20234F10 H 2R T (B 1R

B R R NI TR
BN - 37 M VERE e L - L7 55 P S 2 BARERmIRES
IAVY 70 8 871129
[o] -
JEIOUs=1
I J J ﬁ mg rKM PJ 5% 1mg|30300AMX00083000| 20214F6 1
e o — 2 $2mg] 30300AMX00089000| 20214£6 H
$23mg|30300AMX00090000| 2021476
T2V EDOJ 5 2mgIKMP)
‘ " (o] —
T XA EDDD i 3mg[KMP]
ESZOPICLONE Tablets“ KMP”
X1 EE-AEED D
X2 ER - EMSEORFECLIVEATS L SKK

24

FHEIDOIRARC. B335, EREMHEIA (BHER
F) ho5hNBTENH D, Ffe. ABTXTD. HHW
[FPEREROHREZEELCVWIEVNC EHHDDTE
B9dT&,[9.1.5, 11.1.6 2]

1.

2. R (ROFJHEICFERSULEWVWTE)

2.1 RHFIORG XL E 7 1 2k LB BUEDO AR D & %
BH

2.2 HAEF M IED B

[BstiRE RIS K DIER 2B S 2 BEZND S % 0]
.3 SRR AR R O B

o) AAERIC E DIRIEA LA L, ERZE LS L2 8
M bo]

3. #HRE - MK
3.1 #8mk
i, IAVE O 8 | TAVEZOVEE | TAVY 0 U
e Img [KMP] 2mg [KMP] 3mg [KMP]
HRIHEST TAVE7O Y
(18] lmg 2mg 3mg
AINFoNary, A AH )N AT —A Na, fEimtra—2a,
BibF5 >, AFT7) Mg, Vo, FLEE, b FoFy
wnEl | 7UELELa -, e 7O 0—A, %7 0T—)L 6000,
1) VK Ca
— =R bR
3.2 ®FIDMIR
Wg, | TAYEZHEE| ZAVET O G| AV SO G
s Img [KMP] 2mg [KMP] 3mg [KMP]
w (SO ®B=
e TANAT—=TA|FHAD T4 IVA|[T ANV AT—T A
DY S s Yy
(7N SR wRE O
B (mm) 65 6.5 65
JEE (mm) 32 32 32
i (mg) #5105 #7105 #7105
S IAVE Oy IAVE Oy IAVE Oy
REFOR 1 KMP 2 KMP 3 KMP

4. FHRESLIFFHR
NIRAE

6. FENUHAZE
WE EAIZTAVE 70y e LT 2mg % . SisE 121
11 Img Z BRSO G-3 50 2B, FERIC K 0 85 3R
I 525, MATIZ 1A 3mg. Ele#E TlE 1A 2mg 2@z 2w
kg5,

7. BENRUBEICEEYT 25

7.0 BEMNEABZ CHET 2881203, BEoRELY 50
BLANOHEEIT) L& L. EROTGEEIH > TREICE
DB,

7.2 AFNIBEERICRH SEL 28, 720 AL THELZ
. MERER T — B ISRIR L CHFHSE CIGEd 4 TREM 2D
bl EEMHSERNZ &,

7.3 BEOHREREIIEEOBKEEEDH 5 BE TIE, 1
[l Img #4595 2L L L. BEOREZBIEL 2250 EEIC
WHTHT L, BMET LA, 1 2mg 22 R\ 2
&£.109.2, 9.3, 16.6.1. 16.6.2 BHH]

7.4 FFNTAF L FEREIZAEEZORBIZETSL .,
BTG TlE, B G E_AF oMb EEME T4 5
LB B [16.2.1 ZHE]

. BELEXNEER

JEFICE DEMIKEEZE LB EDHLDT, @KL L7k

B G L A BRI 28T 5 2 b, KE OGS & kT 55

FIE ERELEOVEME 5 ET A 2 & [11.1.2 28]

8.2 KA OHHENIBEILIEIZ RO, IR&, 15T - £ - )t
SEFREIEOIRT AR 5 2 2B 50T, HEIEDEE &

fER % 1) B OB ICHEF SR WL I FEETH T &,

9. HEDERZHTIEBEICHTIIR
9.1 SHHE - BIEEEFDH D BE
9.1.1 FithD. MxlE. [EXMBMURKNEREDSMRET

RN REICETLTVWSESE

EE RO ER LW EH SN GE LS &S Lenl L,
RERATAF NV A= A% LR T, [11.1.3 ]

