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1.5 BRXEIEROZERRUVHEEORE

1.5 BERXEIEROEREUAROER
1.5.1 FREDEF

RIRSE DM TRV LW FXZEIC, MBZ2IcL v EANRERZRET S Z
L2 VIThbhd, Thbb, AIRFHZENEROMERFOEEH 2 WVITRIRER Wi b0
HEREEZ DR D 1y AR, B8 3 B EFL, ENROYUIEMIZAR 5 72 BEIRIZ
FoTHELOVEMBBEEZEND D, HINVIRIHLHROBE LOFE# I bh 5%
DRETH D, HEOHKBREOE, T2bb, 24 BEtRIOME, BROXFD
BRWVREIREE, R P L AHER, NI X2 FHAIREAERE, BHEANREBRRE L V- 7@E
ANDETEBBOEERBRL, RNRZFZDEEITEML TV 5D,

A TEBEINTZEEREDO D B, BE - N3 W FEMEIC LV IThh el A—iK
FEER 3,030 A2 B e LE-FETIZ. RAD S AL AT LADORIBREZFL TS LH#
HFEINTBY[]. Z0Z BARADRARZEICH TIDHZEAITIE, BEF 2200 5 ABTR
REFZ TN EHEEIND,

E 72, ABRKZEREEFFELERRRICET2HETIE, REZFLTVEERERE
ED 272% & OHER]. RA—BRER 1,871 Azxtg s LEESARBELERORE T,
20 N2 1 ABE 1 » AR OMEREZIRA L TR Y . NIREIZERN S
ThodLeLbiITha - BRENLZBBIZLERBL TVWAZ ERREBINTVS[3],

152 BEOFEECEMEREUEORER

BAE RIRFE DBANERITIINR Y PTEE UV RRUHERY Y DT ¥ & RIEREN
AEh Ty, RIROFER (AREE, FEEE, BT (25 U TEAOERRER O
RIZHRIEN DT ONS, ANRESICITBEREIERE (t,:2~4 ), 7238
RRREREL (t,: 6~10 FFfE) %2, PRTESCRHAREICIIPREBMERT (4, :20~30 F
) LREEEERR (tip:50~100 ) AAVLRTVWS (K 1.5-1) [4]

R 1.5-1 FIED S 1 T & AERFEDER

N TERE. R

(BT, SR | (PREm. ERmER)
MR AR B e NEED TA= RS EAD
BIOREEESBE FaF/5h N
(ATREAER - ORI 2 K>3 TGN R =ASSTH BE
TR AR A1 738 s Do
B - 5o & RURT VB A e 7€ h
(FUREAEA - FoAE (558 i) '
WIS, RS0 b 5B h » e
CIRHE ) 18Tt 2 P 72\ A nATEsS i

XIERL Y VTR RIERE

RV TTEBE UV REVER Y VT B EVRERE O T U PR RO GABAL
SZEBIZHEE LT, GABA ONMHERZHEO S Z LICX VEIRIERAEZ L7209, EIRIE
MIX GABA Z 4 L CClF ¥ ' RADORFEREEZEMNT 2 2 & THmeR M (£ 3 1858
INDZELICLBHOTHY, REFHK 2 EBEMHIT 5,

FE72. GABAL ZAKIZR 1.5-1 ITRT X HIT, MEHERE, WKk, KIMEERGR



1.5 ERXIIIEROBEBRUHAROER

BIZHFET D, GABA,ZARMEKIZEATLEANL, o h=vFR, /AT EXRT U R,
KRR VFHRAR EDOEA OB RIGEN Z [REFEICIHIT A Z L BHESNTEY  FDZ &
MHEIRIE & L COERRTH 285 - BIEERALSNC, IARIER., T WHAERSZ
PR b, RBMERIR, BEARKE CESNREREORIERICERT S EEL5NT
VW3[50

[r:2ca B, LTAMA

iR,
EEVRH

PR N )

GABA, Z B EIZI/ER T 2 FH| MT,; X O MT, (ZER 3 % A
(REIRDASMC MR D AR R E 2B 3 5) (HEHR - BEELIS OB O PR RIER A A S 7210)
B 1.5-1 GABAL, RBARRUMT, RU MT, RBAKIZERT HEFIDOIEREREI & EE/ER

D& RBERIITRIREBE (CERERAICR T H5RELE b LEMBT I BF
~OFEGE ) R R IEE A RNBICTARR L o TV D, TEIREDCHEIEST A N7 A
NZBETAHITE] [l LD L., FRAEEERE LT 653 £ DORBMHREINRBEEDI D 671%
OBREPIERERAICKT L TARLZEANTE Y  5S8%DBENFH - HEZHFEL TV 5,
7o, 27%ICEE YT 5 BE D ERNIC R CHEIERZ D OIRE L TR Y . E2HPH - B
BOEMAIT, KFEICHT 28B4 37%) . THEDORI (12%). BEOREER (12%), T
DIRF « Hb2o& [FREZR - HERIER) (12%)Th o7,

Z O X 5 7 ERTIEERT T O H R FR 0 22 IR A IR R IR R FUE R I X D RIRE
DOEERE, ONWTEHEBERARKFCIVEIRABICL2BENILEL RS, BiIT, &
HIRAFICEREOCBERZRERT 2 Z ik v RABRMBETL 0V L RIRSCARZRREY |
RAZEREI 22680 22 LI BEBERMERINLTVS]T].

LR TEERIEOFUWIEN A T A4 BT 2858 Tk, EREOHELTUTIZ LD
IBHIE O KB RIR O MBBEEE 1S 19.0%, BEIC X2 RIRBROEEIL25.7% THDH Z
ERRENTEY, BRARKGTFORBIIN 45%ICHbED, £, BHBEDREEIZX
D EEICHEIRIE A PR CE EMIT DT 18%ICIBE T, BEFOEIREKIFRICEK T 51R
REEOZERPEECTCHDZ LETRLTND,

FEAHEESRR L ZBRECRMEAD® > b, HEOFWVWHOIX IEADIRK - R
(30%), [Sbo% i) 27%)THV., ZThbDOEHERIC YW CTIEKBEEITORR &
BB EBERHENTVWS[8], RV ITREUREREORAE CIIIERAZ TS
TEHEOEENBREE N L, XY U7 P e REREOERARA . ZXI6FH %0 5

Y RIREAYKE LT TIRIREARE L 28> TV I Th 2O, JRA 2 Ik L o KB RIE OB
EEOHBROEDIZIED D Z R TETICRA LG L TV A RE

2



1.5 ERXIIEROEBRUHFEOZE

BIOGRKEFTHDZ ENBESHLTVH9],
ULortBY) Xy IOT7PEREVIER Y U7 E L RIERKE I LR EA
FHETAHIENS, LW 774 b2 b DIEREOBEERAMEIN TV S,

1.53 g+

AT Gk R - BEF IR O IRBE R O T & — MBI &  MEIRZEAR 12 3 72 - TR
B E 2D D%, RN, =, FREMNR. B ER. BBk RIRCIBRIE 5% O BIl{E
ABETOoNG, 2NO6ORMEZEARLZMERIE S UCK 1.5-2 1R THBGENEE SN
TV A[10],

] REREDR L | [ mereme ]| BROZERE D

BRI HEIRE A

[ BiA - SboEDRNC b

| Ta—L e OREERM;RZ L HERAERLE

SRS e

|
|
Eﬂ#%@ﬁﬂ5—V®§Al
|
A DI T & ]

| WHEASTER SN2 - &

T '“ e sRon o=t || mamgorecr |

X 1.52 BEMEREOEEFMEVABREOTIO7A4IL

WMHTCHIDESRBEOT a7 7 A LIZ X VI WET LWEEIRKOFH A2 B L.
GABA, SAKREBIRE IR RDEAA I =L, TRbHAT V= VS R/IEKENT 5
IRERIZEE L7z,

ARDMEROFEIE 1.5-3 1ZR-FT X510, TWORAZDH DV FVLOERDEZNEWN
ONEIR - REED & A I 7R RETHHME BB Y XA#HE) ) & TERORSSHEE2H
B4 o (EFEMEEREME) ) X viThhvTng,

AT = FIEREERE Y XA 525 MT, KO MT, ZBEICEMR L. IER PR 2 E
L8 Z L THERZFR L, BIZZEFR LBk 2 Z LI X ) BEMREZIMHET 5,
TDEIT AT b= XS EIREMITIEETROMGNIC L 5 b o Tlde | AR [
Ba At U MR 2 BEIR PR OIE . T 720 h  BREEPR & IEIRFR OEN 2 B S8
HZEEBLDTHHEEBZ LN TND, LEER>T, MT; KU MT, & KO EBSE
ITHEREEERA 2B L .0 oRX Y OT7T PR RPIER Y 7P v RIEREOE
D2 ORERZYEER U723 LOREIRIE, 37700 HK 1.5-3 ([IRE & 5 BEARB STV iR
REVFREZ AT OMERIEIC/2D 5 5B 27 (K 1.5-2 fAHT IR,



15 BRIIIEFROBREBRUKEOFE

E IR

CI=DEIR 1) [AE R 5 1)
P VORZPHIVEOARDENE 1 EROESOELRET ok
WOER - HEEOY A 7 (WHIH) [ 1 [T 2R ORE SR YRR

: G AL P ABMBRICE o TRESHD]

o TERAERGL - RN B DD RRTERGL ;RN

P 1 HORTOES - (kEDBIVEHZ | . GABA %47 L CRELE 2404
Poxgrs :
P AT BERR L Pl fERIEA  BDZ %, % BDZ RAH. |
Do REERIC RS < thotaiRIE L T s, e —L :
POREDAYANY, E@BREDL .

P EEMEOS2A—AHRRRE L g (poD,, 77 v, 20
H B, FEAIEROGEREILIA T b= E E ZFF o) kv arykn—u E
il ans :

...........................................................................................................

TAK-375 D4 REBGL

B 1.5-3 4KIZH T 5 HER DR EHisE

1.5.4 BAROEE
vt e, I EicA 7 b v RAREBROHEICET L, I FIC MT RO MT,
ZERICEIRFITIEN L EBREY I W THIRFBRIEH 2 R THRA T b =/ WAE
B3 TAK-375 Z R Lic, BATIC, AAlOmE, HFEARR, BARBRO -2 % r
L. BIRORELR 1.5-3 1L L 0Tz,

m &8
TAK-375 OEMROREBRFE, ARG, ZREMZEORNZITo7-, KK, HAlL b
W RHRTEAER (25°C/60%RH T 36 » A RONEREBE (40°C/75%RH T 6 » HFM)
ICEBWTEEThHo T,

(2) JEEREREAER

1) FEEHR

@ EMEERER

<HFRCEVEZIERICHTIRAMRVT7 I =X MEE>

TAK-375 1. =7 R U RO A 5 k=2 Mel/Mel, Z B ONZ CHO #2336 S H

7=t MRIMT, ROMT, 2B EBICEmVEfEEZ R U, AR XACEAELRVWAT b=
MT33EAEAICITBFME 2 R & e o Tz, F£iz, TAK-375 ik b hE! MT, RO MT, T8
FEB, CHO MIfRICIIT A7 AL A2 Y UFFH cAMP ARREZIGIT5Z L0 5, MT, KTF
MT, ZBEROT7T T=A N THDHZERP LMo,



1.5 BRIEIXROBREBRURAREORZE

<ZTDOMOHBRZEKRICHT I2RMERVEERREFEICRITTZE>

GABA, ®HERTF N, YA MMV, T b=y, F=2X3IV JAT RLF g
TEeFLaY D 130 EEUL EORRHLZHAERO S50 AL EORKRARERIC
RIETEELRHM LTz, TOMRER, TAK37S W ThoZERICHEEEZ TSP, &
T WTNOBERICH L THEEELRNI LD, Z0MoPBRERICED 5 AR,
BERICITEEEZRIEE T, MT; ROMDL ZEZFICERIERTL7 =2 b THDZ
EBHALMNERSTE,

<ERICRIZTEE>

TAK-375 OB =7 A Y OREMERIZ T 2 1EH 2 IR R, HEIRIGHE, MBIRA T —
PIEALT AT b=V RO AT AL HBIRET L 72, £ OS5, TAK-375 1% 0.03 mg/kg,
po DL b CHEIRIERF OEMEIEA 2R L, 0.03mg/kg, po TIIHIERFHEOEMEZR LTz, X
7 b=t (KAED 0.3mgkg TOARERERFDOEMEIFTRD b1 b DOFMHETIERE
D LT, RIERFE L AEREMARD bhvikehoTe, —F, Y AVET AORERGERE
RIZH LTI 2Tz, £72. TAK-375 (2 X » THRE Iz AV ORERRRNI I35 T
AR EIRIZEWS DO TH 720 VAV E T A X » THER SN ERITERICH L
PICAEBRZERRIEREBRD2VDTHo T2,

/-, BERHITEBTOXaIOERIZBWNWTH AT b=V ERBRFLE, ZORKE.
TAK-375 IR 2BV TH AT b= X VA THORRORERFERERZRL,
0.001 mg/kg, po LA LORAE THEZRRKEROEM, 0.1 mgkg TLABEROHEMEZRL
Tro VERFFGIZ AT b=V R 2 BE LB o DTk L, TAK-375 I3 6 B #ERE L 72,

@ BIRMEREZ
<BETHRVESRICRIEFTEZE>

TAK-375 ROV T ENXLAOHRERICKTI2EREZ~ Y ARV TR L, V78
NRAFHEBICKRELEBIFESEELFR L, TAK375 KA T b= TIIREN
ool ¥ AT =i PTERALEOBBICL Y 7 ¥ 0B RESRE
ELXME LA, TAK-375 TIREERAR LR -T2,

TAK-375 OFEBEUVEENCRETHELZBRFT 28T, 7y MGEKRRFE., B
PLBEERIBIZDONT, XY UT B U ZREREHE L BB Lz, ZORER, N
SIOT B U REREBEIIFERFEREESCHKICEE 2R L1223  TAK-375 13 30 mg/kg
ETHRELTHEEIIAONR T,

<HEAMAS b=l d 58>

NEMEA T b=V OARPWITA T b=V HEIZL > T, H D WIEEHRE-Cth o FilEIC
Lo THEEZZTDHZ NG, TAK3TS 2REREG LEHEONEERA T b= 5Wi
T HEEET v PTREI Lz, ZO/RE, TAK-375 3 mgkg/H) @2 BEREREIX
Ty FARERMEA T b=V DIMCEEBREEER B 2 o Tz,

@ RLEBRER
TAK-375 %27 v MIHEERO®RES Lz & Z A, 150 mgkg (2B TH —RGER K UITE



1.5 ERXIIHEROBERUREOEE

WCRFEIRD ONT, BRkE, BRER EOFREREICEEE RITS ol YIVITH
EEOKEEL, IE, DAEEOLEREZT VA MY —ETRIELZE Z A, 50 mgkg
THEEIIRD LN o, Fi, TAK375 RUFORBEWIL 10* mol/L OEETY
hERG Efi #HE L2027z,

YLD S, TAK-375 13 ZOEDBICB VT, FRHRR, RRERECLLE

RICH L, EET_EAMOFERIER LRI RV BT LT,

;@m — AR E L CHEEMRR, BHERVCEBE#EBICKTTEELHRML
TR, BEEMRR, BRERVEBEREICH LTSRN aERER 2R SR
WweEz b,

@ KMYOEREFH

R OIBEMEL LT . TAK-375 Db MIBIT 2 ERFFHTH S M-I (25,89 % H.0»
GLtﬂmﬂlﬁanﬁE¢A®ﬁﬁﬁ,&U7¢wxzuyﬁ%mﬁﬂéﬁmﬂ¢ﬁ
EEEICLTT =X MEEZFANTZ, Bic, M-I 2S8SDERITEITOXRaIIBITD
BEARFEFEAEA HRET LT,

ZORER M-I (25,8S)Dt b MT;, KU MT, ZEE~OBFMEILLEIE < | TAK-375
DK 1/10~1/5 DIEWTH D, T I =R MEEITK 1/15 KT 128 ThHolz, £OMOM
Y OBFEIIWD TH VLD ThHo7-, £/, M-T (25,85)i%. 0.01 mgkg A EOHE
THHITBI TOXR CE T 2ERFRIERZ R LI,

2) EMREEER
@ B
Zw b, PTET D TAK-375 ORINEX, ZNZF 80%., 8% Th oz, —H.,
AFTRAFEYV T 41X, 7Y FT63% . PNV TO03% ThoTe, RINEIZHARTA
FTRAZEVT 4 BMENZ &0 o AANZHEERDROFEDRENZ LBRREIH
77
FAROFEICBNT, REAEOMIEFREIT 0.03~0.3 mgkg DA EEIF T Cpux X
TAUC &6 FHERUGHEDRT D bhvTz,
b NG B RAMIER TH D Caco-2 Ml E AV THEERMEZ M L 2R, TAK-375
IIEEEMENE . £, EEBIC P-HELABIC L ESRERIIESE LRAVLDLE
Z bz,

@ 2%
'MKWS@?yFKﬁDEE%\%ﬁ%ﬂ$<%ﬁb\ﬁk%\ﬁﬁ\gﬁ¢®%§
753%"7%07‘:0 Flo, REMEDOINEEIX flﬁlﬂﬁ*%)ﬁk%bﬁ)oto 5 v MIREH
L% %m%m®ﬂﬁim5%if IFEFRBIEL, BEZPIEBITHRA
q‘ﬂ%&#%ﬁﬁ'& Lz,
v b, AX, B MOMBRBITRIZIENEI 254~272%. 34%LLT, 23.3~26.2%.
20.9~22.0%TH Y, mMFZABREEERILZT v M T 85.9~86.6%. 1 X T 96.8~96.9%.



