LR R AR 8E 1 mg
LR R A8 2 mg
LR A28 3 mg
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1.5 BRJFUEH B O R & OB Ok &

1.5 BERXEFROZERUVHARDOZEE
151 ERXITHRORE
1511 [FL®IC

=AY Ersry (LT, A3) 1L, 78K RIE SEOEEREY) ThiHYEr/ur%i
K ELTELNZ SIKTHY, Sepracor Inc. (LLF, 77 a— k) KOS A
T F v 2N GABA A (GABAy ZAK) (FEEETH D, AIEO(FHHEEK 1.5.1-1
R Lo, AR, HFHRHRER D GABAy XBFERONR Y T B EUREEEMICHS L, GABA
HRVEDEAL A A > OB A Z IS E 5, ZHUCX D GABA OWREZHET 5
T, BIREHEOCEFEHZ BT EEZOND, Y7o bRBEOIEREFZHT 5
23, RAKICEHEFEE T E A ERNZ LG, Y EZ v OFRBIERO KBS S RIS
HEEBEZLIND, 728, 2010410 A, © 77 =2—/Ltki% Sunovion Pharmaceuticals Inc. (% / &
A oAh) A EEE LT,

Cl

X 1511 IRYVE SO DIEEHEER

ARIEE, SMETIHER Y U7 B RMERIEE LT S, 2004 4 12 AICKETERB I
72, eV TR T BBz S, 2] & | A CEGRHEE S i, WO TR R S CHE AN
Tot, WINEFRLEE RO AEDORRIEIC KT 2 &KRBEHRE T 2 A s Tz, L
NL, AEEFBIEMWE L T50ENCONTEF T a— it LRINERLEES L TAE
cE=LT, 2] F ] A, BHEERY T, SAETORERTSTET 7 3 — A4k 7> T

o

1.5.1.2 FIRECHRRRUEYSE
1.51.21 FEREE (X

AR &%, BEIRFFRE O REIZRE DL & T HEICREE L2 BRICHERICX 3 2 R gk, B
H &N EIRR), KR, MK EL XL TWD LHB L TWAIREE (ER) THoH D, iE
T A AN, Diagnostic and Statistical Manual of Mental Disorders 4th edition (DSM-IV) 2 <°
International Classification of Sleep Disorders 2nd edition (ICSD-2) * 5D Z M ENEIC BT 58,
B E LT IARIRSE] E2BEn s, RIRIEDERIT, KIZRNZRDEDITRVAIREESE, &
IZ—HIRS> THAHHERREOTLE I HEFERE, FHICEELD O —EIRS Z LA TE RV
TR, BAMERMG O N VBREEEICMEEND P, FIJEOFIRITIIE, A MR, 9O,
FRIEAL, BEZIZTE, MOTEZLETHY, FRIEIXZZORKEEZEZ NS HDITESWTHEFE
P& TS EN D, JFRIEMETIE DSM-IV O 508812 K 5 I PEARIRAE, R CIH (KR
SR RIC X B RISER I TV D Y,

1.5.1.2.2 FEEEDOEWLE

ERNORIIEBEN A RF 42 P TlE, RIEENSEbNT-5E, MRAERESEL L LT,
WO R BIEE T D2 s &N TWnWb, £, WUREYRE L X, MEIRIEOIRAT A
WHERE LI TW5,
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1.5 IR 33 R oo Rk K OB g Ok fk

BERR SR 13, [LFRREELEN S L EY — LR, RV UTPEVR, ERV Y UTPE LR
s, BEEOBHWRY Y UTRBE U REOIERY Y OT B U RBIBEO ERIC o
TWa,

ROV VT EBE U REOIER U7 B RIERE I, I BRI &> CRERBER
B (2~4 iR, FEREEERAL (6~10 FFfH), HE/EMAE (20~30 FefH), EReRIEHA (50~
100 WefH]) 12 S AL, AIRIE DRI X o THAITHEWIG T bt ARSI IR E
mﬂxm?ﬁﬁwmﬂﬁ,¢ﬁ%@&w$%%ﬁmm¢%¢%@%ﬁﬁ%¢%@ﬁ%%%ké
T3 9,

1.51.3 XEDONETORR
AT 2004 4 12 I KETEE SN, Lunesta] &9 HRFEL T, 2005 06 K[ETHRGE &
NTW5, KETOREE « DR L OHE - HEEZE 1.5.1-1 1L,

# 1511 KETOXEE - DRRUVAE - A=
Zhie - ZhiR ANHRSE
BEEIIH 2 DBEFEORWICE > THRDOIVENS D, %< DIEEEKA
DOEE, HHEBEICHER SN D HEE, EEAO 2 mg THD, 3 mg
IEIEIRAERF RN RN L 0 @28, BRRMICEIG ATREZ2 A1, 3 mg 2B #
BZBGT 5, HHW0E3mg £ THEHETHZENTRETH 5,

Mk - A&
ANIRNEE A T5F &35 @mEmE O%E, B5MERICHEI 2 HEIE,
BEATD 1 mg ThHhod, BRIICHEIGFTREZREAIL2 mg ICHETLZEH
ARETH 5, MEMRMEFE SN EE 2 & D56, KGR HELE S 5
BIIEERO 2mg TH D,

(% 2.5.1-1 27548)

1.5.2 BHRDOEE
1.5.21 BRIZE-~-8#E

R VT EBEUREVIER U7 B Y RIERIKE, GABA TRE~ORES %I LT
FMEIREAZY IR & FENHIE N 2 WEREO & S0 G, R TAES HAnbsiTnsd, L
L, RHAERE OREWR, Fh, SMEREENRZHETH D0, BEETIIRROERS S A 7
WX LTEIRIRD R CE 2 0WBE23 b 5, £72, BEHEGROKPMERIRCIRIER, &5
BHOHGBM LR L V- -EWERORMENRSH S ™Y, 207, HLUWIERIEE LT, RIRE
BE 2RO ANREESCTIREIICIAS HWD Z LN T, MOKICHEI-E & 72 2 BIER 13D
RNHEDONRRD HILTVND,

ENTIE, EARFMOEWIER Y OT B EVRIEREKE LT, YIETLALEYEZ o)
EHINTWD, YA ET AT, BUEENACEERICEH SN TWED, ERNTIE—HOrE
PP (HEARTIE K O 5 ) 12 K A RIREICE DRI TE 220, F7-, TR0
WIEFAE N (1.78~2.30 FEE), PREEICHT DRI BN 1O EHERR O
NSO TEZ DT WKBEARIR ™Y 202V 27 RNENEEZOND, Y EZ B ATON
TiE, AR OLZEMEICET A2 HIE0MRANZ LS, TRFEERICHT 2 HEL, EHKkG
REDMHE DA, B AIR K ONREIE O B3 57 — % 343 Ty,

ARIT, FEINRTHLIIERV Y VT BV RIEREO YV E 7 %, BFESELTHELR
72 SIRTHD, hNEEMNTDIEERRERND, AN GABAL ZRE~DFES 2 LI IEIR(E
H, EHEEALOMAZERN 2/ T2, KONV EZ a O BIEHEO KB yE2HTHI &
DG/ o T2, AMETIE, FEx ORIRIEA SR & LUZBRRER S E S v, JFRREMEE K
HoOWNTNTH, AMREZELOCHEBEREBIZAD TODL Z EN RSN, £, ZelE7Ta 7y
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AV HIE (S, T, R ZLICHLMIIEN, WTROREEIF T BRI
LR DEIWER (KRFEME, FFHBLEIRSE) IR oo, REIKGIZ X DMIEDAK,
PGB R O IR BE PR BEERIR B F8 O B IR0 T2 Z e D, KETIIMEREE L L THI0
THEEHMICET 2R L TRRBINZ, ZD X 51T, RIEITHE A AR O AMRRFEE &K O
TRERIZAD T, RIREG LG E THUEET NIAMEAN R WIEIREE &2 2 5, 5%K
DN DMEREDKMICEH L T, o, BHKRIZIDARIEIC SO ANTH 5 /AORH
T GREDZ MR T ITRFT SN TN DR T, BFEOHER Y U7 P RIERE L Y @0 T
WHEEZBNT,

PLbnG, AL, BUEOIRRK EORBEEZMERT LN Y 7 B e v RMERE & L CTHifr
S, ENTHRETDICEST,

1.5.2.2 HHEBE RUVERKHABRORE

[ENCTASEDBFE & Uiz 20 FUrE, ARIBECKETAR SN TERY, AR
BMEZ TN T D ANERBR T — Z NI E LTz, £, EpEiies AFEM T 572012
Il Sl AR N 2 & T g e 58 mah gl (ShE 190-003 38R T, HANESMEANTHEY
RN EL T 5 2 LR S, RIBRIMEROZEN/ NS W ERENTe, €2 T, 77
a2 — AL R OVY IR O ENTEERE BN T db o 72k 234 Integrated Development Associates (UL,
IDA fh) 1%, AMERBRT —% & AW ENTORBHGEZIT O <L, BARANTOMHERIGRER
ORI GHER A3 Lz, HERISHERE, AEAOT =22 HARNHMETHZ LD
LBMEFMS 57 Y v U TRBRTH Y, REERGRARIL, bEHRICAEDOR G IR H
FCORMBEGRORENZHERT IRRThoTe, B 7 a— 4K IDA X, o D[EH
NBr & B TIRT — 2 Xy r—UREmEL, 2] £ AP P, ERLERERR O

(LI, Bt (armBhs 29806 L7 (R 1.5.2-1, 1.13.2 1),

* 1521 #EsodEHNE QY £ A BEEE) OBE
FHREFFIH HRE O FLAR
EWNERRT — & Ry r— DY - TV VU T AR D Z L IZERITR VD, EORREGIT
DWW EIHE T 2 LERH D,
- FHEY SRR CHE U R RS DB, R S
KT =53 r — DVRITFRICR E 2 MBI A2,
I | D - D O - S,
I 7 5E Y d = [
TRETH D,
d = 1 1 ]
I
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SEBE oS, HE S C-27 ) v Yy T ERD 2 LICRRITR OV E
DORMENRREN, BRT—2 "y r—CRomEttEs R an-, £72, T
I < R D < ¢ AL, T
NENHERE D RN R S iz, I, HARAKOSMNE AN OIEF B T O KW ENRE O A LINEI1TBE
24 E 190-003 HEr TR S v s oo, I
I e 5 2 s, I V- ST,

U bkoiao o, I © 7 =LA O IDA
L, BARNERE S 238 L U E R G 3EyEieEi (EW 190-101 3Bk) 250 L7,

2007 = 7 A, =—HF AKXt BLF, =—%A) 13877 a— 406 ENTORRIZHE
THHEMEZRGEL, ZOBROMRBEEIToTe, =— A IX Eidoxtmh s Of R AR E 2, %
MERIRIE BE &5t & L2 I BEROGRER (EIN 190-126 ikBR) M ORIRIERE 255 & L-EH
e ERER (EW 190-150 3AER) 23206 L 7=,

F7-, EWN 190-126 35 THESEDORGHI W =8 B0 B 7p 5 8K 0 AW =2 [R) S 2 7R
T8, EMFRHFEEERBRT A T4 2 B I2iewn, BHRBRE IR L, ZOME, St
FIC RS LOHE SNAWRFIOMEENH 7272, b h TOEWFRRRSEMEORIENLE L
Rote, HIZ, AETIE, EPEE~ORFEOENRKKRE (BN TRHRET ST EDRA)
TR S TWiholz, LLEOREND, HERAZXNSRE LAY TFRRSEELROREFED
B (EN 190-102 3RBR) A 320 L7,

1.5.2.3 SEORZBHFICAVIEBRABROT—2/1\v5—2

ATKERHFETIE, ERNLUSEOIEERERER (EN 190-101 3Bk, FME 190-003 75R) W
(RS RER (EN 190-126 786k, ShE 190-045 iRBR) OfEFEN G, HpEhRe, A2k 0%
BMEEARNESEANTHE L, ZO/KE, SANEAOT =20 BEE ST H RN TOREK
A& CT I RICHTABBUERRIESNEZZ L, ROHAANLSE A THE—XISRGEAE
PlL Tz e, AEAOT—FEZHARNIMET D Z EiZnb BN, B, 7
Uy Py JRERIC X 2T O 51X, SNEANDOFIMEARIRIE RS 25 5R & Uiz E 72 iR &
L, AEAD Z®ME (G5 ORRIEREZSE LT — 2%, BARAD “kEOR
IRIERBE CORMER NLERMEEZFHIT 5 L TosBET —% LArEfT 7z,

PLEMNG, BRT—% Ny r—0%, ENEER 4 35k, SAERE 37 B ofgE L=, ERNR
BRILT X CRHMIE R e L, AAERBRIL, HARANEZSCERGEpEERR, 7V v 7%t
GERBR O HEROGHER, W ONTH M T L a2 310 L 723 o TR EE 7y 8 B A E
&L Uz, AEGBHEEICHWDEKRT — 2 Ny r—U %K 1.52-1 TR LTz, £, B%O
AR A2 1.52-2 1R LTz,
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1.5.24 REIZET ZHER

ARIEOMEERTE, I PR QNS B L ORBR T I BT 2 MahiE, =& LT 194
End 2] B TeET T a—rtick h EESh T, FEEOZERICOW L, S ey
kR — LBl 2 VY, KE R GE RIS RSO I R IGRARRER 60 4 H R, MNeakER 6 %J%F'a'ﬁ
e O wrlERRER 23, 2(. $75 5o R cERSH, WTRLRETHD Z L NRHRS
7o 72, EWNER Y720, m—W A THELRORBRFEO—HE RET & L bl :
mm%d%,%EFZ#HwiLm®ﬁm iR A2 77 a— 4k kwf%m¢fkéo§
HRFRBRIT 60 fHH EFTOTETHBRAMET CTHD (REERFICIE 24 HEA M E TOREEZ R

=)o
WAIOBFRIL, 7T a— iz THlE S vz, EN G HRANT, *lmﬁﬁiﬁl AN
BEORNOH 25 LTz, [EIPHEE A OBk i OB TIEIC W T, [ENAGE 4

D, TP ROET T a— N TRE L, ZhiZ %O%,%$F17~wT%LLth
RS BRI C, RIBORAZRRBR, IHiaE e OEHEE B A = — ' 1 IC BV CEM LT,
MR fERE e o] 2 | ADBisAL, REMICROT 12 BAME TO/REBTEY, 36
fEH £ TOTETHREZMKG T TH S,
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AFOIERRBE, Fe LT 19 #05 2] Fichd e 7 a—athic kv Efis
7o RIEOIEFHRBBERIZHT20, 77 a— AT REREEMORBICET 204 K7
Ay BTN T, FEIRTHL YV o OMRARRBRT — 2 21EHT5 L L bIC
AFEAE AW ZBINER Lz, TOER, SIK (K3E) By v s o OFBIEREORKTH
5L &, RIEODFEGWAEDOENBNEEICHE L 22 &, AEOEMILT & IEORBHERETT
HUELZENRENTZ, BT Ta— i nbor—2Ick3x, KEORRE R &
vy ORBEFERZ M T2IEER T — 2 Ny 7 — U 25 L, 2003 4 1 AIKECEAGRHGE
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1.5 BRJFUEH B O R & OB Ok &

AHITTHR GABAAZBERD N 7 BV REGEMLICK LTy B 7 1 Of) 2 f5 DR THE
AL, al,02,03, a5 GV T XA T L UIERBREORKAEMEEZ R L, 72, v U A,
7 FEOENAEY N T, /2L AMEREBREOREME KO U AEROBEINGE, KK E#E2
MENRVE I 2 7R LT,

et AR I E A0 2 E P P e EE S, RAMEREE K Ok aE R
FER, WONCAKGR AR LD, AR REIZB O CERIEER S T S 4L 5 SEER/ IR %)
RVBEHENORD LT, ZAMEEERRE LT, HEhE, 178), Witk Ok EHE)
S ~DRBEFMTE o te, £72, KIR, DM RK R R~ORE T/ NI EE 2
b,

AL TN X LT L oFOHEERRSED 2] =] Ao 2 = HicEsh
oo AERETNAXEF U LOABEGICLY 74X F o OIERNHHR S5 AR LK
WwWeEEZ LT,

1.5.2.5.2 EWERERER

e s nroEpsiiesns 4 =) A0 s 194 E) A AEoEREERRT 19 &
|50 20 ) B icEl Sz, A in vitro BEEEEBMAEREL O C- B m s A VTR
BRIC & 0 AT BRI Z RS EEZ N, "CHEFY e n L B TR, Ty B DN
1A TR O SUTENRNE G- Lo & 2 A, BERERITEC T 2 ORI oAm Lz, FERRIRZE
EVERBRICB W TR OB IR b T, By ersnr tRETHo7Z Lo
5, AEBEEREOARIEDKRNSMIZIR)-Y B b U fET LN THEEICHE > L 9 2 #)T
b o BEbhiz, AEOE N ROEEIHFEICKE T 5 M- AAEERITIVTRHEL, v
ErurtiFERETHom, B B ROKEMREOIFIICEIT S "C-= 2V e s v OREY
R, R-VEIZ v OFICLDEELEZ TR Z nn, KEORB 70 7 7 14 x
EMERIC Y B LEEREE 2 bt RIEOREHBEEFEIL in vitro RERIZ LY CYP2E1I KO
CYP3A4 EHEE X4, CYP3A4 BHEAIGHHIZ X 2 HRRBRERND, Y B v LAk CYP3A4
BB ET 2 B2 bz, F72, A Te MEFEFMEO CYPIA2, 2A6, 2C9, 2C19,
2D6, 2E1 O 3A4 RENEMZFLE Lo 7-, B N TORERS)-AF LA E T o
DR PRI, AE TV EZ7 o WFRoRAOFRGEICBWTHIRERETHD Z L0 D,
AEOBHEIIZR)-Y B v o OFBEEZ T2 ERRIB I T,

1.5.2.5.3 HHEHR

Aot 1] = A0 2 E] R CeEESh, £, REIRERSEE,
1 FRO I FCEESNZT v RO X0V 7 v DR E AV G L7z, %
H A G- T, HEMARSERR~ DR, TRDORKE LKA FE, MEO-E
D WVITAFIEMERIES, WONTER IR~ R BITENT 2 IR T TR~ D BN 7
B, IRERZRITHERD D VITRB L= Z 0 bREMEEF T2 L iEbhiz, REOBEBEEED
VAZIFEWEEBZ b, ~UAKDRT v FEHWEZAAURMERRICEB W T, EHHRZED
HABE A BRI OGN 272, T v FOZIBREL WA 53R T,
R 1T Rl B 55 e OVESZ BE RE~ D BN F 5 40, T D B TR AE S ORI IR AR LT kb3 2 e E ik &
(NOAEL) 1T 5mgkg, MEDOAENETEIEICZX 925 NOAEL 1% 5mgkg, MDA AICKH T2
NOAEL % 25mg/kg ELflrEhiz, 7> PR YF L BT, K- RIE~OREDH D WA
WEEZRE o7, 72, 7 v MZBWT 60mgkg 7 HIERMIEOMEE, HAEROALFRIK
TROMEEIEORA R A BT, ShEBmE AW EERRICB N T, R RO EICX
TOREBEED THEREMEIIADNR o7, VB v IAREKOFMERBRER K OCAFE
fi LA WD TRIEDAREMEIC DWW TR L 725258, IR 2 Re - 5 BIX A b L2 o
=0, kAW s e &KERBRCIIMIBER R AN Z En D, AFEIZHOWT
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1.5 BRJFUEH B O R & OB Ok &

HY BT m L RBROBILIER DA H 5 b O L HER ST,

KRIEOFERHYTH D S)-WAF LY VY a L DRERGHEERRC, AL FEEICEMEE
FHER~D BN L SN0, Fil-edm T 7-, BEEMic oWV T, in vitro REBRO—E
THMERERENELINTZN, MEFERAOND SREICB W TOARBETH 722 &, in vivo
ZE T MOBEHEERBRIINT N ORRIETH 7= 2 &0, (S)-AF LY VY o OBIHENE
DY AT TR WS ndz, Fiz, BETUE~ T ZAZHWENAFERR CIX, EEOR
HlxH SN otz, AEBAEREICOWVTIE, 7y FOMZBE~DOEEIAONT, EH
FEEIZ A DR o T2,

R OFIEIZOWNTIE, JFIE - HAIFICEEND 3 HORMIOZNLZENE 2% (wiw) TR
U 7= A 2 I T 320 U 7= Btk BR R 20 B, RAEING & 0 #riz e g 5-3 0 K OV
TR ATBEN RIS 2 2 L3, BREEEOY 27 HIRWE O LISz,

1.5.2.6 BGERFAER

1.5.2.6.1 EREREE | HA5LER

1.5.2.6.1.1 ERNHAER

2] E ] AP HodEIEORREERE X, BARAREEEE ORI’ GH B R
(EN 190-101 78Bk) 2 5EH L=, TR, &5 7 BBIZBIT 2K 1~3 mg D&% HH) 5 #
B4 24 W E Co MR R E- R R AR TifE (AUCo.) M OMRE MAEFIRE (Cun) (CHE
SR iz, £72, 1 H 1 RIREERSGICEA2BBIRIFEAERO N1, HIZ,
HARNERERE BT, BERAEENRENT,

1.5.2.6.1.2 5 ERER

EN TR Z1T 9 LLANZ, AETHARANZ GOREBR A Z2 X5 & Uiz S E 5 535 B e 5R
(FhE 190-003 3lR) 230 L7c, ZORER, A1, 2, 3, 4 mg%x 1 H 1 77 HERERS
L7z &S 7 HHICBIT AARBOE G B E BN ATRETH o 1= A AR ER LR £ T oo
HRE R R AR TS (AUC)p) KO Cpax lTHARANEFAAE TIEIEFREETH Y, 1 H 1 [EIKE
WHEBOKREDBBIIIZE A LR N o1, £72, HAAKMDPEAAT, %5 7 HHIZE
FDARIED AUCqpast LN Coax 1T & DICHERBIEZRL, BAANEAANE THEZHAF T4
I EE LN, BIZ, AEKIIAARAKTCAAONWTNTY BIFR3RxE2RL, Z48
P v 7 7 A I NFRRE] CHREM R EITA BN Do T,

Zfth, MM AE/ERREREOAF 19 3 BRE I L7,

1.5.2.6.2 ERERSE Il tHEAER

1.5.2.6.2.1 ERNRER

2] =1 7 B B oxEBE R RERE X, HEEiE O AR NFRMERIVES 55 L L
BSOUCEER (EWN 190-126 3k) 292805 L=, 7ods, ABriX, BARANCTHE I NTZHRHAET
D77 v RICHT 2 EEEORFEE i, RS I AR E Lz, TORE, A 1~3 mg
DOFPHTHERISHENRD b, £72, 1, 2, 3 mg OWTNRTH, AIREEDIEETH 5
IR N OB EIIEIRERFC, 77 AR L L CHRRREMNBBD bz, FIZ, F@R7ER
DIRIETH 5 PR, F8NTRRTEREETH, A% 2, 3 mg T 7R LKL T
HREREENBO OGN, HEKSEROEEGEORMET 77 7 A4 L, FHE 190-045 R
TR L72ANE AT — & LHEL LT, RKRBRT 2 BEEG TOREER BRI RE T,
ERAEFRIIWTREY, IR, BEER FIMEOITWTholz, WWREERFEIIEGEORMIC
o THRBENE L oT,
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1.5 IR 33 R oo Rk K OB g Ok fk

1.5.2.6.2.2 5 ERER

ENTOBFRLLANC I LT, FEmEnE OMENRIEPEARIRE 2 %t 5 & U7 H \E SR
(ME 190-045 3RBR) TiE, AH 1, 2, 2.5, 3 mglE, 77 BAREELE ol U CHEIRER & 0% 81
ROREIRIESRE 2 J840E L7, F7z, AFK 25, 3 mgid, FRTEEREME, K80 @ EE R 5 O
HATYH, Y7 R LB L THERUENRD DN, AT 2 A5 TOREMEROE
DRI NTz, ERAEFEFRIIHWTERT (R, HIR, EECThoT,

DM, FHEIMER NLEMEORBHIERRBR E L CEFH 3 R B2 3E L 7=,

1.5.2.6.3 EREREE I HEELER

1.5.2.6.3.1 ERNHER

(HEWIF 5505k
20 =) A P oxIEE OFRRARE 2, JEEinE KOS OFREIERIRES T
R HEBRIZL D L0 EEOARIRIESKRE S E L EY&RGHEE (HW 190-150 &
BR) % L7z, ZOMEE, JEmEnE O 2, 3 mg &, WA O 1, 2 mg BET, FEATE
e LTS 4 8 CF 72 BEAR T IR K OV @ i R R ] oD 5 I ON i BERR P ] D JE & 73 3%
Bz, T OERT, BHEEOFEIIEDL O TRETH -7z, ARRER T 5-BEBLY
D RBPEPEARLCIBIIEMRITFE D BT, FEEmEnE T 2, 3 mg, SHE T 1, 2 mg ODRWIE
5 (6 » H) TOREWKOBEMIRENT, ERAEELL, EEHEHE CTIIWRTE RS,
BIREES, HIRTH Y, EilpE CIIWR R, SIHgEER, ERTH-o T2,

(2)T DLOFRER
EIN 190-126 #0k & ONEN 190-150 sAERBHAATIZ, [EN 190-126 3k THEH L7z #HI D 5
IR R CAEM RN RS L HE SRR o AR (1 mg $8& 3 mg 88) DOAEWHER
[FAEME M O 3 mg $EDRAIAI CORFORER (EWN 190-102 3HR) 2 FEf L7z, €D
fag, A1 mg FEL 3 mg BEOEMTFHIREMENRENT, £, BEIZED RKIED thy
DIRIE L, Chax MET L7223, AUC IZIXHENRBD Lo T,

1.5.2.6.3.2 45 E:AER
(D)FRFEAIERBR

v OJFFMARIIEZ 55 L LA 2, 3 mg O 7 7 R R EEGABR (4ME 190-
046 7BR), Ml OFIMERIRIEZ R E L72AEK 2 mg @O PSG (2L 577 BRI
AER (OME 190-047 3BR), mEnE OJFUBHERIRIEZ x4 & LI2ASK 1, 2 mg D7 7 &A%
FRELIABR (OME 190-048 3RBR) ZFEMi L=, 25 OMBOEE, T XToKGE T
REEEZ 77 AR Ll U CHBIZEN L-, £/, TRTEERER & OV MEIR R <,
FEEEE L 3 mg, AL 2 mg OREETEL T 78R LKL THERUENR
oz, TRHORBRTHHEL 2~6 ) TOREMLOHRFENRINT, E7F
FHEQITRFERT (RRR0R), S Ch o7,