1.2 RE5E

FEWOMERDPE H 5 b, BEAMPEIIL R TV,

1.3 DEEDSHDEE

MEETAHS5DLNEBEZNHDH Y EROENIZO%H L5
ZND D 5o

1.4 BICREENREDS D ERE

TERDR HOEDNDLBENNDH D,

1.5 FENC K DEIEEHEIR (BEIREF) LULTERTEZ
RELIEDHHEE

B e MRS 5 2 Lo EERAWL - MBTA, HREIZ
ELMEREHEEREEHT 2820055, [1., 11.1.6 &
M

.2 BEERERE

KHNO2 )T Z Y AT L, MPREF LA BTN dH
%, [7.3.16.6.1 &)

.3 FraEREEE

RHN D2 )T Z Y AT L, MHPREF LA BTN DdH
%, [7.3. 16.6.2 &)

.5 1w

TR SR L CW A RO H 5 k2 iE, R EOF &N
AEIEE LE S L HE S N EIZOREGT 52 L



IR AH & 35 S 72858 X0 A L7z IS

JEdk R, S, LR OBEBEIR S H b b B
ENHH D, BB, TNHOMERIE, FARMIE L LT &
N256bH 5,

9.6 =3B
AL L, b MREFLIIIRAT L. FrA IR
RETBENDD 5,

9.7 INR

NREEI R E LBRABIIER L T,

9.8 S

1M Img #5342 & L, HETILIHEICIE 2mg B2
o HHE TOHEYTHREALE T, MR IE R Y W E[E A
HLNTBY, EERHSEORWEHASHRZ ) 9\, [16.6.3

HrnwZk

ZH)

10. #HEEA

AANIE & LTSRS CYP3A4 THE S5, [16.4

£

10.2 HAEE (HAICEETSIL)

T ) FTYUEE
Bk
SNV Y — VR
ik 4%

E R FEPRAER - H5 1875 W - fakse
R 5 Z NS O AR S | ARINA IS HUEEE A
A FH A D2 AE|\ND T EH B HOTPF AARE I E H AV 5
%kl HALAZWZEDPET L | SNDTREDND S,
VARZ 7)) YEAM| VR BTREG T
TR AN B AT EE IR
Ny rzma=y ARITHIE,
=7}
FRAR R S

T a—) (FkiE)

MHEIAFHZ8EmS 2

BB &0 AR R

[16.7.2 2] ZEDDH D HEH MRS D 2
LD D,

IFR I IES: R HIEI 5 8 & DAL B | ARHNS & 1 MU A
FTIT—NF MY | ZENBHLEOT B HEDNEI NS,
7 A BITaI L, PRI LS &0 AR 20
FARYF =T b W ASHRHI S % W RETE
DN BdHb,

[11.1.3 ZH]

CYP3A4 FHHENEH & A7 | AF O A IGE L E| 215 0 SEH D1

ERCE 5l M2 Eys S 82BN\ BRFEFEHICI) AR
V77 ¥y Db, H OH DAL S I, %)

RO % K3 2 LA
%o

CYP3A4 HLEAEH & & | AF ORH % BLE L E| 2 5 0 S H] o JF1GH

ERCE S 2R S & 5 B2 BERIEERIC L ) VA
A FaFry—V | DBdb, RO HE S A
& A > L5 H i FE 58 0
[16.7.1 2] THEBEND DB

1. BHER

ROBWERD S HbIb I WD LDT, BIgEE T55I2AT»,

BN SN E 13- 2 ikt B 7 S e LE 2 AT

ek
— o

1.1 EXGTEIER
1.1

A1 23vd, PFI4SFV— (WIS HEARY])

FERRE | M RIESE O FE A0 S N2 A 1352 ik L

BYI R MEZIT) 2 Lo

11.1.2 &= AW
WAICE D SEWKAF AT D 2 LD5d b DT, BlgE 150247
W, HELOEABRISES LEEICRG A2 L. T/,
M BT 5T mOBM M % LEGORIRIZ L) L R
T BB, EBO, BARA, HEAIRE OBEFERDS S 5
PNDLZENDHLOT, FH2PIET HHEITIE, R4 1R
TAHREEEIT) Lo [8.1 ]

11.1.3 IR0 CHEEAH)

IR RE DS R BN LT 2 B 1285 L7254

e 7T A

FNI=VAERITBENDEHALDT, 2O L) AT

SBERHER L AT XD % SEY) R LEE

10.2 2]
11.1.4 FHSHERRE

4= 2 -

T

Lo 19.1.1,

AST. ALT. Al-P. y-GTP @ bRz ) IFtkrekE® (1%
K BH HEARN) 2PH56bNbZLhH b,

11.1.5 fEER. SHEESE
B (BELE), BRLANVOKT (% 0.3%) . A4 (k) |
FETL (BEELIRAR) . KI5, TOBEME, H AR, BETH (Wb
AR S0 obhdlehdbd,

