR SN HEROHEZ HEE, ATy v e T AEAEEE & LT 1A 5~10mg %
BREEANCROELGT 5, ek, @A 1B Smg O EGE2BIGT 5, i, Bk, %A
WX VBEEERT 58, 1 H 1I0mg #8272\ &35, ThHhod,

8. FSIUVAKR—AE—IZBET HIEHR
MY ERe L

9. BMEICLDHBREE
A ER R L

VI. EYEEEICET SIER 20



10. BEDEREET HESE
(1) BHEESEE

BrEEEEZ AT 58 16 5l (Co: 0~47mL/min) |2V /LT AEAREE 10mg % 20 53
FRIRINERSLEAD L2 & 2 A, BEEERAICLER B M TONHERE (Vdp) ORFEIZKE )
27240 NEAT—#),

Fo BT A2 T TV DB EERE 9 I L YT LB AEEESE 10mg 2 1 A 1[A] 13~
18 AN Lz & 2o REHERGRFEIZIEFRCTH Y, M COZRILR
HHNIRMNoT2 0 GKEAT—2), (IWL6. (2) BHEEBEEESE OHESMW)

(2) FrigaelEE R8s
FFEEZS 3 8 1 Y L B F ME AT EE 20mg DA A% G Lz & 2 A, FAEBOREERA
[ZHERT Conax 1 2.0 fi5, AUC (X 53 f5ERE o= WEAT—%), (VL 2. ERARLE
ZTD¥EH)|, VI.6. (3) FHEEEETESE 0HESM)

PR AR ;BB\ 38T 2 Bl EERmi) /N T A — &

at tmax Cinax tin AUC)_ o
A (hr) (ng/mL) (hr) (ng * hr/mL)
IIREE N e 0.69+0.54 499+215 9.91+7.57* 420343773
R 0.72+0.42 250+57 2.15+0.25 7884279

(Mean£S.D., X ®D A n=7)

(3) =EE
ER R T B (67~80 k. 75 %) [TV NVET AEAERESE Smg RO E LT 2
7. et O J7 IMEEE R AR T Cinax T 2.1 {5, tmax T 1.8 %, AUC T 5.1 %, t1p T2.2
fEREDo72 P, (V.4 RERVHAZECEEYT HEE]. W6, (8) S#E, DHEM)

1) RANOAR SN ELOHAET HEE., AT VET A AERE LS LT 1 [\ 5~10mg % it
FHEANCRO®RET 5, 28, BEIZIE 1B Smg oG 2T 5, Fln, Bk, FERERICXK
DEEMEET 22, 1 B 10mg 2B\ L ET5,) Thb,

1. £ Dt
DR L

VI. EYEEEICET SIER 21



V. 22t (FEALDEES) ICET5EH

1.

6

ZERNB L ZDHEH

1, B
=N =~

AEIOIRARIC, ©5 5 5RE., EREHER (ZBERF) KHobhd I endHbd,
Tl ABRETO. HHVEHREEROHEZZRELTLVEVWI EAHINDTEEY
52 &, [71. 7.2, M1.35H]

. ERAR L EDER
2.

ES (ROBHEICFIEBRELGNIL)

2.1 RANO SR LIBHEUE OBEERE O & 5 B

22 EERIFEEOH HHBE [9.3.1, 16.6.2 ]

2.3 EIEFEIEO RS [HEIERIC L VEREZELLI T2 BTN H 5, ]

2.4 AP ARNED BE IREN LS L, IERE2ElLSEB8Th0nH 5, ]

2.5 AFNZ L 0 BEIRFECER (BUHERS) & L CRETBEZRALZZ /b HERE [E
B - BT, FREEICE HIERMEER A BB T 2 BENARH 5, ]

MEERIFHRICEET HEE L T DEH
(V.2 EERIFIHRICEET HFE 22MT 52 L,
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72E, I 1 [E Smg 0 L E G- A BT D, Fm, SEIR. BRI iD%ﬂﬁﬁT
L3, 1 H10mg #2722 & &35,

KETOARRBULITRRO LB TH D, kE4 : AMBIEN (202242 H) L V5]
KE (1992 4E7KER)

24, : sanofi-aventis U.S. LLC

R4 : AMBIEN

FIE « Bl - 7 v ba—T 4 78 VLV ET MEAREE Smg - 10mg S

BhEE I3 2h 3

1 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 [see Clinical Studies (14)].
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.