Q)EW# 5505k
IEEIE OJFRMEAIIEZ 3R E L 6 » HEO T 72 R%HRLE RN 6 5 A O A —
7R (OME 190-049 FRER), FEREERF OFRMEARIEL XR E Lz 6 » AMOT 7 &HR
XPRR P EGERER  (FME 190-050 3RER) A FhE L7z (G EIIVTIb 3 mg), ZiH0RERD
MR, THERTFOWTHORMERFHTYH, 77 B RREE i U CA B AR BEIRERE & OV
T B IRE [ OO B I QN R BEARRF I O IE R 338 Hivtz, £, B GIZ X A1t (3
ROWES) O, ERKRICHI-E & 72 2 B G-BETLRE O SBRMEARIR, IRHAE @ IXE8D B v/
Nolz, ZNHORBRTEMEE (6 » ALLL) TOREMEEOBEMEN RSN, EE
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1.5 IR 33 R oo Rk K OB g Ok fk
EELIRTRE (ORI, ¥R, B CTbho T,

() “IRMED RIRYEI S k32 E3E 225k BR

KIDIFICEDRIRIEZRR E L7 7 v Rt BB (UME 190-052 3E5r), HHEH
SOFFARINC X A RIRFEZ 5 & L= 77 v ARG R ABR (UhE 190-054 3ABR), FAS Y
U FIC KD ARRIEZ G & LTe 7 7 Akt iR (O E 190-055 #BR) & FEhi L7
(BEHETWNTND 3 mg), TORE, FIMEARIERSE &k, 78R EKELTEHE
B 7 AR T By R OY PR IR B IR R F] D JE A I M R REAR R O IE B 358 H iz, 2 b Ok
BrC, G (4~8 ) TOREMER AR TRENT, TRAEFERIIERT R
(RIR72BR), HBEIRCTH -7,

(T DA OB
H PG~ OB RO AR IRIE TOAZIMECRMER R (K9 S, SRMEARZE
) ~ORBEMTLREBE LT, G55 RBRA I Lz,

153 F&H

LA E o FEEG AR BRI N E N K OSERRBR OFE R D, RIED AMREEE K O IR TR A %)
THoHZ &, RIJEDRKN GEREEROFIE) (CHbLLIERTHDLZ L, EMEG THIME
DR, BRI & 72 D RO EARIR ) OSRSIEE DN 20 2 E GRS iz, 72, I
biz->TiE, WEEFORBICEELZET L, ERHAEOMHHCREICEY Y 27 O A X
LZEMTEDIY, KNI T 4w et RETEIEEZLNE, LEBRST, K
Wik, ENTO THERE] & L TCoORBHBICVLERRBEE L 072 LTWD Ll LT,
AIEDNRE - WK OHE - HEICHOWT, UTD LB EARBZET S,

Zhie « DR« AIRIE

VL - & @y, AZZ=AYyes7nr 2 LC1E2 mg %, @EEICiE 1A 1 mg
ZEEERNCR ARG T 5, 7ok, JERIC KV EEEBT 225, BRATIE1E
3mg, WEETIZIFE 2mg #2722 L LT 5,
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1.5.4 BEXH

1) BURFREA, RATSE, MARSE, TEARME . NIRIEOEE, £ AR 2009;67(8):1459-62.
(5.4.2.5.1 1)

2) American Psychiatric Association(US). Diagnostic and statistical manual of mental disorders, 4th
edition. 1994. (5.4.2.5.2 1)

3) American Academy of Sleep Medicine(US). The International Classification of Sleep Disorders, 2nd
edition. 2005. (5.4.2.5.3 IH)

4) s, AESANE], B BEL, MER. NRIEORRIIE &S TRREMEAIRAE. B ARRR
2009;67(8):1494-500. (5.4.2.5.4 1)

5) WSFE, JHUEREE, HLHE—, PRARGE, H o B, B RIRJEDZET - 16K - T A
K74 2. MEIREERE 2008;2(3):285-9. (5.4.2.5.17 IH)

6) MILE fRE. MEIRMEE OIS LRI A K74 >0 F U UiE 532002, (5.4.2.5.19 H)

7) EEAR, TREE, AR EEE N U T B RIEIRSE, IER Y UT R R
MEAREE. HAERIR 2008;66(2):147-52. (5.4.2.5.20 1H)

8) TEFFNEK T, HATERIE. W - 1A RIRIEDTERIE BWRIE XUy T B R BARE
PR 2009;67(8):1581—4. (5.4.2.5.22 TH)

9) T AT T AR A SAE, IRASCGE ~ A AU —8E Smg - 10mg. 2009 4F 12 H&ET (55 17 f) .

(5.4.2.5.21 HH)

10) Scharf MB, Roth T, Vogel GW, Walsh JK. A multicenter, placebo-controlled study evaluating
zolpidem in the treatment of chronic insomnia. J Clin Psychiatry 1994;55(5):192—9. (5.4.2.5.25 I#)

11) Roth T, Roehrs T, Vogel G. Zolpidem in the treatment of transient insomnia: a double-blind,
randomized comparison with placebo. Sleep 1995;18(4):246—51. (5.4.2.5.26 1H)

12) Erman MK, Zammit G, Rubens R, Schaefer K, Wessel T, Amato D, et al. A polysomnographic
placebo-controlled evaluation of the efficacy and safety of eszopiclone relative to placebo and
zolpidem in the treatment of primary insomnia. J Clin Sleep Med. 2008;4(3):229-34. (5.4.2.5.27 IH)

13) FERFAIEE 1124004 5. AT 20 0 ETERF| O LW 20 R SRR T A R4 >~

CERC 184 11 A 24 H) . (5.4.2.5.28 1)

14) FDA’s Policy Statement for the Development of New Stereoisomeric Drugs (May 1, 1992; Section 1V,
Developing a single stereoisomer after the racemate is studied):
http://www.fda.gov/cder/guidance/stereo.htm

15) EMEA Directive 75/318/EEC: Investigation of Chiral Active Substances (October 1993; Section 5.3,
Development of a new single enantiomer from an approved racemate):
http://www.emea.europa.eu/pdfs/human/qwp/3cc29aen.pdf
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16.1
1.6 NEICET5EARRFICEATHEH
1.6.1 SNEICHITHERE - FFakin
1.6.1-1
2004 12
2 1
2 |
2010 10 Sunovion Pharmaceuticals Inc.

x 1.6.1-1 SHROEKDE - 5Fr, RERR

Lunesta 1mg 2mg 3 mg 2004 12 2005 4
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1.6.2 AEICB T DIRMASCE

1.6.2 SNEIZHITIHRMAXE

KEOWRM CEOFIR (3) %, EWNOIRMN CEOEMEN R GEEE R ICHEL TR L,
¥, RIEOLHICHETLIRT OLxrAZ, =2 ray) 1%, KEGRMCEOR#EEZFD
FERHW,

=7 K
?mmﬁygwﬁ$ 2009 4F 1 /1
€] EIRREE L, B RRR OV S R 2B B DR BURIK Cdo ) 155 721, IRHE O RHE e 8 A R

FEFMM L CTHLBAT RETH D, 1BED T~10 BBICRIRIESEIN L 2 WIBaE, i~k
ME L OV XTI NEH 72— IR B O FEN TR S D, AREOELE U < IXEZ I TEN O B O
BRBLL, R S CORWE UL IR R R B OB R CTH D AHEMER H D, Z D L 5 AT i
X, WVARAZ EETEFFEEARREEZ AW IREa — AR TRELL T\ 5, VR AXOEEZFIERO
WL OMTIHERTFHIICERI L TWD LB S 720, FriEE T, Z2A0N2RLIEVWEE
AT LNEETHD,

Bk % 70 B BB R OITEVEA LS SR R ARIR OB I > TE LA Z ERHEINTND, Zhb D
ZALD N DTN (B 0 LB ST E 2 SRV K D RUEME R O EE) RS L, T
a— LR OMhod CNS MHIERICE > TAE LD ERICEI TV D, TOMICHE STV B 1TEIZE kIC
ik, WERARITE), M, ORKOHENER NS D, TEHER] (SEF/EREORA%ICERITR
FEL TWARVRRETHEAZEELE L, ZOHZIIOVWTRENRH D) O X5 REMERITIHNRE S TWY
Do D OHEGIEFRMEIRIEAE HRBRE OA T, $EEFIRRRZBO CHATIHETHIZ VG
%, EEEERD X O ZRITENTRIRH ISR W TV R A X BAE RIS G0, RAHERARL
BAHOHBETLVAAZ ZRETHHE, TAa— L ROMO CNS Mif# L v x 2% L 20HHT 5 &,
ZOXIRATEROV AT BHEMT 2 L5 Th D, BEKRCHIE~DO Y 27 O, [EilEE) =Y
— FEHETLBRETIE, VERAZOPIEEZEMAICERT XX Th b, FOMOEMERITE ()
BEIZHEFELTCRNDZE, BBz o2 8, MRWE O &) A, HEFFMERELZRA L TxLe
IZIFREE L TWARWEE THE I TWD, FlEEiR & Ak, BEIEE, ZhooFEHRERE L TH
RN, R R O OMEREFRERP R EMCE 52 L b dH D, T2 ORBEDES, HHiRE/
IERIE O ICBE L C, ARSEROARTS (ARMEZEEET) 2ED I DFOE{LAME S
TW5,
EROEFATEIORFEDOFFINEDFERIETHDINE 2D, TABARBETHINE I HE LT
B & DI U R R RO R TH I N E I N EEETE L LI/ TH D, ThThH, &
A ENDITE L OB UTER D H 7 HEBL LA, ME Wl 2RI kD bh b,

FEFF R MEHR S O AL 22 IR T RO IR 1S, > CNS ISR 00 m ik PE D i Je OSESR &
HRT 5L 0RHESN TS,

LR AZ B OREIRIE & [ CNS MdER 2 H 35, 1ERAORENE N =D, LR X ORI,
BEEERDUIRIC > TH RN RDEMT R VWEARIIT I RETH DL, VRAXOBREEZZIT TS
B A A SRR A 12 12 e 220 R R BRR R U BN R i E 2 0B & 9 D a7 B (B : B OB EX
X EBEOER) ICEFTHHE0, VR AXRAORBICE S LIEEOFE SRS S D alfert:
BHDHLGEICIFERE LT U 50, R AZ M OMERIE & [FEIC, MomiEehIg, s
B, Pie2Z I3, =& 7 — KO ONS Mifil & 5] & e Z o3y & O L7254, ke
CNS MflERZ5 SR TR H D, VR AZEZT Va—)LE—kEICIRAL TR 520, LA
X o> CNS I3 & PR T 254, FMIERORREERNH 5720, AERRENSLEIC R 2203
Do

BEDOTF 747X V—IEROT T 7 4 7% V—RIKIG

o E, AMSUIMEEIC R BT 5 MABRIEORERIZS, N A X % & e 8EER IEIR 3K oo #lal B 514 %
DHOBERDOBEFICHRE SN TND, —HOBETIE, 7747 F L —% BT 5 EREE, 17H
SAPASH ST K ORI 72 & OB IR AR L T D, BHEICE > TE, faBeaii conNang
RRBLEL o TV D, MEREENE, M OIWBEICRB L GE, [EMENSIRICEDL L
bbb D, NI AZIRHERICMETIEL BT 5 BF I FEOFR L E1T > UL B AR,

(® = AH

[ - k] RERR

NFRAZ (A E 70N, YZaeanry 7 7A@ Tr8nne s Y UFEkThbIENVY
VTEEUVRMEIRETH D, = AT m L DEFLIE, (H)-(5S)-6-(5-chloropyridin-2-yl)-7-0x0-6,7-
dihydro-5H-pyrrolo[3,4-b] pyrazin-5-yl 4-methylpiperazine -1carboxylate Td 5, & D4y F-a#lL 388.81 T,
Z D4y 1R CITHITCIN6O3 Th D, TAVEZ 1 iliL, (S)-AKRELE TH T/ 1 DIFEET
Do
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1.6.2 AEICB T DIRMASCE

[H 4 K|

RIFI DR

IAVEZ v UL, AG~EBRAORBEOEERTH D, =AY BT a3 KITIFmD TEITFIZL
<, =4 ) —=MIETFIZL L, U VEBBEIR(H 32000 T 0770,

[HERE - PEIK]

(FiZ) TR AL, BOAREMOT7 4 v ba— bEE LTRALSEN D, VXAZIL, 1 mg, 2 mgE
7E3mg DRV BT ar EROIRINFIZEET 5« WK Y VEEKBD N D L, BERKT A B,
JHADNAR—=AF MY DL, T aAa—X, LK, ATTV VB TRV T L, [t
nua—R, RYxzFLrrya—i, @eFgy, vIT7EFr, 2, 1 mg L) 3 mg fEIZNT
nbH2 5EEAT 5,

7l B 5 & 7 43— hEE 1 mg, 2mg KO3 mg

[%h #E - 2 H] AHRE

(A &%/ &] R AE DEERIIE 2 DBREDORIIC L > TR DMEND D, %< DEEHBADEE, L r A
X P S BAARECHEIR S L3 I BE, BEEERTO 2 mg Th D, 3 mg IEIEIRMERF I RA L D BTz,
FERPN IR FTRE 7RG, 3 mg &G E2BM6T 5, DI 3 mg T THETHZ ENAETH
Do

ARKEE 2 T3k & 2 mimE O%he, VR X ZRGHRICHER S D HEIE, sEE O 1 mg Th
%o BEARAYICHIG FIREZ2 S A 1L 2 mg IS ET D5 2 &L b AlRETh 5, MEIRMERF SR 22 S i 056,
b5 BRARIRF I HEDE S D HRIIEREIERTO 2 mg Th 2,

N AL T m R AR R LR SOIERICIRHT 256, AR A2 OUIRITEL 720, MEARAERF R
FHE T EELLND,

Ly 2As il

FFF I

BEOIFHERE OBA, WAAZBRERBHFOMEIT | mg & LAaTHIRL20, ZhbDBHFIC
NHAL B G LB FEELNTHER D D,

CYP3A4 PEEHK L DPtHE L

87172 CYP3A4 BEHREZ A L TV BHE OGS, WA X FEHBRFORRIL 1 mg 281 TidZk
SRV, MBEREAIE, 2mg ETHEETSZ LITFRETH D,

[ H o] A%

BE5 DR

AR AL ITRBEANCRA L iudie b2, SHEMMmREL AT &, &£ EoTEHxEh
HIREET L AENIRRIEREE, 2%, MiESEE, B3O T VAVEBSLSLENEE D Z LB
Do

BOHED & 5 BE~DBE
BHHEDH 2 BE T L2V B v OFRKEBIIR S TH D, RESUTMATENERI ST
BERIFL ) DHEEIEEOH LEHIC A V7 n v 2 E 5T 5553 HT 5,

TRHEBRE ISR L CHERT R Z 25 LRI HE (7 mg) oAV Y ar 253 5B, W
WAMBIERIZA S M S hoTz, 7212 L, VR ALY ZIPEERER 2BE IO+ 5541, EE
EMT L oBEEIh TV,

EEFEEERE CIIERBEEDPMEET 720, 20k 5 REBEIHT AR AZ ORRIX | mg (2
UDMERD D, BETFEEDOIEERETOHE, HEAHIZAETHD LEBbND, RELK
TRPICHHE SN2 =AY 7 v it 10% KR TH L7720, BEELREOLEAIIEEORE 1D
59, AEFMIIRECTHS LEDbND,

NI AZBRATOBEIC, FaF Y —LD X 57 CYP3A4 ORSRIAER LGS L5E, VRAZ
ORBEEWCDULEND D, £1-, BEAO CNS MIfERZH T 23 M L AT 2581%, VRrAX O
WA SE L AEFASNLEE L,

5 SRBE~ORE

9 DI OB K OEIR 2 A4 D BAE TR L CEgpS8/IRIR B 2 42 59 5 BT ERICAT 20 5 W ER D
Do ORI REFICIIARKEEOWREMLRH D720, THREET ILERD D, ZDOXHID
JFBEERICITENN R EREPR L AN D720, WITARERIRY K/ N EOHY) 2 05 2 2,3
B D,

I—Ho et



JLR R A GEImg, REEE2mg, REE3mg 1.6.2

1.6.2 AEICB T DIRMASCE

6 4 KT
BERR

BEICE, RS R OTLS 24T 5 =N, REO TEERAA K] &at k5 80T 5 L8R b
} B TEE@BAA F] ORTEALEORBICTHMR LTV, BHITILFORRE R 5 LEA b
(B0 EowE]l | 5

=) L 8 WERIOMEIRARI 2 HEGRC X 29 EIIY, REIANC L A ¥ £ 5 £ 5 RN 5,

2. TAI— AT OBEHRE L — IV R AZ ZRA LN L S g5,
3. 9O, FEEREITARSEOMEEAET 5, EWELA UL T v 3 — L P ORBELE

FAT B8, L IIFRRE AT 2 HA, HYEMICHRT S L) ET 5,
4 HEIR LTS8, AEIR FHE LT B34 USRI T 254, RS EIICEET 5 X 5 8
T,

ReRle RS  [FiEEE] RO OEMER1TE)

PEFRAEIREEIR AL, TRICIIRE L T RVIRIEECTEHZEIEL, ToOHKEICETIEEL RN &
NUIZLIEHD Z ENMEENTWVWD, BEANZDOL ) oYY — FE2REBRT 584, [EiEEiR] 1
fERCTH D=0, BEHICHYEMICHETI2LER’H D, ZOX I RITENX, VAXAXET La—)
ST A o> FEAR AR RIS & R L2 B & B ATREME DS m O, F OMOBEMEARTE) (] - R A
HLTRRDZ L, EFEEMNTHZ &, HRWE L O &) 23, HEEFIEREZRA L CRa8lZid g
LTV ARWEETHRE S T3, FilnEls s [k, SE3EE, ZhLOHEEERZTHRN,

FRERIREE
HELE SN D HFE O RFERA X720,
[FHE1EH] EyEE/ER

TRV v AT A F AL RO L& S LT CYP3A4 KUY CYP2EL ICL» TR#tEN D, Nkt
Fr, VAR URITINT 7 I EZ AV E Y 02l OO RN T B EE A 22 AR AR
ERBO NN ST, TAVEIur et TPy LGS L, T AYE 7 a0 34T v
P ORE IRy TELN LM AERITRO b ho 7o n, FErEEESRE O M B (23K %0
RAREMERANEE SN, A7 ar a8 SR HATAE, BEWD Cu 7 2% L
72o CYP3A4 OISR ERCTH L7 FaF Y —/L 400 mg DF 55521 T D HREIC= A v/
U3mg AP G T DL, ZAVE/ urORFEREN, 22{FITHM LT, AR A IFIEEO CYP IZ
Lo TRBENDIEWDO I VT T AREISED LIFBEZ DR,

AR R ICTEE 2 R T 3K

TH =) AL Z ) —)L 070 ghkg BOFREL LIEEE, =& 2 — A BE5%ICRK 4
W, SEEESAE I R IE TN BTz,

NoxkFr o AYE sy 3 mg HEEGEEO R od®F L 20 mg 7 BRRERGEZHH LT
b, EYBYRE SR L OB ) P 20 EAE A C 2o Tz,

nI7ENRLA AV E 7y 3 mg KORTENA 2 mg FHEEIGHES LEE, WThoEyick
WTHERRIICE RO & 5 M EHRESM K OSSR 0 7e S BIEER D b e o 7,

TP Ey AV EI e 3 mg KOAT U E L 10 mg 2 OFAEE LIZE, DSST A 227 3
L7z, ZOERITENFHRLDOTHY, WTNOFEMIZEWT b EDENEFR R Z(LITRD b
molz,

CYP3A4 2[EETZEY (r b=y —)

CYP3A4 [F= AV 7 a Pt FEARNRHHR TH 5, CYP3A4 OBARAERTHL Y b2ty
—/A® 1 H 1[\400 mg, 5 BEOPHBESIZEY, =AYV EZ7 a2 ® AUC 1T 2.2 M L72, Cou &
W tipld, TN 14 ERO 13 FBNL7Z, o CYP3A4 OFRNRMLER (Bl : 4 v T a) Y —
N, 77V ARYATY, FT 7Y Ry, hrLb Ty Ry, URNFEL, AT 4FEN) b
FEEDOIERZRTEBZBND,

CYP3A4 2FHET 1KYy (U 7rrevy)
CYP3A4 OSENRFEEKTHLY 77 B EOMAERGICEY, IR EInrOEFERIT
0% L1z, =AY urbREDIEREZITALE 25,

MR A EREOENEY

TRV EI unrOMSERARKAERIIEL RV D RAKBAEE  52~59%), =AY ET 1 ONfmid
BAHMAOEEZZTROTVEEFBZ LN, TAY VY 1y 3 mg & MR QS RO o3
MERALTCOWABFICELELTH, WTNOEYOERREYREICLE(TREE 2 EE XL
Do

TREIR OBV K
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1.6.2 FMENZ I D IR SCE:

H 4 PSS
vIXvy AV EIBvr 3 mg OHEEREEE, Y% 05 mg 1 H2EFRS%E 1 B, 025
mg 1 A 1EZZD% 6 ARG LI-BEOY % 0 OEFRIRIEICH T 2Ry 8 e JE S 72
ST,

[ﬁEWﬁI OLTy Yy 2 AV ar3mga 1B 1ES AMKERS LR, vrr 7 Uy 25 mg HERED

(fE) BEBOR)-TAT 7 ) UAES)-T A7 7 U v DRMBEIC K S 2 52, £, WHEHTR 77
A (Fa ba e fEH) IS B IEERO Lo,

[EER] N AL OHIRAIBFE T 2 77 LTI, BEEOUIERER AT 22 E 7 a BB THR

T=o HIG, ERRERHLARM B RERBRIC B\ TITKY 400 BIORFER AN TRV 0L BFBELZI, 75
B AR g e FREER TIIHY 1,550 BlOBRE N =AY u L BREEAZIT -, 2T 1 ERICK 263 DR
BWT A Y 0 BBERZIT 22 LIS T D, VR AXIC K DIRROSM RO G HRIX 24T
bV, FERRRD DT EHERRR, AFGBRE S L VISRESE, EHEE 5 5 W ITRHEE R
HERLTWE RRTFA TR CTINDLOEENRH D), BIERAIL, AEFZONE, FEITR,
INA VYA v, RE, BERRA L OVLER ORERIZIES X5l S iz,

NAAZBEEROFEFERGE, £& LT HMMRREERICL > TUREL, 1BRETMEMER LA
FEAMAVWTER L, LR T, RN X 5 RFEEOFR 2 D BOEEN 2 L4 & L THHE
LARWRY, AEFSEHAFGOESICETIERO L 2 EMEEL Z LIIRAMETH D, TidF
RO—ERTIE, MEOH-T2AEFS%E COSTART HFEIZC L~ THEL T 5,

FHNR LIeA EFLORBUEE R, RBRWIRTICAEFLE | R LB LZEFOREG AR L TH
D, WA AL BEBBEIHIO CTHRB L RO S, &5 0ERGHMPICE L2 EROLE
X, TRBRBREE N CRBLL A EESR LW L,

T RBSHRRRICBVWTRESN-AEER

BRPIEICE - AEESR

g xR L Lic 7 7 2 At AT BER LGB I B W TR P IR IC B s T fER O BIG1E, 7€
REE208 B H B 3.8%, WFAX 2mg#E215BID H B 2.3%, VFAX ImgBERHFIDIH 1.4%TH
Stz EEERAZ G E Uiz 6 BB TRRMABR T, 3 mg BICBOW THEFROLOICHIE LIZJE
BliZehrotz, FHRIERE 23t e LI2RH 6 » HEG5RERTIEL, 77 8RB 195605 6 7.2%, /v
FAH 3 mgBES3BID 5B 128%NAEFLROIZOITIEBRA P IE Sz, BRI ILICEST-FROH
T 2% %A DRBBED & DL o7,

HERHRBERICBW T 2% U LORBFE CTRESN-AESSR
F X, BRAZXRIZ 2 mg X 3 mg DR AE EFe 59 HERKRSE 7 7 & R s s s v
THILAEFROFEBBELZ R LTS, KIGRIZE T 2HREHHIL 4 ABTh o7z, ZORI
I, VARAZBEZBT ORBBEN T 7 BRIV &L, VX AY 2 mg BEXIE 3 mg BEIZIIT 281
BEPEIN 2%LL ECTh o Tm GO RFHEH L TV D,
£1: FEBRABEEZRRIINVARAZ E2HE LT 6 BRI Y 7 & R s R
BT HRBRIEERT CREALLAFERREEHEE (%) '

e 7T R VR AL 2mgBE | VAR AZ 3mg B
B (n=99) (n=104) (n=105)

E N

EEEE 13 21 17
A L AR 1 3 3
MR

1N Rz f8 3 5 7
HE R B 4 4 5
L 4 5 4

Mg - 1 3 0
PRER

R 0 3 1
SE L 0 0 3
9 R 0 4 1
FEhE D F 4 5 7
L5 0 1 3
U v RF—jgak 0 0 3
AR 3 5 0
fEHR 3 10 8
4
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1.6.2

1.6.2 FMENZ I D IR SCE:

[ 4

K

# 1

F210%, mlinE (65~86m%) ZXHRELTI mg L2 mg DVFAL Z#E L-BEE N H7 7%
R FEBRIC BV CRBL L A FFREHE L CEH LI b TH D, Thd0RBRICE T H#&
VR ALBUCBT DRBBEEN T 7 RBELVEL, VR A
1 mg BESUIE 2 mg BEICH T DR BUHE N 2% L TH o= b 00BN T s h v 5,

5 14 BRI CH o=, F 21213,

P

i

10

BUE - PSR SR

%75

4

FERIETE

RZRETE

3

17

34

WR - EFRER

R IR B *

0

3

0

AL T

0

3

0

VOV A BORBEENR T T R L FEN LT T ERBEEL VRS0 FERIIRLTY
RO, ROFRIEEN TS - BERE, BHICL2ME, &, TH, 170

T YREGRE, B, S, WHERG KON,
*OMERIRRRN A E RS ()
e PERIRR R A F RS (D)

£2: ERRA (65~86m) EZXRICNVIRAZEHE L 2 BET T & A LBk R
BT IRBRIBRET CREA LA EHEORBMHE (%) !