11.1.6 —BHFAMET. ©5 23 SRE. BREMEHER (SHE
RF) (L HEARY)
RHN G325 13 E» O RET 5% & HEISRST

HT L,

B, TOICEBEL 2V S, BEodin, AFEERITV. £0
MAEELLEL TRV EORENDH bo [1.. 9.1.5 ZH]

11.2 ZOftDEIEFA

%Lk

1~3%Ail

19%A it

BHEEA]

Frrast  |[EIR

B FENE
HEW

BEE, B 7

R, B
ozl
i
e

Rl

e ML O
[N
NG AL E
ShELIRE

505, WAL

HALER

T JE N AS
& I
T, fE L

Bl

WAL R
I 1=

JFF e

AST. ALT.
AIFP . y-
GTP., ¥ 1) v
vrolbs

Z 0

R TR b
By PR AR M
7R

V¥R — iR
B WA
FrEG, TP
. B ILIE .
R

13. BEKRS
13.1 R

AFN O G2 &0 IR, $5EL, EIREE U, SIS R,
HEEIRACT . MEACN . X P AEZ 08 Y IiE, MREEREI T
FHEERICE L BEND D 5o Mo HHRARERIHIFIR> 7 L 2 — )b
LR OBERG I E 2D 2 e D T2, BIHE
REHFIREZ EOERE T 5D 235613, ERITERILT 25
INDHY, TENITBIM LB L7280 2 b b,

13.2 &

KA OWBEFEGHHAITEDNGEOWNEE LT T V<t
= (RU VT Y VR RAD) RS9 HA 1T,
RN 7 VY B Vo LoEEz L3 2 L,

B, MBI & BBRFITER TIE R,

14. BAHLOZER

14.1 EZFIRARHOER

PTP WEOHANLPTP ¥ — F 225 ML TIRHI$ % &9 &

M5 L, PTP ¥ — FOEAKIZ LY, B S EAS S s
AHIA L, BB B L CHBAASEOEE 2 AIHES
BT L EDD D,

15. ZDM0DFE

15.1 RFRERICE D Bk
B LFEAPFEEI N ZWEFIZ IV E DL (RyYUT
YU U ZBEFEIHA) 25 SNEBET, IR/ H 2 &S
THYA. AHAOEE. PUEEERNZ, EBIET 5 BZ I’
Hbo



15.2 FEERAREIERICE D < 15#R
AFNE, S IhkTHLrVE O Y DO—FDITFrFA < —
(S ~=FvFF~—) Thb, VEZOryTRERHED
5800 f (100mg kg H) 2~ A, Fv MI2ERES L
TolBRIC BT, YT AMEDRKE T, MO, Z v N HED BIRKR,
Wt > FLIE C D B IG 56 A L A3 IR IS LR W & O HE DS B
%o

16. ZE4EhHE
16.1 MAEE
16.1.1 RiE#S
ARMNEERAZ SR, TAVEZ70 Y 1~3mg % 1 H 117 HEX
TR G L7 e S OWEHRG-R R #5557 HH OEYBEE/ ST 2
— 7 HRITIR L2 TAVEZ T YD Cmax 2 O AUCo-1ast 1Z3EG-ED
BImMtb L 720,

PUARH G- DB RE/ ST X — &

EEacn 5 Crnax tmax AUCo-1ast t1/2
(mg) s3] (ng/mL) (h) (ng - h/mL) (h)
14.52 1.3 79.60
X LR T 2446 | 0.5-1.5 | £36.17 -
7HH 14.71 1.0 88.71 4.83
+3.97 (0.5-1.5) +36.33 +0.89
1HE 25.40 1.0 147.89 _
9 +7.40 (0.5-2.0) +57.47
7HH 27.02 1.0 168.69 5.08
+5.22 (0.5-2.0) +67.54 +1.62
1HH 37.03 1.5 222.25 B
3 +5.70 (0.5-2.0) +36.95
7HH 37.59 0.8 252.63 5.16
+5.54 (0.5-2.0) +59.17 +0.85

Mean+SD. 7272 L tmax (00l (/MK ME)