1.5 BRIEEROEBRUMAENRERE

P T 81.2~82.0%., & HT85.1~88.1% Th o7z,

® KM

TAK-375 iZERNTEILIZ L D M-I ~M-IXIZAREF & v, M-V, M-V, M-IKGEEE I 7 v
saVvBREERTEELLNDS, Ty bOMFETIOIIREEOM, REHE LT
M- 1 ~M-VIA M H S, M-I EAE o7z, FAOMERIZIIRECER T M-TT
T Eh ., EREWEIMVIO IV 7 o U BEEGETH T, TAK3T5 %7 v b, =
TR, AX, PLRORE FOFI 72y — A TCRESELFER, FBWET M-I DARK
BAEDLIL, B MFEEORBEHIIA N2 o T, FRENCITEIZ CYP1A2 BEE L,
Z DMIZ CYP3A4 R CYP2CH 7 77 IV —BE L TWAZ LB LNI R o T, 72,
TAK-375 IZFRRAH B T CYP o FRELZAEXIIFE T 2 BHEIEVEEZE X DN,

28, M-IIIEAM-TT (25, 88)R M-I 2R, 8S)D 2D T AT LA —nbIiR B H,
~UR, 7y NEROUHFOMPTIEE b &R, KBS M-T (25, 8S)& L THFET
DT EDBERINTND,

@ HEitt
TAK-375 2 7 v MZREAKRE Lz & & OFRT 72 B TIZIZKRT L, 5B D 59%H
FRIC. 31% M BICHEE S 72, MRA~OHEMIE 24 BEfEC 5% Tho 7o, H A Tik 168
METICERERD 7T7T%RRIC, 1%BEICHRt SNz, Lizdiso T, WThoEmick
WTHFHREIIR TH L LEZ bz, £, TAK-375 XIIRHEHITEALT » hO
Hticmmwmshiz,

3) HEHER
@ HEESEME
HEREBEERBRIT, 7y NEVAUTEB LR,
7 v N CTOBRSEIERIT R DS OBEIIHET 2000 mg/kg LA _E | M T 600-2000 mg/kg.
RN 5 D% AT, BET 20-60 mg/kg, T 60 mg/kg PA ETdh o7z, YL Tidk 2000 mg/kg
EFTROKE L THLREFNT RN,

Q@ RUHB5HM

Zy FT4EML 26 BRRAKREFERR L, 91T 4 8 & 39 BRROREZHER
BRAEEM LI, £/, 7y FTIX4BERROBREZOEBEERR T,

Z v b 4 BB (0, 10, 40, 150, 600 mg/kg/H) TiX, 40 mg/kg LA L CRIBREM
faDZefaqk, 150 mg/kg LA ECHIRMEMBOERIEN R LN, ZhboEiTnTh
LR THHZ 0B, Ty NEEERBR TR I,

Z v b 26 BEFEBR (0, 2.5, 10, 40, 150 mg/kg/H) Tik. 4 BERBR TR ONEZFTA
WZHNZ T, 150 mg/kg CHEREE 2 & 1 & FRRIEISHIIE DIEXR, Tl $ T; DIRfER O TSH
DOEENRRD LN, EEMEERIT4 RO 26BBRABR L HIZ 10 mg/ke/B & BT LTz,

P4 BEE RO 39 AMREE FRERE B, 0. 3. 12, 50, 200 mg/kg/B) TiL. 50 mg/kg



1.5 ERXEREROEERUMAROER

U ETIEM A X, 200 mgkg TIXALT OFELRD bz, EEEET 4 KV39
BRERBR E BT 12 mg/kg/B & HIEF LT,

® REHHEER
BRERERRAR, BLTFERLERBR, in viro AKRERBR, 7y b - <72/
KERBR K VT » b T UDS 3RBR % i L7z, Invitro e BAERFEABR CHIREMRICL 5 2Kk
VEBLEZODNAIREEREOEMMBRE NN, MoRBRIIVThbERETHY &
BRMERRT DFRIIED bk o7,

@ MARERR

TUAROT v NT2 ERRAOKRERER (w7 X :0, 30, 100, 300, 1000 mg/keg/A .
Z v b0, 15, 60, 250, 1000 mg/kg/B) % EhE L7z, FFIEEORA L2 RBEEEEM
237 2 TiX 100(7) 3 5 Vit 300() mg/kg/ B LA E T, T » b TiE 250() & 5 W i 60(HE)
mgkg/ AL ECTRONTZ, £, v T ATRAN—F—RIREORFAERMMBPFEOSHE
K UMED 100 mg/kg/ B LA ECRO LI, BiZ, 7> M TiE 250 mg/kg/ B UL ETREDRE
EMMiEORBBAERMNG R b,

BB ORBEBF LA ONICT 2 BT, Bk, v U AROT v MIBIT 2 iFEDAREH
BERBEIMERIC OV THEMICHRE L2/ R A L - THRE S LD TR R SEER O
IR R B NHBERFEA THE 7= ) NV EZ— L EEERILTHY, £z, E
PR ETBESR TSR0 & AFRER O R BUEE RN & 13T 2 2 & 3R SN 7o, AANCER
FHERR N L 2EDETELD L EENARERER TR LN FIEE OB RS
HERBFER THONDI T oE—T a3 VERICKVRBELZBOTH Y (T oHEICRHER
HZREATE F~DOIMBIEIZZ LS, EREEZTRRT 2 O TR L LT,

7y MBI 2 BRBMRECHKBERFTZRHALNITLEHNT, JR, 7y bold T
A RATaROEEEERFVEY (LH) BEREZER L, £OFR, LHP7 R b
ATFoREIEREMAMEECRBAEEEMARLON-HEL IZERICHAETET L,
LHREO LR RO Oz, Liado T, HREMEEILIT A AT VET &£
5 LTHOERITER L72EbEELXOND, 2D & 5 RBKRTH—TEEIFEROXR
AT 4T 74— Ry I REeNTHEFTRET LT v NORBREMIEEILE b~Ds
FHEICZLWZ ERRE<HMLNTEY, B bOEREITIENEEZEZ LD,

N—F =Tt P TRZFRICHIGET D2E SO0 > EEEFORE TH D, —F—
BRARIEIL~ 7 A CIIRBREEENMBRONTZN, T v FTIEFOELRENIZRL, v TR
BEOEMEZEZLND, LIEBo T, N"—F—ROBMEERII h~DIEEEE TS
FrR TRV &M L7,

® &EEEMFR
7y MBI 2ZBREECERE TOMBMERBEAEICET 238, (0. 6. 60, 200, 600
mg/kg/H) Tix. 60 mg/kg LA CHEBEWITIERFOE NS R LI, 600 mgkg TIXHEMAE
B BERBOBRMERR BN, BEATFEER PR AEICITREEIIR oo T,



1.5 ERXXIIEROBERURAEDER

L7ehi-T, EHEMERIL, BT 60mgkeg/R. M T20mgkg/H. IETIE 600 mgkeg/ B LA E
EHT L7,

Ty "R TIE - BREBEAEICET 2R BREFEM L, 7~ b (0, 10, 40, 150,
600 mg/kg/H) TiX. 150 mg/kg UL - CREM)OEEEMIME], IR~ =7,
ERBEREOFHANR N, vHF (0, 12, 60, 300 mg/kg/H) Ti%. 300 mg/keg/H
WCBWTHREEBRA I NICEEENEEEEORD 2 EBBH~OREB A LT
B, RBICRHTEEEIR O e hote, TNHLORRENS, 7 v NBEMR O - I5IR
WXt 2 BRI 40mg/kg/ B, VX BEMWMICR T2 EFHEREIT 60mgkeg/RH, T - JR
Bizxtd B EEMEEIT 300mg/kg/ B LA E & FERR LT,

T v MZET 5 HAER KR OCHAR OFAEIN NS B EM) OMEEIZBI T 5 3Bk (0,30, 100,
300 mg/kg/H) TiX. 300 mgkg HICBWTHERDOAEFROETEHR, KEE, By
{LDBIER A —T 27 4 —)V RIZEBT 2{TERRME E TOERFOERD R O DB ORE
HLIRITHERRIE~ L =7 BB Sz, £/, 100 mgkg LA ETHAEIRKEDIEMED Z 0358
Do, U EORR, BEMIcxT 5 EEEEIL 30 mg/kg/B |, AFEEEE TlX 100 mg/kg/
H., HAERIZH LTIE 30 mgke/ B &R LT,

® EFHERR
FLVECERERBRE DT v b OBFEFERR TIL, SILREBO N ho T, &
o A Z W RBIRBR TIIR VY U7 B REREO RBRE S RIT o T,
INSDZ NG, BHEERREIZRVW I EARRENE, B2, Ty MIKE 600
mg/kg/H % 4 B, HDWVITVMIZ 10 mgke/ B %2 1 ERKRAKRE U SR EEF KRR
TiX, REIC L2 BTERIRBO ONT, FEREFERELED bivier o7z,

@ KhoREH
E MNOERBHTHS M-I OBRLMEIZHONT, HATIL, 4 BEHRNEERER (0.
1. 3. 10 mgkg/H) L VBT LR, EHFTRIEIRO LT, EFEHERIT 10mg/kg
CHIMF LTz, F, BRIRNEREICEST Y MCRBIT AR - BRIERAICET AR5 (0. 10
K30 mg/kg/H) 1IZ8WTH, REMERONE - BIRICBWTESEFTRIERD T, &
BEMHEEFTWVT Y 30me/kg &ML 72,

YU E XY TAK-375 13X MT; KU MT, Z B EICKHT D8R EN S <  EREBMITIB VT,
AT b= L3RR Y ARE CORROER OS2 6T EREER R C2ERE OB £ /R
L. 7R BT L 0 | B TABRFHREREZ R Lz, —F. TAK-375 1213,
FEOR Y VT B RERECHEL v TV ARLIBESE, EFEE, EMETFEHED
BIRWI LRI NIz, B2, SEEERBRE R EEERERRIZN T, BRKHER
FEET D ETHICBEL R RIEED bhiehotz,

(3) FREKREER
TAK-375 OARBFEICHEA T IHERRBRO—BE LK 1.5-4 177, BRERICHIZ>T



1.5 BERXIIEROEEBRURAFORER

X, ARBNOREBAREIC 2D L9, 1.5-3 IRLETa 774D HE [GABALA XA
FIERT 2BEFEEPZER LERWVER ], TR0 L EMEENE, BERER, RBHERIR,
BREME., W Sbo%, REESE. HRmEl, 7ra—L e OEERERARRVWI L,
i, AEEHRERAY - OEANZOVWTRE L,

ARIOE 1 H~FMHERBRIIT X CTENTER L AR OBRKNRFR L R 5T L R
T 2D DEEMBRBREOFHHRABEB LS L LERBRINERBREZEN L,
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1.5 BREXEEROBREBRURBORR

Btk -

REMDRE [

BE 77 O R R
RTHEE
Th B aElE
RAonmEt

CCT001 (HF1I1H PSG)
EC302 (EIIA PSG)

_| EERMER PNFP002 (First night effect)
PSG (HEIRRER) TLO023 (First night effect)
— A TLO05 (% 14 PSG) [E]
4r 5T TLO17 (@im# PSG) (&%)
|| Iﬂg"é;ﬁ%gﬁ TLO021 (FmiiE PSGHsSL) [Z%]
R f A =2
& ) CCT002 (ZT/MHH) ,CCT003 (HEIMIH)
OCT002 (&H)
FEHN AT TL022 (RH#D)
] BEIR A (M%) TLO20 (JEmim#E sSL) [H%E]
TLO21 (FERMfHE PSG+sSL) [&%E]
TLO25 (& sSL) [H%E]
TLO69 (3Emafii# PSG+sSL) (&%)
AEFR, BIK _ .
RefE — WA ECCHE L FRTORER
Drug Effect TLO14 (EMIKTEBETE pilot) [5%]
| BRI || Questionnaire | TLOLS CEMIKERED)
Next Day Questionnaire
s CCT002 (% II/TTHH)
TLO21 (FE@EIRH PSG+sSL) [&5]
— TL020 (FEdiE sSL) [Z5]
- REER BWSQ TL025 (@l sSL) [B%]
OCT002 (EH#) EC302 (R#i)
CCT002 (3 II/IFH) , CCTO03 (FEMtH)
1 R B R 78 B TLO21 (GEEig PSG+sSL) [H%]
H ORBMEFE 7 — TL020 G sSL) [5%]
TLO25 (i sSL) [BE]
OCT002 (M) EC302, TLO22 (FH#i)
CCT001 (£ 1FH) ,CCT002 (% /M)
HEEHEE (DSST), TLO05 (3 48 PSG) [H%]
= BENE - BB EORE (VAS) L TLO1T (ElinE PSG) [£%]
HEhFEITRRIIRE TLO21 (GEflhE PSG+sSL) [£%]
EC103 (V' V7 o U %tHR)
OCT002 (JZi) EC302 (RE#1)
- EC301 (V&7 m > xih)
— BB ADDE SRR R A — TL060 (¥ /&7 AHER)
EC103 (V' VZ7 a2 %fR)
Memory Test TLO05 (#1148 PSG) [H3E]
—  SRiEREREE |- (Immediate Recall, |— TLO17 (&if& PSG) (&%)
Delayed Recall) TLO21 (FEmMs PSG+sSL) [£35]
EC302 (EH#i)
EC301 (Y B 1 o %tR)
TL060 (VL ¥F A%tHR)
ECI103 (Y'E'Z 1 L %tHR)
s PEIR 2RI FEMPIRARIERIEE. L 7030 (MENRREAEREDLSE(RRE)
RIFTEE Bk B R fAf L % TLO038. TLO68 (COPD)

FILa—)LEDEA

FEERE (DSST),
Memory Test

TLO28 (= # /—IWMAEER) [55]

TLO43 (= %/ —AfEER) [B35]

CCT001 (EPE I H)

RN §-y  PSC (EIRRE=) TLO17 (% PSG) [£%]
EC302 (&)
<FEAl 5 iE> <HEBRA >

TFF  BRRE. 87 AEER
(%] . &&2&R

& 1.5-4 TAK-375 ORFEITHEBEELEEZONDIEERT—4
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15 BREXIIRROEERUREORE

1) ERESERBRR

D EIARE (CPHO07: 5.3.1.1-2, CPH001:5.3.3.1-1. CPHO002: 5.3.3.1-2. CPHO006:

5.3.3.1-3, CPHO005: 5.3.3.3-1, CPH003: 5.3.5.4-13)

FERRRBR R OVEA COBBRRBRERZ B E X BARICBWTE [ HEERERABREV
RE#RSGRREER L, B, REOXEOBRN. mHAE 32mg) OBRE. mlmEx
R L UTRBR, SR REE AW KBRS £ LTz,

TAK-375 (T3NS TI S0, RECIED Tooax (347 1 R, £ M-TT D Ty 135K
AL VK 03~0.5 Bk Th o7z, FRHIIREBESH 1 BE, M-I 258 2 B
ThHY, REREICIH2EBEIIBRD N »o Tz, REMER M-I @ Cpay 2 Y AUC
DFEIEIX 0.3 mg~32 mg ODHEFFE T, FIFTREEBOMWIMIHENER LT,

BEIZLY TAK-375 O T (3O TNITEE L, 72RED TAK-375 ORBEEIKE L
EZDFREMITIEETERDP 272600, RFIZIDBBEDOEIIL Cpx TIHRIFELAE
H BT, AUC T 30%ERED LR TH-o Tz,

F o, REAED Crax XV AUC 1, FEREE ITHAERE DD 31% K T 85%m\ MH
L,

WTNORBRICEBWTH EBLEEERREREOREDILICESTEHEFRITRL.
32 mg T CAFHENRD Oz, BREENEBMED - ZBERZ., TIRR). EAR
D) MER] THY BBOONEZEEADIZ LA LIIRECTC—EEOLDTHoTz, T2,
R, NA A 2 LB CHERMICHE L 22T IZA b e o T,

@ HEIHEHEE (CCT001:5.3.5.1-1)

BHETRIRIERE GEERE) 25 L L, TAK-375 (4, 8. 16, 32 mg) XiX77tR
D2 BE#EE%E 55 $l7 0 24— —FHF A U CEM L, PSG 2 X A EHRMER T
A—F OFHli#AT T2, ZORR, TAK-375 BERBICBWCEEFMEER Th 5 ERE
RHZRBVT 4 mg~32 mg CAERAERGHELIRD LIV, 8mg RV 32 mg &5 TIET T
RSB LT 10 50 EOFERERER OEMEIFRD bl

CORRNG, AENL 8mg LLETHEHTHE LEZx LN, T, KEICKITZEIH
BROFEMARRICEBNTS Smg L EOAETHEIMEICEMIZLAEALN RN STZZ &
EBRTDHE. AAORABRRKISHBRIIBETHY ., 8 mg Ul LORETIIAROBRITT
TFh—IZETBHEHLOLEFRISN, 4 mg TIEHEFHMCHERETIERhobDD, LPS O
ERERPRD b, Bl EFMEEM LS I/IMERRICBON TR 78R, 4 mg
RO 8mg #RitHE L L, BRMERERICET 2HEBERICELHRT S L L bICHR
DORFEEJFETITO Z & & LTz,

TRTCOABIIBW T BEERFEFZR VP LICE A EEROER IR D LN
Dole, BAEMBEEOR P> T-AEERIT. BERK. BR., BEIRTHY . EEEIZ OV T
8mg D 2 Fl (Fls - G R OMER) BHEETH oM, TOMITTXTRE THo 72,

® F /MR (CCT002: 5.3.5.1-2.1)

BERIREBREZXRE L, 7R, TAK-3754, 8mg)% 14 FMZE LI-0b, %

12



15 ERXEEROEBRURENERE

NENT 7R —>4mg, 4mg—8mg R 8mg—16mg ITHEELCHEIZ 14 AEEEL, &
HEROZEMEERE L, FORBE, AEOFETIMEE CHIERREEICLSH
HROMERER (55 1 BB OFEHME) 2B\ T, FAS BIFf T3 7Rkt 2 Rk
RS OB RIZA DN D -T2, L L, HEIRER O B EAVFEM A & » AR ER T
XTWHEEZONDHAER (B sSL OEEIN+30 S LANOBE . BRHEN 3 E
KEOBE, XY VT UREREORTAEN2VEE) O TIX, TAK-375 8 mg
77 RICHE_REEICERBELEMHE L (78R3 LT 5~8 5 DEHE.
4 mg IZRWCIREIRERE 2 EMET AHmB AN, T ERLEOFEETRD LN
o,

HER% D sSL DFEHZL BT, 75 R —4 mg T-6.047.4mg —8 mg T-3.8 %7, 8 mg
—16mg TA484THY, HEZWIE L7~ 4mg —8mg K8 mg —16 mg DE{LEIE

T RBEE#IC4mg OBREPBRBINTZEBOEEE EES O T2 7,
HEBEZOEBFRII. 77t R >4 mg#E 4—8 mg RN 8—16 mg B TEN TN 42.1%,
42.5% K0 41.8%Th v, RRBHEVEETELWVWEEFLITITIEN 12.4%, 102% KT
122% Chotz, BEHEOEN - AEFRIL, BWHEK, P MY 7Y &) FEM,
fEIR, R TH Y . %®1&58i%ﬁ2i¢%ﬁf%otﬁﬂa:Etﬁ%@%¥ﬁf
SER, 4mg, 8mg#sE) RUOE¥ (4mg. 8mg, 16 mgkE) ICRII D FEELREE
BE DREHIR VT, 77??&0%%ﬁﬁﬁ@ﬁmotﬁi$ﬁi@%1%oto

@ FM#ARR (CCT003: 5.3.5.1-3.1)

BMETRIRERE 2 RICT 7 R 25 R L LTz TAK-375 @ 8 mg ¥ 5RO A 30 % R
35 BT, ERALTEICL 5 B ENERER (sSL) Z#iHMEHBIZE S L TR L, 23,
CCT002 Dt RZREE 2, sSL OB Il H HBEMMICER CE2BELRIRT S 72
W, RINEEEIC TBIEH O sSL OFBND 30 7L N &z TERE LT,

FEFMER & L5 1 BB D sSL X, 77 B REERFT 65.69 77, 8 mg HERET
61.15 3 &, FDZEIZ-454 HTT 7 ERCH LTHERENRD OIL, 8 mg REDFL
HERRIES N, BE52BB D SSL X, 7T ERFEERET 5947 47, 8mg H 58T 57.11
S EEEERICH ST b ODERREIIALNR -T2,

—ﬁ‘W%&U@ﬁﬁﬁmﬁﬁ’%L13y7?47yzwﬂﬂﬁrw’%wfi &
E1BETT7EREDEIT-477 57, BE2HEBIZBWTIZ-436 0L WTNDRFRIZ
WTHEE &%mw%htoit\ummﬁw$%(wmuT)uowT%H%;\H
HE1BBTTI7EREDEIT-S100, &5 2BBIZBWTE-3.23 5 W TFNORERIC
WTHEE &%#%6nto

A 1 BOREER = & 1 EMS 25l L2 PGLIZKBW T, PGl & 27X, 7&K
k%ﬁbf%lﬁ&w%ZL WTNIZEBWTHOAERREEN A O, FEREA I
WT, TEFOXE] 2R AETOHEATE 1 BELUOE2HOWTIALAE &&%m
bz,

HEEZORBEHEILT T EHRT20.5%, 8mg T264%THV, REBREEETER
WEHEBHSORBEMEEILIS TR T 7.1%, 8mg T1.8% Th-ol-, REHEEDOE M- H
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1.5 EBRXEEROEEBRUMREDER

EELQL, AFEER, BRTHY, WTNLREIFEETH -7,
® RHRS5HEE (0CT002: 5.3.5.2-1.1)
B IERIREBE 2RI TAK-375 4mg R 8mg Bt E L L. WRR+o25GE
1213 16 mg £ TOWERE 21TV, 24 BRAKRE Lo REMER OBEIMEEZRET LT,
sSL DHERLIL, BLEH D 72.86 530> b 5B I LB AR AN MG L=, 16
WLABIZ TS h—IZEE L, 24 B TIX38.70 43 L BEH NS 35 DEM LTI, ZOREMN
b, AREIOMEREENRIIEHFEMERF I, MEIERINR2NbOEE L BT,
BEFRIL 7T74%RBBE LR, > BIEREL ORRBEREPGETE RN >0 b DI
11.6%THY, WTINLBEXIFEETH-oT2, BEHAEOEN > HEERIT, £X
BEORE, MBTHY, REREGCIVEBREEO LRIIAON R o7, 2, RYE
RO FTRRAT2HEERERIIALDNRI -T2,

2) By ER KRR
AR OFHER CRER MR T D7D, WHRKRARO 5 b, EMEEREEEICE
JRER, MEIRR MR BE ST SR etk BEPAEMEITR RIS D K ek,
BRI T 5B, EVHEERRR, —BERRICHT 2 RETHR, RAKSRO
REMREORBEMATLIZ L L L,

D EPEERTEEORER (TL014: 53.5.4-1, TL015: 5.3.5.4-2)