BV THEACBWTHERGEZRIRT 5 A ETRIE, UA VARG, DN, ZEfkd s
W, KT, BRIYE, BBERORRZRE TH Y, RIRRRE TR TH -7z,

= 77w RE SV AL 1 mg B VR A K 2 mg B
HEER (n=208) (n=72) (n=215)

B IRRE

il kb4 1 0 3
YR 14 15 13
3 2 4 5
THILRR R

Tl 2 4 2
PNz 2 3 7
HIER R 2 6 2
USSR

FE s 0 3 1
FEIMED F 2 1 6
B SIoT 1 0 2
P RRIR 0 3 0
g - RGBSR

= 9 FEIE 1 4 1
RRERIESE

AP R T 0 8 12
WAR « AFHAR R

PR & F e 0 3 0

" ZORITE, AARAZFEORBFENT Z AR L RN UTT T B RBEL VEP o oS

FERRINTHRWE, ROFRIETEENTWD - I, HHRE, BL, 892 M OMEHR,

® 2 BV THEmE THEMSHE 2R T 28 EFFRIT, R, DNEREORIRRKEETHY,
AR TROHB TH -1,

WE OERBRE & FERR T, BESEL MUK F RN RRDFARERH D720, 25O L%
BEOERERE FICBT28EFROBIFEOTRNZAWD Z LI RAETH D, RIS, FESF
SORBEEZ, W55, RRETEMZE D, BR2PlEFECL>THOREZFTRICL > Tl
22T TE R, 2720, ARt i L2ERICBT 2B EFLOBBME KT 5
HANTERT A D, HDHVITHEANTITER L oL LTENTIORE L FHXHIHER T 5 B
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1.6.2 FMENZ I D IR SCE:

4 KE
12, & DFEEDORILE LS ERIR L TWD,

NRREZ DIRRPITBE SN E OOES

il PUFI, KERO 5 TR S B 1A% OV T AERBRIC 351 T 1~3.5 mg/ H D /LK % 4 7%
() BE SN 1,550 GICHREL L AE S5 % Kk L7-ikiTH COSTART MED U 2 hTH Y, TR

H OEHOEAMICHEIEEIN TS, £ 1 LUK 2 I T -WVERICHREEAOFS, —REMICIH
W AR MARFESER NRRE L OBEEESGTENRFTFRE2BRE, @EshEAEFRIIETCERSh
TWa, LR, BRAICRBE LEZLD L LTHRESNEZEAEERB/LT LHALRAHXIZL -
THRBA LD Tldedolz,

AERRISHICHEBE I ICEHSN, UTOERBICESERIME OB WIEICGER ST
%, BEEAEELE, BE 100 AHEY 1 AU LEOEETIEL ERRL-AEES  REEASE
L, BFE 1,000 AH720 1 AL E~BE 100 AH720 1| AKMOEIS TREL-AEES, ; BE
BEAEFRIL, BH 1,000 AbHizn 1 ARBOEEG CHRILAEER, MHHFRNREEFS
I, BT DMERIORBBEIS T ENS,

SR BREAESES : W BEEAEFS . T UAX—E, BEE, BimnmE RBE, 0

B, OB, ~=T, BRUE, BEEE, JeHbEREoE

D - MBS : BEEAEFS Rk BEEAEFSL . flE ; BIREER EHS R IEFFIRE

MLER  (REEAESES . BCNME, IERE, BTHE, AV, DENEEEKR, DB, EEE

A% ; BESEEAREEL . KBk, WerEs, Bk Mk, HFEX FHRE, JEE NE, &

VRIE, S

Mg - U2 o5k RBEER EHS A, Vv HiiE

R - RBR  MEEREFS  REETE  EBEEATEFS S VAT v —/VIE, (REEM,

RERY  BEEEREESRS - bk, WE, @IELE, &0 ) ¥ AMiE

i - EAs R EBEE A S BAfIZS, WREk, BT (RO, BEELA OYETR), T o,

THIETIE, AR BIESEEAEES  BEE, IA4F—, TEE

MRRR  RBEEAE RS W, MRS, EEVRHH, EEREE, BOR, AERETUME, R,

TREEEEE, AIRE, e, ARE, IRIE, BORRE, JOEGR, EBERE (FICETRE,

e F 0 BEHEEAEER - BT, $EE, MRBE, EHET, Rk —a—mRF

ML AR EBREE A R R, KBS, WRIREE, Sfif, Lo b, MHIER

BRE - REN RS  BEEAEES . SF, WBIE, SR fEe, REGE, w5, HELA,

FIT, EFRZ  RIEEEAEES LA, OEE, #WES, BMMLERE, kLB kg

%, /NKIEME S

BEREE  REEREES MK, IR, B, SNEK, hEE, B, pERTE  BIEEER

EES B, Rk, B, EW

WIR - ERHARR  RBEAF RS AR, HES oM, WEMEK, LEHEY, LB, Btk

PR R, ZotEslit o, MR, BRSAE, BEE, TR, AREZE, FEEHM, BR, REK

A, FEHm, B, BR BEEEAEER 2R, BEER REk

[ BT RO/ XL | BERERV/ XIRBEE~O®RE

HWHBE~OEE] | @iEE LKV UIRTEE OEFRICEE LY, KRB OEERE ) K OV UTFRARE ) OREE T8
F R IR AR TR 2 BB AR B M ES R & 7 B, DX D RBEITHT H AR A Z OHERERGT&IT

Img Tho (THEE- HE ),

77 AR, WATHE, —EERILERBR C=AY I n 0B EEZ T IHEBRED S L, 287 F
2N 65~86 WD EMHE Th-oT-, B E(PRE : 71 BEMRICZ AV I ry 2 mg 2K/ES5T5H 2
A ORERIZB T 2HEFEFLOBBLRIE, EERACBW BRI NIAEFLORBURROMIC
ZiIROoNRnolo( TRIER) ©X 2 ZM), SE IS L TOVLRAY 2 mg &5 U7 RO RENRTE
WHIAT B A L, MEIRAER A B IC S E LT,

[ittw, peEte, #9l | fER
[T E N HFrH T2V —C
ERRIMICHAEEFTOT v "ERTH oAV E7 n o2l o&kEGE4d22 Lk, &K
BehE (T NEQRTHFTEALR 250 mg/kg/ B L 16 mgkg/B 5 2 b O AT mg/em’ HaH T
V% B G PR HAESE F B [MRHD] D 4L 800 iKY 100 f5FIZAHY) IZB W T HbIBEFEIEE RS eh o
2o T v PMICBWTIE, RHMAICHFEMEZRT 125 mg/kg/ B &Y 150 mg/kg/ BT, M VEAE QBB D
K OGS FERIE S 2 7278, 62.5 mg/kg/H (mg/em?® #45 © MRHD @ 200 £%) TIEERD Hiiehnoiz,

T v MTHERER ORI 2@ L Tk ok 180 mgkg/ HOMBETZ XY 7 v v 2k o5 L
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1.6.2 AEICB T DIRMASCE

IR K

Too TRTOHEEET, FREECOHM, HAERKE LK OEFREROK IO HAE R ORI LIE D
HIAEIE SN (B/MMEEETH D 60 mgke/ AL mg/em® % ¢ MRHD @ 200 {5IZF%), Zid
OERLERETIIATRBERFENIIAE LR o7, TAY 7 v 3E 0o AR OITEREMME A T
AT RE IS B R KT S T o Tz,

TAYE O, EEmEREE LERBRIIERSATHRY, =2V 7, BRICHTF

Uit P, =90

NG BRI LB BADAE 5T 5 Th S,
ML
P R U4 e
VR AL ORI R O3~ OB IHESE LT,
EE

IWFRAZPE M PICBITT 20 E S DIEANATH S, < OFEDRE P PICBITT 5729,
WHAL BRI G T 5L EEZ T LERH D,

| GNGN S INR~DEE.
18 WA O/NRIZx T2 = 2 B 7 v v OZ MR O ZIMEIIMESL L CTUauy,

[ 5] WAAR B EEG LT-BORBICET 21T CORBIIBOLNATND, =AY EZ7 a2z
R TIE, K36 mg DRV VT m Uy PNRERS SNTIEFIN 1 FIHE S8, ZOEFIETE
IZEE LTz, &K 340 mg (mAY B 7 v O KEERHERAED 56 7)) O7EIEK B )
WERESNEFARD -T2, WTbHEEICEE LTS,

B R OYER

FRORARRER NI SR D 3 B 51T X 2 g e OYEIRIE,  FRRRIRARER TR0 D L= BB R DR & L T
B2 &B2 oD, BIRD L EEOFEME CEREESRE SN TVD, BINOHTERE TIET &
EY U m s G5 OBOER REER I E D EFI RIS #ME SR TVDR, ZOKRES MO T
FXARE R A HE O E 4 G-I Bhd L T D,

HREh D IRKRE

VEE LT, BRHEEICMZ, —ROLHEREZT, LESCT, FIRNETRZ &G
b, TN EBEANFEHREELH D, WERERHTE, R, Ak, EROE OMoOE Y] 22 iR
AL, —MRZSHERIEZ T, MR T & O R O Hif 2 822 L, Y07 B R ALE & f
THEBD D, WEERGRITET 2 OAHEEH LS TR,

hEEFRE ¥ —

fthoith B 5 OB & [FERIC, EBOEMIBIROFHEE BB L2 ERe by, EIEEERED
BEEG A ERT AP EERE X IR REERET A L b ARETH B,

[ZEpEhhe TREEHE R (R S OV ) K OFRE RE R 5 B U BB R E R 2 MR IC= A v DY)
BREA M L C& 7, BFEWRE T, &KAR75 mg ETOHBHRGHZLNL, 3 LR6mgd 1 H 1[H
7 BRIKERSHOEMBRET 07 7 A VERT LTz, =AY 7m0k, #enclIiEh, £ 1
TR ] G S v IR P R P (e W BIEE L, W I (o)1 349 6 R T oo, fREFERRA ClE, L%
A4 1A 1 ERESTREBET, TORERIT 1~6 mg OFPH CITARLANMEZ R LT

RS & M3 A

TRV v TR O EE%, ECHITRIN S, 1 LIS RE MR ICRE TS, =R
VB v AR R AR ROIRN(52~59%), EHEB N KENZ LD, AV ET a O
FEORBAICERT 2EMBEEMICE DR EBLZ T RN LRBENS, TAY 7 1O/
BEHIX 1 R TH Y, FRILERIC L ABIRAYRI D IABIT RN LRSI 5,

R

OG5, =27 o FIEE O A Fbic X - CERB# SN D, ZoE2RmENRHDIT
(S)-/' &7 1 -N-oxide XK NS)N-i A F L7 arThd, BEDILEMT GABA Lt 74 —ITfE
BTN, TOHMEII=AY 7 I0BOTHL, FaiFmOLEWIT GABA L7 ¥ —L1F
LAEREA LRI EAHELMNTEN TS, in vitro ERTIE, CYP3A4 }t X CYP2El AT RV E 2
o ORBICEESTA 2 ENTRENTWS, TAY Y a0, BiERGFEE MFHIRD CYP 1A2,
2A6, 2C9, 2C19, 2D6, 2El1 KON 3A4 (%9 DL ERE RS R o7,

et
TRV m IR OB %, K 6 ORI B THEET 5, YE nroRkOikhs s
DER 15%PEICRHH E UTURPICHE SN S, FEIRYEI/v 0D SETHLIZAYEIrY
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1.6.2 AEICB T DIRMASCE

H 4 KE
WZHFABROPEM T 0 7 7 A V3B 2 b b, REEE LTRPICHRIEESN D2 =2V 7 v, #&
RO 10%ARWTH D,

mEE

FEEHE LIRS B &, 65 UL EORBRE TIX, BEREAUC)IT 41%HML, =AY 7 a Ok
TOTHPIIER L7 (R - 59 9 1), Con \CEILITRD BNRA 2T, ZDD, ElREE T
X, VRAZOBREAREZ Img lIBEL, AR 2mg #BX 25X TERW,

=
TRV BT vy OEYBREITVEEITRD STV RN,

JFEE R

fEREREER T 16 BN ONCHRIE, HoEfE K OVEE OFHERERE EBH A 8 Fla2XRIZ2 mg DHEOT Y
v o OB RE AL L7z, R EITEREERE I HANEEONEESRE T 2 FlTEmL-,
Conax Bty (IR BRI o T2, HEDFEEBRFICKT AL AL O REIT 2 mg 2T
HEL IR, BE~PSEEOFRERE ICHTHABERHIIAECTH S, VRAX EfFEE
BEIE T 258 EEZ T & THIE - HE)] 31),

BEESE

W, AR UTEE OB EERE 24 Gl gt A Y n v ORYEEEZ MR Ui, A D#RHE
BB U7 g L i3 % &, BEERED AUC R Co 1 JIFIER L TH - 72, RE(LHE
LLTRPFICHIE SN A=AV 7 a N3REED 10%KRiETH 5720, BREEREICHT S HER
HEIAETH D,

BEORE

RN CEBHRERZICTAY 7y 3 mg 2535 L, AUC ZA(LET, T Conld 21%
B U, i (359 1 RFRIEIE U7, FRENCAGITERO DT, K6 M Th o7z, @mllEli&Ed LI
KEOBEOBEP UTBIER IV R A X ZRA L7Z5GE, ARICEKIET VR A Z ORITHIFT
LEZXLND,

[ B PR it ] P R OV P RHRE B 2,100 f(18~86 i) & kG & LI2ik K 6 » HIRI DT 7 & A8tk R R 6
BRIZEBWNT, R A X K 2 MEIRERE O FfE K OCMEIRMEROSGERRO b, ZLH0RBRO I 5
2 RBRIE, EEEREO=523)E 5L LR CThH 72, BIRTIE, BRAQC~3 mg)k OFEl#H (1~2 mg)
WZET B Lk A 2 ORESEFT R CIE,  WENRISIE AT (AR L, MEIRAE R O RV H (B IS R S
IR TEEEREE (WASO) J OVEBLIZ SN & M7 FREARGRY) 23cks L7z,

—1BHEARIESE

TIAYEI Iy 2 ARET T EREIEET S _HEMR, WATERF, HE—&KERBRICS\T, —i@k
RERIEE T /L (n=436) % VN CHENR IR A 28 TREFERR A A3 L7z, VR AZ 3 mg 1%, FRiER £ T
DIFHRFLPS) K N WASO DIEIRA Y 77T 7 (PSG)/ T A — & 73 E BRI K OMEIRMERF O FTAE B (23
WTTZ'RLVER TV,

BERIREE (RAKRCHEERE)

1B PEARIRAE B 1B 5 ik IR 5 RBRICK W T, VXXX OFHIMERRB DO LN, 2055
3 RBRITRRA OB PEARIRIEGER S & %5 & L7k, 2 BRBRIL S iR M R IRER RS & %l 5 & U7k
ThoT=,

BRA

BOIORBRIL, VAAZ 2 mg KO3 mg 27 78R EHKTS 6 O —HERWATHBRBRTLH
D, EVERIRIER A (n=308) % 34l L7z, A FHNE B2 OWTiE 4 BRFHMi S iz, VxR % 2
mg X3 mg 1T & HIT4BRIFO LPS IZB W T 7RIV ER TV, LR AKX 3 mglE, WASO
IZBWTH 7 IR LVER TV,

2 FZHORBUT, 6 » AREBHRBEGICL YNV F AL 3 mg OREEROEINE 77 'R LT D
EEMREATHMRBR TH Y, HRAZRFEMEE 2 AV CEERIRER A (n=788)% 7l Lz, /LFAZ
1%, B FHIE B OREIRIERE, FBEIREERH & O WASO [ZBW T 7R L ERL T e,

F72, 2 BT o%E5T 5 1~3mg ODHEOT AV 7 L Zitid 5 6 17 0 24— 3S—PSG bk
T, LPS T, WASO TIE3 mg OFEMENRI N, ZORBRICIET 2RGIE, HEKFR
TH-oT=,

I—Ho et



JLR R A GEImg, REEE2mg, REE3mg 1.6.2

1.6.2 AEICB T DIRMASCE

IR KE

. =

BOIORBRIL, VA AZ 2 mg KO3 mg 27 78R EHKT S 6 BEO _HERIATEHERBR TS
D, BPERBIER A (0=308)Z 7l L7z, MIFEARFHE B IOV TIE 4 MEFHI S L7z, VR AZ 2
mg X3 mg 1F & HIT4BEMFEO LPS IZBWTT 7R LV EN TV, LRAX 3 mg i, WASO

Ef‘ﬁ?;ﬁ’%’ ICBNTH T TR E D ER T,
e 2 HORBRIT, 6 5 51 RUEIE G X 0 LR A5 3 mg DE AR OE IS 7T €K & 5~

EERIATHMARTH Y, BROORIHER Z2 AV CEERIRAER A (=788)% 3l L7z, /L3 A
1, BREAZRFHEIE B OREIRER, FREEIREER & O WASO IZBW T 78R LY LT,

£72, 2 AEToH®/ET S 1~3mg OHBEO= AV E 7 ur 2iHliT 5 6 H7 0 24— 3—PSG Rk
TliX, LPS TIX&H®, WASO TIE3mg ODAEEI/RENT, Z OREBRITKIT 5 K80E, FAEEFH
THoT=,

B, iR, EERKURMER~ DR

BE RATOERNRL L7 7 eR%R, “EHEMRIE, HEEGL 7 o 24— — 8k 2 AR 2
RIJEBEXE, | DIXEWRT T 4 TR T, K5O 9.5 B RO 12 B OB HE

ORLIEICEET 2 20 FEHOFMIE B IC KIET VR A Y 2 mg L3 mg DR EHRGF Lz, TOREE, &
5 95 % OFERNC, Z< b TAOEBIZBW T RAZ 3 mg OFENT T BRI 0 E)-72
N, B LR T 3ROLNR-oT,

VH AL 3 mg HEBREES T 5 6 » AROWITHE —EEREERBR CIX, V32 A% 3 mg M5 Sh
T WBRE 593 Bl 5 5 8 Hil(1.3%), KT T wRNFE SNI-HBRE 195 Hld 5 5 0 F(0%) 23 Fe EkE
EEHERE L, ZRDLOEROKESIES B 5 NIEEO L O T, BEOLOIT 1o, £
7o, TNHDI L 4 RTEBRGAHR 7 USRI L2, TO®RIEHEIE Lieh o7, SEELOIRBIE
FEX, VAAZ 3mg KOT T EREOWTIICEBWTEH 0.5% CTholz, VHRAX 2mg, 3mg XL
T v R ERAWBRZ I EIE G5 6 BEORRICE T DHILOFIHAEIL, ThETh 0%, 3.0%%
0% ThY, FREREORIAEIIZNTI 1%, %K N0%TH -7,

T RIRIE SR 264 Bl a2 % & L TR AZ 2 mg X7 T R 2 mkE4 5% 2 BEORBRIZHIT
DEEELOREBIMEE X, VR AZ 2 mg KT THERIZEWTENTN 0%L TN 08%TH Y, ilEEED
FHBBEILEN TN 1.5% KN 0% Th oz, min RIRAEKIRE 231 Flzxfg s Lizhlo 2 #EERRT
i3, 1 mg B, 2 mg BEROY T BEARBEC T DEEELORBBE L, ThEh 0%, 2.5%& T 0% TH
D, FREREEORBBEEIIZNTN 1.4%, %K 0% TH -7z,

TRFEIRT & KB 1~T7.5 mg DL A X OH—[FE M R4 59 23R\ C, DSST & T
H%EMRKR 16 FERZ £ T 1 R 2 &)ICEBE K OUSEEIERE DM 2 B 2o 7o L 25, T
ST B R ONSHEBIEEE OINHI TR Gz, ZOERIE 1 B TRKICEL, ik 4 BEE T
e L7273, 5 W& TloiEk Lz,

OB TIE, RIERZICH L TARAZ 2 mg XT3 mg 2B S L, DSST %AW THG-5b
%1, 15 X029 A HOWNCFHNZ 1T o7z, 77 B ARBER AR AL 3 mg B, & HIC DSST 227
IZOWNWT, R=RAT A NIHA_RBEICHFEE D IXFEIRICLD)ERLE, | HEORICB TS
TERBOLEIRELSFHNCLARE L Ro72bOD, 15 HAKW 29 HHOKITAE TIXRD2 -
Too WAREZ 2 mg BED DSST AL A 271X, WTNOFHliRRIZIB N T b 7 7 B R L AEAEEZ RS
2o,

bz K O RBT B RE R OCRIBAE

OMEIRIE TIX, BHIM, 5325212k, EAOFNRIMED 2 WIXNEIGHERBE ST
%o WO LR N ENIRE, BEMORGRBOH 50 AT, 3 IZE OIEEEY DR %
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R, only C-1v
LUNESTA® (eszopiclone) TABLETS
1 mg, 2 mg, 3 mg

PRESCRIBING INFORMATION
DESCRIPTION:

LUNESTA (eszopiclone) is a nonbenzodiazepine hypnotic agent that is a pyrrolopyrazine
derivative of the cyclopyrrolone class. The chemical name of eszopiclone is (+)-(55)-6-(5-
chloropyridin-2-yl)-7-0x0-6,7-dihydro-5H-pyrrolo[3,4-b] pyrazin-5-yl 4-methylpiperazine-1-
carboxylate. Its molecular weight is 388.81, and its empirical formula is C17H;7CIN¢O3.
Eszopiclone has a single chiral center with an (S)-configuration. It has the following chemical
structure:

(0]
N —
Z N\ /
N & N
S
H o / \
%—N N—CHjs
(0]

Eszopiclone is a white to light-yellow crystalline solid. Eszopiclone is very slightly soluble in
water, slightly soluble in ethanol, and soluble in phosphate buffer (pH 3.2).

Eszopiclone is formulated as film-coated tablets for oral administration. LUNESTA tablets
contain 1 mg, 2 mg, or 3 mg eszopiclone and the following inactive ingredients: calcium
phosphate, colloidal silicon dioxide, croscarmellose sodium, hypromellose, lactose, magnesium
stearate, microcrystalline cellulose, polyethylene glycol, titanium dioxide, and triacetin. In
addition, both the 1 mg and 3 mg tablets contain FD&C Blue #2.

CLINICAL PHARMACOLOGY:
Pharmacodynamics

The precise mechanism of action of eszopiclone as a hypnotic is unknown, but its effect is
believed to result from its interaction with GABA-receptor complexes at binding domains
located close to or allosterically coupled to benzodiazepine receptors. Eszopiclone is a
nonbenzodiazepine hypnotic that is a pyrrolopyrazine derivative of the cyclopyrrolone class with
a chemical structure unrelated to pyrazolopyrimidines, imidazopyridines, benzodiazepines,
barbiturates, or other drugs with known hypnotic properties.
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Pharmacokinetics

The pharmacokinetics of eszopiclone have been investigated in healthy subjects (adult and
elderly) and in patients with hepatic disease or renal disease. In healthy subjects, the
pharmacokinetic profile was examined after single doses of up to 7.5 mg and after once-daily
administration of 1, 3, and 6 mg for 7 days. Eszopiclone is rapidly absorbed, with a time to peak
concentration (tyax ) of approximately 1 hour and a terminal-phase elimination half-life (t;,) of
approximately 6 hours. In healthy adults, LUNESTA does not accumulate with once-daily
administration, and its exposure is dose-proportional over the range of 1 to 6 mg.

Absorption And Distribution

Eszopiclone is rapidly absorbed following oral administration. Peak plasma concentrations are
achieved within approximately 1 hour after oral administration. Eszopiclone is weakly bound to
plasma protein (52-59%). The large free fraction suggests that eszopiclone disposition should
not be affected by drug-drug interactions caused by protein binding. The blood-to-plasma ratio
for eszopiclone is less than one, indicating no selective uptake by red blood cells.

Metabolism

Following oral administration, eszopiclone is extensively metabolized by oxidation and
demethylation. The primary plasma metabolites are (S)-zopiclone-N-oxide and (S)-N-desmethyl
zopiclone; the latter compound binds to GABA receptors with substantially lower potency than
eszopiclone, and the former compound shows no significant binding to this receptor. In vitro
studies have shown that CYP3A4 and CYP2E1 enzymes are involved in the metabolism of
eszopiclone. Eszopiclone did not show any inhibitory potential on CYP450 1A2, 2A6, 2C9,
2C19, 2D6, 2E1, and 3A4 in cryopreserved human hepatocytes.

Elimination

After oral administration, eszopiclone is eliminated with a mean t;, of approximately 6 hours.

Up to 75% of an oral dose of racemic zopiclone is excreted in the urine, primarily as metabolites.
A similar excretion profile would be expected for eszopiclone, the S-isomer of racemic zopiclone.
Less than 10% of the orally administered eszopiclone dose is excreted in the urine as parent drug.

Effect Of Food

In healthy adults, administration of a 3 mg dose of eszopiclone after a high-fat meal resulted in
no change in AUC, a reduction in mean C,ax 0f 21%, and delayed tm.x by approximately 1 hour.
The half-life remained unchanged, approximately 6 hours. The effects of LUNESTA on sleep
onset may be reduced if it is taken with or immediately after a high-fat/heavy meal.
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Special Populations
Age

Compared with non-elderly adults, subjects 65 years and older had an increase of 41% in total
exposure (AUC) and a slightly prolonged elimination of eszopiclone (t;, approximately 9 hours).
Cmax Was unchanged. Therefore, in elderly patients the starting dose of LUNESTA should be
decreased to 1 mg and the dose should not exceed 2 mg.

Gender
The pharmacokinetics of eszopiclone in men and women are similar.
Race

In an analysis of data on all subjects participating in Phase 1 studies of eszopiclone, the
pharmacokinetics for all races studied appeared similar.