AUCo-1ast 133% 5-F 70 & E AT RE T d o 72 S AR IR F T oo s o

- 3Ea E i Wi RN

Img X U'3mg:n =8, 2mg:n =9

16.1.2 £YFHEIE MR

(TRVEYOVEE 3mg [KMP])
IAVE S0 8E3mg [KMP] &)V 4% 2 ¥ 45E 3mg & EBER AR Z
nEN1$E (A Y20y e LT 3mg) ZMEFFHEEREI%RS (702
F—N—E) L, M AV Y 70 2 E L7, S L7
BiE/$5 A —% (AUC. Cmax) (22T 90%ASHHIX fT: 12 TREEHEMT %
1T- 724545 log (0.80) ~log (1.25) DFEHHNTH V. MiF D4y
B P EATRERR S 722

A 1 GER SR DS EE ST A — ¥

Cunax Tmax T2 AUCo-24n
(ng/mL) (h) (h) (ng - h/mL)
IAVE 7O vt
3mg [KMP 39.0+11.7| 0.9+0.6 | 5.3+0.8 |202.6+40.3
VA A Y EE3mg [36.6€10.7| 1.0£0.8 | 5.4%£0.9 |199.4+39.4

(Mean*S.D., n=59)

i 50 —e— IZAVEYTrEdng [KMP)
3% --so-- VAR A F$E3mg
iy 40 Mean = S.D. (n=59)
Xa
V30 He
¥
7 d
=4 20
v
-3
i 10
(ng/mL)
fl TNRN N 1 1 1

6 8 12 24

L
1% P54 OWER (hr)

ML 722 &5 N2 AUC, Cmax D785 A — &1, WEBrE 0 #IR, 15
ORI - BEESE ORI L > TRE D WML D 2,

16.2 MRIX

16.2.1 BEDME
HARNEFERAB L SR, TAVE 2 0 3mg % BEFROHS L
LE, AT EHBRLTEATTIEZAVE Y T YO Crax 13 30%1%
T L. AUCo2u 1 ZZAL L 2o 720 F 72 tmax O FRILAEIL 2.5 B IZIE
L7239, [7.4 28]

16.4 X3
TAVE 70 AIRO%S %, fke 2R % 0. mdEh o £48
i (S -VEZO Y N-FF L FRO (S -N-fixAF Vs
Thbo 2D b, WiFILTHEEIIHTHEEHE RS, BFITHHK
N VTEBEVZHERIEET AL 00, T AE s LT
A TR 20 - 72,
In vitrofR#EERIC L ). =27 0y ofFEI1I21E CYP3A4 K O
CYP2E1 78B5- L TW b Z EAURE 7290, [10. =]

16.5 HEitt
ARE AR A B PEICMC - ¥ 2 1 v 7.5mg & B RS- L 72
& & Btk 120 B F TS, $25- L2 IURED 74.8% AT IR I HEE &
N 2D HH 8% 514 24 FEf F TIloHEM X sz, L,
15.8% A3HEilE S 727,

16.6 IEDEHRZEITDEE

16.6.1 BikEEEZEEE
REE, PEEROEEOBREREEZICBIFA2ZAVE 7 O 2O Coax
1, RN & IERTENRZIN22%., 8% K 1N 25% AL, AUCo-inf (&
40% . 28% JL N 45% 1IN L7z F72, e lZZNEN19%. 24% K Y
BBUIER: L7260 (S) A F IV E S T > D AUCo-int (TR B2
HTA40%. BIEOBREERE T 127%80 L 728 FHEAT— %), [7.3.
9.2 ]

16.6.2 FFEREEEEE
R, PR RO EER B AT AV E 2 0 VO Coa
1, EER AN &I TENZN13%., 29% M TN 25% 1K F L. AUCo-inf
IR CI 4% A L, HEEROTEETIE 5% KON 80% M L7z, F
7oy e ZFNZEN 2%, 66% KN 130% TR L 729 (JHEANF—% ),
[7.3. 9.3 =]

16.6.3 SHnE
HARNERE CFEEHR69 %) 2%, =AVE 7 a Yy 3mgh %7
H B SRS L7z & & @D Crax X OF AUCo-24 (&, fEHERRA & ERT W §
b 32%BM L.tz 1F 64% LR L 72V10, [9.8 ]

16.7 EYMEEER

16.7.1 & vaFVY—=JL
BRI AV EZ 0y 3mg &7 b3+ =) 400mg % 1 H 1A 5
HEBAESHHES Lz &, Bk G i L CoAVvEZn 0
Cmax 13 43% E&H- L. AUCo-- 1E 125% 38N L 720 F/2. 7 haf v —
@ Crmax 13 18% LT L. AUCo-« 1 12% A L7210 (AREANTF— %),
[10.2 ]