BEEH, ERE IR LRRICEROBEDH 5 14 HlOWBRE B TEMR Lz, %
BRE 121X TAK-375(16, 80 XiX 160mg), bV 77 (025, 0.50 XiX 0.75mg) XX 7" 7 &
ROBRERAKRGEZTol, TXTOEREIZ, VA a7y MRICERO 7TBEOK
BTV, BROREBICL o TREFEZFTME L7, ZO/RE. TAK-375 ZEKAED
20 BEREETESE L THIRFEERTEYEFHE T A —F LT T EREE L OEWVITR
Dophole, —H, RBELAEZNITY LI 7 EREORIC, TNHDNRT A—
ZIZRBWT, RRHERD 24 K2R TRERIGHER A bz,

@ COPD R UREIRBFRIMMIRIE B FIZH T 5R M (TLO039: 5.3.5.4-3, TLO38: 5.3.5.4-4,
TL068: 5.3.5.4-5)

R BN 12OV T COPD B K ONIERR B IR FE B RE R H 2 1 BRI L7z,

COPD BEIZBWTik, 2KMDOFY Sa0, (BAREERMME) 2 EEFHER & L.
7F &R & TAK-375 16 mg IZZTH LN THFRIHZE LenwZ Eanahi, ¥,
R 1 K Z & @ Sa0,, FHEIRELME (EE, REM, Non-REM) (Z331F % Sa0,, REIRT 1
Refl] & & D HEREDR - (KPER DEIEKOWTI S 7T R & TAK-375 16 mg IZZEIXAH b7
Mmoo,

REE A A7 S P I i (B FR R 12 38 T, BEEAR P oD B PR {EG IR IR Fi5 35 (AHIL : Apnea/Hypopnea
Index) ZXEFMIER & L. 7T &R L TAK-375 16 mg (22T A S U EREE X KRR
REEEIERNT EBRENT, £, RIP (Respiratory Inductance Plethysmography)
NG A—5 (PR, PAZEMEER, BRETERR, EFER) OWThe 77 'R

14



1.5 BERXEIERORBRUFHROER

& TAK-375 16 mg DHEBREEIZEITA bR 2Tz,

® BRAXRICEAT 2HER (EC302: 5.3.5.1-4, TL005: 5.3.5.1-7, TLO017: 5.3.5.1-8, TL021:
5.3.5.1-9, EC103: 5.3.5.4-6)

VRAOEBDEEZRETT 270, BEVEEITRES. EE#ERE (DSST). VAS ZH
WEBEROREZTML, IRy e LB L TERENROFELRE
5% a7}

TAK-375 #E5%OEBEETENZ. 77 ERBEERLVARICET LY, £201R
EiXersarg&E5RE0 /N Ehotz,

EEMEERE (DSST) HEHORBRTEML ., WTIORBRIZEVTH TAK-375 &5
W EXDEBBEOCERIIA LN M oTe, —FH. Y EZ o VEERHTIIT 7 BRIZHART
BEREEBECKRTRAALNE,

VAS % RV TRl L 72 TAK-375 5% ORERCRERIL, 77 R REGFLAFTH
o7z, TAK-375 BEH T—HORE (BN TWn5, B o1F, BHOEENEV) Of
ERTITEREERFLVRES BEERALONEBR—BED LD THoTz, LI2B T,
TAK-375 i3REE R OBREICITEALBEE LW EE X DT,

UEDFERMN G, TAK-375 I3RABRICOT I RBEDNREZRTAEEIIHDIBDOD,
BEFOMEIRIE & b L TEORE I/ NEWEEZ BT,

@ XPMAEERARER ( TL007: 5.3.3.4-1, TL009: 5.3.3.4-2, TL049: 5.3.3.4-3, TL034:
5.3.3.4-4, TL036: 5.3.3.4-5, TL035: 5.3.3.4-6, TL026: 5.3.3.4-7, TL027: 5.3.3.4-8, TL024:
5.3.3.4-9, TL033: 5.3.3.4-10, TL037: 5.3.3.4-11, TL028: 5.3.3.4-12, TL043: 5.3.3.4-13,
TL050: 5.3.3.4-14, TL054: 5.3.3.4-15, TL056: 5.3.3.4-16, TL070:5.3.3.4-17)

TAK-375 OFRBHTIZEIIC CYPIA2 BEELTWAHZ LA 6, CYPIA2 #fHET S 7
NARXFH I EOEYHEAEERRBREER L7z, TAK375 % 8 mg #E L7 L&D Cpay
EOAUC X, 7ARFH I (200 mg) PRRARFICEMBERICHELENTH 28 K
N 83 fZ I8N L7z, ARBR TIX TAK-375 & 7 VR F 4 I OGRS & 72 5 BIER
B NPT b DD, TAK-375 X7 NVARFH I EHATHWSRE TIERNEE
2. WAXECBOWTINVRIS I VERSTORELRTE LT,

72, ZOMIZ CYP FHER (F haF Y —i, ThaFy—N, TAFEXEF),
CYP A (V7o FATFTV =)L), ERBEE GFAIaRXA T 7,
TATZ4V Y, IFITA ONTFr I, VIAFV 2F ) —)V) ROBEKRTHA S
NAFAREERHIER (AL TV, HARARUF U, RRRUNL, IAVET L) LD
MHEERZRE Lz, V7 7 v & OFFA TIL TAK-375 @ AUC (3B EREL Y
#9 80%3IBib LTz 208, & DO IRK & D Tid TAK-375 @ AUC DZEALIL 0.7~25FTH
V. TAK-375 OREEROEHEDOTa 7 7 A MITITF LWREETEZXRVWEEZ LN
7o E72, WThOEMEEERARBRICB O THRIERAOBHRIITEMIE S - AR S
TREREITRD o7,
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1.5 BRXEREOEBRUHREDER

® —REFIRIZxT 28E (PNFP002: 5.3.5.1-5, TL023: 5.3.5.1-6)

—EBHERIRE BT AEHEIC OV TIE, PSG (2 X 2 HERERF 2 T EFHHTRE & Lz
SMETO 2 BB THRET L7, PNFP002 Tit, MEIRERHIL 16 mg R 64mg HETT T &
REEL B L CZENZNK 10 5, BEICENE L7z, TL023 TiX, 8mg#HEA T 16 mg BT
TTERBEHBLTENZNRNS AR U S M L. 8 mg HETHRERRD b,

® BHRSHEER (EC302:5.3.5.1-4, TL022:5.3.5.2-2)

1BPERIRIEBE 2 X RIT, TAK-375 8mg XIX7 7R % 6 » AFES LIROFME
BROZEMEEREH Lz, FBEHR OB RAEREERO VTG 77 2RI BB R EHE
DR bNT, BEREROEMHIIRERGER 1 BB OBOOLN, TDHE 6 » AIZHT
S>THRfE LTz, AEBEROBREITS 7 R EEH T 50.7%, TAK-375 & E5H T 51.8% T
holz, 7RIV bREBABEOE P> L HEERII LKERY, DT, HR
RORESEETH T,

1BPERIRE BB 2 3 RIZ TAK-375 8 mg Xid 16 mg % 1 FEMHEE LEEROBFMER L
EMERFT L, 8mg (BlE) RN 16 mg GEFEERE) Ok 58 TH EAEIRER O
EfR O EENSERBROEENRD bz, ZhboRiz, #52~3 A TS S
F—ic@#E L%, P tb 12y AICbly BIFICHB L., 20O, MREOMEIA
biiginotz, BREEEOB»-T-AEERIT. BHH. BIR, SEEA, EXOERE, #
FTHY . INLOERIZOVTIHAMBELR & I L TRBER CHREARNE VD OIXAR
Mofe, £c, AEFRORBBEREHHOBRFTE VT, RPREGICE LRI EEHEED L
HIIRO oo,

@ WikiEREE TOXDMERR (TL030: 5.3.3.3-4)

BRE, FPEERVEEOBEMEREELZS T OHRERVENEREICKIT S TAK-375 O
EMBREERET LTz, ZORER. REAEI M-TT D Cpoy KT AUC IZEHREREE 02
BEIZEZ2BALNREBTIRON RN T, £, BEFLORBBERIINTHOHKBRELERIC
BWTHEBILTWe, Ledo T, BMERELFT58FICIBVT TAK-375 OFE
ERETTHMLBIIRNVEE LN,

R ®REE TOEMBBEE (TLO029: 5.3.3.3-3)
BREROCHEEOHBEREZ G T 5HBREICH T 5 TAK-375 OXVEEL R LT,
TAK-375 @ AUC i3, BEOI#EREE 2 F T 5 HRE IO CTRERANMIEE L, #3.5
FiEmL ., PEEOHFBEREL AT OHREICEBW I 10 F8M L, T bk
BREEFICBOWCRBEL R3EEERIIRO LN P b OO BEW NCHEEDOFF
HWHEEELZ AT 5REFIC TAK375 2B ETHGEITEEPLETHLI Ex2 bR, L
e o T, T XEOER LOEBEOEIZIBWT, H#EEELET 2 BE A% HEH
TOHHAREEIRSTIEEZRR L, 2k, BEOIF#ERESE (Child-Pugh 745 C)
EHTABEBRE BT D TAK-375 OREM R OCEMBBBIIRFT S LTV 2w,

16



1.5 ERIEERDERRUREDER

Bk, SE. KR OBRRBREIC L ) RO, ERMSHRSNEZ &h
B, B 152 IRTHE - SR, Ak - AECHWET S LOTHS,
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1.5 BRIEEROEERUVFEEOREE

F1.52 Zhee - DR, RiE - BAE

oYL AGE8mg (T ANTAY)

ERAERS (1) HEDRSESFERKHR

RIREEIZ 31T 5 AIREE OE

WE. BARIZT AVT AL LT 1HE 8mg ZRERNICRE R
&5+ 5,

18




61

& 1.5-3 BAROBEE

HERIREE
W& 7 Ofh DO FFE
BERORBRFIE T
Loy -g ETTEE
EMFERRFERCET EHAR
= EES
REMRE T
P EEMT HRR
EHE |BIRAIERERR B
EEMEFERR
 ij o ESZE
E [l 5 F AR
RIERSEHEAR
BELEMERR
B | ARMERR
AETESE A MR
TR R B
Z oMo BEERER
ESER |5 [ fHE W AR | HER SRR CPH001
EAIREEY AR SRR CPH002
EHAROHEERUVRER SRR CPHO006
| BEPEES T LB E L7-PSCRER CPH003
| BEE LB 5 REE AR CPHO005
PSGIZ & 2 B RIGAER CCT001
R OB RERR CPHO007
o | KPR TL060, EC301
—IEMERIRICA T BPSGIZ L B AR TR Ltk DRE |PNFP002
Driving performanceiRER EC103
ERIFBEERE DRAR TLO15
FEAR P R E B o3 B R &ttt OREt TLO039
. . BEMEEMRRICH T 5 E2EORE TL038, TLO68
B I/MERASR| AA |8 EAOFMIC L 2HRERIGRE CCTO002
AR |H$E%&53ﬁ 0CT002
| RAERBR CCT003
| B | —BHRREIC T 2R TL023
‘ RHRSHRER (R TL032
RIH5HER TLO22
| LB 538 EC302

BHOXENTEHIOYERIKEH 1



1.5 EBRIXIEROBBRUMAEDER

1.5.5 ABRAEBKFEDRER

TAK-375 OBEFRICEEL. UToxt@EshE (BREH) 21772 I
| EElesliye [
DWTHR LTz, MRS RUSHGE 2.5.1 TIZEEH L,

e B BIEN [

2%d B3 Bl N GEED)

T =) A e

2 B BN [

ed B B R R

1.5.6 FRUVERE

1) FEREREBE, o OREER VAR

1) BFEORVISTFHEELVRRUVIERVIYSTHEVRBRERE S RESEARFZ
FTH5HHROEREETHD
TAK-375 i3@mBAIMERA 7 b=V B MER(=U MV HEIKDO A 7 b= Mel;,/Mel; TBE KT
b b MT; RO MT, ZRE)NCRIRIERAT D7 T=X b T, GABAAXAEZIILD, £
OMOFE~L DFRECERBITIIFEL 2V, TAK-375 2V AVRORaZ&kETLH L, AR
FH R MER R LTz,
GABA, S ABITIER T 2BEFOMERE CHIE L 2 2 iR FE, FEEE. HREsE
EERLRWIERRBINTE, b OEKBERBRBE LY. TAK-375 [ZEBERECEEK
WCHRLNDEMERZFR LICK VH LW IERE & L CORFRAENTE I N,

Q) BEREBRI SOBHMRUERN

1) EMEEFELA AL
W R FBEEFIIC TAK-375 (160mg : ERIRA&D 20 f5)% &5 L TH. Drug Effect
Questionnaire %2 L 2 WYREHMENRT A —F (3T TR ERBE T, BBAEAED 2
~4REDORABTIRERZTRTHBUERO V) 7Y T AL IIREL BERDRBERE LI, AF|
IEMREREZ RS RV ENHER SN,

2) BEEERZFTRILL
R PT B HRERAEE (BWSQ) AW THH LR, TAK-375 (4~16 mg)
BEDIE#%IZ BWSQ A TI3E(N T2 Z L7, 1BREIRKELEZED DV IIHEE R %2
A LT,

3) REBEMERIEAZ LY
TAK-375 O#5%2HELTYH sSL BERE TS Z Liddked, ZEEHMEZBLTUIE—ET
bole, £, 77 ERMREBRBRICIEWT, BRBEHO sSL 1377 R L EiT o
7o LPS ZRAWZFHEICBWTHRRTH Y . KEMERIRIZA R o Tz,

20



15 BRXIZROBRBRUREOER

4) BRRBRADS L
D BBEETED : TAK375 ROV E7 043752 RI2h L TR0 8 8= E(TaE
HIAEBIET L2, FOREIRY 7 BEBIV/INE1oT,
@ EBWEERE (DSST) : TAK-375 REC L AEEHECELIHRLNARD-T, F
o, YEI7urBE#O DSST 2aT7 @377 B RBESICHRTHEREICET L,
TAK-375 BERICABRIETIXALBNRD o7z,
@ VAS (BEMERUBRICRETER) : —HOBE ELTW5, &Y oiEVn, HOE
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FDA Approved Label 10.20.08 ROZEREM (ramelteon)
NDA 21782, S-008, S-009, S-010

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ROZEREM is indicated for the treatment of insomnia characterized by difficulty with sleep onset.

The clinical trials performed in support of efficacy were up to 6 months in duration. The final formal
assessments of sleep latency were performed after 2 days of treatment during the crossover study (elderly
only), at 5 weeks in the 6-week studies (adults and elderly), and at the end of the 6-month study (adults and
elderly) [see Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION
2.1 Dosage in Adults

The recommended dose of ROZEREM is 8 mg taken within 30 minutes of going to bed. It is recommended
that ROZEREM not be taken with or immediately after a high-fat meal.

The total ROZEREM dose should not exceed 8 mg per day.

2.2 Dosing in Patients with Hepatic Impairment

ROZEREM is not recommended in patients with severe hepatic impairment. ROZEREM should be used
with caution in patients with moderate hepatic impairment [see Warnings and Precautions (35.6), Clinical
Pharmacology (12.4)].

2.3 Administration with Other Medications

ROZEREM should not be used in combination with fluvoxamine. ROZEREM should be used with caution
in patients taking other CYP1A2 inhibiting drugs [see Drug Interactions (7), Clinical Pharmacology

(12.5)].
3 DOSAGE FORMS AND STRENGTHS

ROZEREM is available in an 8§ mg strength tablet for oral administration.

ROZEREM 8 mg tablets are round, pale orange-yellow, film-coated, with “TAK” and “RAM-8” printed on
one side.

4 CONTRAINDICATIONS

Patients who develop angioedema after treatment with ROZEREM should not be rechallenged with the
drug.

Patients should not take ROZEREM in conjunction with fluvoxamine (Luvox) [see Drug Interaction (7)].
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5 WARNINGS AND PRECAUTIONS

5.1 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 ROZEREM. 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 ROZEREM
should not be rechallenged with the drug.

5.2 Need to Evaluate for Co-morbid Diagnoses

Since 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 cognitive or behavioral abnormalities, may be the result of an unrecognized underlying psychiatric or
physical disorder and requires further evaluation of the patient. Exacerbation of insomnia and emergence of
cognitive and behavioral abnormalities were seen with ROZEREM during the clinical development
program.

5.3 Abnormal Thinking and Behavioral Changes

A variety of cognitive and behavior changes have been reported to occur in association with the use of
hypnotics. In primarily depressed patients, worsening of depression (including suicidal ideation and
completed suicides) has been reported in association with the use of hypnotics.

Hallucinations, as well as behavioral changes such as bizarre behavior, agitation and mania have been
reported with ROZEREM use. Amnesia, anxiety and other neuro-psychiatric symptoms may also occur
unpredictably.

Complex behaviors such as "sleep-driving" (i.e., driving while not fully awake after ingestion of a
hypnotic) and other complex behaviors (e.g., preparing and eating food, making phone calls, or having sex),
with amnesia for the event, have been reported in association with hypnotic use. The use of alcohol and
other CNS depressants may increase the risk of such behaviors. These events can occur in hypnotic-naive
as well as in hypnotic-experienced persons. Complex behaviors have been reported with the use of
ROZEREM. Discontinuation of ROZEREM should be strongly considered for patients who report any
complex sleep behavior.

5.4 CNS Effects

Patients should avoid engaging in hazardous activities that require concentration (such as operating a motor
vehicle or heavy machinery) after taking ROZEREM.

After taking ROZEREM, patients should confine their activities to those necessary to prepare for bed.



FDA Approved Label 10.20.08 ROZEREM (ramelteon)
NDA 21782, S-008, S-009, S-010

Patients should be advised not to consume alcohol in combination with ROZEREM as alcohol and
ROZEREM may have additive effects when used in conjunction.

5.5 Reproductive Effects

Use in Adolescents and Children

ROZEREM has been associated with an effect on reproductive hormones in adults, e.g., decreased
testosterone levels and increased prolactin levels. It is not known what effect chronic or even chronic
intermittent use of ROZEREM may have on the reproductive axis in developing humans [see Clinical Trials

(14.3)].

5.6 Use in Patients with Concomitant Illness

ROZEREM has not been studied in subjects with severe sleep apnea and is not recommended for use in this
population [see Use in Specific Populations (8.7)].

ROZEREM should not be used by patients with severe hepatic impairment [see Clinical Pharmacology
(12.4)].

5.7 Laboratory Tests

Monitoring

No standard monitoring is required.

For patients presenting with unexplained amenorrhea, galactorrhea, decreased libido, or problems with
fertility, assessment of prolactin levels and testosterone levels should be considered as appropriate.

Interference with laboratory tests

ROZEREM is not known to interfere with commonly used clinical laboratory tests. In addition, in vitro data
indicate that ramelteon does not cause false-positive results for benzodiazepines, opiates, barbiturates,
cocaine, cannabinoids, or amphetamines in two standard urine drug screening methods in vitro.

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections:
o Severe anaphylactic and anaphylactoid reactions [see Warnings and Precautions (5.1)]
o Abnormal thinking, behavior changes, and complex behaviors [see Warnings and Precautions (5.3)]
e NS effects [see Warnings and Precautions (5.4)]

6.1 Clinical Trials Experience

Adverse Reactions Resulting in Discontinuation of Treatment
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The data described in this section reflect exposure to ROZEREM in 5373 subjects, including 722 exposed
for 6 months or longer, and 448 subjects for one year.

Six percent of the 5373 individual subjects exposed to ROZEREM in clinical studies discontinued treatment
owing to an adverse event, compared with 2% of the 2279 subjects receiving placebo. The most frequent
adverse events leading to discontinuation in subjects receiving ROZEREM were somnolence, dizziness,
nausea, fatigue, headache, and insomnia; all of which occurred in 1% of the patients or less.

ROZEREM Most Commonly Observed Adverse Events

Table 1 displays the incidence of adverse events reported by the 2861 patients with chronic insomnia who
participated in placebo-controlled trials of ROZEREM.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in clinical trials of other drugs, and may not
reflect the rates observed in practice. The adverse reaction information from clinical trials does, however,
provide a basis for identifying the adverse events that appear to be related to drug use and for approximating
rates.