FE KOV &

2 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 [see Warnings and Precautions (5.2)]. 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

XI. 3ZE&H 32



is lower in women.
Long-term use of AMBIEN is not recommended. Treatment should be as short as possible. Ex-
tended 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 [see Drug Abuse and De-
pendence (9.3)].

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
[see Warnings and Precautions (5.2), Use in Specific Populations (8.5)].
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 con-
tribute to encephalopathy [see Warnings and Precautions (5.8), Use in Specific Populations (8.7),
Clinical Pharmacology (12.3)].

(2024 £ 1 HIRER)

2. BB T HEERZIRIFHR

(1) EEA~ADIREICET 2BNMER (F—X S YT 25
AFRNZ BT D EoTEE 195 135F). 19.6 RELF OHOLHFIILLTOLEY THY
F—=AMT VT ETERD,

9.5 1E4F
TR SUTIERE LT D ATREME D & 2 2ot I, TR E OB ISR a4 a2 & oH|
WS 2B 8ICoRrEET Db, ATt FCHRBZBIBT S Z EARESNTE
0 AR INCARK Z B S o B K0 AR U7 RIS RRIR ], s, SRR, S
Wk, LIRS OBEPUER DS H bbb Z ENH D, B, IhLOERIT, B4
WL LTHESNDEELH D,

9.6 =317
ARG S ED 2L, B A~BITT D Z e SN TR Y, FrAENICHERZ
ZTBEnRH 5, [163.1 /]

i M

>

A=A RT VT D

. - . . B3 (2024 £ 1 1)
(An Australian categorisation of risk of drug use in pregnancy)

KBE  PEOME>
A —A ~Z U7 D4%E : (An Australian categorisation of risk of drug use 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 indi-
rect harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the sig-

nificance of which is considered uncertain in humans.

XI. 3ZE&H 33



(2) INRZ(ZRE 9 B ERE
AFIZB T HEH EoEE 19.7 INRE ) OEOFEITILLTO LB THY . KEDOEA L
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KEOUFT LEITRROEBY Th 5D, [Ikie4 : AMBIEN (202242 H) X v 5IH]
8.4 Pediatric Use

AMBIEN is not recommended for use in children. Safety and effectiveness of zolpidem in pedi-

atric patients below the age of 18 years have not been established.

In an 8-week study in pediatric patients (aged 6-17 years) with insomnia associated with attention-
deficit/hyperactivity disorder (ADHD) an oral solution of zolpidem tartrate dosed at 0.25 mg/kg
at bedtime did not decrease sleep latency compared to placebo. Psychiatric and nervous system
disorders comprised the most frequent (>5%) treatment emergent adverse reactions observed with
zolpidem versus placebo and included dizziness (23.5% vs 1.5%), headache (12.5% vs 9.2%),
and hallucinations were reported in 7% of the pediatric patients who received zolpidem; none of

the pediatric patients who received placebo reported hallucinations [see Warnings and Precautions

(5.5)]. Ten patients on zolpidem (7.4%) discontinued treatment due to an adverse reaction.

(2024 45 1 HW5R)

H[E D SPCITTFRED LB TH D, [kR7E4 : Zolpidem Tartrate (2021 4F 8 H) L 0 51 H]

4.2 Posology and method of administration

Special populations

Paediatric population
Zolpidem is not recommended for use in children and adolescents below 18 years of age, due to
a lack of data to support use in this age group. The available evidence from placebo-controlled
clinical trials is presented in section 5.1.

5.1 Pharmacodynamic properties

Paediatric populations
Safety and efficacy of zolpidem have not been established in children aged less than 18 years. A
randomized placebo-controlled study in 201 children aged 6 — 17 years with insomnia associated
with Attention Deficit Hyperactivity Disorder (ADHD) failed to demonstrate efficacy of zolpidem
0.25 mg/kg/day (with maximum of 10 mg/day) as compared to placebo. Psychiatric and nervous
system disorders comprised the most frequent treatment emergent adverse events observed with
zolpidem versus placebo and included dizziness (23.5% versus 1.5%), headache (12.5% versus
9.2%), hallucinations (7.4% versus 0%) (see sections 4.2 and 4.3).

(2024 45 1 HW5R)
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