16.7.2 7)La—=)b
A IZ = A7 1y 3.5mgh & 7V a—)b 0.7g kg % HIalHEH
Bl Lok & Btk 4 B F CISHIINAY 2 i HnE B iE o fE 55 25580
57212 (BHEANT— %), [10.2 ZH]

16.7.3 A5 ¥EY
BERERAICTZ AV Y7 0 3mg &4 5 VK~ 10mg % Hal fF %5
Lizb &, B G LI L T2 A ¥ 2 0 2 O Conax (3ZLEF,
AUCO*last = 60%%7][] Lf_’o ifl\ j‘? :/'H'ED D Cmax 1 84%1&T
L. AUCotast \dZAL L 22 25 720
— 0. FEAGEEEGE OIRIZ & 4 b BT E s (Digit symbol
substitution test. DSST) A a7 A%, 2FIBFHER 2K & <A (i
EREREDEAL) L7721 BEANT— %),

16.7.4 OS5t/
EFRAICZ AV E Ty 3mg & 05 E/5 A 2mg % BRI §E %S L7z
LA, OB L L CZ AV Y27 02O Cuax 1E22.6%1T L.
AUCoast 1& 7.0% 8 L7ze 72, BT E/XAD Crax (2 21.3%KT L
AUCo-1ast (£ 9.5% 38/ L7219 MEAT—%),

16.7.5 \OFt&F~
HEHER AT AV Y 7 0 3mg &80 F v F » 20mg % H A S
Lz &, BMEGHE HIKL CZ AV E 2 0 YO Conax 13 11.6% EH-
L+ AUCoast 13 9.3% 3N L 720 F72, 750 F L F 2D Crmax 13 1.6% 1
F- L. AUCoast 1 3.5% A L7219 (WHEIAT— %),

16.7.6 Yyd+v v
fEERAICY TF Y 02 1 HHEIZ0.5mg % 2 [A#%5- L. 2~6 HHIZ 1
H1H0.25mg #fFO%5- L2H 7THHICZAVE 70y 3mg & VT
¥ 0.25mg BHHFG Lzl &, VTF T VD Conax 13 12.3% KT
L7225 AUCo-- 132 b L %o 7210 (JRHEAT— %),

16.7.7 (RS) -DIL77UY
EFERANIC =AY 70y 3mgx 1 H 1\ 5 HERERS L5 HEIZ
(RS) -7 V7 7Y v 25mg # PFHG- L7 &, (R -TVT 7 U &
w (S) =WV T7 7 1) YD Cmax M AUColast Li%&lﬁ'ﬂf Lo 7210 (71‘
ANTF—=%)6

16.8 ZDith

(IAVEZOVEE Tmg [KMP]., TAVESDOVEE 2mg [KMPI)
IAVEZ Oy Img [KMP] RO A V¥ 7 0§ 2mg [KMP
3. [ A7 2 B FEIEBHE] O 4 W S 0 R S Vst A 94 v
CFR 24 4E 2 A 29 AAFSEEEHASE 0229 45 10 &) 120 &, = AV



70§ 3mg [KMP] ZR8EfE L L7z &, BHZBHHSETH D .
LRVESSIMEE P Nrg (At R

) AR OEKE SRR TEE, AEZAvEZ7 oy
LTl 2mg . a2 1 [l Img Z S RN SR 157 50 72
By ERIC L DBEERRS 525 WA TIE 11 3mg, &EE T 1[0
2mg BBV L ET D] Thb,

17. BRIRRREE

17.1 BAMRUZLMEICEET 5558

17.1.1 ERMETIEESRE (BA) Z2WRe UEASE D, MEEER
FSSHARE SRS (A 26465 L L. TH1HT IR, =AY
Y27 ur Img. 2mg. 3mg. VYT LEHA 10mg % 2 HEWH%S- L7277
7t AR IR E AL EE RS LI O S, TEFHIEE Th 5
WIGIEIRAR ) 75 78 (PSG) (2 & 2 IR K O 5 B Y IR IR s i
FTHEOLBYTHY), TAVE 70 2 K1 3mg H5HTIE TSI 1K
G- & I L ORI e B DT H D),