Table 1. Incidence (% of subjects) of Treatment-Emergent Adverse Events

MedDRA Placebo Ramelteon 8 mg
Preferred Term (n=1456) (n=1405)
Somnolence 2% 3%
Fatigue 2% 3%
Dizziness 3% 4%
Nausea 2% 3%
Insomnia

exacerbated 2% 3%

7 DRUG INTERACTIONS
7.1 Effects of Other Drugs on ROZEREM

Fluvoxamine (strong CYP1A?2 inhibitor): AUC.ins for ramelteon increased approximately 190-fold, and the
Cmax increased approximately 70-fold upon coadministration of fluvoxamine and ROZEREM, compared to
ROZEREM administered alone. ROZEREM should not be used in combination with fluvoxamine [see
Contraindications (4), Clinical Pharmacology (12.5)]. Other less strong CYP1A2 inhibitors have not been
adequately studied. ROZEREM should be administered with caution to patients taking less strong CYP1A2
inhibitors.

Rifampin (strong CYP enzyme inducer): Administration of multiple doses of rifampin once daily for 11 days
resulted in a mean decrease of approximately 80% (40% to 90%) in total exposure to ramelteon. Efficacy
may be reduced when ROZEREM is used in combination with strong CYP enzyme inducers such as
rifampin [see Clinical Pharmacology (12.5)].
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Ketoconazole (strong CYP3A4 inhibitor): The AUCy.inr and Cpax of ramelteon increased by approximately
84% and 36% upon coadministration of ketoconazole with ROZEREM. ROZEREM should be administered
with caution in subjects taking strong CYP3A4 inhibitors such as ketoconazole [see Clinical Pharmacology

(12.5)].

Fluconazole (strong CYP2C9 inhibitor): The AUCy.ins and Cppax of ramelteon was increased by
approximately 150% when ROZEREM was coadministered with fluconazole. ROZEREM should be
administered with caution in subjects taking strong CYP2C9 inhibitors such as fluconazole /see Clinical
Pharmacology (12.5)].

7.2 Effect of Alcohol on ROZEREM

Alcohol by itself impairs performance and can cause sleepiness. Since the intended effect of ROZEREM is
to promote sleep, patients should be cautioned not to consume alcohol when using ROZEREM [see Clinical
Pharmacology (12.5)]. Use of the products in combination may have an additive effect.

7.3 Drug/Laboratory Test Interactions

ROZEREM is not known to interfere with commonly used clinical laboratory tests. In addition, in vitro data
indicate that ramelteon does not cause false-positive results for benzodiazepines, opiates, barbiturates,
cocaine, cannabinoids, or amphetamines in two standard urine drug screening methods in vitro.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

In animal studies, ramelteon produced evidence of developmental toxicity, including teratogenic effects, in
rats at doses much greater than the recommended human dose (RHD) of 8 mg/day. There are no adequate
and well-controlled studies in pregnant women. ROZEREM should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Oral administration of ramelteon (10, 40, 150 or 600 mg/kg/day) to pregnant rats during the period of
organogenesis was associated with increased incidences of fetal structural abnormalities (malformations and
variations) at doses greater than 40 mg/kg/day. The no-effect dose is approximately 50 times the RHD on a
body surface area (mg/m?) basis. Treatment of pregnant rabbits during the period of organogenesis produced
no evidence of embryo-fetal toxicity at oral doses of up to 300 mg/kg/day (or up to 720 times the RHD on a
mg/m” basis.

When rats were orally administered rametteon (30, 100, or 300 mg/kg/day) throughout gestation and
lactation, growth retardation, developmental delay, and behavioral changes were observed in the offspring at
doses greater than 30 mg/kg/day. The no-effect dose is 36 times the RHD on a mg/m? basis. Increased
incidences of malformation and death among offspring were seen at the highest dose.

8.2 Labor and delivery
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The potential effects of ROZEREM on the duration of labor and/or delivery, for either the mother or the
fetus, have not been studied. ROZEREM has no established use in labor and delivery.
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8.3 Nursing Mothers

It is not known whether ramelteon is secreted into human milk; however ramelteon is secreted into the milk
of lactating rats. Because many drugs are excreted into human milk, caution should be exercised when
administered to a nursing woman.

8.4 Pediatric Use

Safety and effectiveness of ROZEREM in pediatric patients have not been established. Further study is
needed prior to determining that this product may be used safely in pre-pubescent and pubescent patients.

8.5 Geriatric Use

A total of 654 subjects in double-blind, placebo-controlled, efficacy trials who received ROZEREM were at
least 65 years of age; of these, 199 were 75 years of age or older. No overall differences in safety or efficacy
were observed between elderly and younger adult subjects.

A double-blind, randomized, placebo-controlled study in elderly subjects with insomnia (n=33) evaluated
the effect of a single dose of ROZEREM on balance, mobility, and memory functions after middle of the
night awakening. There is no information on the effect of multiple dosing. Night time dosing of ROZEREM
& mg did not impair middle of the night balance, mobility, or memory functions relative to placebo. The
effects on night balance in the elderly cannot be definitively known from this study.

8.6 Chronic Obstructive Pulmonary Disease

The respiratory depressant effect of ROZEREM was evaluated in a crossover design study of subjects
(n=26) with mild to moderate COPD after administering a single 16 mg dose or placebo, and in a separate
study (n=25), the effects of ROZEREM on respiratory parameters were evaluated after administering an

8 mg dose or placebo in a crossover design to patients with moderate to severe COPD, defined as patients
who had forced expiratory volume at one second (FEV)/forced vital capacity ratio of <70%, and a

FEV, <80% of predicted with <12% reversibility to albuterol. Treatment with a single dose of ROZEREM
has no demonstrable respiratory depressant effects in subjects with mild to severe COPD, as measured by
arterial O2 saturation (Sa02). There is no available information on the respiratory effects of multiple doses
of ROZEREM in patients with COPD. The respiratory depressant effects in patients with COPD cannot be
definitively known from this study.

8.7 Sleep Apnea

The effects of ROZEREM were evaluated after administering a 16 mg dose or placebo in a crossover design
to subjects (n=26) with mild to moderate obstructive sleep apnea. Treatment with ROZEREM 16 mg for one
night showed no difference compared with placebo on the Apnea/Hypopnea Index (the primary outcome
variable), apnea index, hypopnea index, central apnea index, mixed apnea index, and obstructive apnea
index. Treatment with a single dose of ROZEREM does not exacerbate mild to moderate obstructive sleep
apnea. There is no available information on the respiratory effects of multiple doses of ROZEREM in
patients with sleep apnea. The effects on exacerbation in patients with mild to moderate sleep apnea cannot
be definitively known from this study.
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ROZEREM has not been studied in subjects with severe obstructive sleep apnea; use of ROZEREM is not
recommended in such patients.

8.8 Hepatic Impairment

Exposure to ROZEREM was increased by 4-fold in subjects with mild hepatic impairment and by more than
10-fold in subjects with moderate hepatic impairment. ROZEREM should be used with caution in patients
with moderate hepatic impairment [see Clinical Pharmacology (12.4)]. ROZEREM is not recommended in
patients with severe hepatic impairment.

8.9 Renal Impairment

No effects on Cpax and AUC. of parent drug or M-II were seen. No adjustment of ROZEREM dosage is
required in patients with renal impairment [see Clinical Pharmacology (12.4)].

9 DRUG ABUSE AND DEPENDENCE
ROZEREM is not a controlled substance.

Discontinuation of ramelteon in animals or in humans after chronic administration did not produce
withdrawal signs. Ramelteon does not appear to produce physical dependence.

Human Data: A laboratory abuse potential study was performed with ROZEREM [see Clinical Studies
(14.2)].

Animal Data: Ramelteon did not produce any signals from animal behavioral studies indicating that the
drug produces rewarding effects. Monkeys did not self-administer ramelteon and the drug did not induce a
conditioned place preference in rats. There was no generalization between ramelteon and midazolam.
Ramelteon did not affect rotorod performance, an indicator of disruption of motor function, and it did not
potentiate the ability of diazepam to interfere with rotorod performance.

10 OVERDOSAGE

General symptomatic and supportive measures should be used, along with immediate gastric lavage where
appropriate. Intravenous fluids should be administered as needed. As in all cases of drug overdose,
respiration, pulse, blood pressure, and other appropriate vital signs should be monitored, and general
supportive measures employed.

Hemodialysis does not effectively reduce exposure to ROZEREM. Therefore, the use of dialysis in the
treatment of overdosage is not appropriate.

Poison Control Center: As with the management of all overdosage, the possibility of multiple drug
ingestion should be considered. Contact a poison control center for current information on the management
of overdosage.

11 DESCRIPTION

10
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ROZEREM (ramelteon) is an orally active hypnotic chemically designated as (S)-N-[2-(1,6,7,8-tetrahydro-
2H-indeno-[5,4-b]furan-8-yl)ethyl]propionamide and containing one chiral center. The compound is
produced as the (S)-enantiomer, with an empirical formula of C;¢H>;NO,, molecular weight of 259.34, and
the following chemical structure:

HsC>,CONHCH,CH

Ramelteon is freely soluble in organic solvents, such as methanol, ethanol, and dimethyl sulfoxide; soluble
in 1-octanol and acetonitrile; and very slightly soluble in water and in aqueous buffers from pH 3 to pH 11.

Each ROZEREM tablet includes the following inactive ingredients: lactose monohydrate, starch,
hydroxypropyl cellulose, magnesium stearate, hypromellose, copovidone, titanium dioxide, yellow ferric
oxide, polyethylene glycol 8000, and ink containing shellac and synthetic iron oxide black.

CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

ROZEREM (ramelteon) is a melatonin receptor agonist with both high affinity for melatonin MT; and MT,
receptors and selectivity over the M T3 receptor. Ramelteon demonstrates full agonist activity in vitro in cells
expressing human MT; or MT; receptors.

The activity of ramelteon at the MT; and MT; receptors is believed to contribute to its sleep-promoting
properties, as these receptors, acted upon by endogenous melatonin, are thought to be involved in the
maintenance of the circadian rhythm underlying the normal sleep-wake cycle.

Ramelteon has no appreciable affinity for the GABA receptor complex or for receptors that bind
neuropeptides, cytokines, serotonin, dopamine, noradrenaline, acetylcholine, and opiates. Ramelteon also
does not interfere with the activity of a number of selected enzymes in a standard panel.

The major metabolite of ramelteon, M-11, is active and has approximately one tenth and one fifth the
binding affinity of the parent molecule for the human MT; and MT; receptors, respectively, and is 17- to 25-
fold less potent than ramelteon in in vitro functional assays. Although the potency of M-Il at MT; and MT;
receptors is lower than the parent drug, M-II circulates at higher concentrations than the parent producing
20- to 100-fold greater mean systemic exposure when compared to ramelteon. M-II has weak affinity for the
serotonin 5-HT»p receptor, but no appreciable affinity for other receptors or enzymes. Similar to ramelteon,
M-II does not interfere with the activity of a number of endogenous enzymes.

All other known metabolites of ramelteon are inactive.

12.3 Pharmacokinetics

The pharmacokinetic profile of ROZEREM has been evaluated in healthy subjects as well as in subjects
with hepatic or renal impairment. When administered orally to humans in doses ranging from 4 to 64 mg,
ramelteon undergoes rapid, high first-pass metabolism, and exhibits linear pharmacokinetics. Maximal
serum concentration (Cpa) and area under the concentration-time curve (AUC) data show substantial
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intersubject variability, consistent with the high first-pass effect; the coefficient of variation for these values
is approximately 100%. Several metabolites have been identified in human serum and urine.

Absorption

Ramelteon is absorbed rapidly, with median peak concentrations occurring at approximately 0.75 hour
(range, 0.5 to 1.5 hours) after fasted oral administration. Although the total absorption of ramelteon is at
least 84%, the absolute oral bioavailability is only 1.8% due to extensive first-pass metabolism.

Distribution

In vitro protein binding of ramelteon is approximately 82% in human serum, independent of concentration.
Binding to albumin accounts for most of that binding, since 70% of the drug is bound in human serum
albumin. Ramelteon is not distributed selectively to red blood cells.

Ramelteon has a mean volume of distribution after intravenous administration of 73.6 L, suggesting
substantial tissue distribution.

Metabolism

Metabolism of ramelteon consists primarily of oxidation to hydroxyl and carbonyl derivatives, with
secondary metabolism producing glucuronide conjugates. CYP1A2 is the major isozyme involved in the
hepatic metabolism of ramelteon; the CYP2C subfamily and CYP3A4 isozymes are also involved to a
minor degree.

The rank order of the principal metabolites by prevalence in human serum is M-II, M-IV, M-I, and M-II1.
These metabolites are formed rapidly and exhibit a monophasic decline and rapid elimination. The overall
mean systemic exposure of M-II is approximately 20- to 100-fold higher than parent drug.

Elimination

Following oral administration of radiolabeled ramelteon, 84% of total radioactivity was excreted in urine
and approximately 4% in feces, resulting in a mean recovery of 88%. Less than 0.1% of the dose was
excreted in urine and feces as the parent compound. Elimination was essentially complete by 96 hours post-
dose.

Repeated once daily dosing with ROZEREM does not result in significant accumulation owing to the short
elimination half-life of ramelteon (on average, approximately 1- 2.6 hours).

The half-life of M-II is 2 to 5 hours and independent of dose. Serum concentrations of the parent drug and
its metabolites in humans are at or below the lower limits of quantitation within 24 hours.

Effect of Food

When administered with a high-fat meal, the AUCy.iyr for a single 16 mg dose of ROZEREM was 31%
higher and the C.x was 22% lower than when given in a fasted state. Median T, Was delayed by
approximately 45 minutes when ROZEREM was administered with food. Effects of food on the AUC
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values for M-II were similar. It is therefore recommended that ROZEREM not be taken with or immediately
after a high-fat meal [see Dosage and Administration (2.1)].

13 12
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12.4 Pharmacokinetics in Special Populations

Age: In a group of 24 elderly subjects aged 63 to 79 years administered a single ROZEREM 16 mg dose,
the mean Cpax and AUC.iys values were 11.6 ng/mL (SD, 13.8) and 18.7 ng-hr/mL (SD, 19.4), respectively.
The elimination half-life was 2.6 hours (SD, 1.1). Compared with younger adults, the total exposure
(AUC.ing) and Cppax of ramelteon were 97% and 86% higher, respectively, in elderly subjects. The AUCq.ins
and Cpax of M-II were increased by 30% and 13%, respectively, in elderly subjects.

Gender: There are no clinically meaningful gender-related differences in the pharmacokinetics of
ROZEREM or its metabolites.

Hepatic Impairment: Exposure to ROZEREM was increased almost 4-fold in subjects with mild hepatic
impairment after 7 days of dosing with 16 mg/day; exposure was further increased (more than 10-fold) in
subjects with moderate hepatic impairment. Exposure to M-II was only marginally increased in mildly and
moderately impaired subjects relative to healthy matched controls. The pharmacokinetics of ROZEREM
have not been evaluated in subjects with severe hepatic impairment (Child-Pugh Class C). ROZEREM
should be used with caution in patients with moderate hepatic impairment /see Warnings and Precautions

(5.6)].

Renal Impairment: The pharmacokinetic characteristics of ROZEREM were studied after administering a 16
mg dose to subjects with mild, moderate, or severe renal impairment based on pre-dose creatinine clearance
(53t0 95, 35 to 49, or 15 to 30 mL/min/1.73 m?, respectively), and in subjects who required chronic
hemodialysis. Wide intersubject variability was seen in ROZEREM exposure parameters. However, no
effects on Cpax or AUC of parent drug or M-II were seen in any of the treatment groups; the incidence of
adverse events was similar across groups. These results are consistent with the negligible renal clearance of
ramelteon, which is principally eliminated via hepatic metabolism. No adjustment of ROZEREM dosage is
required in patients with renal impairment, including patients with severe renal impairment (creatinine
clearance of < 30 mL/min/1.73 m?) and patients who require chronic hemodialysis.

12.5 Drug-Drug Interactions

ROZEREM has a highly variable intersubject pharmacokinetic profile (approximately 100% coefficient of
variation in Cya and AUC). As noted above, CYP1A2 is the major isozyme involved in the metabolism of
ROZEREM; the CYP2C subfamily and CYP3A4 isozymes are also involved to a minor degree.

Effects of Other Drugs on ROZEREM Metabolism

Fluvoxamine (strong CYP1A2 inhibitor): When fluvoxamine 100 mg twice daily was administered for 3
days prior to single-dose co-administration of ROZEREM 16 mg and fluvoxamine, the AUC.ixs for
ramelteon increased approximately 190-fold, and the Cy,x increased approximately 70-fold, compared to
ROZEREM administered alone. ROZEREM should not be used in combination with fluvoxamine. Other
less strong CYP1A2 inhibitors have not been adequately studied. ROZEREM should be administered with
caution to patients taking less strong CYP1A2 inhibitors /see Contraindications].

Rifampin (strong CYP enzyme inducer): Administration of rifampin 600 mg once daily for 11 days resulted
in a mean decrease of approximately 80% (40% to 90%) in total exposure to ramelteon and metabolite M-II,
(both AUC.jnr and Cpnax) after a single 32 mg dose of ROZEREM. Efficacy may be reduced when
ROZEREM is used in combination with strong CYP enzyme inducers such as rifampin.

14 13
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Ketoconazole (strong CYP3A4 inhibitor): The AUCpr and Cmax of ramelteon increased by approximately
84% and 36%, respectively, when a single 16 mg dose of ROZEREM was administered on the fourth day of
ketoconazole 200 mg twice daily administration, compared to administration of ROZEREM alone. Similar
increases were seen in M-II pharmacokinetic variables. ROZEREM should be administered with caution in
subjects taking strong CYP3A4 inhibitors such as ketoconazole.

Fluconazole (strong CYP2C9 inhibitor): The total and peak systemic exposure (AUCy.inf and Cmax) of
ramelteon after a single 16 mg dose of ROZEREM was increased by approximately 150% when
administered with fluconazole. Similar increases were also seen in M-II exposure. ROZEREM should be
administered with caution in subjects taking strong CYP2C9 inhibitors such as fluconazole.

Interaction studies of concomitant administration of ROZEREM with fluoxetine (CYP2D6 inhibitor),
omeprazole (CYP1A2 inducer/CYP2C19 inhibitor), theophylline (CYP1A2 substrate), and
dextromethorphan (CYP2D6 substrate) did not produce clinically meaningful changes in either peak or total
exposures to ramelteon or the M-II metabolite.

Effects of ROZEREM on Metabolism of Other Drugs

Concomitant administration of ROZEREM with omeprazole (CYP2C19 substrate), dextromethorphan
(CYP2D6 substrate), midazolam (CYP3A4 substrate), theophylline (CYP1A2 substrate), digoxin (p-
glycoprotein substrate) and warfarin (CYP2C9 [S]/CYP1A2 [R] substrate) did not produce clinically
meaningful changes in peak and total exposures to these drugs.

Effect of Alcohol on ROZEREM

With single-dose, daytime co-administration of ROZEREM 32 mg and alcohol (0.6 g/kg), there were no
clinically meaningful or statistically significant effects on peak or total exposure to ROZEREM. However,
an additive effect was seen on some measures of psychomotor performance (i.e., the Digit Symbol
Substitution Test, the Psychomotor Vigilance Task Test, and a Visual Analog Scale of Sedation) at some
post-dose time points. No additive effect was seen on the Delayed Word Recognition Test. Because alcohol
by itself impairs performance, and the intended effect of ROZEREM is to promote sleep, patients should be
cautioned not to consume alcohol when using ROZEREM.

NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Ramelteon was administered to mice and rats at oral doses of 0, 30, 100, 300, or 1000 mg/kg/day (mice) and
0, 15, 60, 250, or 1000 mg/kg/day (rats). Mice and rats were dosed for two years, except at the high dose (94
weeks for male and female mice and female rats). In mice, dose-related increases in the incidence of hepatic
tumors (adenomas, carcinomas, hepatoblastomas) were observed in males and females. The no-effect dose
for hepatic tumors in mice (30 mg/kg/day) is approximately 20 times the recommended human dose (RHD)
of 8 mg/day on a body surface area (mg/m°) basis.
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In rats, the incidence of hepatic adenoma and benign Leydig cell tumors of the testis was increased in males
at doses >250 mg/kg/day. In females, the incidence of hepatic adenoma was increased at doses >60
mg/kg/day. The incidence of hepatic carcinoma was increased in males and female rats at 1000 mg/kg/day
The no-effect dose for tumors in rats (15 mg/kg/day) is approximately 20 times the RHD on a mg/m” basis.