Hepatic Impairment

Pharmacokinetics of a 2 mg eszopiclone dose were assessed in 16 healthy volunteers and in

8 subjects with mild, moderate, and severe liver disease. Exposure was increased 2-fold in
severely impaired patients compared with the healthy volunteers. C.x and t.,x were unchanged.
The dose of LUNESTA should not be increased above 2 mg in patients with severe hepatic
impairment. No dose adjustment is necessary for patients with mild-to-moderate hepatic
impairment. LUNESTA should be used with caution in patients with hepatic impairment. (See

DOSAGE AND ADMINISTRATION.)
Renal Impairment

The pharmacokinetics of eszopiclone were studied in 24 patients with mild, moderate, or severe
renal impairment. AUC and C,,x were similar in the patients compared with demographically
matched healthy control subjects. No dose adjustment is necessary in patients with renal
impairment, since less than 10% of the orally administered eszopiclone dose is excreted in the
urine as parent drug.

Drug Interactions

Eszopiclone is metabolized by CYP3A4 and CYP2EI via demethylation and oxidation. There
were no pharmacokinetic or pharmacodynamic interactions between eszopiclone and paroxetine,
digoxin, or warfarin. When eszopiclone was coadministered with olanzapine, no
pharmacokinetic interaction was detected in levels of eszopiclone or olanzapine, but a
pharmacodynamic interaction was seen on a measure of psychomotor function. Eszopiclone and
lorazepam decreased each other’s Cpax by 22%. Coadministration of eszopiclone 3 mg to
subjects receiving ketoconazole 400 mg, a potent inhibitor of CYP3A4, resulted in a 2.2-fold
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increase in exposure to eszopiclone. LUNESTA would not be expected to alter the clearance of
drugs metabolized by common CYP450 enzymes. (See PRECAUTIONS.)

CLINICAL TRIALS:

The effect of LUNESTA on reducing sleep latency and improving sleep maintenance was
established in studies with 2100 subjects (ages 18-86) with chronic and transient insomnia in six
placebo-controlled trials of up to 6 months’ duration. Two of these trials were in elderly patients
(n=523). Overall, at the recommended adult dose (2-3 mg) and elderly dose (1-2 mg),
LUNESTA significantly decreased sleep latency and improved measures of sleep maintenance
(objectively measured as wake time after sleep onset [WASO] and subjectively measured as total
sleep time).

Transient Insomnia

Healthy adults were evaluated in a model of transient insomnia (n=436) in a sleep laboratory in a
double-blind, parallel-group, single-night trial comparing two doses of eszopiclone and placebo.
LUNESTA 3 mg was superior to placebo on measures of sleep latency and sleep maintenance,
including polysomnographic (PSG) parameters of latency to persistent sleep (LPS) and WASO.

Chronic Insomnia (Adults And Elderly)

The effectiveness of LUNESTA was established in five controlled studies in chronic insomnia.
Three controlled studies were in adult subjects, and two controlled studies were in elderly
subjects with chronic insomnia.

Adults

In the first study, adults with chronic insomnia (n=308) were evaluated in a double-blind,
parallel-group trial of 6 weeks’ duration comparing LUNESTA 2 mg and 3 mg with placebo.
Objective endpoints were measured for 4 weeks. Both 2 mg and 3 mg were superior to placebo
on LPS at 4 weeks. The 3 mg dose was superior to placebo on WASO.

In the second study, adults with chronic insomnia (n=788) were evaluated using subjective
measures in a double-blind, parallel-group trial comparing the safety and efficacy of LUNESTA
3 mg with placebo administered nightly for 6 months. LUNESTA was superior to placebo on
subjective measures of sleep latency, total sleep time, and WASO.

In addition, a 6-period cross-over PSG study evaluating eszopiclone doses of 1 to 3 mg, each

given over a 2-day period, demonstrated effectiveness of all doses on LPS, and of 3 mg on
WASO. In this trial, the response was dose-related.
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Elderly

Elderly subjects (ages 65-86) with chronic insomnia were evaluated in two double-blind,
parallel-group trials of 2 weeks’ duration. One study (n=231) compared the effects of
LUNESTA with placebo on subjective outcome measures, and the other (n=292) on objective
and subjective outcome measures. The first study compared 1 mg and 2 mg of LUNESTA with
placebo, while the second study compared 2 mg of LUNESTA with placebo. All doses were
superior to placebo on measures of sleep latency. In both studies, 2 mg of LUNESTA was
superior to placebo on measures of sleep maintenance.

Studies Pertinent To Safety Concerns For Sedative/Hypnotic Drugs
Cognitive, Memory, Sedative, and Psychomotor Effects

In two double-blind, placebo-controlled, single-dose cross-over studies of 12 patients each (one
study in patients with insomnia; one in normal volunteers), the effects of LUNESTA 2 and 3 mg
were assessed on 20 measures of cognitive function and memory at 9.5 and 12 hours after a
nighttime dose. Although results suggested that patients receiving LUNESTA 3 mg performed
more poorly than patients receiving placebo on a very small number of these measures at 9.5
hours post-dose, no consistent pattern of abnormalities was seen.

In a 6-month double-blind, placebo-controlled trial of nightly administered LUNESTA 3 mg,
8/593 subjects treated with LUNESTA 3 mg (1.3%) and 0/195 subjects treated with placebo
(0%) spontaneously reported memory impairment. The majority of these events were mild in
nature (5/8), and none were reported as severe. Four of these events occurred within the first 7
days of treatment and did not recur. The incidence of spontaneously reported confusion in this
6-month study was 0.5% in both treatment arms. In a 6-week adult study of nightly administered
LUNESTA 2 mg or 3 mg or placebo, the spontaneous reporting rates for confusion were 0%,
3.0%, and 0%, respectively, and for memory impairment were 1%, 1%, and 0%, respectively.

In a 2-week study of 264 elderly insomniacs randomized to either nightly LUNESTA 2 mg or
placebo, spontaneous reporting rates of confusion and memory impairment were 0% vs. 0.8%
and 1.5% vs. 0%, respectively. In another 2-week study of 231 elderly insomniacs, the
spontaneous reporting rates for the 1 mg, 2 mg, and placebo groups for confusion were 0%, 2.5%,
and 0%, respectively, and for memory impairment were 1.4%, 0%, and 0%, respectively.

A study of normal subjects exposed to single fixed doses of LUNESTA from 1 to 7.5 mg using
the DSST to assess sedation and psychomotor function at fixed times after dosing (hourly up to
16 hours) found the expected sedation and reduction in psychomotor function. This was
maximal at 1 hour and present up to 4 hours, but was no longer present by 5 hours.

In another study, patients with insomnia were given 2 or 3 mg doses of LUNESTA nightly, with
DSST assessed on the mornings following days 1, 15, and 29 of treatment. While both the
placebo and LUNESTA 3 mg groups showed an improvement in DSST scores relative to
baseline the following morning (presumably due to a learning effect), the improvement in the
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placebo group was greater and reached statistical significance on night 1, although not on nights
15 and 29. For the LUNESTA 2 mg group, DSST change scores were not significantly different
from placebo at any time point.

Withdrawal-Emergent Anxiety And Insomnia

During nightly use for an extended period, pharmacodynamic tolerance or adaptation has been
observed with other hypnotics. If a drug has a short elimination half-life, it is possible that a
relative deficiency of the drug or its active metabolites (i.e., in relationship to the receptor site)
may occur at some point in the interval between each night’s use. This is believed to be
responsible for two clinical findings reported to occur after several weeks of nightly use of other
rapidly eliminated hypnotics: increased wakefulness during the last quarter of the night and the
appearance of increased signs of daytime anxiety.

In a 6-month double-blind, placebo-controlled study of nightly administration of LUNESTA

3 mg, rates of anxiety reported as an adverse event were 2.1% in the placebo arm and 3.7% in the
LUNESTA arm. In a 6-week adult study of nightly administration, anxiety was reported as an
adverse event in 0%, 2.9%, and 1.0% of the placebo, 2 mg, and 3 mg treatment arms,
respectively. In this study, single-blind placebo was administered on nights 45 and 46, the first
and second days of withdrawal from study drug. New adverse events were recorded during the
withdrawal period, beginning with day 45, up to 14 days after discontinuation. During this
withdrawal period, 105 subjects previously taking nightly LUNESTA 3 mg for 44 nights
spontaneously reported anxiety (1%), abnormal dreams (1.9%), hyperesthesia (1%), and neurosis
(1%), while none of 99 subjects previously taking placebo reported any of these adverse events
during the withdrawal period.

Rebound insomnia, defined as a dose-dependent temporary worsening in sleep parameters
(latency, sleep efficiency, and number of awakenings) compared with baseline following
discontinuation of treatment, is observed with short- and intermediate-acting hypnotics.
Rebound insomnia following discontinuation of LUNESTA relative to placebo and baseline was
examined objectively in a 6-week adult study on the first 2 nights of discontinuation (nights 45
and 46) following 44 nights of active treatment with 2 mg or 3 mg. In the LUNESTA 2 mg
group, compared with baseline, there was a significant increase in WASO and a decrease in sleep
efficiency, both occurring only on the first night after discontinuation of treatment. No changes
from baseline were noted in the LUNESTA 3 mg group on the first night after discontinuation,
and there was a significant improvement in LPS and sleep efficiency compared with baseline
following the second night of discontinuation. Comparisons of changes from baseline between
LUNESTA and placebo were also performed. On the first night after discontinuation of
LUNESTA 2 mg, LPS and WASO were significantly increased and sleep efficiency was
reduced; there were no significant differences on the second night. On the first night following
discontinuation of LUNESTA 3 mg, sleep efficiency was significantly reduced. No other
differences from placebo were noted in any other sleep parameter on either the first or second
night following discontinuation. For both doses, the discontinuation-emergent effect was mild,
had the characteristics of the return of the symptoms of chronic insomnia, and appeared to
resolve by the second night after LUNESTA discontinuation.
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INDICATIONS AND USAGE:

LUNESTA is indicated for the treatment of insomnia. In controlled outpatient and sleep
laboratory studies, LUNESTA administered at bedtime decreased sleep latency and improved
sleep maintenance.

The clinical trials performed in support of efficacy were up to 6 months in duration. The final
formal assessments of sleep latency and maintenance were performed at 4 weeks in the 6-week
study (adults only), at the end of both 2-week studies (elderly only) and at the end of the 6-month
study (adults only).

CONTRAINDICATIONS:

None known.

WARNINGS:

Because sleep disturbances may be the presenting manifestation of a physical and/or psychiatric
disorder, symptomatic treatment of insomnia should be initiated only after a careful evaluation of
the patient. The failure of insomnia to remit after 7 to 10 days of treatment may indicate
the presence of a primary psychiatric and/or medical illness that should be evaluated.
Worsening of insomnia or the emergence of new thinking or behavior abnormalities may be the
consequence of an unrecognized psychiatric or physical disorder. Such findings have emerged
during the course of treatment with sedative/hypnotic drugs, including LUNESTA. Because
some of the important adverse effects of LUNESTA appear to be dose-related, it is important to
use the lowest possible effective dose, especially in the elderly (see DOSAGE AND
ADMINISTRATION).

A variety of abnormal thinking and behavior changes have been reported to occur in association
with the use of sedative/hypnotics. Some of these changes may be characterized by decreased
inhibition (e.g., aggressiveness and extroversion that seem out of character), similar to effects
produced by alcohol and other CNS depressants. Other reported behavioral changes have
included bizarre behavior, agitation, hallucinations, and depersonalization. Complex behaviors
such as “sleep-driving” (i.e., driving while not fully awake after ingestion of a sedative-hypnotic,
with amnesia for the event) have been reported. These events can occur in sedative-hypnotic-
naive as well as in sedative-hypnotic-experienced persons. Although behaviors such as sleep-
driving may occur with LUNESTA alone at therapeutic doses, the use of alcohol and other CNS
depressants with LUNESTA appears to increase the risk of such behaviors, as does the use of
LUNESTA at doses exceeding the maximum recommended dose. Due to the risk to the patient
and the community, discontinuation of LUNESTA should be strongly considered for patients
who report a “sleep-driving” episode. Other complex behaviors (e.g., preparing and eating food,
making phone calls, or having sex) have been reported in patients who are not fully awake after
taking a sedative-hypnotic. As with sleep-driving, patients usually do not remember these events.
Amnesia and other neuropsychiatric symptoms may occur unpredictably. In primarily depressed
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patients, worsening of depression, including suicidal thoughts and actions (including completed
suicides), have been reported in association with the use of sedative/hypnotics.

It can rarely be determined with certainty whether a particular instance of the abnormal
behaviors listed above are drug-induced, spontaneous in origin, or a result of an underlying
psychiatric or physical disorder. Nonetheless, the emergence of any new behavioral sign or
symptom of concern requires careful and immediate evaluation.

Following rapid dose decrease or abrupt discontinuation of the use of sedative/hypnotics, there

have been reports of signs and symptoms similar to those associated with withdrawal from other
CNS-depressant drugs (see DRUG ABUSE AND DEPENDENCE).

LUNESTA, like other hypnotics, has CNS-depressant effects. Because of the rapid onset of
action, LUNESTA should only be ingested immediately prior to going to bed or after the patient
has gone to bed and has experienced difficulty falling asleep. Patients receiving LUNESTA
should be cautioned against engaging in hazardous occupations requiring complete mental
alertness or motor coordination (e.g., operating machinery or driving a motor vehicle) after
ingesting the drug, and be cautioned about potential impairment of the performance of such
activities on the day following ingestion of LUNESTA. LUNESTA, like other hypnotics, may
produce additive CNS-depressant effects when coadministered with other psychotropic
medications, anticonvulsants, antihistamines, ethanol, and other drugs that themselves produce
CNS depression. LUNESTA should not be taken with alcohol. Dose adjustment may be
necessary when LUNESTA is administered with other CNS-depressant agents, because of the
potentially additive effects.

Severe anaphylactic and anaphylactoid reactions

Rare cases of angioedema involving the tongue, glottis or larynx have been reported in patients
after taking the first or subsequent doses of sedative-hypnotics, including LUNESTA. Some
patients have had additional symptoms such as dyspnea, throat closing, or nausea and vomiting
that suggest anaphylaxis. Some patients have required medical therapy in the emergency
department. If angioedema involves the tongue, glottis or larynx, airway obstruction may occur
and be fatal. Patients who develop angioedema after treatment with LUNESTA should not be
rechallenged with the drug.

PRECAUTIONS:

General

Timing Of Drug Administration

LUNESTA should be taken immediately before bedtime. Taking a sedative/hypnotic while still

up and about may result in short-term memory impairment, hallucinations, impaired coordination,
dizziness, and lightheadedness.
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Use In The Elderly And/Or Debilitated Patients

Impaired motor and/or cognitive performance after repeated exposure or unusual sensitivity to
sedative/hypnotic drugs is a concern in the treatment of elderly and/or debilitated patients. The
recommended starting dose of LUNESTA for these patients is 1 mg. (See DOSAGE AND
ADMINISTRATION.)

Use In Patients With Concomitant lliness

Clinical experience with eszopiclone in patients with concomitant illness is limited. Eszopiclone
should be used with caution in patients with diseases or conditions that could affect metabolism
or hemodynamic responses.

A study in healthy volunteers did not reveal respiratory-depressant effects at doses 2.5-fold
higher (7 mg) than the recommended dose of eszopiclone. Caution is advised, however, if
LUNESTA is prescribed to patients with compromised respiratory function.

The dose of LUNESTA should be reduced to 1 mg in patients with severe hepatic impairment,
because systemic exposure is doubled in such subjects. No dose adjustment appears necessary
for subjects with mild or moderate hepatic impairment. No dose adjustment appears necessary in
subjects with any degree of renal impairment, since less than 10% of eszopiclone is excreted
unchanged in the urine.

The dose of LUNESTA should be reduced in patients who are administered potent inhibitors of
CYP3AA4, such as ketoconazole, while taking LUNESTA. Downward dose adjustment is also
recommended when LUNESTA is administered with agents having known CNS-depressant
effects.

Use In Patients With Depression

Sedative/hypnotic drugs should be administered with caution to patients exhibiting signs and
symptoms of depression. Suicidal tendencies may be present in such patients, and protective
measures may be required. Intentional overdose is more common in this group of patients;
therefore, the least amount of drug that is feasible should be prescribed for the patient at any one
time.

Information For Patients

Patients should be instructed to read the accompanying Medication Guide with each new
prescription and refill. The complete text of the Medication Guide is reprinted at the end of
this document. Patients should be given the following information:

1. Patients should be instructed to take LUNESTA immediately prior to going to bed, and
only if they can dedicate 8 hours to sleep.

2. Patients should be instructed not to take LUNESTA with alcohol or with other sedating
medications.
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3. Patients should be advised to consult with their physician if they have a history of
depression, mental illness, or suicidal thoughts, have a history of drug or alcohol abuse, or have
liver disease.

4. Women should be advised to contact their physician if they become pregnant, plan to
become pregnant, or if they are nursing.

SPECIAL CONCERNS “Sleep-Driving” and other complex behaviors

There have been reports of people getting out of bed after taking a sedative-hypnotic and driving
their cars while not fully awake, often with no memory of the event. If a patient experiences
such an episode, it should be reported to his or her doctor immediately, since “sleep-driving” can
be dangerous. This behavior is more likely to occur when LUNESTA is taken with alcohol or
other central nervous system depressants (see WARNINGS). Other complex behaviors (e.g.,
preparing and eating food, making phone calls, or having sex) have been reported in patients
who are not fully awake after taking a sedative-hypnotic. As with sleep-driving, patients usually
do not remember these events.

Laboratory Tests
There are no specific laboratory tests recommended.
Drug Interactions
CNS-Active Drugs

Ethanol: An additive effect on psychomotor performance was seen with coadministration of
eszopiclone and ethanol 0.70 g/kg for up to 4 hours after ethanol administration.

Paroxetine: Coadministration of single doses of eszopiclone 3 mg and paroxetine 20 mg daily
for 7 days produced no pharmacokinetic or pharmacodynamic interaction.

Lorazepam: Coadministration of single doses of eszopiclone 3 mg and lorazepam 2 mg did not
have clinically relevant effects on the pharmacodynamics or pharmacokinetics of either drug.

Olanzapine: Coadministration of eszopiclone 3 mg and olanzapine 10 mg produced a decrease
in DSST scores. The interaction was pharmacodynamic; there was no alteration in the
pharmacokinetics of either drug.

Drugs That Inhibit CYP3A4 (Ketoconazole)

CYP3A4 is a major metabolic pathway for elimination of eszopiclone. The AUC of eszopiclone
was increased 2.2-fold by coadministration of ketoconazole, a potent inhibitor of CYP3A4,
400 mg daily for 5 days. Cpax and t;, were increased 1.4-fold and 1.3-fold, respectively. Other
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strong inhibitors of CYP3A4 (e.g., itraconazole, clarithromycin, nefazodone, troleandomycin,
ritonavir, nelfinavir) would be expected to behave similarly.

Drugs That Induce CYP3A4 (Rifampicin)

Racemic zopiclone exposure was decreased 80% by concomitant use of rifampicin, a potent
inducer of CYP3A4. A similar effect would be expected with eszopiclone.

Drugs Highly Bound To Plasma Protein

Eszopiclone is not highly bound to plasma proteins (52-59% bound); therefore, the disposition of
eszopiclone is not expected to be sensitive to alterations in protein binding. Administration of
eszopiclone 3 mg to a patient taking another drug that is highly protein-bound would not be
expected to cause an alteration in the free concentration of either drug.

Drugs With A Narrow Therapeutic Index

Digoxin: A single dose of eszopiclone 3 mg did not affect the pharmacokinetics of digoxin
measured at steady state following dosing of 0.5 mg twice daily for one day and 0.25 mg daily
for the next 6 days.

Warfarin: Eszopiclone 3 mg administered daily for 5 days did not affect the pharmacokinetics
of (R)- or (S)-warfarin, nor were there any changes in the pharmacodynamic profile (prothrombin
time) following a single 25 mg oral dose of warfarin.

Carcinogenesis, Mutagenesis, Impairment Of Fertility
Carcinogenesis

In a carcinogenicity study in Sprague-Dawley rats in which eszopiclone was given by oral
gavage, no increases in tumors were seen; plasma levels (AUC) of eszopiclone at the highest
dose used in this study (16 mg/kg/day) are estimated to be 80 (females) and 20 (males) times
those in humans receiving the maximum recommended human dose (MRHD). However, in a
carcinogenicity study in Sprague-Dawley rats in which racemic zopiclone was given in the diet,
and in which plasma levels of eszopiclone were reached that were greater than those reached in
the above study of eszopiclone, an increase in mammary gland adenocarcinomas in females and
an increase in thyroid gland follicular cell adenomas and carcinomas in males were seen at the
highest dose of 100 mg/kg/day. Plasma levels of eszopiclone at this dose are estimated to be 150
(females) and 70 (males) times those in humans receiving the MRHD. The mechanism for the
increase in mammary adenocarcinomas is unknown. The increase in thyroid tumors is thought to
be due to increased levels of TSH secondary to increased metabolism of circulating thyroid
hormones, a mechanism that is not considered to be relevant to humans.

In a carcinogenicity study in B6C3F1 mice in which racemic zopiclone was given in the diet, an
increase in pulmonary carcinomas and carcinomas plus adenomas in females and an increase in
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skin fibromas and sarcomas in males were seen at the highest dose of 100 mg/kg/day. Plasma
levels of eszopiclone at this dose are estimated to be 8 (females) and 20 (males) times those in
humans receiving the MRHD. The skin tumors were due to skin lesions induced by aggressive
behavior, a mechanism that is not relevant to humans. A carcinogenicity study was also
performed in which CD-1 mice were given eszopiclone at doses up to 100 mg/kg/day by oral
gavage; although this study did not reach a maximum tolerated dose, and was thus inadequate for
overall assessment of carcinogenic potential, no increases in either pulmonary or skin tumors
were seen at doses producing plasma levels of eszopiclone estimated to be 90 times those in
humans receiving the MRHD — i.e., 12 times the exposure in the racemate study.

Eszopiclone did not increase tumors in a p53 transgenic mouse bioassay at oral doses up to
300 mg/kg/day.

Mutagenesis

Eszopiclone was positive in the mouse lymphoma chromosomal aberration assay and produced
an equivocal response in the Chinese hamster ovary cell chromosomal aberration assay. It was
not mutagenic or clastogenic in the bacterial Ames gene mutation assay, in an unscheduled DNA
synthesis assay, or in an in vivo mouse bone marrow micronucleus assay.

(8)-N-desmethyl zopiclone, a metabolite of eszopiclone, was positive in the Chinese hamster
ovary cell and human lymphocyte chromosomal aberration assays. It was negative in the
bacterial Ames mutation assay, in an in vitro >*P-postlabeling DNA adduct assay, and in an in
vivo mouse bone marrow chromosomal aberration and micronucleus assay.

Impairment Of Fertility

Eszopiclone was given by oral gavage to male rats at doses up to 45 mg/kg/day from 4 weeks
premating through mating and to female rats at doses up to 180 mg/kg/day from 2 weeks
premating through day 7 of pregnancy. An additional study was performed in which only
females were treated, up to 180 mg/kg/day. Eszopiclone decreased fertility, probably because of
effects in both males and females, with no females becoming pregnant when both males and
females were treated with the highest dose; the no-effect dose in both sexes was 5 mg/kg (16
times the MRHD on a mg/m2 basis). Other effects included increased pre-implantation loss (no-
effect dose 25 mg/kg), abnormal estrus cycles (no-effect dose 25 mg/kg), and decreases in sperm
number and motility and increases in morphologically abnormal sperm (no-effect dose 5 mg/kg).

Pregnancy

Pregnancy Category C

Eszopiclone administered by oral gavage to pregnant rats and rabbits during the period of
organogenesis showed no evidence of teratogenicity up to the highest doses tested (250 and 16

mg/kg/day in rats and rabbits, respectively; these doses are 800 and 100 times, respectively, the
maximum recommended human dose [MRHD] on a mg/m” basis). In the rat, slight reductions in
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fetal weight and evidence of developmental delay were seen at maternally toxic doses of 125 and
150 mg/kg/day, but not at 62.5 mg/kg/day (200 times the MRHD on a mg/m” basis).

Eszopiclone was also administered by oral gavage to pregnant rats throughout the pregnancy and
lactation periods at doses of up to 180 mg/kg/day. Increased post-implantation loss, decreased
postnatal pup weights and survival, and increased pup startle response were seen at all doses; the
lowest dose tested, 60 mg/kg/day, is 200 times the MRHD on a mg/m” basis. These doses did
not produce significant maternal toxicity. Eszopiclone had no effects on other behavioral
measures or reproductive function in the offspring.

There are no adequate and well-controlled studies of eszopiclone in pregnant women.
Eszopiclone should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus.

Labor And Delivery
LUNESTA has no established use in labor and delivery.
Nursing Mothers

It is not known whether LUNESTA is excreted in human milk. Because many drugs are
excreted in human milk, caution should be exercised when LUNESTA is administered to a
nursing woman.

Pediatric Use
Safety and effectiveness of eszopiclone in children below the age of 18 have not been established.
Geriatric Use

A total of 287 subjects in double-blind, parallel-group, placebo-controlled clinical trials who
received eszopiclone were 65 to 86 years of age. The overall pattern of adverse events for
elderly subjects (median age = 71 years) in 2-week studies with nighttime dosing of 2 mg
eszopiclone was not different from that seen in younger adults (see ADVERSE REACTIONS,
Table 2). LUNESTA 2 mg exhibited significant reduction in sleep latency and improvement in
sleep maintenance in the elderly population.

ADVERSE REACTIONS:

The premarketing development program for LUNESTA included eszopiclone exposures in
patients and/or normal subjects from two different groups of studies: approximately 400 normal
subjects in clinical pharmacology/pharmacokinetic studies, and approximately 1550 patients in
placebo-controlled clinical effectiveness studies, corresponding to approximately 263 patient-
exposure years. The conditions and duration of treatment with LUNESTA varied greatly and
included (in overlapping categories) open-label and double-blind phases of studies, inpatients
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and outpatients, and short-term and longer-term exposure. Adverse reactions were assessed by
collecting adverse events, results of physical examinations, vital signs, weights, laboratory
analyses, and ECGs.