PSG 12 & 2 WEHRERF K OF - (LAY e i Ik

. T2V ar o
7T kR p 3 VIWVE T A
mg mg
ST 55 71 69 638 70
11.3 10.4
PSG 2L % 22.8 7.0
e (0.3,132.3) | (0.0,59.3)
o I 5 e (0.8, 194.5) <0.0012 <0001 (0.0, 146.5)
o 25.0 20.0
FBiY 45.0 22.5
. 3.0,120.0) | (3.0,142.5)
e e v e (12.5, 210.0) (p<0.001@ <0001 (0.0, 150.0)

i (43) (/M K if)

a) HIEME % M L 722 O KW O % 0 S 25, A, G NER
ORI % [ 7 R A BB 2 B R A R <GS A A b > & L7ZIRARIR
ETINV

G VRN GOERNC BT A EIEREBIRMIE, =AY 2 82 Img
Fe G- 70 B 10 B (14.3%) . 2mg #5-5 69 F 12 61 (17.4% ) .
3mg 5 63 Bl 1561 (22.1%) THorzo ERBEIEMIZ. HEE
OB, BEE. et eThor,
17.1.2 AR USEROFREESREZWNRE UERNRRSH 5

BT O OANRE B 325 B Gt (9 D9%%) 12 X A ANIRE
161 BlET) #xige L, AV Eray (A 2 Xt 3mg. &
W13 1 U 2me) % 24 BEPES U7 AL RS MOP A TR
BB O, FBIERBROWERIITROLEBY) Th o722,

F R EIRE I O
[N i
2mg # 3mg # 1mg 2mg #
60.0 60.0 60.0 60.0
N—=2AF4 (15, 240) (20, 240) (30, 180) (15, 240)
84 151 77 51 80 5 83 f5
30.0 30.0 30.0 30.0
438 (0, 180) (2, 120) (0, 180) (2, 90)
81 73 5 75 51 79 5
30.0 20.0 22.5 30.0
8 (5, 90) (3, 120) (5, 150) (3, 90)
79 151 72 15 72 Bl 75 15
30.0 20.0 20.0 20.0
1238 (0, 120) (5, 150) (5, 90) (5, 90)
75 f5l 69 1 70 1 74 1
20.0 20.0 20.0 25.0
16 74 (0, 120) (5, 120) (5, 90) (5, 120)
72 11 67 67 151 73 5
25.0 20.0 20.0 20.0
20 18 (1, 120) (0, 300) (5, 120) (5, 90)
70 %1 66 151l 69 15 74 15
20.0 20.0 20.0 20.0
24 8 (0, 120) (5, 240) (5, 180) (5, 90)
70 5 65 68 1l 72 1
27.5 20.0 20.0 20.0
frd s A iliss (0, 240) (3, 240) (5, 180) (5, 120)
84 11 75 1 79 15 33

gLl () GR/ME, RRH)

BV SIEG O ) b T A E 7 0 v k5 S 7z 325 fild 156
5 (48.0%) (ZEIERIASIED Sz, ERBITERIE, WA BH (36.3%)
&R (3.7%) TH-7zs

17.1.3 51 =5 O ABE5R
EEEHAMRGE SRS (A 6582 L L. TH1ET IR, =2
Y27 o Img. 2mg. 2.5mg. 3mg. VY7 A8H] 10mg % 2 H %

_4_

HT®5 PSG 12 & BIEIRERHITEROLBYTHY, TAVEI TV 2
B Uf 3mg % 5-0 TlE 77 KGR & LB U Tt # M 2 BAE D550
B 5N

PSG (2 & 2 [l R s

) ] A O S
75 g VIVET A
2mg 3mg
I 63 63 o i
Eﬂ%sﬁéé 1 52912?3 5) (1,31;,5935) (O'é%;& a (1)35 0
li2giEs -0, 143. P<0.00012 | P<0.00012 o

OLE () OR/ME, BeRfE)
a) KRHWTH S 72 2 AR O EP O VIHM 2 ML L 72l 2 16524
B FEH SRR ORI & [EE R R HBRE 2 SRR <SG R A
k> & L7ZREMRET IV
LA SAEBN B 2 BIMERZEBIRILIE, = AV EZ 1Y Img
P50 63 il 12 61 (19.0%) .+ 2mg $%5-#F 63 #1110 1 (15.9%) .
2.5mg %57 65 Bl 13 61 (20.0%) « 3mg #5575 64 Bl 15 #11(23.4%)
Th o7z ERFIERIZ, BRERT (RZR), iR, BHETH -7,
17.1.4 S{ESE MAERER