Mutagenesis

Ramelteon was not genotoxic in the in vitro bacterial reverse mutation (Ames) assay, the in vitro mouse
lymphoma TK* assay, and in in vivo oral micronucleus assays in mouse and rat. Ramelteon was clastogenic
in the in vitro chromosomal aberration assay in Chinese hamster lung cells.

Separate studies indicated that the concentration of the M-II metabolite formed in the presence of metabolic
activation exceeded the concentration of ramelteon; therefore, the genotoxic potential of the M-II metabolite

was also assessed in the in vifro studies.

Impairment of Fertility

When ramelteon (doses of 6 to 600 mg/kg/day) was administered orally to male and female rats prior to and
during mating and early gestation, alterations in estrus cyclicity and decreased numbers of corpora lutea,
implantations, and live embryos were observed at doses greater than 20 mg/kg/day. The no-effect dose is
approximately 24 times the recommended human dose of 8 mg/day on a body surface area (mg/m ) basis.
Oral administration of ramelteon (up to 600 mg/kg/day) to male rats had no effects on sperm quality or
reproductive performance.

CLINICAL STUDIES
14.1 Controlled Clinical Trials

Chronic Insomnia

Three randomized, double-blind trials in subjects with chronic insomnia employing polysomnography
(PSG) were provided as objective support of Rozerem’s effectiveness in sleep initiation.

One study enrolled younger adults (aged 18 to 64 years, inclusive) with chronic insomnia and employed a
parallel design in which the subjects received a single, nightly dose of ROZEREM (8 mg or 16 mg) or
matching placebo for 35 days. PSG was performed on the first two nights in each of Weeks 1, 3, and 5 of
treatment. ROZEREM reduced the average latency to persistent sleep at each of the time points when
compared to placebo. The 16 mg dose conferred no additional benefit for sleep initiation.

The second study employing PSG was a three-period crossover trial performed in subjects aged 65 years
and older with a history of chronic insomnia. Subjects received ROZEREM (4 mg or 8 mg) or placebo and
underwent PSG assessment in a sleep laboratory for two consecutive nights in each of the three study
periods. Both doses of ROZEREM reduced latency to persistent sleep when compared to placebo.

The third study evaluated long term efficacy and safety in adults with chronic insomnia. Subjects received a
single, nightly dose of ROZEREM 8 mg or matching placebo for 6 months. PSG was performed on the first
two nights of Week 1 and Months 1, 3, 5, and 6. ROZEREM reduced sleep latency at each time point when
compared to placebo. In this study, when the PSG results from nights 1 and 2 of Month 7 were compared to



FDA Approved Label 10.20.08 ROZEREM (ramelteon)
NDA 21782, S-008, S-009, S-010

the results from nights 22 and 23 of Month 6, there was a statistically significant increase in LPS of 33%
(9.5 minutes) in the ramelteon group. There was no increase in LPS in the placebo group when the same
time periods were compared.

A randomized, double-blind, parallel group study was conducted in outpatients aged 65 years and older with
chronic insomnia and employed subjective measures of efficacy (sleep diaries). Subjects received
ROZEREM (4 mg or 8 mg) or placebo for 35 nights. ROZEREM reduced patient-reported sleep latency
compared to placebo. A similarly designed study performed in younger adults (aged 18-64 years) using

8 mg and 16 mg of ramelteon did not replicate this finding of reduced patient-reported sleep latency
compared to placebo.

While the 16 mg dose was evaluated as a potential treatment for adults, it was shown to confer no additional
benefit for sleep initiation and was associated with higher incidences of fatigue, headache and next-day

somnolence.

Transient Insomnia

In a randomized, double-blind, parallel-group trial using a first-night-effect model, healthy adults received
placebo or ROZEREM before spending one night in a sleep laboratory and being evaluated with PSG.
ROZEREM demonstrated a decrease in mean latency to persistent sleep as compared to placebo.

14.2 Studies Pertinent to Safety Concerns for Sleep- promoting Drugs

Results from Human Laboratory Abuse Liability Studies

A human laboratory abuse potential study was performed in 14 subjects with a history of sedative/hypnotic
or anxiolytic drug abuse. Subjects received single oral doses of ROZEREM (16, 80, or 160 mg), triazolam
(0.25, 0.50, or 0.75 mg) or placebo. All subjects received each of the 7 treatments separated by a wash-out
period and underwent multiple standard tests of abuse potential. No differences in subjective responses
indicative of abuse potential were found between ROZEREM and placebo at doses up to 20 times the
recommended therapeutic dose. The positive control drug, triazolam, consistently showed a dose-response
effect on these subjective measures, as demonstrated by the differences from placebo in peak effect and
overall 24-hour effect.

Residual Pharmacological Effect in Insomnia Trials

In order to evaluate potential next-day residual effects, the following scales were used: a Memory Recall
Test, a Word List Memory Test, a Visual Analog Mood and Feeling Scale, the Digit-Symbol Substitution
Test, and a post-sleep questionnaire to assess alertness and ability to concentrate. There was no evidence of
next-day residual effect seen after 2 nights of ramelteon use during the crossover studies.

In a 35-night, double-blind, placebo-controlled, parallel-group study in adults with chronic insomnia,
measures of residual effects were performed at three time points. Overall, the magnitudes of any observed
differences were small. At Week 1, patients who received 8 mg of ROZEREM had a mean VAS score (46
mm on a 100 mm scale) indicating more fatigue in comparison to patients who received placebo (42 mm).
At Week 3, patients who received 8 mg of ROZEREM had a lower mean score for immediate recall (7.5 out
of 16 words) compared to patients who received placebo (8.2 words); and the patients treated with
ROZEREM had a mean VAS score indicating more sluggishness (27 mm on a 100 mm VAS) in comparison
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to the placebo-treated patients (22 mm). Patients who received ROZEREM did not have next-morning
residual effects that were different from placebo at Week 5.

Rebound Insomnia/Withdrawal

Potential rebound insomnia and withdrawal effects were assessed in four studies in which subjects received
ROZEREM or placebo for up to 6 months; 3 were 35-day studies, one was a 6 month study. These studies
included a total of 2533 subjects, of whom 854 were elderly.

Tyrer Benzodiazepine Withdrawal Symptom Questionnaire (BWSQ): The BWSQ is a self-report
questionnaire that solicits specific information on 20 symptoms commonly experienced during withdrawal
from benzodiazepine receptor agonists; ROZEREM is not a benzodiazepine receptor agonist.

In two of the three 35-day insomnia studies, the questionnaire was administered one week after completion
of treatment; in the third study, the questionnaire was administered on Days 1 and 2 after completion. In all
three of the 35-day studies, subjects receiving ROZEREM 4 mg, 8 mg, or 16 mg daily reported BWSQ
scores similar to those of subjects receiving placebo.

In the 6 month study, there was no evidence of withdrawal from the 8 mg dose as measured by the BWSQ.

Rebound Insomnia: Rebound insomnia was assessed in the 35-day studies by measuring sleep latency after
abrupt treatment discontinuation. One of these studies employed PSG in younger adult subjects receiving
ROZEREM 8 mg or 16 mg; the other two studies employed subjective measures of sleep-onset insomnia in
elderly subjects receiving ROZEREM 4 mg or 8 mg, and in younger adult subjects receiving ROZEREM

8 mg or 16 mg. There was no evidence that ROZEREM caused rebound insomnia during the post-treatment
period.

14.3 Studies to Evaluate Effects on Endocrine Function
Two controlled studies evaluated the effects of ROZEREM on endocrine function.

In the first trial, ROZEREM 16 mg once daily or placebo was administered to 99 healthy volunteer subjects
for 4 weeks. This study evaluated the thyroid axis, adrenal axis and reproductive axis. No clinically
significant endocrinopathies were demonstrated in this study. However, the study was limited in its ability
to detect such abnormalities due to its limited duration.

In the second trial, ROZEREM 16 mg once daily or placebo was administered to 122 subjects with chronic
insomnia for 6 months. This study evaluated the thyroid axis, adrenal axis and reproductive axis. There were
no significant abnormalities seen in either the thyroid or the adrenal axes. Abnormalities were, however,
noted within the reproductive axis. Overall, the mean serum prolactin level change from baseline was

4.9 ng/L (34% increase) for women in the ROZEREM group compared with -0.6 ug/L (4% decrease) for
women in the placebo group (p=0.003). No differences between active- and placebo-treated groups occurred
among men. Thirty-two percent of all patients who were treated with ramelteon in this study (women and
men) had prolactin levels that increased from normal baseline levels compared to 19% of patients who were
treated with placebo. Subject-reported menstrual patterns were similar between the two treatment groups.

In a 12-month, open-label study in adult and elderly patients, there were two patients who were noted to
have abnormal morning cortisol levels, and subsequent abnormal ACTH stimulation tests. A 29-year-old
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female patient was diagnosed with a prolactinoma. The relationship of these events to ROZEREM therapy is
not clear.
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HOW SUPPLIED/STORAGE AND HANDLING

ROZEREM is available as round, pale orange-yellow, film-coated, 8 mg tablets, with “TAK” and “RAM-8”
printed on one side, in the following quantities:

NDC 64764-805-30 Bottles of 30
NDC 64764-805-10 Bottles of 100
NDC 64764-805-50 Bottles of 500

Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP controlled room
temperature]. Keep container tightly closed and protected from moisture and humidity.

PATIENT COUNSELING INFORMATION

Prescribers or other healthcare professionals should inform patients, their families, and their caregivers
about the benefits and risks associated with treatment with hypnotics, should counsel them in their
appropriate use and should instruct them to read the accompanying Medication Guide [see Medication
Guide (17.5)].

17.1 Severe Anaphylactic and Anaphylactoid Reactions

Inform patients that severe anaphylactic and anaphylactoid reactions have occurred with ramelteon.
Describe the relevant signs/symptoms and advise seeking immediate medical attention if any such things
occur.

17.2 Sleep-driving and other Complex Behaviors

There have been reports of people getting out of bed after taking a sleep medication 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 sleep medications are taken with alcohol or other central nervous system depressants.
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 sleep medication. As with sleep-driving, patients
usually do not remember these events.

17.3 Endocrine Effects

Patients should consult their health care providers if they experience one of the following: cessation of
menses or galactorrhea in females, decreased libido, or problems with fertility. Describe the relevant
signs/symptoms and advise seeking medical attention if any such things occur.
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17.4 Administration Instructions

e Patients should be advised to take ROZEREM within 30 minutes prior to going to bed and should confine
their activities to those necessary to prepare for bed.

o Patients should be advised that they should not take ROZEREM with or immediately after a high-fat
meal.

¢ Do not break the tablet; it should be swallowed whole.
17.5 Medication Guide

See attached leaflet.

Manufactured by:
Takeda Pharmaceutical Company Limited
540-8645 Osaka, JAPAN

Manufactured in:
Takeda Ireland Ltd.
Kilruddery, County Wicklow, Republic of Ireland

Distributed by:
Takeda Pharmaceuticals America, Inc.
Deerfield, IL 60015

ROZEREM? is a registered trademark of Takeda Pharmaceutical Company Limited and used under license by
Takeda Pharmaceuticals America, Inc.

©2005, 2008 Takeda Pharmaceuticals America, Inc.

05-1143 Revised: 10/2008
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MEDICATION GUIDE
ROZEREM® (r5-Zair-em)
(ramelteon)

Read the Medication Guide that comes with ROZEREM 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 ROZEREM?

ROZEREM may cause 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 ROZEREM.

After taking ROZEREM, 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 ROZEREM. Activities may 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 ROZEREM.

Important:
1. Take ROZEREM exactly as prescribed

. Do not take more ROZEREM than prescribed.
. Take ROZEREM within 30 minutes of going to bed, not sooner.

2. Do not take ROZEREM if you:

. drink alcohol

+  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 ROZEREM with your other medicines

. cannot get a full night’s sleep

WHAT IS ROZEREM?

ROZEREM is a hypnotic (sleep) medicine. ROZEREM is used in adults for the treatment of the symptom of trouble falling asleep
from insomnia.

ROZEREM is not for children.

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

ROZEREM.
Do not take ROZEREM if you are currently taking Luvox (fluvoxamine).

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

. have a history of depression, mental illness, or suicidal thoughts
*  have liver disease

2 21
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«  have a lung disease or breathing problems
. 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 ROZEREM with:
. other medicines that can make you sleepy
. Luvox® (fluvoxamine)

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 ROZEREM?

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

. Do not break the tablets. They should be swallowed whole.

. Take ROZEREM within 30 minutes of going to bed. After taking ROZEREM only do activities to get ready for bed.

. Do not take ROZEREM with or right after a meal.

. Do not take ROZEREM 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 7-10 days. This may mean that there is another condition
causing your sleep problems.

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

What are the possible side effects of ROZEREM?
Possible serious side effects of ROZEREM include:

. 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 ROZEREM.

. 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 ROZEREM?)

. abnormal thoughts and behavior. Symptoms include worsening of depression, suicidal thoughts or actions, nightmares, and
hallucinations.

. hormone effects. ROZEREM can decrease testosterone levels and increase prolactin levels in the blood. Symptoms of low
testosterone or high prolactin levels are:

decreased interest in sex

problems getting pregnant

irregular menstrual periods or no menstrual periods

leakage of milk from the nipples of a person who is not breastfeeding

O 0 O 0

Call your doctor right away if you have any of the above side effects or any other side effects that worry you while using
ROZEREM. Call your doctor for medical advice about side effects. You may report side effects to the FDA at 1-800-FDA-
1088.

The most common side effects of ROZEREM are:

. drowsiness

. tiredness

. dizziness

. You may still feel drowsy the next day after taking ROZEREM. Do not drive or do other dangerous activities after taking
ROZEREM until you feel fully awake.

These are not all the side effects of ROZEREM. Ask your doctor or pharmacist for more information.
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FDA Approved Label 10.20.08 ROZEREM (ramelteon)
NDA 21782, S-008, S-009, S-010

How should I Store ROZEREM?

. Store ROZEREM tablets at room temperature, 59° to 86° F (15° to 30°C). Keep the container tightly closed and protected from
moisture and humidity.

. Keep ROZEREM and all medicines out of reach of children.

General Information about ROZEREM

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

* Do not use ROZEREM for a condition for which it was not prescribed.

» Do not share ROZEREM with other people, even if you think they have the same symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about ROZEREM. If you would like more information, talk with

your doctor. You can ask your doctor or pharmacist for information about ROZEREM that is written for healthcare professionals. For

more information about ROZEREM, please call Takeda Pharmaceuticals America, Inc. at 1-877-TAKEDA-7 or visit
WWW.rozerem.com.

What are the ingredients in ROZEREM?
Active Ingredient: ramelteon

Inactive Ingredients: lactose monohydrate, starch, hydroxypropyl cellulose, magnesium stearate, hypromellose, copovidone,
titanium dioxide, yellow ferric oxide, polyethylene glycol 8000, and ink containing shellac and synthetic iron oxide black.

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

05-1143-MG Revised: 10/2008
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BRE 2RI BITHRS L, BB T A — F ICABREREBMLTE AR O, L LaRs,
BIEEDBEWIZ & » TREMEIM-T DChp e CAUCICHEBII R 5T, AEFRORBLE
O THOBRERIIBWTHLRETH o7, ZILODEEIET ANT A B ECFRHEIZL Y HE
KL, BREOZDLT P THE VI RE—EKT S, ULdb, BEOCBREEERE (/L TF
=y« Z VLT 5 AZ30mlmin/1.73 mY) RMEREN 2 BT 5 BE 2 S U0BEMERERE ICREY
THERSITLER,

12.5 EMHEEER

o L AIIEYBNEOHRE LB A K E VD (Crax CAUCIZB W CEENMRERIIN100%) , kb
D@y, BB L AORBICEET 5 ERRBHBERIICYPIA2TH Y, CYP2CH 7 77 I U—RT
CYP3A4H DT NTEELTWA,

2ELAICE RS MBIDE.

TFARFH I GEROCYPIA2FREA]) : 7ARFH I 100me% 1 H2ME], 3EMTERELZOL,
BB LA lemgd: 7ARFY IV EFMCHERBERE T L, n BV ABEMBEEIZEENTT AT
A DAUC i THIIOORFENM L, Corand THITOFEM L7z, BB L AXTARF I I EHFRHLZR
WZ & (BEOEEZR) , ZOMOCYPIAZBRERIZBW TEHSITREF STy, vy
LIEICYPIAZMER ZRA L TWIBFIZIER L RS TH2 L, (EEDESE)

Y772 E (BROCYPHEEAD: V77 Er600mgx1HIE, 11AEEKETS L€ L A32mg
DHEBEIF 5% DT AT F ok UOM-TIZAUCO-Inf & ’Cpad 2BV THIB0% (40%~90%) KT L
oo BELVALERY 770D X D RBWOCYPEERFER| & AT 2 LR BIHT 5 AreEMEN
»Hb,

& h =2 F = (BRUVDCYP3AARRER) : T ANT H 2 DAUCin& RCpaxdd 7 b 27 —/1200mg
ZIH2EHRE L7c4B Bice B L Ale mgh BEERE L2 L&, B L ABMRECHS ThE
N#I84% K O36% M Lz, M-I THREAROEMMNR A bz, 7 b3+ Y —A DX 5 i
CYP3A4RHERIZRA L TWABEFICITEEL TRETL 2 L,

FaaF—a (BBWCYP2CIFHER]) : o ¥ L Alemgr 7N at Y — Lk L HickET5 L,
0B L ABEEREIZHSR TANVT A DBRBEE (AUChint OChray 13K9150%EM L7, M-I T
HEBEOEMNR N, e P L AZ 73— 1D X 5 W CYP2CRERIZRA LT\ 5
BEICIIEELCRETS L,

aP L AL TINAFEF (CYPDRHER]) . A AT TV —/ (CYPIA2FEEHA - CYP2C19FHE
#) . TA 74V (CYPIA2EEE) RO XA br X M7 7 (CYP2D6EE) & OfFRAMAR
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1.6 SABEICHITHERKRREFICEAT H2EH

TIXT ANTF 2 XIM-TT DAUCK PCrax P W THIZEB T HEERIIICER O H 5 ELIZR 61
2o,

HENIE 52 S 2 E LA DEE
BBV AEFATTY—/N (CYP2CI9EE) . TFA M A M 77 (CYP2D6EE) . ¥
V'S5 (CYPIA4EE) . 7474V (CYPIAZEE) |, V3% y (pHEZABEE) ROU
V77 U v (CYP2CO[SYCYPIAZ[RIEE) LHFA L TH I D DAUCK URCoulZ FRIRHIICERD
HOEEITR LN 2o T,

2ELAIEEZ BT /2 — L DEE

n¥ LA 32mgk 72— L (0.6gkg) OHHPORFEEREIZE > T, 28 L ADAUCKILC nax
WCEREMIZEBR D & 5. MEMICERRIERRR LN R o7, L LR, BHERHED
WL OOFEMIE R (i, DSST (Digit Symbol Substitution Test) . PVTT (Psychomotor Vigilance Task
Test) &R U'VAS (Visual Analog Scale) ) (2R L T OO R CHIMIER R bz, FEEM
ERETIIEMSRIIA O 2hoTz, TAI—UWTEHEER2R T RnHDD, vkl
LERALTND L EZTAa—AEBRLAANWESICEETDZ L,

13 JEERERE M

13.1 AR, EFRE. EREREERE

DA JELE

T URE Ty MIT AT DO, 30,100,300, 1000mg/kg/ H (= &) K0, 15, 60, 250,
1000mg/kg/H (7> b)) Z&EL, GHAE (M~ ZAROHS v MIOWT94R) BISME,
T AE Ty bEBIERBRE L, v U AT, e v R 2B CIFMIRE (IFHRARE,
FFHRACREE & ORFEFIE) DORBELRICARKFNRBEMBERD bitlz, <~ U ADFEEFIZBIT 5 EE
A& Gomgky R) IAREEHRE (mgm?) TEKHEEAE RAD) T 58mg/H DOH20F L 72
D,

7 v hCE, HETIF250me/kg/ B LA L CHAMEIRIER CRMEORERE T 1 7 1 b HISRE DB
mu7z, HETix60mg/ke/ A LA L CHFMRIBARIE DR BRI L 72, HEKES » b T1000mg/kg/ B O
SEECHMIRBORREEN ML, 7y NOBEBICBIT2EBIERE (15Smgky/B) 1XERTHE
#E (mg/m?) TRHDODKI20MEE 725,