Adverse events during exposure were obtained primarily by general inquiry and recorded by
clinical investigators using terminology of their own choosing. Consequently, it is not possible
to provide a meaningful estimate of the proportion of individuals experiencing adverse events
without first grouping similar types of events into a smaller number of standardized event
categories. In the tables and tabulations that follow, COSTART terminology has been used to
classify reported adverse events.

The stated frequencies of adverse events represent the proportion of individuals who experienced,
at least once, a treatment-emergent adverse event of the type listed. An event was considered
treatment-emergent if it occurred for the first time or worsened while the patient was receiving
therapy following baseline evaluation.

Adverse Findings Observed In Placebo-Controlled Trials
Adverse Events Resulting In Discontinuation Of Treatment

In placebo-controlled, parallel-group clinical trials in the elderly, 3.8% of 208 patients who
received placebo, 2.3% of 215 patients who received 2 mg LUNESTA, and 1.4% of 72 patients
who received 1 mg LUNESTA discontinued treatment due to an adverse event. In the 6-week
parallel-group study in adults, no patients in the 3 mg arm discontinued because of an adverse
event. In the long-term 6-month study in adult insomnia patients, 7.2% of 195 patients who
received placebo and 12.8% of 593 patients who received 3 mg LUNESTA discontinued due to
an adverse event. No event that resulted in discontinuation occurred at a rate of greater than 2%.

Adverse Events Observed At An Incidence Of 22% In Controlled Trials

Table 1 shows the incidence of treatment-emergent adverse events from a Phase 3 placebo-
controlled study of LUNESTA at doses of 2 or 3 mg in non-elderly adults. Treatment duration in
this trial was 44 days. The table includes only events that occurred in 2% or more of patients
treated with LUNESTA 2 mg or 3 mg in which the incidence in patients treated with LUNESTA
was greater than the incidence in placebo-treated patients.
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Table 1: Incidence (%) of Treatment-Emergent Adverse Events in a 6-Week
Placebo-Controlled Study in Non-Elderly Adults with LUNESTA'

Adverse Event

Placebo
(n=99)

LUNESTA 2 mg
(n=104)

LUNESTA 3 mg
(n=105)

Body as a Whole

Headache

13

21

17

Viral Infection

1

3

W

Digestive System

Dry Mouth

Dyspepsia

Nausea

Vomiting

— || |(w

W K|

S|

Nervous System

Anxiety

Confusion

Depression

Dizziness

Hallucinations

Libido Decreased

Nervousness

Somnolence

WIW OO | (OO

Sln|O|—lnih[O|Ww

—

RO [ W|W[(Q|—|[W|—

Respiratory System

Infection

—_
(=]

Skin and Appendages

Rash

4

Special Senses

Unpleasant Taste

3

17

34

Urogenital System

Dysmenorrhea *

0

3

0

Gynecomastia **

0

3

0

1.6.2

' Events for which the LUNESTA incidence was equal to or less than placebo are not listed on
the table, but included the following: abnormal dreams, accidental injury, back pain, diarrhea,
flu syndrome, myalgia, pain, pharyngitis, and rhinitis.

* Gender-specific adverse event in females

** Gender-specific adverse event in males

Adverse events from Table 1 that suggest a dose-response relationship in adults include viral
infection, dry mouth, dizziness, hallucinations, infection, rash, and unpleasant taste, with this
relationship clearest for unpleasant taste.

Table 2 shows the incidence of treatment-emergent adverse events from combined Phase 3
placebo-controlled studies of LUNESTA at doses of 1 or 2 mg in elderly adults (ages 65-86).
Treatment duration in these trials was 14 days. The table includes only events that occurred in
2% or more of patients treated with LUNESTA 1 mg or 2 mg in which the incidence in patients
treated with LUNESTA was greater than the incidence in placebo-treated patients.
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Table 2: Incidence (%) of Treatment-Emergent Adverse Events in Elderly
Adults (Ages 65-86) in 2-Week Placebo-Controlled Trials with LUNESTA'

Placebo LUNESTA 1 mg | LUNESTA 2 mg

Adverse Event (n=208) (n=72) (n=215)
Body as a Whole

Accidental Injury 1 0 3

Headache 14 15 13

Pain 2 4 5
Digestive System

Diarrhea 2 4 2

Dry Mouth 2 3 7

Dyspepsia 2 6 2
Nervous System

Abnormal Dreams 0 3 1

Dizziness 2 1 6

Nervousness 1 0 2

Neuralgia 0 3 0
Skin and Appendages

Pruritus 1 4 1
Special Senses

Unpleasant Taste 0 8 12
Urogenital System

Urinary Tract Infection 0 3 0

' Events for which the LUNESTA incidence was equal to or less than placebo are not listed on
the table, but included the following: abdominal pain, asthenia, nausea, rash, and somnolence.

Adverse events from Table 2 that suggest a dose-response relationship in elderly adults include
pain, dry mouth, and unpleasant taste, with this relationship again clearest for unpleasant taste.

These figures cannot be used to predict the incidence of adverse events in the course of usual
medical practice because patient characteristics and other factors may differ from those that
prevailed in the clinical trials. Similarly, the cited frequencies cannot be compared with figures
obtained from other clinical investigations involving different treatments, uses, and investigators.
The cited figures, however, do provide the prescribing physician with some basis for estimating
the relative contributions of drug and non-drug factors to the adverse event incidence rate in the
population studied.

Other Events Observed During The Premarketing Evaluation Of LUNESTA

Following is a list of modified COSTART terms that reflect treatment-emergent adverse events
as defined in the introduction to the ADVERSE REACTIONS section and reported by
approximately 1550 subjects treated with LUNESTA at doses in the range of 1 to 3.5 mg/day
during Phase 2 and 3 clinical trials throughout the United States and Canada. All reported events
are included except those already listed in Tables 1 and 2 or elsewhere in labeling, minor events
common in the general population, and events unlikely to be drug-related. Although the events
reported occurred during treatment with LUNESTA, they were not necessarily caused by it.
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Events are further categorized by body system and listed in order of decreasing frequency
according to the following definitions: frequent adverse events are those that occurred on one
or more occasions in at least 1/100 patients; infrequent adverse events are those that occurred in
fewer than 1/100 patients but in at least 1/1,000 patients; rare adverse events are those that
occurred in fewer than 1/1,000 patients. Gender-specific events are categorized based on their
incidence for the appropriate gender.

Body as a Whole: Frequent: chest pain; Infrequent: allergic reaction, cellulitis, face edema,
fever, halitosis, heat stroke, hernia, malaise, neck rigidity, photosensitivity.

Cardiovascular System: Frequent: migraine; Infrequent: hypertension; Rare:
thrombophlebitis.

Digestive System: Infrequent: anorexia, cholelithiasis, increased appetite, melena, mouth
ulceration, thirst, ulcerative stomatitis; Rare: colitis, dysphagia, gastritis, hepatitis,
hepatomegaly, liver damage, stomach ulcer, stomatitis, tongue edema, rectal hemorrhage.

Hemic and Lymphatic System: Infrequent: anemia, lymphadenopathy.

Metabolic and Nutritional: Frequent: peripheral edema; Infrequent: hypercholesteremia,
weight gain, weight loss; Rare: dehydration, gout, hyperlipemia, hypokalemia.

Musculoskeletal System: Infrequent: arthritis, bursitis, joint disorder (mainly swelling, stiffness,
and pain), leg cramps, myasthenia, twitching; Rare: arthrosis, myopathy, ptosis.

Nervous System: Infrequent: agitation, apathy, ataxia, emotional lability, hostility, hypertonia,
hypesthesia, incoordination, insomnia, memory impairment, neurosis, nystagmus, paresthesia,
reflexes decreased, thinking abnormal (mainly difficulty concentrating), vertigo; Rare: abnormal
gait, euphoria, hyperesthesia, hypokinesia, neuritis, neuropathy, stupor, tremor.

Respiratory System: Infrequent: asthma, bronchitis, dyspnea, epistaxis, hiccup, laryngitis.

Skin and Appendages: Infrequent: acne, alopecia, contact dermatitis, dry skin, eczema, skin
discoloration, sweating, urticaria; Rare: erythema multiforme, furunculosis, herpes zoster,
hirsutism, maculopapular rash, vesiculobullous rash.

Special Senses: Infrequent: conjunctivitis, dry eyes, ear pain, otitis externa, otitis media,
tinnitus, vestibular disorder; Rare: hyperacusis, iritis, mydriasis, photophobia.

Urogenital System: Infrequent: amenorrhea, breast engorgement, breast enlargement, breast
neoplasm, breast pain, cystitis, dysuria, female lactation, hematuria, kidney calculus, kidney pain,
mastitis, menorrhagia, metrorrhagia, urinary frequency, urinary incontinence, uterine
hemorrhage, vaginal hemorrhage, vaginitis; Rare: oliguria, pyelonephritis, urethritis.
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DRUG ABUSE AND DEPENDENCE:
Controlled Substance Class

LUNESTA is a Schedule IV controlled substance under the Controlled Substances Act. Other
substances under the same classification are benzodiazepines and the nonbenzodiazepine
hypnotics zaleplon and zolpidem. While eszopiclone is a hypnotic agent with a chemical
structure unrelated to benzodiazepines, it shares some of the pharmacologic properties of the
benzodiazepines.

Abuse, Dependence, And Tolerance
Abuse And Dependence

Abuse and addiction are separate and distinct from physical dependence and tolerance. Abuse is
characterized by misuse of the drug for non-medical purposes, often in combination with other
psychoactive substances. Physical dependence is a state of adaptation that is manifested by a
specific withdrawal syndrome that can be produced by abrupt cessation, rapid dose reduction,
decreasing blood level of the drug and/or administration of an antagonist. Tolerance is a state of
adaptation in which exposure to a drug induces changes that result in a diminution of one or
more of the drug’s effects over time. Tolerance may occur to both the desired and undesired
effects of drugs and may develop at different rates for different effects.

Addiction is a primary, chronic, neurobiological disease with genetic, psychosocial, and
environmental factors influencing its development and manifestations. It is characterized by
behaviors that include one or more of the following: impaired control over drug use, compulsive
use, continued use despite harm, and craving. Drug addiction is a treatable disease, utilizing a
multidisciplinary approach, but relapse is common.

In a study of abuse liability conducted in individuals with known histories of benzodiazepine
abuse, eszopiclone at doses of 6 and 12 mg produced euphoric effects similar to those of
diazepam 20 mg. In this study, at doses 2-fold or greater than the maximum recommended doses,
a dose-related increase in reports of amnesia and hallucinations was observed for both
LUNESTA and diazepam.

The clinical trial experience with LUNESTA revealed no evidence of a serious withdrawal
syndrome. Nevertheless, the following adverse events included in DSM-IV criteria for
uncomplicated sedative/hypnotic withdrawal were reported during clinical trials following
placebo substitution occurring within 48 hours following the last LUNESTA treatment: anxiety,
abnormal dreams, nausea, and upset stomach. These reported adverse events occurred at an
incidence of 2% or less. Use of benzodiazepines and similar agents may lead to physical and
psychological dependence. The risk of abuse and dependence increases with the dose and
duration of treatment and concomitant use of other psychoactive drugs. The risk is also greater
for patients who have a history of alcohol or drug abuse or history of psychiatric disorders.
These patients should be under careful surveillance when receiving LUNESTA or any other
hypnotic.
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Tolerance

Some loss of efficacy to the hypnotic effect of benzodiazepines and benzodiazepine-like agents
may develop after repeated use of these drugs for a few weeks.

No development of tolerance to any parameter of sleep measurement was observed over six
months. Tolerance to the efficacy of LUNESTA 3 mg was assessed by 4-week objective and
6-week subjective measurements of time to sleep onset and sleep maintenance for LUNESTA in
a placebo-controlled 44-day study, and by subjective assessments of time to sleep onset and
WASO in a placebo-controlled study for 6 months.

OVERDOSAGE:

There is limited premarketing clinical experience with the effects of an overdosage of
LUNESTA. In clinical trials with eszopiclone, one case of overdose with up to 36 mg of
eszopiclone was reported in which the subject fully recovered. Individuals have fully recovered
from racemic zopiclone overdoses up to 340 mg (56 times the maximum recommended dose of
eszopiclone).

Signs And Symptoms

Signs and symptoms of overdose effects of CNS depressants can be expected to present as
exaggerations of the pharmacological effects noted in preclinical testing. Impairment of
consciousness ranging from somnolence to coma has been described. Rare individual instances
of fatal outcomes following overdose with racemic zopiclone have been reported in European
postmarketing reports, most often associated with overdose with other CNS-depressant agents.

Recommended Treatment

General symptomatic and supportive measures should be used along with immediate gastric
lavage where appropriate. Intravenous fluids should be administered as needed. Flumazenil
may be useful. As in all cases of drug overdose, respiration, pulse, blood pressure, and other
appropriate signs should be monitored and general supportive measures employed. Hypotension
and CNS depression should be monitored and treated by appropriate medical intervention. The
value of dialysis in the treatment of overdosage has not been determined.

Poison Control Center
As with the management of all overdosage, the possibility of multiple drug ingestion should be

considered. The physician may wish to consider contacting a poison control center for up-to-
date information on the management of hypnotic drug product overdosage.

19
T %A



JLR R A GEImg, REEE2mg, REE3mg 1.6.2

DOSAGE AND ADMINISTRATION:

The dose of LUNESTA should be individualized. The recommended starting dose for
LUNESTA for most non-elderly adults is 2 mg immediately before bedtime. Dosing can be
initiated at or raised to 3 mg if clinically indicated, since 3 mg is more effective for sleep

maintenance (sce PRECAUTIONS).

The recommended starting dose of LUNESTA for elderly patients whose primary complaint is
difficulty falling asleep is 1 mg immediately before bedtime. In these patients, the dose may be
increased to 2 mg if clinically indicated. For elderly patients whose primary complaint is
difficulty staying asleep, the recommended dose is 2 mg immediately before bedtime (see
PRECAUTIONS).

Taking LUNESTA with or immediately after a heavy, high-fat meal results in slower absorption
and would be expected to reduce the effect of LUNESTA on sleep latency (see
Pharmacokinetics under CLINICAL PHARMACOLOGY).

Special Populations

Hepatic

The starting dose of LUNESTA should be 1 mg in patients with severe hepatic impairment.
LUNESTA should be used with caution in these patients.

Coadministration With CYP3A4 Inhibitors

The starting dose of LUNESTA should not exceed 1 mg in patients coadministered LUNESTA
with potent CYP3A4 inhibitors. If needed, the dose can be raised to 2 mg.

HOW SUPPLIED:

LUNESTA 3 mg tablets are round, dark blue, film-coated, and identified with debossed
markings of S193 on one side, and are supplied as:

NDC 63402-193-10 bottle of 100 tablets

LUNESTA 2 mg tablets are round, white, film-coated, and identified with debossed markings of
S191 on one side, and are supplied as:

NDC 63402-191-10 bottle of 100 tablets

LUNESTA 1 mg tablets are round, light blue, film-coated, and identified with debossed
markings of S190 on one side, and are supplied as:

NDC 63402-190-30 bottle of 30 tablets
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NDC 63402-190-10 bottle of 100 tablets

Store at 25°C (77°F); excursions permitted to 15°C to 30°C (59°F to 86°F) [see USP Controlled
Room Temperature].

@ SEPRACOR

Manufactured for:
Sepracor Inc.
Marlborough, MA 01752 USA

For customer service, call 1-888-394-7377.
To report adverse events, call 1-877-737-7226.
For medical information, call 1-800-739-0565.

MEDICATION GUIDE
LUNESTA® (Ia'-nes''-ta) Tablets, Coated C-1V
(eszopiclone)

Read the Medication Guide that comes with LUNESTA before you start taking it and each time
you get a refill. There may be new information. This Medication Guide does not take the place
of talking to your doctor about your medical condition or treatment.

What is the most important information I should know about LUNESTA?

After taking LUNESTA, you may get up out of bed while not being fully awake and do an
activity that you do not know you are doing. The next morning, you may not remember
that you did anything during the night. You have a higher chance for doing these activities if
you drink alcohol or take other medicines that make you sleepy with LUNESTA. Reported
activities include:

driving a car ("sleep-driving")
making and eating food
talking on the phone

having sex

sleep-walking

Call your doctor right away if you find out that you have done any of the above activities
after taking LUNESTA.

Important:
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1. Take LUNESTA exactly as prescribed

Do not take more LUNESTA than prescribed.
Take LUNESTA right before you get in bed, not sooner.

2. Do not take LUNESTA if you:

e drink alcohol

e take other medicines that can make you sleepy. Talk to your doctor about all of your
medicines. Your doctor will tell you if you can take LUNESTA with your other medicines

e cannot get a full night’s sleep

What is LUNESTA?

LUNESTA is a sedative-hypnotic (sleep) medicine. LUNESTA is used in adults for the
treatment of a sleep problem called insomnia. Symptoms of insomnia include:

e trouble falling asleep
e waking up often during the night

LUNESTA is not for children.

LUNESTA is a federally controlled substance (C-1V) because it can be abused or lead to
dependence. Keep LUNESTA in a safe place to prevent misuse and abuse. Selling or giving
away LUNESTA may harm others, and is against the law. Tell your doctor if you have ever
abused or been dependent on alcohol, prescription medicines or street drugs.

Who should not take LUNESTA?
Do not take LUNESTA if you are allergic to anything in it.
See the end of this Medication Guide for a complete list of ingredients in LUNESTA.

LUNESTA may not be right for you. Before starting LUNESTA, tell your doctor about all
of your health conditions, including if you:

have a history of depression, mental illness, or suicidal thoughts
have a history of drug or alcohol abuse or addiction

have liver disease

are pregnant, planning to become pregnant, or breastfeeding

Tell your doctor about all of the medicines you take including prescription and nonprescription
medicines, vitamins and herbal supplements. Medicines can interact with each other, sometimes
causing serious side effects. Do not take LUNESTA with other medicines that can make you
sleepy.
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Know the medicines you take. Keep a list of your medicines with you to show your doctor and
pharmacist each time you get a new medicine.

How should I take LUNESTA?

Take LUNESTA exactly as prescribed. Do not take more LUNESTA than prescribed for
you.

Take LUNESTA right before you get into bed.

Do not take LUNESTA with or right after a meal.

Do not take LUNESTA unless you are able to get a full night’s sleep before you must be
active again.

Call your doctor if your insomnia worsens or is not better within 7 to 10 days. This may
mean that there is another condition causing your sleep problems.

If you take too much LUNESTA or overdose, call your doctor or poison control center right
away, or get emergency treatment.

What are the possible side effects of LUNESTA?

Possible serious side effects of LUNESTA include:

getting out of bed while not being fully awake and do an activity that you do not know
you are doing. (See “What is the most important information I should know about
LUNESTA?)

abnormal thoughts and behavior. Symptoms include more outgoing or aggressive
behavior than normal, confusion, agitation, hallucinations, worsening of depression, and
suicidal thoughts or actions.

memory loss

anxiety

severe allergic reactions. Symptoms include swelling of the tongue or throat, trouble
breathing, and nausea and vomiting. Get emergency medical help if you get these symptoms
after taking LUNESTA.

Call your doctor right away if you have any of the above side effects or any other side
effects that worry you while using LUNESTA.

The most common side effects of LUNESTA are:

unpleasant taste in mouth, dry mouth

drowsiness

dizziness

headache

symptoms of the common cold

You may still feel drowsy the next day after taking LUNESTA. Do not drive or do other
dangerous activities after taking LUNESTA until you feel fully awake.
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These are not all the side effects of LUNESTA. Ask your doctor or pharmacist for more
information. Call your doctor for medical advice about side effects. You may report side effects
to FDA at 1-800-FDA-1088.

How should I Store LUNESTA?

e Store LUNESTA at room temperature, between 59°F to 86°F (15°C to 30°C).
e Do not use LUNESTA after the expiration date.

e Keep LUNESTA and all medicines out of reach of children.

General Information about LUNESTA

e Medicines are sometimes prescribed for purposes other than those listed in a Medication
Guide.

e Do not use LUNESTA for a condition for which it was not prescribed.

e Do not share LUNESTA with other people, even if you think they have the same symptoms
that you have. It may harm them and is against the law.

This Medication Guide summarizes the most important information about LUNESTA. If you
would like more information, talk with your doctor. You can ask your doctor or pharmacist for
information about LUNESTA that is written for healthcare professionals.

° For customer service, call 1-888-394-7377.
o To report side effects, call 1-877-737-7226.
° For medical information, call 1-800-739-0565.

What are the ingredients in LUNESTA?

Active Ingredient: eszopiclone.

Inactive Ingredients: calcium phosphate, colloidal silicon dioxide, croscarmellose sodium,
hypromellose, lactose, magnesium stearate, microcrystalline cellulose, polyethylene glycol,
titanium dioxide, and triacetin.

Rx Only

This Medication Guide has been approved by the U.S. Food and Drug Administration.

@ SEPRACOR

Manufactured for:
Sepracor Inc.
Marlborough, MA 01752 USA

January 2009
901031R05
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(AKIFE) ZENb D, HHIE M 23858 &
LT ERDD,

JBRIIE FER AR 23 8 DD | ARANT &0 R
(FTIT|2&NnHDHOT, HE|BbHobILD I LR
—NAF R ICERETD L, HY . FREHC LY

v A FA TNEG T R 73 i) &
Ny g = LD FREMEN B B
T hU UL

)

CYP3A4 FHE | AAIDONE 2 RE L, | 2 b DIEAIDFA
EREAT [ERZRE ST 262 | #RRFEMERC L
LEA (U | Wddb D, D ARHI DR
ey HE S A, ZROBE
) ZRI LB D,

CYP3A L | AFIOMF 2 HE L, | 245 OFHAIDFR
EREAT [EREZHEMmSE 262 | SRR EEMRIC X
LA (A | MDD D, D AHIORH D

FZary &HEh, AHO MmE
— V) TRERHEINT 2%
ThhdH D,
48l £ R

AGRIF £ CICENIATHM L EAR T2y v s m
> & LT Img, 2mg X 3mg &% 5 S 7= R IRIE B
325 Bl BIVER A3 S 7= 013 156 B (48. 0%)

1.8.1

TH Y ERFEWERIL WRIE (36. 3%) HIR (3. 7%)
Thotz, Eo. SMENATRF EGERBR cm 2V
7 e LT Ing, 2mg X 3mg 2% 5 Sz 5
RHRAE A 1637 B, RIER B HE Sz ik 819
$1(50. 0%) TdH Y | EAREIEM T R IR (21. 0%) .
GEJE (10.7%) . AR (7.8%). ¥HEMED E W (5. 1%)
Thotz, 7B, LTORIERICEWT THEERK)
I ERBR T H R E THROLNTZHLDOTH B,

NWEXLEIER

N 2399, 7F743F—EK BEERH)
vavr, THF7 4 7% —IERRD by
DT EMBHDHDOT, BEETHITITV, FHRB,
M RS O R AR b Ha &S
kL, WUIRLEEITY Z &,

2) RTFEM BEEAE) @IS XY EMIRFE A
CHZERHDLOT, BEEHHIAT., HEE
T2 L, Fo, HEOFIRIZEY, R
., BEE O, B, RKBERIRSE D
BEBUEIR B HbNDE Z BB EDOT, 5%
FUET D5EITIE, e ICEET D7 LEEIC
T2 &,

3)  FFORHDGI GBEHEEAHD) PRSI H S b b
BB D, FIRERESEEIIKTLTY
LEEIRE LSRG, REBIT AT LVa—v
ERITRBZENANHDLDOT, 0L HRGEAIC
IFRGE R L, MR EX D 7 T e E %
17952 &,

4) FFHEBEFEZE  AST (GOT).ALT (GPT) . A1-P, y -GTP
O _EFEA LS IFHRERE (1%RT) . BE (A
ERH) RHLONEIERHLOT, BEE
+3I2ATV, BRESRD bR SEEITE, &S
ZHIET 57 CEERNE AT Z &,

5) FMERK. BHEEE P (BELd). Bl
LAV OARTT (1%A) . BUEE (k) | S&EL (B4
ELREE) . LR, SR, BOREME, AR,
HEITE BEEARY) SORAER R Ok
ERHLDLNDZ ENHDHDOT, BEORIEE
T BE L, RENRO N HA RS
EHIET5HZ 4,

6) —AMAIRAMERES. 55 5KE (BEER)
—i@MERTAE S (PR RO HPORE A BIT
ZTCWRWE) (A9 RERDLDILD Z
LW DHDT, KEERET 561130 80
LEIAT AL, HMEICEETH L, b,
Ve a AN NT, IR LRV E
£, HOEER, BESETV, ZoHkELE
BLTWRWEDOHMERH D, RENBBEO LN
et e N R s Rl A TN

I—Ho et
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2Z DD EIER

3%LA 1-3%AT0 | 1%AG BRI

K| BHR SR RE) | AR | fhRRa, R
£ PEDEV | HREE R | BEE, S
B WREL O | HL BERE
& e JEAE R LE
H SR

it B XD
B e

SiE

jéa)

| R 8 APENAR | HERE, &
it P, Ay |
i Y S

gy

s AST (GOT) |
gk ALT (GPT) |
Al-P, y
-GTP, &'V
e D
5

k& AR | Y B R —
) BURE T | B A
ity FoBER | FEE.
PR | . e
(2153 ERiReReai

) 2O XD BIERA S Lo GaIcE, 52T 5
Z &,
5. 5mE~DERE
iR C OISR ENRERER C, P EE 3 BT 3R
DOHLNTEY GESKHEORIERNEZ VLTV
T 1 Ing 2EGT5ZLE L, HETLIHEAICT
2mg XN &, [THE - A ROt T3Ey@EhRe
DHEZR]
6. iR, EWR, REFE~OERE
(1)pE83%
BEAR SUTHENR LT 2 ATREME O & 5 i AT 1, TR
EofEENEBRE A RS SHET S 5A D
H¥G5TH &, DR R ORA P 051287
DEENEIIHESL STV, ]
(2=EL%
BHAF DI ANA~OBE TG D Z ENEE LR,
R EBFTRGTIHA T LRI EL 2 L,
[ MREELHICBATL, BrERICEIRAEZ T2
b s,
1.IMRE~ADOEE
RHAEREIR, FrAaR, LR, SR /hRICHd 5
FZRVEIIHESL LT wy, [EPN T ol B 72
W]
8. iAEi%S
(1), EIR
AFNO@ER G2 X 0 IR, 551, BiRZAT, B
WIS, AR T, MR T, MR REIR T,
BIESICED Z ERH D, tho PR 7FI<e 7
Jva— L & RO B GIREEN L D 2 b
N b, o, AOHESCEIFIRAE & OERIK 123
H5GEE IERFEBLTIBEALRH Y, T<
FHICBENRREE - 8D 2 ERH D,
2uE
e, ARfh. MEOEMREITH & & bic, ik, o
Ve, AEA) - FRIO®RE, iR, [EOHERSED
WYIRAEEITH 2 &, T, AREIOWE R G730
AXIT@EONT-BEDWNE L LTI L~vE=L (N
U UT R U ERIETAD 2 5T A 5A 1T
EHRNC 7 V=B = VO EoEE (Fe, HE
B, MEERS) 2052 &, 2B, Mk