WIS BT 2 FEFMIEH ORI TEO LB THY, W
DHBIZBWTO I AV Y70y DT T RIIHT 5 F %A E
FEDTERD 572230

FEEHIIE H Ok R
A
7T R 2mg 3mg
EN @l A% 99 104 105
(44 HTH. N
L 15k |[PSGIEX2 99 0 15.0 13.1
W HHo MR (1.0.131.9) | 0-8164.0 | (0.885.3
ST fE) (53) o p<0.0001? | p<0.0001
% 2 S 51 4% 172 543
62 M, |xaim M3 31.7
4~6 7 HO | IR 41 3300 (2.1, 565.0)
SPAE) %) (4.1,330.0) p<0.0001
B 3 SFA 1% 226 504
(6 # HHMH. FHEI 45.0 27.3
4~6 7 RO |l (4.0, 315.0) (3.4,196.7)
PGi) %) 4 oo p<0.00012
i
AN Img 2mg
R 4 T 5154 128 136
(14 HB.  [psg iz k2 14.8
1. 2, 13, Sk 30.4 .
SEIi) 8'0 1
TR &h = 74.6 :
(59.3,92.3)
(%) (24.7,91.6) <. 00019
A 12 79 70 79
“kBk 5 fﬁWJiﬁt
(14 Ao | LB 50 35.9 36.2
e pe .
) T . @.7.510.0) | ©-0.348.0) | (5.4,410.0)
(5%) s p=0.0120¥ | p=0.0034%

RO (oMl ORME)
a) NERIZSH L 7e 7 — & 1 uh 3 2 % G- R Otk & TR & L7250 ir &
T

18. EZHEIR
18.1 fEFAHER
IZAVE O, FEIRTHHLVEI Oy D= DTS U FF T —
( (8 —=FrFA~—) THY., VEZ O L OEIEHO KD % H
T AHWHNTH 592,
IA Y70 PR O GABAA ZHREESAON YT ¥
Y UREAEAZHE S Ly GABA 12 X AIEALY A F >~ O ML N~ D
AZRMET HZ L1250, GABAOE# M2 0EeEZ 6N
%33),34)0
18.2 ENMADRRICK T S1ER
IAVEZTE, YT A, Ty FROELEY MIBWT, /Y LA
MERRE M 2 M0 S,/ v L AMEIRBF R 2 B S 972, L AREIR 1213
TR BT A BN Ap o 723938,
18.3 ZDfthDHIE{ER
IAVEZTVIE, v YA Ty PR MIZBW T, IR ER RO
SAFHE 2 7R L 72382



19. B ICRT HEEFHR

—f

Fa

GEEE

3

fbertE X

%% F = AV E 2 1 (Eszopiclone)
L4 -

(55 -6- (5-Chloropyridin-2-yl) -7-ox0-6,7-dihydro-5/-
pyrrolo [34-b] pyrazin-5-yl 4-methylpiperazine-1-
carboxylate
C17H17CIN6O3
388.81
B~k EoRKRTH L, Ty, A5 = VLdrs
=) (99.5) IZHEIFIZC KL KIS E A LT 2\

NN

22. @&
(TRVEYZOVEE Tmg [KMPD)

PTP (zfE#IA YD) © 100 8 (10 & x 10)
(TRVEYDOVE 2meg [KMP])

PTP : 100 $& (10 & x 10)
(TRVEYDOVEE 3mg [KMPD)

PTP : 100 & (10 $& x 10)

23. FEXH

1)

21)
22)

23)

HARA R O ANOREER A % 5 5 & L 72 BRRSS T A BUES 53U
(GHEERER) OV A A& §E 0 20124 1 A 18 HAKGE. HIREERHE
2.7.6.2)

AR T 7 — MRS FPTER - R SRR (6
3mg)

HARMNERER A & W5 L 72as 057 2 5050 R o> A W 2 1 7 S5 1
BN RO RER (EARER) OV A A &8 201241 A
18 HIKFE, HEEEHFEY 2.7.6.5)

O3 (WREEOE) Ovi A ¥ e 20124E 1 H 18 AR, HiFG
A 2.6.4.5)

GABA ZHMEEHII T 2/ 68AME OvA A &8 201245 1
18 HAKFE. A&k 2.6.2.2.1)

RN 2 K5 & U7 BRRES T AHH P 550k (LEER) OV A A
FgE 20124 1 7 18 HAKFR, HFFEEMEEE 2.7.6.1)

PE OB AN Z R R E Lo~ AN v A3ER (WEERE) OV & A
ZE 20124E 1 H 18 HAGE, HIGHERMRZ 2.7.6.23)
BERRERE R AR & LS Eh R (VHERRER) OV R Ry
$2 020124 1 H 18 HAKRE, HIGEEAHRE 2.7.6.11. FHAHLHE)
FrtEfer B E 2 5 & L3 Eigater (MhEHE) (v iRy
$E 2012 4F 1 1 18 HAKGE., WIFERHEE 2.7.6.10)