ZEFE

invirofEEIRZZRER (Ames) RBR. ~ 7 R Y v 7 4+ —<TK" HIBIkE % BV Iz in vitrol& {5722
RERRBR, TRZw T AR T v b TIT» Fzin vivo/ MERBRICEBW T T ANVT 4 BB ENE
RO behote, TAVTAUVEF v A =—X « NARZ —filifilaZ A\ cin viro Qe (i 2
ERRICWT, RAaKBREFREESTBO LN,

B Din vitroikBE T, RENEESG T CERINEM-T OEMPREITT ANT A% RS L
DR ENT, o T LEin viroRBR TM-1 D& {=EME O FTREM: b 3 S iz,

RN REEE
MERED S v MZT ANT A (6~600 mgkg/H) % 2BER1, RELHIR o Rk CHHIRIHICHE O & 5
L7c& 25, 20mg/ke/ B UL EORERETREFAMOLL, B, BFRER OEFREOBL 2
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1.6 SNEIZHITAERARREICRETIEH

Rbhi-, EEAEIFREBRE (mgm®) THRAHEAE (RHD) Th58mg H OM24E L
825, HET v haDTZANT AL OROERE (BF600mgke/B) 38T OE KX CEERKEICEE
Ay P oY

14 EREREARR

14.1 KB REER

BT HEE

o L AOHEEIREAZHRZRETT 2 FBHMERIZ L LTRI VA 757 0— (PSG) ZfEM
L., BHERIRESRE ZXRII3 OO EBIELL —EERERLBRR (T 72,

128 ORBRITBHTRIREDCHEHRE (18I E64EUT) Z#AAN, WATEHRLBEEZ AWV
TR LE, 2¥ LA 8SmgXitlémg, b L IIANBORIL T 7R 2 ERISEMEE Lz, &5
B, SRUSHBOZNEFNIZBWTHEYO2E TPSGE E M L7z, WTIhORRICBW TS, 7
Z YRR L ARG A CEYERER 2 S8 L, 16mg TIXIEREAICKT 2 EMPRIITB D o0
oz,

20 B ORERIL, BHERIREDCBEEDH 565 UL EOHFREFICBWTEM Lz, 3817 a0 27—
—REECh D, 2P LA dmgXid8mg, HAWVET T EREE L, 3-o0RBIOLH TERET S
2RIC D EHEIRFEBRECPSGEEM L7z, WThOHAEYL., 77 R &R TERA TREYERE
BEA5EHE LT,

328 ORBE TIIBERIREOCHERE IR 2 RMOEIER OLZEEEZFTFM LT, B LA
8SmgXix 7 7 ERE6H AMESE L7z, PSGIZIAKRWI, 3, 5, 64 A BORYID2KIZATo72, |
BLALT TR E B LT, &0 m CHERERZEMHE L, ARRT, R5HM%L 2573 A
BOEILE2REBE6H A BDERLEEBROLPSZ LTS &, T AT A VEEOLPSIZIBW
THREHB®% Ty AH) TIIHEHEMIZAERR33% (9.549) OMMNRFED biviz, RIRER THE
Licimh. 77 B REECIILPS OB 20y o 72,

BHMEOREIC A EMNRFTMEER (ERAFE 2V, 65 EOBMERIRE DS KBS £ X5
IR —EE R THEIERRBR 2 EE L, FHREICIIeE LA mgid8mg, XiZ7 7k
REISEEE Lz, "WThoREL 7 7R L ik L CHEAMBIRERZEMHE L7, 2L A8mg
EOemgx AV, EmEmE (18U L6 T) &t BT o RO T4 L ORBRTIE, 7
7RI~ B RHIREIRERFOEMILRD b2 d o7z,

FEEOBEAEL L TI6mgSRat Sz 23, HEIRE A CSHT 28 RIIRD b, K,
HREUOHAORKEZEZTHENS W LEBBH LN,

— BT REIE

BERADBRREZE T -RBI LEE - RIRETNVOBELNG L L EFAL_EERYL
ITHMEERBR T, B LA T 78825 L, PSGIZLVFHE L7z, =BV ATIIT S
TR & H AT R TE Rr D £ HE DS RS S LTz,

14.2 EEMARIIOVTORLSEOBRSICEE L KR

E MBS B KGRI

b N OEWERIFERR T, EHEMRRE IR L R ICEDRTFERTREO H 2 #55E (1451)
AxiE LTEmLE, Pl A (16,80,160mg) . MU 7Y 5 A (0.25,0.50,0.75mg) XiZ7F
TAREZHEEREORE L, VA vy a7 v MBEZEXSATEREOTEEORRLRE L, KFHE
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1.6 SNEICHITAERARRFICETLIEN

BEZ{To, BRHEERAEOWEEE THEL T 77 BRI MEESE 2R ZEAEHEIC
BWIRD N oTn, BIHEFRTHD M) 7Y 5 A TIHMEFEEZ R+ EEREEHEIC RV T
KRENBEF O4BEEZIR L LI T T BRI L, AEEBEMNLRERR LI,

THHEBE (-1 B Bkl COREM YR
BHOZREDRERITT D7D UTOREEZITo 72 REHEERE, BB Y X MEEBRE. Visual
Analog Mood and Feeling Scale (VAS) . EEMHRERZE (DSST) | MERFAEZBCL2ERNRUE
HHFH, TANT AR 7 u A —A"—RBRYETI2B RS L%, ¥ OREDRIIRSAR
Dot
IBERIRAERE ZRR L LI23SAMOT 7 RS RITHE ZEEMRRRITI VT, 3R TERER
DRERFI LTz, 2T 7 ER L OEITNEZR LD Th o7z, FEUEDOSmgH 58 TILVASD
¥ﬁx:7(mmmwﬂﬁkﬁ%mmaifitﬁﬁﬁﬁ@x:7'MMm)Km&Tﬁ%@ﬁm
RINTe, FIFETIL, Smgk 5 TIIRIBIHE (ERBE) OEHRA TR TR EREHE (16
EéEM2$ E) LHANTEDo7 (16BEEF7.5HEE) . £t L AREHIIVASOEHR a7
(100mmD RE £ T27mm) X, 77 AT ERE (22mm) & H~Tsluggishness (DAVY) 23K E
WZ EPHER SN, BB L AIIZONT, FSBTIIT T R L OEBIZIHW TR OKEDRIT
Ronihol,

IRBEFET R B FEAE R« RBRMEARIR & ONBERIE R348 TRl S v, SEREFIC e B L A% T
TERE6r AMET GRBRIIISAM., 1:BRIT6r A &/E L7, ZhbORBRICIZAF2533
FIOWEBREPBBEAN I, TD ) HesafliiEinE Th o7z,

RV VT EEVRERERERZE (BWSQ) : BWSQE IR Y U7 B v SR EIEENEKDIRIRIE
BETEL RLND20ERIZCOVTREN2ERZINETA7-D0RRENEMETH S, B LA
IR VT BE R BERERZE TIIR N,

THRIEREIZISA MBS L7230 5 H2BR TIIR &1 T Lz LRI ICAERIER % 66 L,
HH)—ODORBRTITBREKRTH%IABRU2HE BICEK L7z, SRR TRV T, 2¥ L Admg,
8mg, 16mg# 1 H 1EHE SN - HBREFIT ST bR 2R E SN 5RE & RIEOBWSQA 2T Th
DT LRI,

6% AREDOHBRTIX, 8Smgik5 TBWSQR 2 7 1 HiBFIEMRIZIR S otz

STBEPETIR : RBMETRIRIZ3S5 B R SRBRICB W\ TR G I ER ICERERZBE TS L2k Y
Bt Lz, 2hbm o5 1 DIIHESHEIC P L A8 mgXit16 mgh 5 LI-PSGRERATH V. i
D2AERIT B FAOMERE R 2 FHEHEEICH D, BEIC T B L A4 mg I8 mgh 5 LI 5k & 9
EEE I B L A8 mgiXl6 mgE G LZHEBRTH 5, 2 B L ADEREZRIIKBHERRIIFED &
o iz,

14.3 A BME~OERZREITL-BR
2ODHEBSHRRBR T ¥ L L DN DUMSRE~DEEZRF LT,

ROIORBETIX, v ¥ L AlemgXii7 7w REEEEBRE (996)) (C4BMEE Lz, ARBRT
IXRRRR, RIBRERKOVERERE R Lic, BRKRNICHEL 2 5N WEEITRD bhieh
ofc, LIPLZRN b, ARBRIIBREHMEAEWT-ORFHIBA R H -7,

22 ORBRTIE, 2B L Alemg 3T 7R BERIRERSE (12261) 26y ARE L, K
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1.6 SNEIZETIEAKREFICEET HEH

B TIIFRIRR, BIBRREREVCERREZBRI Lz, BRIBAAE LV UIRIBHRLVE L OWT
NIZBWTHRIE L R 2 BEITRO N ho oS, AFEFLVE L TIIRERBED b, &%
HNZR—R 5 A VinbOEEMEF T T 7 F VU RERCRIZ, 77 B RBEOLMETIZ0.6 ng/L
(A%WD) ThoTeDizxt L, EEBOLMETIT49WL (34 %HEM) T - 72(p=0.003), Bt
BOWTEEEROT I RESHTEVRRON -T2, ARRIZBNTTR T F U EREER
L OHEM LR EOEISIX, 77 BRBREHTI9% THSTDIIH LT, FANVT A
Bt (ZHEROBM) TiE32% Thot, HBREOHMEICE S AR Y — U ITEBTEVITA
Mnolz,

121 AFERBBR TIL, HlOoaLFY —VEICEREESRA LN, £ORDOACTHRHKBRE TH R
EERUERN26], us s FUELAERE L2 SNER Qo) Biflbotz, Th
bDOER L AK L ORFEBHRITA LTI 27,

16 A% - RERURMY HKLVAZE
gL AT T VWENTENWADEBROINNT A NI —TF 4 L TEETHY , FEIZ ITAK] KR
[RAM-8] LHIRIENTWVWD, UTOLOREBEIN TS,

NDC 64764-805-30 1 308EA Y DR
NDC 64764-805-10 : 10088 A 0 DI,
NDC 64764-805-50 : 50088 A Y D

25°C (77°F) TREFETHZ L, wwamc6w~%w)@ﬁ@iT(*lﬁﬂﬁmiﬁ%%%)
REIERA LA ENBR BT TRETSZ L,

17 BE~OHANR

WF5EROEDMOEREREILIERE, TORE. KOZDONENBEREDOIERICE DS N7
A4y hE VR EMLYE, ZTOBEEFEAZHBAL, ITOAT 4 r—av A Fedtek 58
IR L (175 AF g or—29 0 FOBEZEM

171 EBEDT7F 714 S5F—REBRUTF 714 5F—BERIE
ﬁfw%ﬁyfﬁﬁw7f749%&—&E&@7%74ﬁ%v—&ﬁﬁﬂ%ﬁbfwé*k%
BEIERZDZE, BEER - BRICOWTHHAL, 20X 5 2BRMNEE LG XRIEIC
EFMBICHRT AL OBETHZ L,

17.2 BRREER R T O thD M A58

MEREZIRARICNy FOLHT, +HEELAVWEZICAGELERL, LIZLIEZ0ES
DR, LWVOBENR R INTVWD, BEREEIIGRTHLID, BEEIZOL I ER
PR UGEITZAEBICEREICHSE LT ude by, 2ok ) iTEhnd, EREEZ T V=
—VRFE DO FMIRZRHL D DL O LI B ICEICEBEE TRET 2D, @m%%m%&

TR L TWRWEE T, ZoMOBHEREE) (L 338, 8%, EF. HRITBITS)
DHENRRINTWD, MEIREER L FiRIC, BEITEE ZNDOITEERE X THin,

17.3 AR HRE~DER
BEIZRO X 5 IERDPEE LGB EREEEORELZ T RITIER G2V « &
PO EFREIE IR, HEAREOE, SUIATEEREE, BEEIR « &I OV TREICHA L,
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1.6 SEICHTLERKREFICETIEH

FOXHREENREBR L BE IR ICEREEICHER TS X oBETA L,

17.4 RAAIN#

e HMEABISUANICeYLLERATAZ L, TRA%. BBEE CRMLERR/NROTEENZ &
EHsrz e,

e BELAEEEHRL —HIXIZTOERERICRA LRV &,

o HEARIZEIOTHRALARWVWZ L, 1ESTERATSZ L,

175 AT4 =3 vHSAF

RtV —7 vy BB

BE CRERLTEARKXNSH. AR

fE RETAALSURN K L TAAVT U NERE
B KAV 7r—~ a—FA IV T AVH #)

P L ATRERLTERRNSHOBRFEFHETHY, RATV 77—~y a—T A IV TAV AL
) OS54 AT THERAINS,
BEZ77s—<Ya—F 4 HANR - TAUH B 20084107 tkiT
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1.6 SHEICEITAERRREFICETIEN

ATa—=avHAF
OBV AR (FANVT A V)
RAZBLET 2R, ROV 7 ANVEAFLIZE &IE, BTEAT 4 r—va A FeBHATT
EV, FHLWEBPEENTOWAHEEERS DV ET, B, KAT 47— a A N, bz
T2 DIRRDREECIERIC OV TH Y ER & OMHERORDY L2260 TEH Y EH¥A,

AELLRODVNTH>THERERLERZLMBIFTIH?
BB VAREWT VIF—RIGZF| SR TARMESH Y ¥, BERE LTEERO LDOEN,

BELE, HEFREHZERHYET, b L LV ARARICINLOERSHEL, $<
WERLEZ 2T T IEEN,
¥ LARARIZ, BRICABREDLRVS BTy R T Z LTWa 08883 icTeh+
ZZLBHVET, FOHY, ®EIIME LEPELTHRWIERHYET, uBL iz
T—NREDOMOERIK L HICRAT 2 L ROITAICBIT 2RETHORRENER 2V 7,
HEEOEE ( [HEREE] )
s RERUVARH

o EBIHICLDHAE

o MR

o [EIRT

T¥ VARABIZINLDITAEITo I ERbho e b T CICHYEMICER L T EEN,

BEE:

1. B P VAN FERELBYIZRALTLEEN,

o P LATINFEINZEIVESRALRZNTIEE N,

o VP ULAIRMEFBOGUNICIRALTLLESN, #TNLYVBEBALRNTIEIN,

2. UFTo L5 REAICITuPLVLAERALENVWTLFEN,

o L TWBEE

o ZFOMOMERELZRA L TWD5E, RAFOBEETITONWTHYEMIIZZ TIIZEN,
HYERIIMOBE L KIZe Y L AZRALTH LWV EZ T NET,

o WHTHIZIRILZWRE

OELALEIE?
YL AIERECT, n P U AIRARRERE D ANRBEEDIHRICERALET,

TR VA Z/NRICIRA S ETIIWNT £ A,

AFLAZBRALTIEVTEVDRED LS BRETTM?
P L AFORSDODWTINNCT LAF—BHAE8IIRA LW TL &N, e ELANER
LTWBRBRDIEDOWTIREAT 4 r—va A FOR%BEZRLTIEEN,

BE, VR 7 X (FAEFYIV) ZRALTO2HERPEVAZRA LRV TSN,
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1.6 AEICHITHERKRFICEAT IEH

2B L ARHREZIIEDROVIbENERA, BB VARARNC, UT2EH. HYEMICH
Rl DREREBEZETERL TN,

o DO¥F, FEMEEA, XITERENOBEERH D

o IFRERDHD

o MRABDH D UTFRICRED H D

o MIRLTWEHN, BIREFELTVDI2, BATTHD

TTEE, FFGE, vF IVE ARLZORATOETOREIZOVWTHEYEMIEA TLE
SV, BEIIEWIERALE S REERDH Y, LEICEVEWERZIIEREILET,

UTOHEEZOELLE—BTBALGVTESL,

o  ZOMOBEIRK

e MRy ZZA® (FARFHIV)

RAFORBELHERLTLEZIN, DRIEVRALTHWLIBEI A M EHL, FrLLBEEZA
F4 57 ERPEAIRRIC RETIZEN,

EDESIOELLZRATIIEENTTN?
o WHFEINBYVIZRALTIEEY, LGEUEEZBRAL2NTIZEN,

o EAIZBILZRVWTLIEEN, 1E2FERALTIEEIN,

o BERBOIFLNICIRAL T EEV, v VARMAZIL. REEFIZTE2ToTIEIN,

o BELEIVIIABZICOPLAZRALRZNTIIEE N,

o HIEFTHHIBENRPSTZHETHEHTIMI B L AEZRA LRV TN,

o RIRAEASARA7-108 LAFICEBILT 525, BHE L 2WBEIXEMICHEREL T EE W, BlofE
BHBHNE LINLERA,

o BELAZBEIBARICIRALZEES. HYEMAHELL I ICERT 0, B
BIREEZITTIIEINY,

O€LLOEMERIZMTTM?

o VADEERBIERIT:

o HEOTUVAX—KRE ERELTEECOLDEN, BELE, RO KOIEE/2 &8
HVFET,H LR EVARABRICINODERPHAE L T IZEBRLEBELZIT T IZIN,

o FRIZAVBEDRVI BIIRy FHroHTTZ LTV A 1RBBETITE T2 LBV ¥
o (MEBEVAIZONTH> TEBAREFLEERFRIIMTTN?) 2R)

o REREZELREITE ERELTII 0B, BERAENUIBZTE, BEE ROLOEN
HYET,

o FNVEVAOKE cPLARMFOTRMRT oV EETY, 707 s F Uik LR
BEMRH Y ET KT R AT o VBB TR T 7 F B YERE LTRKRO L 2
DOHRHY ET,

O 'y 7 RiTH¥ 5HILOWBIE
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L6 SEICEITHERARRFICETIEH

O #HRLIZL W
O FHAVRAEBRBRMIIEAE
O FERIBOIIEI S OIHIRY
¥ UV ARAPIZC EEOBHERAOWTD, it 510 LEZBERABE CEEAIE. <K
HYERIZERE L TL 2E W, BHERIZOWTIIEY ERIZERS L TEZMRT EXL 224 b
S TLEEV, FDAICEWERZBETHILHTEET,
BHEORVEIERITKRDO LBV TT,
o EX
o ¥
o BEWL
e DEVARAOBAIBRIZRLZ2MbANERA, a P L ARAZ, EECERDDE
Tk, BBIEOEERRSTOMOMRE M D BB ZET T ZEW,

INoRePVATEISZLTORNEATIZH Y XA, S LRDEBITEN IIFEAEHIZR
HoRETIIZEN,

OYLLOREAXKIE?
o ¥ L AIE59-86°F (15-30°C) DORIBTHRFELTLEI VN, BEIIBHA LK ENER % BT

TLIEEN,
e DEVARUVELTOBEIFHOFEDEN2NE ZAITRELTLLEZY,

O€LAIZDONTO—BINR
o EHNIEAT 44— /a/ﬁ%b;ﬁﬁéhéﬁﬁkuﬂﬁéﬁﬁfkﬁéﬂé LB Y

£,

o WFINHRBLIZERRIFERITHL TrELAZERLRNTIES N,

o LZERMBECEIICELATH, B BLLAZMDONITESRNTTEY, HELRDH
REMERH OV EY,

BAFT 4 r—va A4 FiZid, e B ACET2EERERIPEN SN TOVEY, BITHEHRD
RLWEEIE, HEEMICARL T ZS, BRBEEOLZDIZEINI-oE LV LDIFRE,
Y EMCERANCERT AN TEET, v L AICEATAERICOVWTE, KAV 77—~
Va—T A BNV T AU A KR B btsh, Uo7 YA FwwwrozeremccomZ SR L
TLEEY,

AELLDEENSIYRIIFMTIN?