_3-

1.8.1

Mo L 2BEIFEDTIER U,

9. BREDEE

KA A - PTPELEE DO IRAFNFPTPY — R HH 0 H L
TIRMT 3 X948+ L, [PTPY— FO@ERIZ &
DB EASRIERE A~ L, ISR LA
L THERIAREORERAEL T L &N
MEISNTWD,]

10. ZDHhOEE

()G LI-EBRPRFEES NV ZICTIALE=L
(R UT B UZEEERAD 2G5 IR
FHC, Bl AR 2 & 5T 256, ARlo#EE., bt
FAIERNE(L, BIET28ENNH D,

@ ARANX, IR THDLYEZ7uro—JDox )
FA~— (S)-=FrFA4~—) Thbd, /¥ nu
> CIRERIR & D#I800fF (100 mg kg, H) 2~ U
A, Ty MIAEREG LiziBRiICB W T, <7 X
DT, MEDf, 7 v MEOHIRIR, MEOILIRTD
I 36 A AR S BRI L RS W & OE R B B,

(EWmEniE]
(L

H A NGRS M 256 R ARH 1~3mg 22 1 H 1
B 7 AMMEROKRS L 2ok b% 1 RO
P MAE PR EEHERS & U oR Uiz, 72, WlEl G hE
KO 5% T A B ORWBIRE T A —2 ZRITRL
Joo TAYEZ YO Cp KOV AUC (T8 2D

max

IS AN L7z, (@)
50
+3mg
2 40
E ——2mg
Y —*—1Img
i
E 20
B
&
Q 10
0
0 6 12 18 24

IR# (] (hr)
AARNBERE RN B AR el Lz & & oE#S

I 0D SP- 2] LA v e E HERS
(Mean+SD, 1mg % U 3mg : n=8, 2mg : n=9)

RAEELG R OGN T A — 2

g5 | G5 Coan Eany AUC 2
(mg) IR (ng/mL) (hr) (ng-hr/mL) (hr)
14. 52 1.3 79. 60
. LHA +4. 46 (0.5-1.5) +36. 17
THA 14.71 1.0 88.71 4.83
+3. 97 (0.5-1.5) +36. 33 +0. 89
25. 40 1.0 147. 89
1HH - -
5 £7.40 (0.5-2.0) +57.47
7HE 27.02 1.0 168. 69 5.08
+5. 22 (0.5-2.0) +67. 54 +1. 62
L HA 37.03 1.5 222, 25 B
5 +5. 70 (0.5-2.0) +36. 95
THA 37.59 0.8 252. 63 5.16
+5. 54 (0.5-2.0) +59. 17 +0. 85

Mean+SD, 7272 L t,, (& sfif (e IMi—fRc KA

AUC, 1, A% G-I B E REASFTAHE C & - 7 S R MR £ T oo i
R AR R A A R,

Img %O 3mg : n=8, 2mg : n=9

2 BEORE

HANBERHERR A B M2 e 50T A 3mg % B[RS A

I—Ho et
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BHLZEE BTl TEEF IRy
v mr® Cp td 30%E T L, AUC,,, IZZ5(k L72A>
o, FT by, OFRAEIL 2.5 BERIEIE L, (@)

3. K
TRV v AR A%, e 2R iR &
A, Mg O ERHILS) - BT v Ay
REQE)-N-EAF AL ET7 0 ThbH, ZDH b,
MIE XA RICK T 2GR E RS T, BE TP
ROV PTPEUVZRIRIHERTH DD, =AY
vyl e U CREAMEIER 21 Ko 72,
invitro fAiEBRICL Y, = AV 7 o N
1213 CYP3A4 Jx OV CYP2EL 238 5- LT\ D Z LR
niz.

4. Bttt
S EAEFERR A BRI e e/ 1 7. 5mg &
HERRO#G Lz & &, #&51% 120 Biii £ Tz, &
H U7 HUNRED 74, 893S RHICHEIE S L, D955
# 85% DN 514 24 HERETE Tz HEM S i, #ITIE,
15. 8% 23 HEIE < 7z, (®)

5 =g
AA Al CEYIAER 69 5%) & %842, AHI 3mg
BT HMRE#RSL Lz x o, KTVAUC,,, 1T,
TREERRA & T 2% L.ty 15 64%IE
EL7, (@)

6. fFEERE NEAT—4)
R, PHEEROEEOHEERE BT LAY
v 7 a0 C, (T EERA L AT EREN 13%,
29% N 25%E T L. AUC, ,, 1EHREE TIT 4% L,
PP R OV FE O U 5% R O BORBEIN LTz, F 72ty
IFENE 2%, 66%K% U 130%IER L1z, (®)

1. BEERE WEAT—4)
BRE, PEEROEEOERERT BT AY
v v ®C, (T R A & T ERE R 22%,
8% K TN 25% L5 L, AUC, . 1T 40%, 28%K% T 45% N
L7z, Fio. t 3FNEI 19%, 24%% O 33%IEE
L7z (S)-iAF Y EZ v D AUC,.,  1XFENEN

1.8.1

HEAIEAL) L7z, (®)
(N SR FAVN
TREERRAICAFHK] 3 mg & 1T ¥ /A 2 mg % HilEGF
JAE G Uiz & & BB 50 & bl L CARAI D
Coon 1322, 6% F Ly AUC, . 1T 7. 0% LT=,
72, BT BRADC,, 1T 21 3K T L, AUC, ., 1T
9. 5% L7z, (@)
GynoxtEFy
FEFER AN AFK] 3mg & 731 & F 2 20 mg % HilA]
PR Uiz & & BB H-IE & LR LRI D
Coon 1T 11.6% EFH- L, AUC, . (X 9. 3% L 7=, &
oo "axgF oo C 13 1.6% kAL, AUC, ...
I3 3. 5% L7z, (@)
(OP2=E
TR A TX > % 1 HHIZ0.5mg & 2 A%
5L, 2~6 HHIZ1H 1[E0.25mg ZRO#EL
72#%. T HRICAHA 3mg &% 0.25 mg %
PR G L- L&, oa%2 00 C,, 13 12, 3%
T L2, AUC, W b Lo 7z, (@)
MRY-FILI27I>
TR AN AR 3mg 2 1 A 1815 A MKERSE L,
5 HEIZ®R S)-U/T7 7 U 256 mg 2fFHKE L
TmeEx, R-UAT77 ) RO -ULVT 7Y
D o LN AUC, . 1AL L7 Do 72, (®)
) ARRHE- AR T, KAZZm= A v
oyl LT 1A 2mg &, &l 1Al Ing
EEEEANCROEET 5, B, ERICLY
W EHR T A28, A TIX 1 (B 3mg, FilE T
X 1E 2mg B2V EET D, ThD,

(ERPR Af& ]

. ERHER
(1) % I /M4EEER

JFRVERIRAESRE (KA 7261265 E L, 111
E~7' 7R, AHF Ing, 2mg, 3mg, Y /L ET ALK
10mg % 2 HRIR G L7-7 5 £ R R4 &
B X HERBR ORE R, FHEIFMEEE Th 5 #%
WHEIRAR Y 77 7k (PSG) 12 K B MEARE R & O
FHOERERHII TROL B THY . AH 2 &

40%, 88% K TN 127%HN L 7=, (®) O 3mg BWEETIE T T B R HH L Hlk L CRE
FHREEENRD LT, (@)
8. XMHMEER GEAT—4F)
M4y rarvy—iL 7o A TAE
. - . e N 2 mg 3 mg 7 A
BERERAITAH] 3 mg = ,/ /b 400 mg % B - = o= =
1 H1E5 HEKEFRES L &, EmEkS PSG I T 7.8 3 o1 70
B & PRl L CTARKIO C,, 1 43% E5F- L, AUC, | 1X BIENGE | (0.8, (0.3, 132.3) (0.0, 59.3) (0.0,
126%E N L7z, £72, 7 haF Y = o C,,, 13 18% I 194.5) p<0. 001 * p<0. 001 ? 146. 5)
- X 45.0 25.0 20.0 22.5
L. AUC, . I 1200 L7z, (@) g@:ﬁﬁ# (2.5 | (.0, 120.0) | .0, 142.5) | (0.0,
@7iLa—i ) 210. 0) p<0. 001 ¥ p<0. 001 ¥ 150. 0)

BRI AA 3. 5mg P & 7L —)L 0. Tg/kg % FRAE (4)) OR/ME, ki)

HAIG RS L & X $2514% 4 R E clcHan a) BEAH 2 kPR U= % O 100 T 2 S 250, 6. B 5 IE

B 7 A BN RE DO B E RO BTz, (®) JCOWE 2 [ R 2 S BN < B HNEICR R h> L L
@AY EY BARET L

B AICAR 3mg &4 T P ¥ 10 mg & HifA]

DRl G Uiz & &, BURBGRE & i U TAHAIO () R E5HER

Cpoe IEEALEF . AUC, .. 1 6. 0% LT, FET7zo
FF D C, 1 8 AN T L, AUC, ., 1328
A ey

—J7, FEAPIEENERE DIRIE & 7o BT B E
7 (Digit symbol substitution test, DSST)
AT, 2 FIPFARFCRE < CRphEEh%

max

N OV R O AR IRAE B3 325 il CRtRR (9
OJFE) 1T LA RIES 161 filEte) 2% L L,
AH (B AICIE 2 X Smg. i 1213 1 XU 2mg)
% 24 WG U e A v 5 M0 1 TRE R b
HBRORE, FEOIERERFORERIITRO LB
D ThHol, (®)

I—Ho et
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1.8.1

A i m A FRA
2 mg JE 3 mg it 1 mg B 2 mg B 7R 2 mg 3 mg
R 60.0 60. 0 60.0 60. 0 EL 3 FEAT % 99 104 105
- (15, 240) (20, 240) (30, 180) (15, 240) [CYRET N
FA v a1 fil - 80 fil 83 i 15 B k20 B PSG L_jté 29.0 15.0 13.1
. MEARIERE | (1.0, 131.9)| (0.8, 164.0) | (0.8, 85.3)
30.0 30.0 30.0 30.0 H o o0 0. 0001 * <0, 0001 *
478 (0, 180) (2, 120) (0, 180) (2, 90) i) 7 ped ped
81 f 73 il 75 451 79 5l Bk 2 RAlIZES 172 543
30.0 20.0 22.5 30.0 6 A N ;
8 i (5, 90) (3, 120) (5, 150) 3, 90) M, d~g | U 1.8 3T
79 ) 72 45 72 ) 75 i » ADF: @if% (.1, 330.0) (i$($$?
30.0 20.0 20.0 20.0 M) )
12 (0, 120) (5, 150) (5, 90) (5, 90) Wk 3 BRITEES 226 504
75 51 69 1] 70 15 74 fi) (6 H
B0 45.0 27.3
20.0 20.0 20.0 25.0 [, 4~6 -
16 38 ©, 120 G, 120 ®, 90) 5, 120) » RO @%fﬁ (4.0, 315.0) (i%$ﬁ?
72 15 67 {5 67 14 73 {4 BME) )
25.0 20.0 20.0 20.0 [l e
20 (1, 120) (0, 300) (5, 120) (5, 90) 7T R 1 mg 2 mg
70 4 66 {4l 69 1 74 fi) REAT1 %L 128 136
20.0 20.0 20.0 20.0 AR 4 PSG Iz k% 30. 4 14.8
24 38 (0, 120) (5, 240) (5, 180) (5, 90) (14 AFELL | BEARIERS | (4.1, 173.1) (2.0, 102.1)
70 44 65 14 68 {4 72 2,13, 14 H (%) p<0. 0001
T 27.5 20.0 20.0 20.0 EX2R=4) 74.6 80. 4
ﬂﬁﬂ’f (0, 240) (3, 240) (5, 180) (5, 120) fiE) FERRDR (%)] (24.7, 91.6) (59.3, 92.3)
84 £ 75 5 79 f51 83 fi p<0. 0001 ¥
hfE (53) (b ME,  BoKAK) k5 RalTEN 79 70 79
(14 H# THE 52.0 35.9 36. 2
DI MEARIEE | (4.7, 540.0)| (0.0, 348.0) | (5.4, 410.0)
2. SNEHER i) 4 p=0.0120® | p=0.0034 %
(1) %5 I #BEtER i (53) (e MiE, fokfif)

JRAEHERIRERE (A 65 flzaxige L, 101
|77 %R, A Img, 2mg, 2.5mg, 3mg, Y /LE
7 LHBIA| 10mg & 2 HE#EE L7=7 7 v AR5 IRESE
Zoft BB RS X LI BR Of R, T EFEER T
H5H PSG IC L HIEREFRFLITRO LB THY
AHN2 O 3mg 5 TIL T 7 B R &G0 L bl L

THAMER LT EENRD b, (®)
77tk AHAl LY
N 2 mg 3 mg 7 A
RalES 63 63 64 64
PSG 1= & 29.0 15.5 13.1 13.1
2 MEARTE: (1.5, (1.8, 99.5) (0.5, 91.3) (1.0,
53 143.5) p <0.0001% | p<0.0001? | 81.0)

hgpE (53) CR/ME, RKE)

a) FRFHI TR DA 2 WA ST O I 2 N A8 H L 7= il 2 i
BAE, A, B GNER O & [ E R R, R & LR <
BHNEICR A B> & LIIRERET IV

(2) EMAERER
JEFEMEARIRE BE 23R & LTz 7 T & R R
2t —EH B RBRIAT R AR I B D A
EHHORRITFEROLEBY THY , WTFhoRBRIZ
BWTHAFN DT F RIS T DB E
FENFRD BT, (OBOBD)

a) IR ZEH LT 7 — 2053 2 e G R Ok & IR F & L7250 o€
TV

[ExhEE)
1. {fEA%F
FHENE, TEIETHEZ v rerD—FHDx)
Fh~— ()-=FrFAF~—) THV, Yt/
VOIBIEHEOKRE Sy EH T LA TH D,
TR E T v TR R D GABA, 2B MREA R
DOXR VT EBEUEEENLITEES L, GABAIZ L D
WAL A A > OFFRMIEAN~DORA Z LT 5 = &
&V, GABADERZHBT S b0 EEXDND,
(@)

2. B oRRIZx T 54ER
TR R, v UA, Ty FEOEALEY b
IZRBWT, /¥ L AMEIRERE Z B S, /v LA
MENRAS A2 B S 77, L LRI (Xl 70 528 %
NIRRT, (@)

3. Do hiR{EA
TRV 7a U, v~ T A, Ty AR LIZEWY
T, IRLEREOHEFERZ TR LT, (O006)

(AR BT S EBIEEMAR]
— % 4 : =AY ¥/ 1 (Bszopiclone)
1t % 4 : (565)-6-(5-Chloropyridin-2-y1)-7T-oxo-
6, 7-dihydro-5/#pyrrolo[3, 4-b]pyrazin-5
-yl 4-methylpiperazine—1-carboxylate
: €, H,,CINO,
1 388. 81

ED W
it
5 M

Cl

WELFRIMER : = XY a AT AA~RIE D
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mmtEOmETH D, AT 7 & b 30(8), 959 (2007) (LUN-XXX)
=ZRUIL NNV RAF VRNV LT 2 QPR : GABA S ARG MR~ 2 ff & BLFE
.7 hJekRknrooXEvyrn (LUN-XXX)
0 AR ATRRETIZLS L, AF BrENER} : GABA, 2R 7 & A T IBIMENIIZ 31F 5 GABA
—)b, =H =L (99.5), Tk TR B RIE (LUN-XXX)
2T H v BTV XA b QFENE R} . ~ T 2O IR D EH (LUN-XXX)
IV AZERITFIT L < KIS T BIENEEL : T v kDI IR 5 P (LUN-XXX)
FIz< v, @Xi, M. and Chase, M.H. : Sleep,
. 31, 1043 (2008)
(= %] i DHLNE R ~ v AT B HERER (LUN-XXX)
AFRAZGE Ingeeeeeee 100 & (PTP-1"7) BENEE : ~ 7 AICBU BHREMM (ARRRE)
140 & (PTP14T X 10) (LUN-XXX)
IR G 2mge e 100 %€ (PTP) @Carlson, J.N. et al. : Eur. J. Pharmacol.,
140 & (PTP14T X 10) 415, 181 (2001)
500 6 (" 7) DLW : BT BHRLIEN (2270 7 bR
VR AL EGE 3mge e 100 & (PTP) (LUN-XXX)
140 5 (PTP14T X 10) QMR : H I 2 B (LUN-XXX)

500 £ (1 7)
[XEREERE - HaFHmbEOEDHE L]

(&3] = YA BAAHE BEHRy h A
XHREARES T Y =S AL 0120-419-497
OHNEE - ARAK O ADUERRA Z R L LR
DB Gkl (S ERR) (LUN-XXX)

QOFNEERL : AIARNERER A & 55 & LT f o R 2 BUA
MO AW RS R R OB F O ERGRER (ENR
) (LUN-XXX)

OFNEEL : SMENERER A & 55 & Lo~ AT v AR

(O =) (LUN-XXX)

@R © AR NIRRT E S 2 6t & LT BREE T M
e hER (ENRER) (LUN-XXX)

@GR : IFRSRERT B RE & 55 & Lo pmahiesiie (Oh
[EIFRER) (LUN-XXX)

OFNEEL : BHSRERERE 255 & Lo maEhiesse (4
EBR) (LUN-XXX)

OENGEEL : 7 b3y —n L Oy EERRR OME
R (LUN-XXX)

@GR . T m—L L O E/ER R (UHERER)

(LUN-XXX)

OFNEEL . AT ey L OIRY R EERARER GHER
) (LUN-XXX)

OFENEEL: v 7B 8N E ORI AR (G ERR)

(LUN-XXX)

NG . e Xt F L ORI EERRER GFER
L) (LUN-XXX)

@ENEEL: 2% v L ORI AERRR (GHERR)

(LUN-XXX)

OENGEE : D7 7 U > & OEYIERHEERRR GHER
E3) (LUN-XXX)

PR - RS ARNERF 2 x5 & L7z BREE 11/111
AEFRER (EPNaRER) (LUN-XXX)

ONEEL : RERIERE 255 & UIzBRR S 111 Mk (H
NEER) (LUN-XXX)

@A JFRMEARE SRS 255 & Lz ARG (O
[EIFRER) (LUN-XXX)

Zammit, GK. et al. : Curr. Med. Res. Opinion,

20(12), 1979 (2004) (LUN-XXX)

@McCall, WV. et al. : Curr. Med. Res. Opinion,

22(9), 1633 (2006) (LUN-XXX)
©Scharf, M. et al. : Sleep,
28(6), 720 (2005) (LUN-XXX) -

DR SRR IR X e & L7 S 5 B0 (54 BB @ IT—-HA AR
BRI (LUN-XXX) RRAXREX/NGI4-6-10

@Walsh, JK. et al. : Sleep,

i

$#&#E  Sunovion Pharmaceuticals Inc.
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1.8.2 #hee - AR, Mk - HEROZ OBERIL

1.8.2 #hEE - R, A& - RERUZDOHRERM
1.8.2.1 #hEe - MR RVZ DHRERH

[ZhiE - 2R ]
ANHRAE

[%hiE - ZhFDFEEMRAL]

AH T, TR RDA 4 F v 38 GABA Z B (GABAAZHEER) ORI T7PE
ALK A L, GABA FRMEDOHEACHA 4o OB AZEMESES, 2k D
GABA O RZEBEHRT HZ LT, BIREHEOEFEANZBET LB 2015, GABA &
KA~OFEGEN LT-FEOIERBF 25T 2KKE, XYy UTEEUVREOVIER U7
EURMEIRFE S L CASEH SN TWS (FF 1.8.2-1),

x 1821 BHEORVIDTEEVRRUVEAV Y OTEE LV RERE

| — 4 ZhHE - ZhER Y
Ry OTEE | BERMERAT cNUT VT A AHRSE
H TFV T A MREAE, 9 20K, OHAE (&I JE
SE, H o+ AR, A KRE
_ , (1S B AR
FE R A SEFTS L e
WEE) L~k AARSE
T A B IRA RHIRAE
= AR BRD RAIRAE
l TN= T BN ANRE
R TAF TS A IR
= rTFBRAL AHRSE
VT B MR | ANIRIE
FWRE/E R PAN=E w2V ARAE
7T BN ARSE
FERX Y OTEY A= = RHIRAE
A AR EERA | VL eT AEAERE | RIRGE  (BE6 e & OB 9 [
PE S RIRE & B <)

AMERFE R BT 2 b DICR D, =F T AT L TR,

RHRJEIEX, DSM-IV X° ICSD-2 TRIEMO RHRIE & ZIRMEDRIRIEIC I N TV D, £z,
AHRAE OFERIL, AMRREE, FREE, SRR, AIREEICOEIN, ARRESE L PR
EOFECHRAHDEBERRLZVESIND,

AR S O A 2h M 5 A 0D JEpfE 13 MR A Z2h 5 & MEIRAERF DI & S, BRI EOKREMERA Y 7
Z 714 (Polysomnography, PSG) % FWNTHEIR/XT A —& 25 L, #EREDOE 2 HET
%, MEIR/NT A —2 0T, MEIRIE R XMEIRE A Zh S 0>,  Hhad 5 B IRE ] M OV AR AR ] 1 3 M AR
MR RO =R TH D,

ARHIT, FIEMERIRIE & O R D RIRIE 2 %t 52 & U 72 A6 ERRER TA E K OV B VE D e iR
A, 2004 4E 12 HIKRET, IERV YT EE U REIREK S U TAE SN, ENOBR T,
A6 EFRER S FE St S A7z sk & EN & bl U CRIERER OB/ NI WD Ln, AIERRIR Y
SERBEOT— X 2RI L Lz, RIEREZSRE LIZENRBRE LT, AEAD
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JLR R A GEImg, REEE2mg, REE3mg 1.8.2

1.8.2 #hee - AR, Mk - HEROZ OBERIL

F— R B NET AU AT AT v B e L CoHERSHEE (HEN 190-126
) KOESEE LIZBEOREMEL2 I 5 Bk 538 (EW 190-150 3U5r) #34m L7z, [H
W 190-126 R OFE R, HAEANOT —2 MO ESNTZHARANTOBKHETT 7 8RICHT D
EEEPREES N2 &, KOHARANEABEANTHE—MGEBRNEE L TW=Z &b, 4t
EAOT—2ZARANIIMET D LIIRYEEIONT, LEB-> T, HERREZ S D
IRT — XN r— U i LT,

BIWE R OV 22 50 L 72 E N R OFMERER TIx, FEmEEng (A, 65 miAds) & @mlng
(65 kLh F) Offix OFRIERE ZXI%RE Lz (F 1.8.2-2), [EHWN 190-126 iR, FME 190-045
AHBRSE CTHRGIEAB L LT DSM-IV OO JFOSMEARIRAE L, % O R A DO RIRAE O & % 1)
BLbOTHD, £70, HME 190-052 385k, ShE 190-054 55k, FME 190-055 7R % Tr5E
BE L DRMEOARIREILX, Wb RO ARIRE & L TIREMR D BHEEICE DR
IRIECH AR BIZ L D ARIRIE) Th D, [EWN 190-150 ik TlE, JFEREMERIRAE ST T < Bt
BIZELD2b 02 G RIRIESRE SR E LT,

& 1822 FIURUVEZLUZFMLAERRUCHERBRTHERE LETRERE
RHRSE

T IRVYE DA NRSE
FEE A i PR =4
(65 7 ATis) (65 WLl 1) (65 TR AT) (65 LA |)

[EPN 190-126 &5 . . N
|7 190-126 AR EN 190-150 #8522 | EN 190-150 35 Y | EPN 190-150 5 ¥

JRFEPEARAE

EN 190-150 8k @

S1E 190-045 FRBR
S1E 190-046 3B
S1E 190-049 FREx
SE 190-050 FRER

S E 190-047 7R
SHE 190-048 5U5R
A1 E 190-904 7R

H4E 190-052 3Bk D
S1[E 190-054 35 ©
HhE 190-055 #iER 9
HhE 190-062 #ER Y

HhE 190-902 3R ©
a)FURE M R HEAE SRS R FC X B ARIRE % 4 o A NRUTE 2y

b)K 9 R L B RIRE

o) FAEH ST BRI & 2 RHRIE

DRI Y v~ F I & B RIRE

o) AR 22T & B RIRE

B OENEOSNERR T, BERE AR O F B Ch 5 MEIRER: 2 30 L, AIRREE
T AL R LTc, E70, MEARHERF 2N R O E 22 FRHE TH 5 TR R R ] K OV REEAR Ky
a2 L, T@RREECT DRI Z MR Lz, A% N L7z 7 7 &A% PR EEGER C,
JFEmEE L Eng, EREE REOWTHOARIRIETYH, AEZ7 TR EHE L THEI
HERR S IR M OV PR S BREIRR ] 20 JEAE L, MRBEARFFR] A LR L7, Btk o0V Th, ENHEERIZ
FEFERE N ONE R O RIRIE B F 2% T, FMERERIIIEElnE O RS L O RO A IRIE &
AN &l OJFFEARIRIE R T, ZeMEL RN RINT,

PLED X 21z, RIS &g Okx e RIRIEAZ x4t & LT, REOHMER NV Zats
M L 7oA, (REBMRER TH A AREEL OHREBICE TH D Z ENRS, B4tk
KL OEEMEICHBEIT o T, 20 ORBFERITE NCBEFON U Yy U7 B E VR L UIEN
VYU TRE U RMEIREDRE - R AEBE L, LELOMRE - IR EARE LT,
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JLR R A GEImg, REEE2mg, REE3mg 1.8.2