HAR N RS % ooh S & L 72 BRR S T MR 5t (I ERER)
OVAAZ§E 20124F 1 H 18 HAKZE, HFEERINE 2.7.6.4)

b ag— vk O E R RE (ERER) OV A 5§
20124E 1 H 18 HARE. HIREERMME 2.7.6.19. 2.7.2.2.3.1)
T3 —)b & QIR ERER (JRERER) OVt R & 8 2012 4F
1A 18 HARFE., WREHWEE 2.7.6.12)

F T Y Y E S MAN T ERER (UEERER) OV R 88
2012451 A 18 HAKFE, HFEEHRMREE 2.7.6.14, 2.7.2.2.3.2)

0 B8 0 L OSY AN A RS JHERERD) Ova 2 & 2012
£ 1H 18 HAGE, GRS 2.7.6.15)

SNuFbF vl OEYEME R (DHERED) OV R R 8§
2012451 A 18 HAKRE. HIREEAHRZE 2.7.6.16)

TIX T v L OBEYMATEA AR PHERER) OV A S §E 2012
F1H 18 HAGE, H GRS 2.7.6.18, 2.7.2.2.3.5)

TV T 7)) v oY EME R (DHERED) OV A 8
20124E 1 H 18 HAGE, HREEFHMME2.7.6.17. 2.7.2.2.3.6)
AR 7 7 —~ RS APVER B SR (5
Img)

AR 7 7 —~ B A PSR B SRR (5
2mg)

JESEPEAHE B 2 R R & L7 BRREE T/ AR SR (EINRRER) Ov
PALEE 201245 1 H 18 HAKGE. HFERSE 2.7.6.24, FHATH
&)

ARAE B H % A 5 & L 72 BRR S AR (EaER) OV A &6
20124E 1 H 18 HAGE, HREEFHMMEL 2.7.6.25, HAEMEE)

JEE ARG B 20t R & L7z Hm SO itbis (FFERER) (v 24
$2 020124 1 H 18 HAKRE. HIGEEAHRE 2.7.6.26. FHAHAHE)
Zammit G K, et al. : Curr Med Res Opin. 2004 ;20 (12) : 1979-1991

42)

McCall W V, et al. : Curr Med Res Opin. 2006 ; 22 (9) : 1633-1642
Scharf M, et al. : Sleep. 2005 ; 28 (6) : 720-727
FEEWANRGE RS 2 R L Lo BN S-R GHERE) vty
$E 0 20124F 1 18 HKFE. WREEEIMZE 2.7.6.28)

) Walsh J K, et al. : Sleep. 2007 : 30 (8) : 959-968

FISHEANIRIE RS 2 R & L 72ERE T RERD (UHERER) OV &
AZgE L 20124F 1 A 18 HIKFR. GRS 2.7.6.27)
JESEPEARAE B 2 kP R & L 72 BRR A AR ERD (FHERER) O
A F ik 20124F 1 H 18 HAKR, W@ 2.7.6.29)

R EIS AN IRAE R A b R b L 22 RR S AR D (HhEIEER)
OV 2% 8¢ 20124E 1 H 18 HAGE. HEFEEEE 2.7.6.30)
Y E S AN IRAE R A b R & L 2R AR (FHEIER)
OV A% §E 2012 4E 1 H 18 HAKRR. HEEEE%EE 2.7.6.31)

HEE UL ZERORGE OV A %88 12012 4F 1 H 18 HAGR, HIGEEHR
e 1.5.1.1)

Hanson S M, et al. : J Med Chem. 2008 ; 51 (22) : 7243-7252
GABAA ZHMEY 75 4 75BN BT 5 GABA #E5SE il
A OV A Z8E 201246 1 A 18 HAKFE, HHERIE 2.6.2.2.2)
< ADWHIRT AVEH Ovr A% §E: 201246 1 A 18 HAKGE, H
ORI 2.6.2.2.4.1)

T v N ORISR T HVER OV A 5§
BRI 2.6.2.2.4.2)

D20124E 1 H 18 HAKRE, H

) XiM, etal. : Sleep. 2008 ; 31 (7) : 1043-1051

T ANZBIT BHEEER OV R A &880 20124E 1 H 18 ARG, HiFh
EREE 2.6.2.3.4)

X7 AN BT BPAER (AREFERE) OVt A &8 201241 A
18 HAKFE. HFEEEIEE 2.6.2.3.3)

Carlson J N, et al. : Eur J Pharmacol. 2001 : 415 (2-3) : 181-189

) FIZBIBHPARZEN (2> 7)) 7 FEBR) Ok A %8 1 2012 48

1 H 18 HARGE, HIREHERE 2.6.2.3.3.3)
TN BT HEEEET OV R A % §E 201245 1 A 18 H KL,
BT 2.6.2.3.4.3)
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