HEERSY : T ANVT A

TNy AEEAFY, RUEualFoA . e Raxi e ibiun—3R, RFTY) VR
IRV A BTmaAn—R, aR)E RNy BEFEL HEZTEEEE <7 v T—16000
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1.6 NEIZHFHAERAREFICEATLIEHR

ROA 7 (BEV=F v 7 L BEMLBEET)
WA ER R

BAT A= a A FRXERBERRBICL Y ABINTOET,
20084F10 H 43T

4 TRPETF—42I—F (CCDS)
KA TSR,
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CCDS on

Ramelteon

(The 4th Edition)

TAKEDA PHARMACEUTICAL COMPANY LIMITED

(H%)



O+t L ALSE 8 mg

1.7 FERNR—E

HRAESTEKRKSH

2010 £ 3 AR



1.7 FERSA—ER

1.7 FARYR—KE

(1
@)
(€))
Q)
&)

[FERZISDO—EEZ U TR LT,

SANTF Y (BLL L% 8mg) (SEIBEE) wrovrermermmmmieaeisi s 2
yreFrmaes Tl eeminl® 4
Sy _. —.) .................................................... 7
WESEFNE . [N [ 10
TREV G A (2—uPrPImg g, 2—u I D2mgfE, 2—m P 1%) e 13



17 RERDR—ER

T ANTAY (AELLE 8mg) (SEIREH)

—Ma - K4 FANT AV
Ramelteon
RTE£ o ¥ L A% 8mg
fRFESHA RAKAHTESASH
AREAR =
HIh4A B =
BEEEAR —
X5y S5 A R
L E R
L%4
Y N-{2-[(85)-1,6,7,8-Tetrahydro-2
DTE H-indeno[5,4-b]-
)lo\/cu furan-8-yl]ethyl} propanamide
4 N : Ci6Hy NO,
259.34
KA - S8 LGRS, TALVT AL Smg 2 BATB I TVREWEWLDEADT 4 L bAa—F 4 T §E
ZhEE - BHR AIRFEIZ B 5 AIRE & Ot
<%he - DRICAHET SERLOEE>
Ry VTR VREAE MO RRERFRIC L 2ANHENH 2 BE BT 2AFOFHME, WTIHHKE
(BEAELFIE, I OF%) OEREIEHOH 5 BEICBT HEFOEPER VR LMITREL L TWRVO T,
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Q@) AROEEICHIE> T, BEICH L TEREBOUEXRETIL L b, REMMK 2 BR%ZBLAICA
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(<R%- ARICHES 2ERLEOEE> KO [BERRE] 0EZR) .

) AHOBEIZLY, TuI 7 FUVEARDLLLNAZENHEOT, AREY., L REIUIMHARBREN
ROLNEHACRBRELZFILT R VBORABEZITH 2L,

IMEMRRA ( [(XpBR] 0BESR)

CYPIA2 NAFIONRBHCBET 2 E2RBMBRTHY, CYP2CH 777 I Y —RUCYPIA4 bbb ThiclEL
T3,

() HAREE WALV &)

Lhn %

FRPRIELK - $EBH1E

B - fEREAT

TLREBI IS VEME

AHI OB PRE, AUC 2VE8RE
W ERTHLOBERH Y. HFEAIC
KO ERAOERARBS H DI D
BEAEH D,

ARNOERIFHEDREBHERTH D
CYPIA2 %#WM<ET 2, k.

CYP2C9, CYP2C19 B UX CYP3A4
WRTAAEERORELELL
nd,

(QOHFREE BHRCEETZ L)

HHE % FRARIER - HEE IR A - fEBRET
CYP1A2 [BEH| AROERPBML HOONLTEE | ZARXFF I LA BB LD
X/ DURRBES ERD 2D, OEA CHRERAFOM P RE B

RPLEsh Tk, 20D
CYP1A2 FEH| & DB ARV T
b AR OMFIRER R DR
HHH 5,




1.7 EERMA—ER

MSANTHY (AE¥L LR Smg) (SEBH) (DIEF)
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a-— TR - £ . Jb == L DS R AR RR A | n
() HEGE N SOET|ERE Rt n, ag| e ~0ES )
MNERT 5 2 & 23b| & ORMERRE Z bh REAEFEREIR, AR, 2R, SRR T 2%
2o Do PRSI LTV Ry (ERRBRARVY)
4. B1ER 8. BERS

AR E COLPIETOBERRRTIXIBIET A LT
& LTamg, 8mg. 16mgiL32melix G Xi7-1,864
FIF D194 (10.4%) (ZERKREBORE 2 & LeF/ER
DAL LN RRRHESMgTH D) , ERRWEMIX
R 3.4%) . 3R (1.0%) . R (0.5%) . #&
D EV (05%) THoTz,
LT ORKTCORIER T LT OBEKRRRS 5 W5 E
TOTRET —FFICEILHDOTH D,
(HEXEWER
FFI24 5% —%ER (ERE. LERES) (F
ERHED ) Bbbbh sl L RHEDT, BEs
STV, REPROONEGECI®REEFIL L,
BEYRMEEITH Z &,
2) SETOTREOHEI LS

(HEE - ER
EWHRGFEOIAENH 2EFEBAZ KR E LT, KEl%
160 mg T CHAE S LS EBRERBRIZB VT, ]
K. R, HFEWV, B, EREOERBED LN
T3,

Q&

MR, AkdE, MEEFSERT S E L bIC, 2FFER
B H PN EIIE, —RERLEDIHERIEZ1T
I &, £, BEWSU, H¥ed., Bk YY)
WEEITHZ &, 2B, MEGENTIIARF OMREICEA
TixhenWeEZ LS ( [EWEE] 0ERR),

9. BRLDIE

EHIZZ{H8E : PTP E2EOZIHFT PTP o — RSO HL
THRAT 2 X 58422 &, [PTP—F
DRI L0 RS IR DS BRI~ A
LRI ZE 2 L THRAR SO ER
RAPHEER DT 5 Z LR RESRTWVWS, ]



10. ZDHh0TE

VDRI 2 ERRHEROBRELERRT, v RAD
100mg/kg/ A LA E R UM< & 2 0 300mg/kg/ B LA EOREIZES
WTHBEORTMN A bz, £, 7 v M2 £/
SRAIR QIR G LIZBRBRCId, #E7 » MZIWT 250mg/ke/
A LA O R CRFIES & OF B4 oD B RHBARAE o> S5 238
BH B, HET > Tl 60mgkg/ B LA LBV CRIE
BORBEIEMMN I LT,

(EMmEHRE]

—y

MR
TR A (18%1)) (Z1E8me 2 ZeiER T RKIC EERR D #%
B LR OREBLER OCERBIM- T Ol HiREOHS
BROEBY THDB, RERE CIIZEEREEICHARE
{EARDC e F16%IE T U7y E 72 M-I D Cpn [ 326%IE T
T LIEBDIER DI BT,

3. REREHOEMERE >
fEEERRA (861) (Z1[E8mg% & R3MFEIEIZ1 A 1[El7 A MR
A5 U7k, #8578 B OREEDC np X PAUC, 2413
BE1HB L TERENIIETIWEML, #5TH
B OM-T DCpa e FAUC 41, B E1B B L L TEN
vk UB%ED Lizds, RELERUOM-T & b
MARE N7 7 ELERE TFREM Th o7z,

AUCq48 Crax T tin
(ng-h/mL) | (ng/mL) (h) (h)
F75 | Zofgrs| 204180 | 141121 0.75 0.94+0.18
bR | fefg | 216%1.65 | 1L19%L11 0.88 1.14%0.39
M-TI | 255 R | 184.97+69.01 |63.04+14.63| 0.75 1.9410.53
1% | 179.18£56.38 |46.96+13.05| 1.75 2.02+0.45
EEME BN R, X PRE
3
FREAL
2.5 (FHl+RARE) ——— —
- 3 —e— =B (n=18) _
-
E -~ B (n=18)
215 [—
o
=, L1
é i'"'n..
0.5 |-y
B -
0 1 2 3 4 5 6 7 8
1 5 1REFE] (h)
80
M-li
0 (FHE+RamsE)
% '\, —— TREBF (n=18)
= 50
Y - 1% (n=18)
EIIRN
gso
= 20
10
o ]
(1] 1 2 3 4 5 -] 7 8

1RE5REFE (h)

2. PRk D
R A EI8me Z FE R T ICHIERR NG Uizke, R
WZIEREEROM-IITIFE AL BRH SN2 o T2,
B, SMEERRAS TICIEI6mg® (kA % BiEE
A#E LR, JA 270 BERad s L T8A%M R
Rt X h iz,

AUCO-24 Cmax Tmax tin

(ng-h/mL) | (ng/mL) (h) (h)
&1 BBE| 234%1.01 1.39+1.05 [1.31£0.84| 1.08+0.23
ik |7 BB | 264£140 | 1.47£1.03 [1.09%0.38| 0.92+0.31
M-I |1 B B | 234.79£62.20 |54.18+21.20|1.53+0.80| 2.26+0.42
7 B B | 229.07£66.03 |54.15£10.53|1.53+£0.54| 2.05+0.54
R fE TR

4. 180

FANT AVIFENTRICL YM-T, M-TI, M-I,
M-IV, M-VILRUOM-IXIZRE# 2, MVITERUM-KKIZE 6
WZINVT a U BERE R D, RELEHOM-T~DF
BFHTIXEICCYPIA2BHFE L, M-I OHKIZIICYP3AS
BELELTWEEEZLBND,

M-I @Ot FMT R OMT,ZEFICR T 2R MEERE
{EAEOKINOROR/STHY . 7I=2 MEMIIAT
RUW128TH B,

5. BEREICETIEMBE (emg* R EROT—4) )
B ICIIT DRE(ED Crax + AUChine Bt 1, FE
EEE LA EREN 13 FNIERVLTIETH o1,
M-I @ AUCy e KOty 1. FERERE & BN EHL 1.3
fE, 1415, ConTIZFRRTH o7z,

6. AFREERER B FICH T HXEMEE CLEA 16mg* & 5K
DF—4) 9
BE, PEEOFEERFICBIT AREIAEDC .
AUC K Uypid, BEERLA & N EN2.56%, 3.60F
BEONABWNTRARE, 1075 R U25ETH -7, M-I
D Cran AUC) KL Tyl BEEEALA & Ha B £ 3100.9%,
L3ERC2EWNT0.8(%, LOFR VLG TH 7, &2
B, BEOIEERECRT 2EYBEBIIRT I T
20,

. EREETRECSIT L EMHE GHEAlemg R 5k

DF—4) D
BRE, vEERVREOCBRERAE. B LIKENT
BE BT DRE(AERUM-T OCpa. AUC). 1T, HERE
B EEAREBTA LN TR, tpiimEOREERE
IZBWTREE, M-TWT B & 156,
2P BT R FICB O TM-TI TLAMETH -7,

8. EMMBEER GrEAT—F)

OHINEXH3 Y
BERERA (23 BI) X, FANVTAY 8 mg &7
NMARFY I (CYPIA2 FHEH]) 1 B 1 [H1200mg @ 7

BRIRERARED 7 B BCHREE L L & BmkE
BB L B LT Coe B AUCqine 1IRELIRTENE
N#12,700 Z V8,200 %ML M-I TEILEIH 66%

~J



B, 31%8M LTz, —5., ZVRFY I ORYENRE
BRI L AR BIIRD bR ho T,

@7nrarJ—i
BERA (24 B) ZHBIZ, TANVT AV 16mg*E 7
LaFV—n (CYP2C9 FREH]) 4 BREKERORS (1
HEIF400 mg, D% 1 B 1 [E200 mg) ®4 ABEIZC
BrRRE LML E, BMRERLILBL T Cp BV
AUCq s IXRBLIETENENM 144 KT 152 %, M-
I CENENHK S5 ROV 199 %ML =, t, 3Rk
RO M-TL TZENEI 33 LR U%IER LT,

Gyrkarv—i
A (26 B1) ZXFIZ, TANVT AV 16 mg*e
haFy— (CYP3A4 FHEER]) 1 B 2 [E200mg @ 4
AERKERO®ED 4 B BICHRAES L L& BEmE
HRFE HBIL T Crp Z Y AUCy e ERBLIERTENRE
136 R84 %, M-TT TENZFNH 23 KT 93 %
MUt EREIER M-I TZENZFh 31 BT 52%
R L7,

GHUVI7rELY
LA (27 ) ZXRRIZ, FAVT AL 32 mg* %
Y772 (CYP#HEEADL A1 E600mg D11 B
MRERO® SO 11 BEICHRRE Lz e &, B
S LB LT Cog BTN AUCip 1R TERE
NH 82 B8l %, M-I TZNZNH 81 KT 89 %l
HLTz,

G)Ta /-
A (21 #l) ZXZIZ, TALTZ L 32 mg*E R
Fric=% /—) (ADH#E) 0.6gkg ZRAOKEEL, Z
DOHI0PEIZT S /=N 0.6gkg & 2EROFE LIz &
F, B SR L B LT Co B AUC e 1EHRZ1L
ETERZTNH 43 RO47 %M L7225, M-TT D3y
BBICEERIC L 2B EERO N » o, —F, =
& =NV OEREBEICIIHRIC L 2REIRD LR
Mmoo,

OLESa 2"
RN (22 B) ExIRIC, FALVTAY 8§ mg & K
RPN (CYP2D6 258, CYP3A4F/HE) 1 B 1 Bl Smg
D7 AMRKEROZESH%, 1 B1E 10 mgD 16 A
REFRORESOH 23 B RICHAKRS L&, B
5B Ll LT Crp X VAUC et IR B IE TENF N
# 87 RN 100 %M L7z23, M-I OIRMENREIZIIHE
AL 28 8BIBO bR oz, —FH. RRVLD
BRI OERIC L AR bhvkeh o iz,

NI NVAxtEF

RERA 27 B) #XHBRIZ, TANVT ALV 16mg ¥ %7
NAFEF L (CYP2D6 BEERUPHEAD 1 B 1 840
mg ® 11 BEKERO®RSO 11 BBHAREL:
& & BUMBR A & HRBE U T Cope X UV AUC e i ERZ L
ETERENH40 K50 % M-I TERTRH1T &

W52 %ML 7=,

®OFF71 >
BERERA (18 Bl) ZREBUT, T ANVT AL 32 mg® &
7474 (CYPIA2 ZEH)1 H 1 [300mg % 10 H
FIRERARE Lz &, BMRER L EBIL T Cu
RO AUC) IREIETENETNM 35 RV 40 %, M-
I TERFRHL RO R%EMLE, —F., 47«
U ORHEBEIIFAIC I IREBRERBO ORI
7=

OHNRRUF Y
BERERA (24 ) ZXNRIZ, T AT F 8mghk H 3
NrF U1 E400 mgx 1 B3 ET AMRERORS
D7 HBRZHABRE L/ &, BEMBERLLELT
Crax X N AUC i IR ELETENEN 27 KTV 14 %
L, M-I TENENA 22 %, 1 %EmL 7%z,
=K HARF o OEERIIIORIC L 2 REIER
Do oT,

A0V ETF L
R A (24 ) ZXHBRIC, FALTAY 8 mg &Y
AMEFAL B E10mg ©7 ARREROKREDT B
BICfFR#%E Lz b & B ERE L B L T Cpp B
AUC i IIREETENENK 3 KT 9 %ML, M-
0 TENEIK 14%ED. 0%EmM LTz, —HKH, Sy
FAH1HE1LIEI0mgZETANVT A8 mgdD T ARER
BERO‘ED 7 BEHARE LIZLE AT LD
Coux X OV AUC i 1EENZENFI 16 KTV 2 % Lz,

ADTFHFRAROAMLIFY
BEERA (34 B) ZXRIC, FALVT AL 32mgH*e T
FA R A RLTZ 72 (CYP2D6 2E) 30 mg % HERE
AELIZEE, TALTFVREROTFEFA MR A LT
7V OEMBRRIZIIHRIC L A REIEIRD O o
70

kL ksy Y
A (24 B) ZRBRIZ, FANVT AV 8mg L
7V (CYP2D6 FHEH]) 1 H 1 [E50mg ¢ 13 A
REROBRESO 13 BBFRAKZKE UL &, Bhks
M & HEBE U T Crad e P AUC )i iR EAGIE TENE A
43 R 23% M-I TENENH 18 K2 % LTz,
—F5, BV ZU 1 AL EISOmg 27 ANTAL 16
mg*? 13 ARREROKRSD 13 B BICHRARE LR
LE, BT U VD Cop M AUCy i IXENENH
15 ROV 11 %8 Ui,

T ATS5I—I
RN (29 ) ZXBRIC, ZANVT A 16mgHe A
AF TV =N (CYPIAFFER . CYP2CI9EE) 1 A1 [H
40 mg % 7 BEIRERORE Lz &, B GRS
B U C Crue R P AUC IR B IETEN T2 &
V33 %E L M-I CEREI 16 KT 29 % Lz,
—H, AT TV = NOFEMERITIEORIC L ST



BT,

(2= Y

BEERA (20 B) ZXBRIZ, TANT AV 16 mg*k Y
%321 A1 @02 mgé 11 BERERAEKS Lz
LE, BMBERELEBLTIIF VD Cup BN
AUC i FNENH 9 RO 3 %Ed LTz,
a»INIrIyY

BEERA (22 #) ZXRBIZ, TANVTA Y 16 mg*k T
N7 7V (CYPIA2 28, CYP2CO #HE) 1 B 1 @i
~15 mg (BE@EAHR) & 7 BRIREROBELLEE,
BB 5 L B LT UL T 7 U v RyEIERICILGE
RIZE 2ZEBIRONR T,

(OEE VA FN

R A (28 ) ZRBRIZ, IFYF L (CYPIAL H
)1 B1EI10mg%ETANVTAL 32 mg“D 10 AE
KERO®ESO 10 B BICfARES L-L &, BEiRE
BLIBLTIFY 7 L0EMEEIMRACIZE
BIIBD bRt

(RABRAEIL 1B 8mg TH D, )

[ ER PR R AE])

1.ETHERRY
BHERIRESE 65 61 (FFlh : 20~64 %, TRIE 42 %)
B (2L, BHER RAKRIE. > oR%E) .
BEFSOBERNS 2 BEIRA) &L, 1B 1R
F ¥R, 4mg, 8mg, 16mg, 32mg % 2 BRERE L S
B sH7 a A4 —N"—"EERIERROER, [HER
WY F T 7HREIC X DREIRERE] I8V T, 8mg BT
T ERBIZHESR 135 SOEMBRBHOLRLTNDS
(p<0.05) , 72F. Smg IRV CIEIREORNARED
HDBE T 18.0 OEM, ANAREDRWAE TIX
12.7 5y DEFEBRRD b TV B,

2. I/MBHER
BHERIRERE 1,130 ] (F# : 20~84 &%, HR{E 50
) ExS (7L, B 12 VRICEHER ek
FE. 5O | BHIREZOBRENH D BE TR
L LEZEHEREERBICEN T, #5 1 BEROMER%
FEZIC L5 HEMERBRCSONT, SmgHTIT TS
T AREITHR 3.1 SOEHEIED LT3, 728, 8mg
B THRIREOBIEEREOH 5 BE T 04 HDIE
. BNEEBEOR\VEE T 5.5 pOEMENRED ST
W5,

3. FMEER 10
IBPERIRAE B 971 5 (4R : 20~80 Bk, FR1E 36 &%)
BRI (72120, BFE 12 7 BITEWER (Fd&LHE,
HORE) | EKPMERTESEOBENRHZBE IR &L
T _EERIEBRRICB VT, BE 1 BEOMERER I
X % B EMERERIIAA Bmg) BFIZBWTT IR
BEL R L CREHHEMIIC A RIS Lizos, 5 2 @%
TRABREEIRD LR T,

TR | KEBE | FTeRE| pEY
B LpEY
B 2| Fme 482 489
#i REEAR I R 77.42+ 77.13+ . ¢
(5 30.22 30.81
w5 | FEFIE 481 489
1188 | AR 65.77+ 61.07+ =l 0.0010
%) 3036 30.65 [-7.23,
-1.85)
#®E | FHESIE 478 478
2B | R 59.62+ 56.95+ 250 0.1093
4) 20.13 31.37 [-3.25,
0.53)

FE RN E
) N— AT A EE AR, KAREERE LB

4 RS HER Y

{BMERERAE A 190 5] (4E#R : 21~81 k. HIR{HE 47 %)
X (72771, 8% 12 0 B iR R (FAETE.
D OWE) | BMEEEOMENRS L BEITRS) L
T EHBRERBRIZBW T, KH| 8mg OFSIZ LY ERE
EiEoERIRIIChI- VR Sz,

FEMmREE | BEAH | B1R | F4B | F128E | FH24\E
FFATG (4 74 74 70 66 60
RERRIESRS | 7051+ | 54.35+ | 43.04% | 37.42% | 38.83%
43) 47.58 37.32 27.64 27.34 29.11
EHEHERRE