1.8.2 #hee - AR, Mk - HEROZ OBERIL

1.8.2.2 Ri% - RERUZ DHERM

[ - HE]

WE, A=A E 7L LT 12 mg %, @EEICIE 1B 1 mg 23t ERNore n g
535, 7ok, ERICEVEEHEET 52, BEATIE1E3mg, &E TiE1E2mg ##Hx
RN LT 5,

[Fik - FHEORERIL]

SETIE, FEElE (N OJRBMERIRIEZ %4 & Lo HEOGHER (OME 190-045 3K05R)
T, 1~3 mg OFPHTHEISEDTEO Hil, AMREELROCTRERBIZAZI TH o722, 3 mg 23,
HmlE COMKHRE LB b, £72, mlnE CIIIEEEE & T Cuw LT AUC 23HN
L, tip DIEETHZ s, ERMELVRNVESEEZHNLZENEUITHL EE LN,
ARIEIT—ERIET D & B CHEANTIER AN EE T 5%, M & R Takm L 7 W e A
EHLTNDZE0D, NEORIERER TIX, FORMERRER R REORIRIEZ X5 L L,
FEEEE 11X 2 mg XX 3 mg, EERFE 121X 1 mg X 2 mg OF G ETH ML NLZEERIRGTS
iz, BE, KETRIYEICH L OKRBRSN TV ARG EIL, EEEEIL 2, 3 mg, &fEiL I,
2mg TH 5,

EWNTIE, EWN 190-126 Bk CIHmEEnE OFFEERRIELZ R E LT 1, 2, 3 mg ODHERIS
PR OVE M Z T L7z, £72, SAEAN LR, FFEmmlnd & mind CHRMEIRBNE R 5729,
AARANTH ST IIXFEERE L VRWEGEEZHWL ZEREYTHL LB BN, 20D
7o, EN 190-126 -k & 0047 L C M L 72 [E N 190-150 #ER T, EmmE 1L 2, 3 mg, Mk
FiX 1, 2mg OFGET, NRIESM TOAIER NZ2MEZRHE LTz,

A2 R L 72 EN L O ERBR CoIEmmimE, miind OMERBR O RZ, Ttk
1.82-3, & 1.824 |[Tr LTz, F7z, FEmmd, milnd O RREERFH & O MEIRFFH DR R %,
FNENE 1.82-5, £ 1.82-6 1T LT,
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JLR R A GEImg, REEE2mg, REE3mg 1.8.2

1.8.2 #hee - AR, Mk - HEROZ OBERIL

& 1.8.2-3 FeEinE DERBEROMKEER

=p =5 FEE W
A B4 AT 14 P S me g g
jz%ﬁgfa a) 45.0 32.5% 25.0% 20.0%
=N 190-126 35R > B
ety P 22.8 17.9% 11.3% 10.4*
) (¥ 5-A1D) (60.0) (60.0)
EN 190-150 B
438 20.0% 20.0%
2 El * * *
Y 47.5 27.5 25.0 25.0
AhE 190-045 R 5R > H
el P 29.0 16.8* 15.5% 13.1*
\Fg] )
3\56%%,‘] Y 46.0 29.5% 25.0%
HAE 190-046 FBR TR
gé{g@ b 29.0 15.0% 13.1%
S E 190-049 X BR 4389 52.5 31.3%
S E 190-050 ER 4389 52.5 28.8%
S E 190-052 X ER 134 86.6 54.6%
S E 190-054 3 BR 138 44.0 28.0%
SRE 190-055 #RER 14 438 27.0%
hgefE (43) (5 2.7.3-86 % H18)

*: p<0.05 (vs.Placebo, EM 190-150 FERILEL 571 & OLbl), FME 190-055 BRI R E,
B RMZRFHEIC L2 b D

bRIEIRAR Y 7 Z 7k (PSG) 12856 D

o)44 AR, ZFEBIWFEMIL 29 AR,

1 » A

& 1.8.2-4 SlnE DEERBEFROHE

=% = %ﬁ%%
A BRA AP At £ e S I mg g
) (571 (60.0) (60.0)
E N 190-150 3B
4 31 20.0% 30.0%
23
55.0 26.5%
N F a)
S E 190-047 5k Ifﬁf;ﬁ
Eéﬁjéﬁ’a b 30.4 14.8*
S1E 190-048 FX 5k 23 52.0 35.9% 36.2%
R (43) (5% 2.7.3-87 % /548)

* 1 p<0.05 (vs. Placebo, [EPN 190-150 BRI L5/ & O LLHKR)
a) A A RFHIIC LD b0
bEEIEIRAR Y 7 Z 7 (PSG) 12856 D
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1.8.2 %hig -

& 1.8.2-5 FEEEDHERTERRERVRERFFOKE

. - FE
R4 AT ] S me 2 g 3 mg
2 E' a) 75.0 60.0 37.5% 40.0%
[EIN 190-126 5R B LD
E;EE’J . 26.3 22.5 17.8%* 18.8%*
) (¥ 5-A1D) (45.0) (30.0)
[EIN 190-150 745R
48 10.0% 5.0%
A X ; Eﬁ 9 425 35.0 27.5% 28.8%
%5 ShE 190-045 FBR £2ﬁa~
Eﬂ% el P 39.0 35.5 30.5 25.3%
[ jf%ﬁji@%)a) 45.0 37.1 30.2%
SME 190-046 7R 3T
el D 44.1 37.1 33.8%
S1[E 190-049 7X5BR 438 9 36.7 23.8%
H4E 190-050 #ER 4389 32.5 17.5%
AME 190-052 FRBR 138 48.0 30.0%
S1[E 190-054 3R BR 13 40.0 22.0%
S1[E 190-055 X BR 13 40.0 20.0%
N a‘zéﬁg’a 3 360.0 390.0% 397.5% 420.0%*
[EIN 190-126 75k T
ety 414.0 438.3% 452.5% 453 4%
- e (B 5-H1) (300.0) (305.0)
| EAI0-IS0 R 3600 | 380.0%
R | AME 190-045 #ER 2 H 375.0 382.5% 412.5% 420.0%
5[4 E 190-046 48R 63 © 366.0 399.0% 406.0*
R 2 190-049 3% 4389 3375 375.0%
S1[E 190-050 FRBR 4389 336.8 390.0%
S1[E 190-052 R BR 13 292.5 360.0%
AME 190-054 75 138 355.8 412.5%
S1[E 190-055 X5k 13 364.7 402.0*

HRpE (57)

*: p<0.05 (vs.Placebo, [EHN 190-150

a) H ARl & 2 b o

bR IEIRAR Y 77 7f#& (PSG) 2L Db D

c)44 BHH, ZEIAREMIZ 29 HRE,

d)1 » A

(5% 2.7.3-88 #1548)

BT ERT & D), SHE 190-055 3R AR E,

1.8.2

E, ik - HEXROZ OBGEARL
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JLR R A GEImg, REEE2mg, REE3mg 1.8.2

1.8.2 #hee - AR, Mk - HEROZ OBERIL

x 1.8.2-6 SnEOHERERRER G HEERFREORKER

oy - T A
uﬁ%ﬁ% nq:ﬁﬂi/ﬂ;q Fﬁﬂ 705'1221? 1 mg 9 mg
o (B 5-10) (60.0) (40.0)
1 'l [
i [EIPY 190-150 38R 438 20.0% 20.0%
% iéﬁ%a N 90.6 75.0%
EE | #1E 190-047 35k -
Ik 218 91.2 81.7*
fi] B Y ‘ '
H4E 190-048 Bk 23 58.1 63.5 49.5%
. (B 5-10) (320.0) (310.0)
SN ES - AR N
gﬁ [Py 190-150 8 438 390.0% 390.0*
Eiﬁf H4E 190-047 35k 2 324.4 386.9%
| S0 190-048 252 2 3 345.0 352.1 383.2%
HRAE (57) (% 2.7.3-89 % i148)

* : p<0.05 (vs. Placebo, [EIPN 190-150 3kERIT#E 57 & D i)
a) B RAZRFEIC LS5 b0
b)EAEIEIRAR Y 77 7#i& (PSG) 128260

UED XSz, EEMFITL, 2, 3 mg, FEIL 1, 2 mg DESGET, WTIhOEALT T
B L U TR B R ERE RO BN GRO 5L, ZiUE PSG 12 X 5 FEGHE CEAT b7,
FIERIZ, FEEIRE L 3 mg, EE X2 mg OFGET, WITINOLE b Pl R EERFHE K O MEIR
FERNC 7 Z AR Ll L CHERUGENEO bz, —F, HEEEEIT 2 mg O 5 & THRI
FEIFRIC, Ml X 1 mg OG- & CHIRT R SUIRIEIRFEMIC 7 7 2R L g L CTHER
WEPBDONLWVRBREH Y, WEDRIFT B L W eholz, £/, FEEmIEIX 1 mg O
H&T, P@RRERFICT 78R LKL THEREMPIABO bLrole, LEn-T, I
L2, 3mg, EEEITL, 2mg OFRGETARBEEN OCHRTERICAZDITHY, TRTE
Wk LT, FEEEE 1L 3 mg, mEE L 2mg CRVMEERIREPYIGTCED LB LN,

Wiz, EEMETD 2, 3mg, @A TO1, 2mg DEEMHEIZHONWT, ZhboFKb5E%2 A
NARIE BB I E 5 U 72 [E N 190-150 #kBR OFE A HKAS W TS Lz, [EWN 190-150 B0
WTHDORET 2%LL BB L-EWER 23 1.8.2-7, #* 1.82-8 (T” L7, 728, EWN 190-150
R CALNTZEWEH CEEDL DT Tz,

& 1.8.2-7 EMN190-150 AHEBRDELEIER CGEmnE)

el

PT (MedDRA) ¥ 2 mg 3 mg

n=84 n=77
Bt 42 (50.0) 51 (66.2)
R S 36 (42.9) 44 (57.1)
TR 1(1.2) 6 (7.8)
PERIE 0(0.0) 2 (2.6)
8 1(1.2) 2(2.6)

(5% 2.7.3-90 % F48)
B mER, () XSRS AIEN I D R
a)fEFIH S EIC R SN FH R4 % MedDRA/J ver.13.0 12
HAEXPT ~OHmAHRZEITo T,
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JLR R A GEImg, REEE2mg, REE3mg 1.8.2

1.8.2 #hee - AR, Mk - HEROZ OBERIL

& 1.8.2-8 EM 190-150 FHERDERLEMER (HEnE)

i i

PT (MedDRA) ¥ 1 mg 2 mg

n=81 n=83
A 32(39.5) 31(37.3)
LR R 15 (18.5) 23 (27.7)
SEE 3(3.7) 4(4.8)
FEMED E 1(1.2) 33.6)
TR 33.7) 2(2.4)
PR G 0(0.0) 2(2.4)
RHRAE 2(2.5) 1(1.2)
Y8 3(3.7) 0 (0.0)
N A R 2(2.5) 0 (0.0)

(#2.7.3-91 % FH8)
B sk, () XSRS SRR D RIS
aEBIRE G S NI EF L4 % MedDRA/ ver.13.0 12
FDOEPT ~OFAHEXEIToT,

FEmEE I, BHWEA K OME A~ ORITEHOWTILTY, 2 mg#EL Y 3 mg B CREENH
Mol Eilg T, BERESEORBERIL ] mg B L 2 mg HETHEBEETHY, Hx OFIEH
DFBLEIZH P2 E T o720y, RIEICFFRAZLRIER TH 2T RE ORBLEIT, 1
mg BEL YD 2 mg BETED o7, L7EAR-> T, RIEAITWT R HBRE IR HEETHL HOD,
ZEMEOHE TIE, FHEESBFE TIE3 mg LV 2 mghd, BE TIE2 mg LV 1 mgh, THENL
FLWEEZ BN, £72, EWN 190-150 RER T, 2HEAR 20 THENNLE L 22 D EFOEE
ERET D70, Bh 4 B%RICHERE OB X DHEIR NT 2 — & K OMEIRER 2% UGB I
WENPRDLNT, HEL THLLREMEICHERWESIMET I L L Lz, TORE,
T2 mg D 3 mglZ, MEE T 1 mg 25 2 mg (ZH & L72#ERE OBE 1TV T H K<
[ZHLZL 8.5% (7/82 ), 5.4% (4/74 f1)], LRMEOBLEI G EARE & SN2 131
EREWR ST [ZNER0.0% (0/82 61), 2.7% (2/74 1) 1,

koo, BEo®isnss, EEimEIL2, 3mg @mEEIL 1, 2 mg ORGENEY &
EZ b, ZEEOBETIE, HSEOBINItE-> TRERNE RLEERbALND Z &
Mo, FEEMEFIT2mg, FIE X I mg NIV GFELWVWEEZ BN, LER-T, W%, KA
2132 mg, EEEICIZ ]l mg 285952 L, LavL, EAN 190-150 iBR TRIREA 4312
FOHEENRULIEE SNTHRE D DRNOTHIE LT L 91T, —MITEE ORICPEIC I3 EE =
N0, RIRIEDIERSCEBRE LA TH D, EEmEIE3 mg, FEHEIL2 mg OF 5 ET,
HORREEICKT T 28R —B L OREh, ERNEUOSNEO R GRER CRat b S h
TWAHZEND, BGEFBFOERICEIVEEEET L& Lz, 2B, BFHELEX
THIBET25ATY, AMER LSRN S EG8, T74bb, BEATIE 1A 3 mg,
EEE I m 2mg ARV L ETHZ L E LT,

B HEHICOW T, RE g RERGERM A E LS, BORANESHTHDL EEZDLN
L1, REZOZEWNEZEE L, REINCES T2 L LT,
Ubokoic, Eiofik - AEERTE L,
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JLR R A GEImg, REEE2mg, REE3mg

1.8.3 FHLDEE () RUZOHRTEIER
TR EOREBRKEONF DR EBMAZZTH LT,

1.8.3

183 fH EDEE (8) KUZOREMRA

A EoEE (%)

A EARAL

(&5]

RAORAEZIZ, b O A HIREE, HRIREEMELR (BFEER
E) D"hLbNLZ ERnHD, F2, AMRETO, HDHWVIZX
TSRO EELZTZBL TN ENH LD THEET
5T &,

AR R OHEE (Yermy) B0
T, IRHAZICH 9 A958Rk, HEIRRE
EIEROHRENH D, T b DEIE
ARBORER, HCKOMHE I/
ERIITEBENARS D0, [BE
IZRRE LT,

(5] (ROBFICEBELLEWVWIE)

(1) AHIDORS XL v 7 v A% LIBBUE DBEERED & %
B

(2) HIEMESEDBE [HfElEMIC X ERE B b sE
LBENDRD D, ]

(3) SR AR B IREZS EF L, EREEES
BTN D D, ]

(1) AHNIORS T B 7 v st L
BBUE DB O S 5 BFETT
74T X RRIER S ST
WA TZDREE LT,

(2) AAID GABA TEFAHEIRIZ X B Hh
ClESIE SR T8 /AT [ R
FNRHAHT-DHERE LT,

(3) AAlD GABA TEAEIRIC X HHR
JE EFIC X vIERDET D EBE
NN H DT OFRE LT,

(REIFER] (ROBJFICFRELGWVWIEZRAIET S
A, BICRELTHBEEICITEREICRETSCL)

filitEDy, AU, AR SR B OV I 4 5 oo S ME 2 TR
WHSREN B IR T L CW DA R AT L a—v A%
[l e AN

AH D GABA TERIHETRIZ X 2 RN
Hlc kD REET AT La— 2%
LT W ORE LT,

<H% - REICEHEY SERALDIE>

() dEHEZEL THEET S 5612E, BEOREZ
B LR BHEEIIT) 2 & & L, EROBEITH-
THEIZE DD Z L,

Q) AFTMEEANCRHSEL Z &, 72, AL TRRE
L7cte, MEHRET C—RpVICE IR L THE S TIREN T 2
ATREMENN B 5 & T SR Z &,

(3) @ OIS ST m EOBKERE O H 5 B T
i, 1R I mgz&b322 88 L, BEDREBELBILZL
RINDEEICRGSDZ L, RBHETIHAICE, |1

(1) BEOIERIZIG CCHEERE (5
AN) %3 mg, miE L2 mg (28
Bl LR, ZettrEE
L, BEOREZBZ L ChEN
HOENDEEIITHEICSED D 2
ol DY e
ARENL tmax 23HL < FHRFEBLH Fun
LEZONDTD, IRE#DOLAE
PEICELRE L, BtEERNCIRA S+
Lkl £, AHERH
LT L= TR L C
WAHEAITIE, RS OX,
HEENRTENEZ 2BZNNH
Bz, HEHREF C—RFIC R
L CTHFETIFE T 2 /TR &
HeEZFEMASERNZEEL
77
(3) AMEERRBRN S, &E O FHEE
P AR CUI R AN & bhlie LT
AHFNID AUCoins 2 80%HENN4 5 Z

2)
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JLR R A GEImg, REEE2mg, REE3mg

1.8.3

183 fH EDEE (8) KUZOREMRA

Lo (R)

A EARAL

M2 mg #BA 72N &, [MEEEL ) TFEYERE] OH
2]

4 AFNFRE L& FRSOIREROIRMITET 52 L [
B 5 TlE, ZEMERFR G H AR O i H R MR
LD (YR OEHEM), ]

CNERENTWVDILEDEEL
oo FT2, BEEOBHEREREE BE
TIE AUCquine PMERERA L VD 45%
HINT5Z ERMEREINTWD T
OFRRE LT,

@) BHREGIZEY tu DELEL,
Coox WEFT 52 0D, BLE
BN CUEARH O 2h 538 Bl S I Ik
L, ZhEDWE8T 5 ARt d 5
LEZ SN DHRIE L,

(ERALDEE]
1. EERE (ROBHICKEEISKRETSCL)

(1) =39% FEMOEM»EL H 5o, BIEHREER LS
ERAN

Q) miE [([EmE~OBE] KO TSy ahE
i

B LEEOHDIBEE [(MEEKTHROLLONEIBENLNH
D, JTEROBACIZ OB DEIBENRH D, ]

DI Z

4 MCHENEEOH L EBE EANMRS bbbk
b5, ]

(5) HFREREREE TR EEREE D H D BE [(AKIDO I VT Z
VABMETL, mMHREENERITALIBENLLRHS (TH
HeHEICEETAHH o) TEyEiE] omEs
H), ]

(1) REEREERFHEIZIK T LTV D
RHIH TIEL, AFOEHARHRL &
bbh, BWEANEE LT W
OIRE LT,

) I5@EmE~0BE ] OEBH

(3) AAID GABA fEMAHEIRIZ X v M
EIERTRELDLONDIEBENNH
D, SEROBELIZORNDBZEI
M D T ORRIE LT,

(4) FHATR R OBEEIR T2 LY, K
AOIEADTELS HHbiILdEBEN
N DO E LT,

(5) FHEERRRBR S, REE, higps
o OV FE TR RE B 5 AR C IR
RN & U TARKI D AUC e D3
ZNEI 4%, 5% TN 0%
MUTz, F72, BE, PEERO
e R R i P T AR IR A
& Hl U TARAI D AUC s 25T H
A 40%, 28%K% TN 45%HE N9 %
ZENHEREINTEY, EAN
< HobLbNEBENLH LHT-DK

E LT,
2. EELGEAMEE
(1) REYEIZT 2 8B G13MkR % G- 20, EHIRICE 2o | (1) BREMGER G SN D Z & ZskT

5L, R FPikmi S 255101, EMRICE

FHOURKE, JERAe CRE O AL MR O 5 X EEIC
192 &,

Q) RANOFBNBHALIRIC LY, RK, EEH, £97,
R EIREDEORTHNRE A ENHHDOT, HEHRE
DIEHRTR E a2 F 0 B OBIEICEF S L 5
BTz,

Do BE LT,

AAHNIE G A OFF BB LR
D7, BB HERRE IS A
MESBRNZENHERSNTND
Dy, ARFN D 5 3 R LA
O, IR, D, £, A&
HEERENFOK TR D Z &8
DT, HEVHEOER EfaR
ZE O IR OBIEICHERE SR

2
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1.8.3

183 fH EDEE (8) KUZOREMRA

Lo (R)

A EARAL

FOHETLHILE L

3. HHE#EH

AANTE L LTI EDREEE R CYP3A4 TRE@TENS.
[FEpEhRE ) DIHZM]

PEREE BFRICEETD L)
AN B AEAR -
Ttk

HE | HRR - fERIA T

SN L
4 TTSES
TRES (AN

R

Ny

(1 et SR S

SEVERV 9 C B
O " (1

O 77 OVCH S B S (o
&
\a+

o

FT

=
ﬁﬁﬁ
N
(T
(b Y

PAREY
Y
SiES

XA

" ehin
T
=
~H
TRy
S
s

%
=5
(3
by

%
o

SI&

dr
\:.3.
[ __
RIS
T4 e PHONWERR

A
& &

A
T (v
° B8

\|

T
I
ENT B NETH
(\—4/
\E—\\S
ST
NS F
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Eszopiclone

(59)-6-(5-Chloropyridin-2-yl)-7-oxo-6, 7-dihydro-5H-pyrrol of 3,4-b] pyrazin-5-yI
4-methyl pi perazine-1-carboxylate
4- -1- (59-6-(5- -2- )-7-
-5H- [3,4-b] -5-

Cl

1.9.2 WHO drug information

12

-6,7-

Recommended International Nonproprietary Names (Rec. INN) List 49, Page 115 WHO Drug

Information, Vol. 17, No. 2, 2003
eszopiclone
(59)-6-(5-Chloropyridin-2-yl)-7-oxo-6, 7-dihydro-5H-pyrrol of 3,4-b] pyrazin-
5-yl-4-methyl piperazine-1-carboxylate
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A Five-Month Oral (Capsule) Repeated-Dose Toxicity Study of
Eszopiclone in Juvenile Beagle Dogs with a Two-Month
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A 28-Day Oral (Gavage) Endocrine Function Study of
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An Endocrine Function Study of (RS)-Zopiclone, Eszopiclone,
Zolpidem and Zaleplon following Single-Day and/or Three-Day
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A Uterotrophic Assay of (RS)-Zopiclone and Eszopiclone
Administered Orally in Ovariectomized Rats
(190-883)
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An Endocrine Function Study of (R)-Zopiclone, (RS)-Zopiclone,
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A rapid screening method for the assessment of benzodiazepine J
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A 28-Day Oral (Gavage) Toxicity Study of (S)-Desmethyl-
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13-Week Toxicity/Toxicokinetic Study by Oral Route (Gavage)
} ~ . . . _ | | B2 ey
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A 28-Day Oral (Gavage) Toxicity Study of (S)-Desmethyl-
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A 3-Month Oral (Gavage) Toxicity/Toxicokinetic Study of SEP-
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A 28-Day Oral (Capsule) Toxicity Study of (S)-
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(192-808)
A Three Month Oral (capsule) Toxicity/Toxicokinetic Study of
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Bacterial Reverse Mutation Assay with An Independent Repeat
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(192-807)
In Vitro Mammalian Chromosome Aberration Test s
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In Vitro Chromosome Aberration Test in Human Peripheral
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32P-Postlabeling Analysis of DNA Adducts in Calf Thymus DNA
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26-Week Oral (Gavage) Carcinogenicity and Chronic Toxicity
62 | 4.2.3.7.5.14 |Study Of SEP-174559 in p53"" Transgenic Mice [ el Bl (52 2) 4N R | REAEE R
(192-821)
The Effects of (S)-Desmethylzopiclone on Fertility and Early
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A Dose Range-Finding Study of The Effects of SEP-174559 on
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A Study of The Effects of SEP-174559 on Embryo/Fetal
65 | 4.2.3.7.5.17 |Development in Rats ] 202 PaNEs| | EEEE
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A Dose Range-Finding Study of The Effects of SEP-174559 on
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A Study of The Effects of SEP-174559 on Embryo/Fetal
Development in Rabbits
(192-814)

2>

\/

SHE

FEPI

APAE

68

4.2.3.7.5.20

Skin Sensitization Study of (S)-Desmethylzopiclone-L-TA in
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Evaluation of A Potential Eszopiclone Impurity with A 28-Day
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a Confirmatory Assay with Eszopiclone with Three Product
Impurities

(190-864A2)

2>

PANEE|

FEPI

APAmE

72

423.7.6.4

A Qualification Study of The Effects of Potential Eszopiclone
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Lunesta for Bioequivalence Study 75 % b
ison of Dissoluti - T A PR R
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Safety, tolerability, pharmacokinetic and pharmacodynamic
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Japanese and Caucasian adults (190-003)
A safety, tolerability, and pharmacokinetic evaluation of multiple ]

23 |5.3.3.3.1 |oral doses of eszopiclone in healthy elderly Japanese subjects  |Sepracor Inc. 22 R R
(190-101) L]
A daytime, double-blind, randomized, placebo-controlled, rising

24 15.3.3.3.2 |dose, multiple daily dose safety and pharmacokinetic study of  |Sepracor Inc. 22N 2 figx CKRE) S E] FENER SE G KL
(S)-zopiclone in healthy elderly subjects (190-005)
Pharmacokinetics of orally administered eszopiclone in subjects

25 15.3.3.3.3 |with mild-to-moderate and moderate-to-severe hepatic Sepracor Inc. 2_ -2(- 5 g CKIE) P4NES| N LBk
dysfunction (190-013)
Pharmacokinetics of orally administered (S)-zopiclone in A ATAES = ‘ S

26 15.3.3.34 subjects with mild to severe renal insufficiency (190-014) Sepracor Inc. 2_ _2(- 3 HEE: CKRIE) PHE P el
Pharmacodynamic and pharmacokinetic interaction study

27 |5.3.3.4.1 |between (S)-zopiclone and olanzapine in healthy subjects (190- |Sepracor Inc. 22 | e CkED S FENER SE Gk}
018)
Pharmacodynamic and pharmacokinetic interaction study S rE = ‘ S e

28 53342 | en (S)-zopiclone and lorazepam (190-019) Sepracor Inc. 22 | e CkED PANES| R 2L G R
Pharmacodynamic and pharmacokinetic interaction study

29 |5.3.3.4.3 |between (S)-zopiclone and paroxetine in healthy subjects (190- |Sepracor Inc. 22 | e CkED PANEs| FENER SE Gk}
020)
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Pharmacodynamic and pharmacokinetic interaction study
30 [5.3.3.4.4 |between (S)-zopiclone and (R,S)-warfarin in healthy subjects Sepracor Inc. 22 | e CkED PANES| N 2B G R}
(190-021)
Pharmacokinetic interaction study between (S)-zopiclone and o (g P
- = = s 3 7;;% iy
313345 gigoxin in healthy subjects (190-022) Sepracor Inc. 2 (R Ok fhrv SR
3 |533456 Pharmacokinetic interaction study between (S)-zopiclone and Sepracor Inc 2__2_ | HEE CRE) S P B2y
220 ietoconazole (190-023) p ' i >t
A meta-analysis of the relationship among selected demographic 5 (45 2
33 |5.3.3.5.1 |variables and exposure to eszopiclone in healthy subjects (190-  [Sepracor Inc. ﬁJZF = =1 |Sepracor Inc. P4NES] P SE G
000-KO01)
A double-blind, placebo-controlled, crossover study of the effect
34 [5.3.4.1.1 |of nighttime administration of eszopiclone on next-day Sepracor Inc. 2(- -2_ 1 g CKRE) SR E N 2B Gk}
performance measures in healthy volunteers (190-024)
A double-blind, placebo-controlled, crossover study of the effect
35 |5.3.42.1 |of night administration of eszopiclone on next-day performance |Sepracor Inc. 1 fig% CKRE) EANES| FEPN R ZE LR
measures in subjects with insomnia (190-025)
SEP-190 O JEF& M ANARIE & kf 52 & U 72 B PR 25 I/INTAH AR . A = e Yl
365351190 126 =—¥ 1 et 202 v [EPA R
U P . ~ ] B
37 |53.5.12 |SEP-190 O RIRE & 45t & LI BRARHINASR(190-150) - |=—¥ o pkkaxtt > gmio. st N |RPIER

35

I—H ket




JLR R A GEImg, REEE2mg, REE3mg

1.121

112 RfTER—E

=] {ljﬁhl‘g*’{' B P EL T2 A 2P ES 2 F B ) : P NETN %Wﬂﬁﬁ%ﬂ °
%‘é"?‘ %‘é% g/]) ]\/I/ %‘% Eﬁﬁﬁ?@ﬁlﬂﬁﬁﬁﬁﬁ Higﬁ%j}‘ﬁjﬁfﬁ i&%ﬁ*ﬁ *’%ﬁmb 7/}—43%%*4

An efficacy, safety, and tolerability study of (S)-zopiclone in

38 [5.3.5.1.3 |subjects with transient insomnia (first night effect model) (190- [Sepracor Inc. 22 (5 EE CkED P N 2B G R}
026)
A double-blind, placebo-controlled randomized six-way

39 [5.3.5.1.4 |crossover study of the efficacy and safety of (S)-zopiclone in the |Sepracor Inc. 22 |7 e CkED P4NES] N |FEmE R
treatment of adult subjects with primary insomnia (190-045)
A randomized double-blind, placebo-controlled parallel group

40 |5.3.5.1.5 [study of the efficacy and safety of eszopiclone in the treatment of|Sepracor Inc. 2_ —2(- 51 fEax CKIED P4NES] N FEA A B
adult subjects with primary insomnia (190-046)
A randomized, double-blind, placebo-controlled parallel, two-

41 |5.3.5.1.6 |week objective efficacy and safety study of eszopiclone in Sepracor Inc. 2 -2 |40 i CkED PhE N |FHmE R
elderly subjects with primary insomnia (190-047)
A randomized, double-blind, placebo-controlled parallel, two-

42 |5.3.5.1.7 |week efficacy and safety of (S)-zopiclone in elderly subjects with|Sepracor Inc. 2 -2 33 fuEg CKE)  AAE A [FEHmE R
primary insomnia (190-048)
A randomized, double-blind, placebo-controlled and open-label

43 |5.3.5.1.8 [twelve month study of the safety of (S)-zopiclone in adult Sepracor Inc. 2(-—2_ 70 figk CKE) FANES P AL R
subjects with insomnia (190-049)
A six month, chronic efficacy and safety study of eszopiclone in

44 |5.3.5.1.9 [adult subjects with primary insomnia: A randomized double- Sepracor Inc. 2(--2_ 77 hEak  CKIE) S E N FEA & B
blind, placebo-controlled study (190-050)
A randomized, double-blind, placebo-controlled, parallel-group,
8-week, safety and efficacy study of eszopiclone 3 mg compared o (e = ‘ S s

45335110 to placebo in subjects with insomnia related to major depressive Sepracor Inc. 2(-_2_ 74 MEZ CRED PHE ki AR
disorder (190-052)
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The efficacy of eszopiclone 3 mg compared to placebo in the

46 |5.3.5.1.11 |[treatment of insomnia secondary to perimenopause or menopause|Sepracor Inc. 2 -2 58 sk CKIE)  [4hE N FEAM & B
(190-054)
The effect of eszopiclone 3 mg compared to placebo on daytime

47 15.3.5.1.12 [function in subjects with insomnia related to rheumatoid arthriris |Sepracor Inc. 2_—2_ 50 Rk CKI[E) P4NES] N FEAE B
(190-055)

The efficacy of eszopiclone 3 mg as adjunctive therapy in

48 |5.3.5.1.13 [subjects with insomnia related to generalized anxiety disorder Sepracor Inc. 2_—2_ 69 sk CKI[E) P4NES] N 2B G R}
(GAD) (190-902)
49 [53.5.1.14 [Long-term safety and efficacy in elderly subjects with primary Sepracor Inc. 2(-—2_ 89Misx (CK[E) P4NES] N 2B G R}

chronic insomnia] (190-904)

[Antidepressant effect of adjunctive treatment with eszopiclone

; L . 67k (I 11 5
50 ]5.3.5.1.15 [and venlafaxine and sleep efficacy in subjects with MDD and co- |Sepracor Inc. 2(-—2(-

SE R |BEER

]
existing insomnia] (190-062) =)
51 [5.3.5.3.1 |Reports of analysis of data from more than one study (safety) Sepracor Inc. — — PANES] P SE G
Effect of (S)-zopiclone on respiratory drive in healthy male e -
- = g E| : BEBR
52 [53.5.4.1 adults (190-012) Sepracor Inc. 2_ 2_ 1 figg CKRE) S E N B
53 |53540 Alcohol interaction with (S)-zopiclone in healthy subjects (190- Sepracor Inc. ) (-_2 _ iz CRE) 44 s B

015)
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s4 |s3543 [Human pharmacology and abuse potential of (S)-zopiclone Sepracor In i Bl | 1 fagy CRE) S =] RN R ZEE L
R administered orally (190-016) epracor e e -
The safety and efficacy of eszopiclone in subjects with mild to ez () -
_ = E] s 3 7;;% iy
55 |5.3.5.4.4 moderate obstructive sleep apnea syndrome (190-028) Sepracor Inc. 2(- 2(- 2 g CKIE) F4NES| R EEE
The safety of eszopiclone on sperm motility in healthy male fon (L .
56 [5.3.5.4.5 subjects (190-029) Sepracor Inc 2 -2l e CkED S E] FENER EER
The effects of a single evening dose of 3 mg eszopiclone on next
57 |5.3.5.4.6 |day driving ability and psychomotor/memory function in healthy |Sepracor Inc. 22 e GEED PANES| R | BEEER
volunteers compared to placebo (190-059)
The effects of a single evening dose of 3 mg eszopiclone on next
58 |5.3.5.4.7 |day driving ability and psychomotor/memory function in patients |Sepracor Inc. 2_—2(- 1 fig% () PANES| N R ZE LR
with primary insomnia compared to placebo (190-060)

38

I—H ket




JLR R A GEImg, REEE2mg, REE3mg

1.121

112 RfTER—E

INTEE e S EA o b S pES T2 e LR 3 = A A -
L el PR i BRI smochony  [mAes |mas IR
[Assess patient satisfaction with eszopiclone therapy for the N ‘ —
59 [5.3.54.8 treatment of insomnia] (190-901) Sepracor Inc. 2_-2(- 348fiax CKRE)  |FME RN R SEER
% OFE FHRERIZ B9 2 it &
INTEE e S EA o e S pES H2 e LR 3 = P A -
L el PR o S S smochony  [mees |mas LIRS
60 15361 Peripdic Adverse Experience Report (15 April 2010 through 14 Sunovion Inc. . . S [ N BEEE
April 2011)
BET — 2 —BR L OIEGIRC S
T r e SR S s b LEL T 5 - A& ) -
w (BT g ¥ BB R wuccieser  (wis |mass DO
I
61 [5.3.7.1 JEF—EF (EPN190-101750) —yo A AT | FENER R R
L
6 [5372  |mEEl—mR (E@P190-10238) ikt D (R o i |
I
63 5373  [PEBI—EFE (EHPN190-126745) >—HFo st - . | N R R
]

39

I—H ket




JLR R A GEImg, REEE2mg, REE3mg

1.121

112 RfTER—E

L el PR ik sz (mosiemer  mes maess |0
64 [53.7.4  PERI TR (EHN190-1507K5) =—¥o A2 20 -2 -ﬂﬁ_ﬂ@iﬁﬁ& E P (AP R
65 (5375  PEGI—-FEF (JHE190-0037K5) Sepracor Inc. 22 2 e CkED ShIE fhrv |REmE R
66 [53.7.6  [EGI—TiFk (FHE190-04555) Sepracor Inc. 22 |7 e CkE) [HE RN (REAEE R
67 |53.7.7  [EBI—TiE (SHE190-04655) Sepracor Inc. 22 5 e CkE) [HE TN (REAEE R
68 5378  [EBI—TEE (SHE190-04755R) Sepracor Inc. 22l |40 i CkED PpE FENER R R
69 [53.7.9  PERI—FEFK (SHE190-048745%) Sepracor Inc. -2 33 jtiax CKE)  |FHE N R R
70 |53.7.10  [EB]—TEE (SHE190-04955R) Sepracor Inc. 22l o CkED PhE FENER R R
71 |53.7.01  [ERITEER (SHE190-05055R) Sepracor Inc. 22 |77 i CkED (A KRR | R R
72 (5.3.7.12 PEGI—FER (HE190-05235R) Sepracor Inc. > |4 CkED A v (FPAE R
73 [5.3.7.13  [EGI TR (HE190-054505k) Sepracor Inc. >l 74 CkED PBhE v (FPAE R
74 [5.3.7.14  PEGI—FER (HE190-05535R) Sepracor Inc. -2 5o i CkED PhE g (FPAE R
75 153715 [AEFL-EE (EAN190-101505) =—Ho A 20 -2 = ESkg RN R R
L
76 [5.3.7.16  |[HEFR LR (EN190-102505) >—y1 et 20 -2 .— =N Fep (FPAE R

40

I—H ket




JLR R A GEImg, REEE2mg, REE3mg

1.121

112 RfTER—E

L el PR ik sz (mosiemer  mes maess |0
77 |537.17  |AEFESZ-EER (EHN190-1265805) =—H 1 At 20 -2 ﬁ Eslg) K |REALE R
78 |5.3.7.18 |AEHFL-EEK (EN190-150735) =—¥ A 20 -2 -ﬂﬁ_ﬂ@iﬁ& Esjay N R R
79 (53719 |[AEFER-TEER (OE190-00375H) Sepracor Inc. 22 2 e CkED SHIE fhpv |REAmE R
80 |[53.7.20 |[AEFR TR (SME190-04550H) Sepracor Inc. 2l e CkED phE v (FPlE R
81 [53.721 |[AEFR TR (E190-046580H) Sepracor Inc. 22l 5 CkED phE v (FPlE R
82 (53722 |AEFZR TR (SE190-047580) Sepracor Inc. 22l (4 i CkED PSE v (FPAlE R
83 53723 |AEFR TR (SME190-04850H) Sepracor Inc. -2 33 fiigk CKED)  |FHE v (FPAE R
84 53724 |HEFZR TR (SME190-0495805) Sepracor Inc. 22l o CkED phE v (FPAE R
85 |[53.7.25 |AEFLR TR (SHE190-05050) Sepracor Inc. 22 |77 i CkED A e (FPAE R
86 |[53.7.26 |AEFLR TR (SHE190-05250) Sepracor Inc. > |74 CkED PBrE Fepv (FPAE R
87 [53.7.27 |AEFL LR (SHE190-05475) Sepracor Inc. > |74 CkED pBrE Fep (FPA R
88 |[5.3.7.28 |AEFSL TR (SE190-05555) Sepracor Inc. 22 5o iRk CkED PhE Fep (FPA R

41

I—H ket




JLR R A GEImg, REEE2mg, REE3mg

1.121

112 RfTER—E

L el PR ik sz (mosiemer  mes maess |0
-
89 (53729 |EEAAEFEZ-EE (EN190-126:45) =—H 1 A2 20 -2 W Es[g P [FEOR
. RF21HER%
90 [53.7.30 |EEAAHFFR TR (EHN190-1505885) =—¥ 1 et 20NN -2 TR = N RRE R
91 |53.731 |EERAEHFR-ELR (GME190-046785k) Sepracor Inc. 22l |5 CkED PBrE AR ([FEAGER
92 (53732 |EEAAEFR TR SME190-047505R) Sepracor Inc. 22 |40 i CkED PphE v (FRE R
93 |5.3.7.33 WaAHEER TR (SHE190-04855k) Sepracor Inc. 20 -2 33 fggx CRE)  |SHE FEPER RO
94 153734 |EERAEHES TR (UHE190-0495U5) Sepracor Inc. 22l 7o e CkED O (SE FEPER | RPA R
95 53735 |EEAAEHES TR (UHE190-05055) Sepracor Inc. 202 |77 e CkED S FEPER (R R
96 53736 |EEARAEFERS TR (UHE190-05258) Sepracor Inc. 22 74 e CkED S FEER (R R
97 |53.737 |EEARAEFES TR (UHE190-05438) Sepracor Inc. 22l 74 EE CkE) PE FEPNER (R R
98 |53.7.38 |EEARAEFG TR (GHE190-05575R) Sepracor Inc. 202 5o e CkED S FENER (R R
99 [5.3.7.39 fféﬁf‘ﬁ% = £ DX ORRBAEO F (HNI90-10158 o e et ol F R Tt R 2
100 15.3.7.40 é}i;ﬁﬁ%:& DA % OEGEBEE O —E £ (EN190-1025% s B | F Bl NE | R

42

I—H ket




JLR R A GEImg, REEE2mg, REE3mg

1.121

112 RfTER—E

L el PR ik sz (mosiemer  mes maess |0
101 |s37.41  [BERE S S QR DRIBEIO =R HAI01265 e g ppestcett: > = TN IO R
fitl, FF21HERR
102 [5.3.7.42 g?ﬁ%jk@@"’mﬁﬁﬁﬁﬁ@—%% (FEIPI90-1508 | o e ¢ st it - -ﬂﬁ_ﬂ@iﬁ& EH (ENE | R
103 [537.43  [BERE C OIA DRIRREILD A CHEI0-0035 sepracor tnc. - 2o okE) pE [ [FEis
104 [53.7.44 g?ﬁ% =& O« DRAREEO IR UHE10-0455 190 cor Inc. O |7 CRED E [k (R
105 [s37.45  [BERE C QI DRIRBEILD A UHEI0-065 sepracor tnc. -l |5 e OkE)  pE e R
106 [537.46 [BERE S O DRIBEIS A UHEI007T sepracor tnc. - |0 CkE)  sE [ R
107 [5.3.7.47 féfﬁ%i&@@ﬁmﬁ%*ﬁ@ﬁ@*%% (REI90-0485 e racor Inc. -2 33 fagx CkE)  (ShE R R R
108 [5.3.7.48 fé?ﬁ%i&@@ﬁmﬁ%*ﬁﬁﬁ@*%% (PHEI190-0495% g ohracor Inc. 22l 7o CkED PhE v (FPAE R
109 [5.3.7.49 g?ﬁ%:\&@@ﬁmﬁ%*ﬁﬁﬁ@*%ﬁ (PHEI190-0508% g o1 racor Inc. 22 |77 i CkED A v (FPAE R
110 |5.3.7.50 g?ﬁ%i&@ﬁ'ﬁmﬁ%*ﬁﬁﬁ@*%% (FHE190-0525 Sepracor Inc. > 4 CkED PBrE Fev R R
i |53.7.51 g?ﬁ%ik@@ﬁmﬁ%*ﬁﬁﬁ@*%% (PHEI190-0545% g o racor Inc. -l |74 e OkE)  PBhE il |RRmR
112 [5.3.7.52 g?ﬁ%:ﬁ&@@ﬁ@ﬁ%ﬁ@ﬁ@*%% (PHEI190-0555% |5 hracor Inc. 22 (5o iR CKED O SHE FENE |RPA R
13 [53.7.53  |BGHRMRAERAOFE (H1190-10235) L = Bl .— R T R 2y

43

I—H ket




JLR R A GEImg, REEE2mg, REE3mg

1.121

112 RfTER—E

3 R L s e et . - g\/ i\": .

w TR B AT N smochony  [mAes |mas IR

I
114 |53.7.54  (EARBRAMEATE (EH190-12678) > —1 et 20 -2 W Ep v (R
. at21HtiR
A ) <t T I S
115 153.7.55  |BRARBAMEA T (EP190-15055) =—¥o At 20 -2 W, ol | RN (REAEE R
44

I—H ket




JLR R A GEImg, REEE2mg, REE3mg 1.12.1

2235 3CHR

112 RfTER—E

YR A1
%‘é% {J\\{j/g\*’l' & /]’ ]‘ v
ik
116 [5.4.2.5.1  [BURFREA, RS S, FARGE, THKCS . AIRIEOBES, EFR. H AR 2009;67(8):1459-62.
117 [5.4.2.5.2 |American Psychiatric Association(US). Diagnostic and statistical manual of mental disorders, 4th edition. 1994.
118 |5.4.2.5.3 |American Academy of Sleep Medicine(US). The International Classification of Sleep Disorders, 2nd edition. 2005.
119 |5.4.2.5.4 [0, AL EEIE], & BHEIL, B R AIRE ORI 2 & B80S FAEMEARIRE. B AERR 2009;67(8):1494-500.
120 |5.4.2.5.5 |KimK, Uchiyama M, Okawa M, Liu X, Ogihara R. An epidemiological study of insomnia among the Japanese general population. Sleep 2000;23(1):41-7.
Doi Y, Minowa M, Okawa M, Uchiyama M. Prevalence of sleep disturbance and hypnotic medication use in relation to sociodemographic factors in the general Japanese adult
121 [5.4.2.5.6 . . .
population. J Epidemiol 2000;10(2):79-86.
Kaneita Y, Uchiyama M, Takemura S, Yokoyama E, Miyake T, Harano S, et al. Use of alcohol and hypnotic medication as aids to sleep among the Japanese general population.
122 (5.4.2.5.7
Sleep Med 2007;8:723-32.
123 [5.4.2.5.8 [Ohida T, Osaki Y, Doi Y, Tanihata T, Minowa M, Suzuki K, et al. An epidemiologic study of self-reported sleep problems among Japanese adolescents. Sleep 2004;27(5):978-85.
124 |5.4.2.5.9 |Kaneita Y, Ohida T, Osaki Y, Tanihata T, Minowa M, Suzuki K, et al. Insomnia among Japanese adolescents: a nationwide representative survey. Sleep 2006;29(12):1543-50.
125 1542510 Kaneita Y, Ohida T, Osaki Y, Tanihata T, Minowa M, Suzuki K, et al. Association between mental health status and sleep status among adolescents in Japan: a nationwide cross-
B sectional survey. J Clin Psychiatry 2007;68(9):1426-35.
126 |5.4.2.5.11 |[THmFF. FBAEICE T D ARIEDOEY:. B AR 2009;67(8):1463-7.
127 |5.4.2.5.12 |= B0, BIES XX — RS, AR O LSS AIRAE O EE - JHAEAE P B AERIK2009;67(8):1483-7.
128 |5.4.2.5.13 [k, L&A L+ NIERE (Insomnias) S {AIRARIC L 2RI, B ARERE 2008;66(2):228-32.

45

I—H ket




JLR A2 EE1Img,

E&E2mg, [EHE3me 1.12.1

112 RfTER—E

IR

H5 Nt A bV
129 |5.4.2.5.14 [1EKMY . BEIRIEEVRIR O 270 A N T 7 ¥ — ~AETEEER ) B 72 RIRIETERR O e aift—. BT Jei P 5241;2006.
130 |5.4.2.5.15 |Ford DE, Kamerow DB. Epidemiologic study of sleep disturbances and psychiatric disorders. An opportunity for prevention? . JAMA 1989;262:1479-84.
131 [5.4.2.5.16 |$aARIER, 48 TH, BEfEME —, Kera—, WILE. RIRAE O BRIRA /388 &S BRI X 2 RIR. B ARERR2009;67(8):1507-12.
132 |5.4.2.5.17 |L=FE, GFEREE, JF BRE—, #hAKSE, o B UEHS, B IFHE—. RIRGEDOZWT - 165 - BEET A N7 A L MEAREE 2008;2(3):285-9.
133 [5.4.2.5.18 [BHERL. 2 - 105 RIRIE DIRFEE FMFRIE /3L e — Vilgsh. BARERR2009;67(8):1585-9.
134 |5.4.2.5.19 [PNILE #dk. BEIRREE OIS ST A BT A > B Ui 5 ;2002
135 |[5.4.2.5.20 &R T, g M, AI0MHE. 3L X0y U7 BB U RIEIRE, FERL Y UTE Y RIEIREE. B AR 2008;66(2):147-52.
136 |5.4.2.521 |7 AT 7 ARIERA L IRA 3055 ~ A A U —§ESmg + 10mg. 2009412 A k3T (GE17hR) .
137 |5.4.2.5.22 |TEFFIERT-, EATER IR, 2 - 160 RIRJE OTRIRIE FMHRIE N T B e 5k AARRIR 2009;67(8):1581-4.
138 |5.4.2.5.23 PAFELIH, BPilfike. BERUEBRE © R0 Y T B YR, BRI 2004;7(5):801-8.
139 |5.4.2.524 | A9, FEIRSE & % D f#iv 5. Clinical Neuroscience 2004;22:76-9.
140 |5.4.2.5.25 |Scharf MB, Roth T, Vogel GW, Walsh JK. A multicenter, placebo-controlled study evaluating zolpidem in the treatment of chronic insomnia. J Clin Psychiatry 1994;55(5):192-9.
141 |5.4.2.5.26 |Roth T, Roehrs T, Vogel G. Zolpidem in the treatment of transient insomnia: a double-blind, randomized comparison with placebo. Sleep 1995;18(4):246-51.
142 1542597 Erman MK, Zammit G, Rubens R, Schaefer K, Wessel T, Amato D, et al. A polysomnographic placebo-controlled evaluation of the efficacy and safety of eszopiclone relative to

placebo and zolpidem in the treatment of primary insomnia. J Clin Sleep Med 2008;4(3):229-34.

46

I—H ket




JLR A2 EE1Img,

E&E2mg, [EHE3me 1.12.1

112 RfTER—E

YR A 122
%‘é% {J\\{j/g\*’l' & /]’ ]‘ L
ik
143 |5.4.2.5.28 [FEAFAIEH 1124004 5. & f3H 72 2 1% 1 ETERAN O W) AW R GV T A B 7 A > CERRISAEILH24H) .
144 [5.4.2.5.29 [FEAE15187%. MENRE D ERAFHETIEICBET 204 K70 > (BA634FETA18H) .
145 |5.4.2.5.30 |Parrino L, Terzano MG. Polysomnographic effects of hypnotic drugs A review. Psychopharmacology 1996;126:1-16.
146 1542531 Uchimura N, Nakajima T, Hayash K, Nose I, Hashizume Y, Ohyama T, et al. Effect of zolpidem on sleep architecture and its next-morning residual effect in insomniac patients: A
T randomized crossover comparative study with brotizolam. Progress in Neuro-Psychopharmacology & Biological Psychiatry 2006;30:22-9.
147 15425132 Nakajima T, Sasaki T, Nakagome K, Takazawa S, Ikebuchi E, Ito Y, et al. Comparison of the effects of zolpidem and zopiclone on nocturnal sleep and sleep latency in ther morning
B A cross-over study in healthy young volunteers. Life Sciences 2000;67:81-90.
148 1542533 Buscemi N, Vandermeer B, Friesen C, Bialy L, Tubman M, Ospina M, et al. The efficacy and safety of drug treatments for chronic insomnia in adults: A Meta-analysis of RCTs. J
T General Internal Medicine 2007;22:1335-50.
149 |5.4.2.534 |7 A7 7 ARIERA S EIMA VX B a—T 4 — 5 v A AU —§ESmg + 10mg. 201091 H  (SGTH17K) .
Bocca ML, Doze FL, Etart O, Pottier M, L’Hoste J, Denise P. Residual effect of zolpidem 10 mg and zopiclone 7.5 mg versus flunitrazepam 1 mg and placebo on driving
150 |5.4.2.5.35
performance and ocular saccades. Psychopharmacology 1999;143:373-9.
Staner L, Ertlé S, Boeijinga P, Rinaudo G, Arnal MA, Muzet A, et al. Next-day residual effects of hypnotics in DSM-1V primary insomnia: a driving simulator study with
151 |5.4.2.5.36 | . L
simultaneous electroencephalogram monitoring. Psychopharmacology 2005;181:790-8.
152 |5.4.2.5.37 |Barbone F, McMahon AD, Davey PG, Morris AD, Reid IC, McDevitt DG, et al. Association of road-traffic accidents with benzodiazepine use. The Lancet 1998;352:1331-6.
153 |s4271 National Institutes of Health(US). NIH State-of-the-Science Conference Statement on manifestations and management of chronic insomnia in adults. NIH Consens State

Sci Statements 2005;22(2).

47

I—H ket




JLR R A GEImg, REEE2mg, REE3mg 1.12.1
1.12 UsfHgp—E

T REERIN2WEB Y X B

H3E mEICRET A CE

32A Z Dfh

32R AR D KB K

33 Z23E 3Rk

48

I—H ket