5. BREREIBAR (MFRIMEICRIFTHE) @

B TP A E O FEM IR ERRLAE GLEAN) 2
#95 16mg*EEE SN T, BRIR T O T (K IER
FBHA~OZEBITRD LTV,

(AR AEIIESmg TH 5, )

(€93
1. ERF
FANT AL AT b= oMT R OMTL,Z AR ST
HZEVBFIMEFETDOIAT b= U BRBRT A=A T
HY, B AT b= UMT RUOMTEERICXT 280
# (KifD) 12% 31 F14.0 pmoV/LE {112 pmol/L, 7 #
NA Y CEFECAMPERBIS EBEIC L7 d =X K
FEMEDICEIZZ N 21212 pmol/LF O853.4 pmol/LC#H
%, VF ALFAUIIGABA S BEEZIILD LTS
GABA, tu b=y, R, /AT RV U RN
TeFNaY i OMRGREREZEEIZI LT, 10
pmol/LOD I CRINTTRE R 2 R & fply, P
2. KERRICXN 4 S 1ER
A= A PVORBEERICH T DERATIEZ ANVTF
20.03 mg/kght A % 5 T\ O NREMIEIR K& ORI BEIR O
BEZABECERL, MEREZATCHMEES, ¥
Z a2 ORERTERICRIT 21ER TILT AV7 4 -0.001
mg/kgi® 05 CREERME 2 5HE L. RIKERRRZE
Biowmsgs, W



(AR5 ICET SEEFHME]

b
(o]
o ' J\/‘3”3
i ]

—%4 T ANT F 2 (Ramelteon) [JAN]

{bZ4 @ N-{2-[(85)-1,6,7,8-Tetrahydro-2H-indeno[ 5,4-b]-
furan-8-yl]ethyl} propanamide

BT CgHyNO,

TR 25934

M A 1159C

H R FTAAT AT AE~FRBAORKSEXILRHR
HOMKTH D, =&/ —N (99.5) RN Y
AT Aa—ETRT LT =P iz
RIFTRT L, KITHED TETHIL W,

[a %]
100 8 (10 §EX10) 140 88 (14 £8X10) 500 8¢ (/3F)

(E=30]
DENIZ BT 5 B ERBRAEOGENE L
9NEIC BT B B BB AEOGFENE
HENIT BT 2 RYBRERBAIRO LR R
HT ANTF ORBFICET 2 BRFTEFENE S
SHENICET 2 EMBERBRAGEOENEED
O)IMENC I 2 B RERBRREQ LN EED
DAEIZ BT 2 B ERRREOFNE R
B)EPIC 1T 2 ERARRBR AR OFENE £
NENIZIT 5 EERARBR RO RN E R
10E NI IIT 2 BRERABRAEQ@EFENE L
IDENIZRIT 2 BERBRBREEOEENE R
12)Kryger, M. et al.: Sleep Breathing, 11: 159, 2007.
13)Kato, K. et al.: Neuropharmacology, 48: 301, 2005,
14)Yukuhiro, N. et al.: Brain Res., 1027: 59, 2004.
15)Miyamoto, M. et al.: Sleep, 27: 1319, 2004.

[XREERE - BRFHREMLVEDHEE]
EEIIRCEBROLNERHI O E L TH FTRICTHERCEE N,
IR T3St B3N <370 ERE
T103-8668 FURAHREKAAE _TH 12%F 105
7Y —& A ¥/ 0120-566-587
ZHERE 9:00~17:30 (LBFA « BRRER £5R<)

AENIBEE G Cb B 1=, BESBE L 97 BOER 20 28 3 |
A 19 BihcESE, BMEHENESL | FrRB8T5H0KRAE
T, 1014 BRZREL LEREL2ERD LR,

SRR
ERERIENRASH

T540-8645 KIRMiPREXEEETETE 1&E15



1.8 FAXE ()

(1) ZhiE - IR (R) RUTOBRTERM
1) Z8E - R
RIREC BT 5 ANIRREE Ot E

2) ZEE - R OETERB
TAK-375 D EERRERIZ IV T IBMRIRE &K O —1BMERIRE 2 Xt R IR & £ L7,
BHERRELZXRE LESROBIHE, ENTERL-FETHERER (CCT001), FEO/
MR (CCT002), FIMAERER (CCT003) R OERHHKERER (0OCT002) ZEHFEL LT
Tole, £, —IBMRIRELX SR L LI-RFHTIIANERBRRE (PNFP002, TL023) %
Az, UTICHEOMELRT,

- BUTRIREICNT 2R

CCT001 &% U CCTO02 IZRWTHERGHEZHRETLIZHER. 1(2) AL A& () kU
ZORERI) IZBNTHRRB LBV, TAK-375 OBEKAEL LT 8 mg BPEYITHD
EEZDNZ NG, HFMARER (CCT003) Tik, B4 OMERRAETEIC X 2B REMIE
BRIEEE (sSL) Z XEFMBEEA & L, 8mg L7 TR LD _EEREBHARE EM L 7=,

FEFMEA L L2E 18D sSL L. 77 B RBE LT 65.69 4. TAK-375 8 mg &5
BT6LIS oL, TDET-A454 5 THERE (p=0.0010) BB/DH LI (K 1.8-1), AHI»

BYERIRIEICR T 2 AIRRE#ZWET D 2 EBRIESh T,

# 1.8-1 sSL O#EF (CCT-003)

Population 7R RS S
8 mg
FAS By L= 482 489
LS mean=+SE 77.42+1.39 77.13%+1.38
=18 % 481 489
LS mean=*SE 65.6910.97 61.15+0.97
TR EDE LS mean - -4.54%
piE - 0.0010
%28 Bl 478 478
. LS mean*SE 59.47+1.04 57.11+=1.04
TTEREDE LS mean - -2.36
p 1B - 0.1093
(k=3 Bl 471 475
LS mean=+SE 56.94+1.06 56.0911.06
TR EDE LS mean - -0.84
pfiE - 0.5741

* @ p<0.05 (ENEAITICED T TFER L OLE)

ERNEHRERR (0OCT002) 2B\ T, REREICBITHANMELHER LT

ARBICEBWTIZ, 191 FlF 158 N 24 BOHEZ25ET L, Tk LZ336D 5 HEE)




1.8 HAXE (F)

HER+S DD IE SN HBRET 3 Bl (1.5%) Tholz, 2fITOD sSL OHEBIT, B
BHID 72.86 3D 1B T5842 47 L 14 ML, 4 B TIE51.13 47, 16 B Tid 40.43
S EBEMICHARTENRETNRN 22 0, MR DOEMBA LI, TORITTF F—ITEL
i,

-, AEEHRERR (EC302) B\ T, TR LTHEER LPS KW sSL
DEFENEN 6 » AlZh VSN Z ERHEREN TS, I, ABRRHRER
B (TL022) Tix, 1 FEMIChvmEE24E T D Z L7 < sSL DEMPRN/HERINDZ
LR ST,

P EX v AEIOERGEHRIIEMBER I, MEIERShRNbDEEZEZ BN
i,

- —BEFEREICTHT EH0R

—BERIRAE I T AR ERNTE720, F—RHRICL 2 BERRETV (FE
NRRETHIEREREZICHNO TASLZ L TEUIRIRRE) 2 AV R EETE
B L 7= (PNFP002, TL023),

TAK-375 ## 50D LPS 1377 B RBERICHART 5~10 DA L. BEREMDREN
ANz, i, SL ZRAWETHIILEE LIEBEBE 21072 b DO, PNFPO02
WCBITD 16 mg TIET T BRI THERRERE A L,

INHDREREMND, TAK-375 THEEHRSICEWTEMEZ TR L, —@ERIREDIRR
WERATHDZ ERREINT,

VI EDERARBREE LY. TAK-375 &, —@BHER EBHERREO W IZENTH E
BE2HETHZENRINTZI END, 2EE - HRIITRREICK T 5 ARBEEE DU
ERE LT,

(2) R - ARk (B) RUZORERA
1) A& - ARk
BE, RACIEZ ANVT AL LT 1E 8mg #BEBRIICRO®RET 2,
2) Rk - AROBERR
TAK-375 ORERVCHAE, CCT001 (8T LPS (PSG T & HHERIERF) ., CCT002
IZRNT sSL Z i fifEtE & L THRAET L7z,

ORRREEORE
i) LPS (2& 5 ARRGHEDERE (CCTO001)

CCT001 TIXBMEARIRESRE 227 T R, TAK-375 D 4, 8, 16 K} 32 mg &5k
B30 SETCR O S Lo HEBRIGHIZOW T, LPS 2 EEFHMEER & L TR L7,
ZORRER 1.8-3 177,

LPS {Z DWW T, BT E S BEMEREICB W THEERARRIGHEDRR D b v,
BB TR EOMLBREEZIToTEZ A, 8mg K32 mg TLPS DFERAE



1.8 H{EAXE ()

5 (A=-11.0~-13.5 %) BHoN, 2B, dmgEN16mg TIET 7RI LTEER

R A SR o T,
183 LPS (&) IC&SHAERKHEDOERET (CCT001)

TSR TAK-375 e
4 mg 8 mg 16 mg 32 mg P
Ik 61 62 61 63 63

LS Mean 36.03 29.50 22.52 28.97 24.99 p=0.0046

TFSEREDE — —6.53 —13.51° —17.06 —11.04™

Dayl. Day2 O
7Z &R EDZE : LS Mean
L DEOITIC LB ERMERE

‘. p<0.05,

it)

" p<0.01 (BESITICE BT 5 R E ORHE)

ULEDORR LY, TAK-3754~32 mg i% LPS DEHENRICB W CHEERZHEBRGEE T
TIERHERENT, £, TONRIISmg U EORBTIXT T h—IlETHLEZD
Nz, 72, 4 mg TIIMHMICAE TR eho2b DD, LPS OEFMEEMPFED bl
7o, BlEHEEM L 72 CCTO02 IZBWTIET 78RN, 4 mg KN 8 mg ZRiTHE S L.
sSL ZFHMEHEIE L L THERGHEZHERT DL LI IROMIEEZHETITOIZ L EL
7a,
sSL [T &5 ARRIEDERE (CCTO002)

CCT002 TIHBMRIMERE ZXRIT, 7T &R, TAK-375 @ 4mg R 8 mg & HE
30 BENICR OB S L=ROAEREICOWTIRIETFAEEIC L 5 SL ZFEHEEL LT
MREt L7z (3R 1.8-4),

FEFMMEE L LEZFE1EOSSLITBWT, 7RI T 5 4 mg KU 8 mg DEI
FNUEN0.16 57 (p=0.9315), -3.10 77 (p=0.0905) L AEREIIRO LR H 0T,

AEIORBRIGHEZ MR 572012 sSL O/ A XE/NELTHIENTED L
EZONHPBREEELT, OSSLARELTVWAARE (BEIICBVTERE ERNOE3
A D sSL EHEDOEN 30 ZUNDEE) . ROERRIGD Y 7T Vi uﬁoﬂ\
EEL LT, OFRIEDORBFEHMEN 3 ERWMOBE., QN0 Y VT BV RIEIRIEIZ
AARODRVEBE, 2E0EH & LR 21T o7, £ OREE. TAK-3758mg N
THNOWMBSERIBWTH, 77 R L THER SL OEMETRT I LPERIN
7zo —7 ., TAK-3754mg TiI sSL OEMERAPAD NI b DD, WTFHLOFMLERIZ
BWTHT7 T ERICHA_REEREZIBO LN o7 (K 1.84),
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1.8 FAXE ()

+1.8-4 sSLIC&KHRAERIEDEE (CCT002)
Population 7T R T'ZKH-SJS T'AgKr;sg’]S
FAS By 13 380 372 378
LS Mean+SE | 79.86%+2.25 83.28+2.27 77.46+2.25
1R ko 380 372 378
LS Mean+SE | 64.50+1.29 64.65+1.31 61.40+1.29
TR EDE LS Mean — 0.16 -3.10
p {E - p=0.9315 p=0.0905
4mg L DE LS Mean = — -3.26
p & — - p=0.0772
BEH SSL O BEH Bk 267 265 258
EEA 30 43 LS Mean*SE | 69.53+1.94 73.79+1.95 65.10£1.97
LI %18 e, 267 265 258
LS Mean*SE | 60.53+1.26 58.00£1.27 54.85+1.29
TSR EDE LS Mean — -2.53 -5.68%*
pfE — p=0.1592 p=0.0017
4mg b DZE LS Mean — — -3.16
p & == = p=0.0827
TR HA R 23 B LIk 196 204 200
3 R LS Mean*+SE | 76.08%+2.62 77.10+2.57 74.19+2.59
%18 Fil%K 196 204 200
LS Mean+SE | 63.07+1.68 | 61.33%1.65 57.88+1.67
FIREREDE LS Mean — -1.74 -5.19%
p & = _ p=0.4600 p=0.0289
4mg L DE LS Mean — = -3.45
p & = — p=0.1424
RS VTFEE B 185 270 255 261
v RHEIRE D LS Mean£SE | 77.12+2.28 80.67+£2.35 73.12£2.32
RIVERE 2 L =18 %% 270 255 261
LS Mean£SE | 63.77+1.46 62.02+1.51 58.54+1.49
FIEREDE LS Mean - -1.74 -5.23%
pfE - p=0.4066 p=0.0124
4mg L DE LS Mean - - -3.49
p 1E - - p=0.1006
¥ p<0.01, *: p<0.05 (GELWHITICLDT 7 AL OB

CCT002 TIX_ESHRHIOBEF D 2 BRI S5 R, 4 mg, 8 mg 2HRELEZDL, 3
BHIZ& % 4mg, 8mg, 16 mg (ZFEHIHEE L, HERONRELHRTT LT,
HBEROHROMIITH oL, HEAH Q8K »HEBER (3:8E) O sSLEL
BE2EEL L, HERI%D sSL OFKIZOWVWTE 1.8-5 ITRT,

#1.8-5 HERRIZBITSsSLDEL
TR 4 mg 8 mg
2@ ke 378 364 368
(B EA LS Mean=+ SE 57.9%+1.33 57.9+1.35 57.5+1.35
4 mg 8 mg 16 mg
3R B 370 361 362
(BE%) LS Mean* SE 51.5+1.39 53.9+1.41 52.4+1.40
EI3E—E2E LS Mean*+SE -5.99+1.22 -3.79+1.23 -4.79+123

HERT% O sSL OEHENEIX, TR 4mg T-6.0%, 4mg— 8§mg T-3.847, 8
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1.8 FAXE (F)

mg— 16mg TA48HTHY, AEZEIHE LZ4mg— 8 mg RU'8 mg— 16 mg DELE
X, 77 EREERIC4mg OBREEZBRBLEEORLES RIS O TER» o, §
72bb, 8mg 16 16mg ~WELEBIITSRPERDL D LITEVENEEZ LN,

UELORREY, TAK-375 OEKRAE L L T8mg BWEUITHEL LEZLDONI,

I B2, TAK-375 8 mg DHEMELZRIET S BT, 7T EREZx R E L7z CCT003 (55
ZRRBR) EEMLE, TORR. ()PEDR () ROEORERML] ITRLL D
W2, 79 ERICHRTHERICIERZUEBTIDHELIBOOLN., 8 mg WEIMEEZRT &
PHREES LT,

QR LMD M
CCT001, CCT002, CCTO003 iZB (T 2 HEFRDOIEMTHERLY . TAK-375 B 5K &
TSR EHORBIEE L OEN 0.5% U L0FEESRIT, RWEEL, R, BF. b
KREORFE, WH Y 7YY NN, THRHETH-7- (K 1.8-6),
INLDOFEEFERICOVWT, AEJNORBBEEOHBZIT o7, ¥, CCT001 (7 1
A —/N—FBR) . CCT002 (BAH|MiHEaAER) K CCT003 (WATHMHZRER) 13% 4 HBRT
VA UBRKRES ERD 720, AENOFEFLREBEE OLBIIARER T LIl Lz,

R 186 HEEZREHEEDOLE (HEMIFICH T TAK-375 REBEORBREEN TS
ARBEERIYE 05%LUEFLED] (CCT001, CCT002, CCT003)

TCTo01 CCT002 TCT003

bra 2 5) 28 H ) aBmES)
7ok | TAKAS | 754 | amg gmg 16mg 32mg 7;3*;: js'"rsg H“Ig‘ig s5e® | 8mg
Preferred Term (n=923) (n=1674) (n=61) (n=62) (n=61) (n=63) (n=63) (n=380) (n=372) (n=378) (n=482) (n=489)
HEPRREBRFIE 217(23.5 | 580(34.6) | 11(18.0) 8(12.9) 11(18.0) 18(28.6) 17(27.0)_ | 160(42.1) | 158(42.5) | 158(41.8) | 99(20.5) | 129(26.4)
NEHDRB A 265 812 15 12 16 21 24 258 220 231 116 164
LR 57(6.2) 128 (1.6) 3(4.9) 1(1.6) 0 1 (1.6) 3(4.8) 43(11,3) 29 (7.8) 35(9.3) 29 (6.0) 39 (3.0)
[l 12(1.3) 60 (3.6) 2(3.3) 2(3.2) 3(4.9) 6(9.5) 8(12.7) 12 (3.2) 12 (3.2) 14 (3.7 4(0.8) 15(3.1)
|E® 17(1.8) 39(23) 1(1.6) 0 3(4.9) 4(6.3) 0 14 (3.7) 8(2.2) 13 3.4) 7(1.5) 6(1.2)
ERGEDRIE 6(0.7) 25(1.5) 0 0 0 1(1.6) 0 10 (2.6) 6(1.6) 9(2.4) 1(0.2) 3(0.6)
e~ Y 7Y ) R 7 (0.8) 23 (1.4) 0 0 0 2(3.2) 0 14 (3.7) 7(1.9) 6(1.6) 0 0
T 1(0.1) 23(1.4) 0 0 0 0 1(1.6) 2(0.5) 7(1.9) 8(2.1) 1(0.2) 5(1.0)
| 3(0.3) 14 (0.8) 1(1.6) 0 1(1.6) 4(6.3) 1 (1.6) 3008 | 3(0.8) 3 (0.8) 0 3(0.6)
D EV 1(0.1) 13 (0.8) 0 1(1.6) 1(1.6) 0 2(3.2) 4(1.1) 1{0.3) 4(1.1) 0 3(0.6)
A 2(0.2) 12(0.7) 0 0 0 0 0 2(0.5) 7(1.9) 1(03) 1(0.2) 3 (0.6)
R 1¢0.1) 12(0.7) 0 0 0 0 0 3(0.8) 3(0.8) 4(1.1) 0 3(0.6)
MBS R 2(0.2) 11(0.7) 0 0 0 0 0 2(0.5) A0 | 5(1.3) | ) 1(0.2)
(0 2(0.2) 11(0.7) 1(1.6) 0 1(1.6) 1(1.6) 1(1.6) 2(0.5) 2(0.5) 2(0.5) 0 2 (0.4)
SEXR 0 11 (0.7) 0 [} 0 0 0 2(0.5) 1(0.3) 7(1.9) [ 1(0.2)
IR, ( JTTIEBmIE o

CCTO01 IZHB W TIHMER CAEKRFH LR BBHEED LR N H Lz, CCT002 TidaH
bIiehote, £z, CCT003 12T, 77 EAREGRICH AT TAK-375 8 mg & 5FF
[CERIREEZ, EIR, TR, BER. ZEED IV, EROBBEEENEL Rofen, F%
EofEf# (1) ZRE\WITFhbBEThoT,

BERREME, A 2P A ORFIZEBN T, REFIZO KB TEOEENII/NEL, A
EBERENRESNIA LN R T,

ULDORERL Y, e85 5 b TAK-375 DEFRARIT 8 mg BNZYTHD & ¥
Wr L7z,
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1.8 HAXE (F)

O L~
BMER R 22 R L-EANEEKRABR (CCT001, CCT002, CCT003, OCT002) T
. WTRLEE 30 SRR o&E5T52 kL, BETOFELIT > 72 CCT002,
CCT003, OCT002 IZ# T, BBIrsagtiE 0~60 SRTOHWPAN TIRA I TV,
i, B SO ERREIBHEREE (BERBEE) ZRF LS ERE (EC301, TL060
) 1ZBWT, BFIREEZD Toy fHEICBWVWTHHS - SHOERLEEBEEZ IR
TENHERINT, UEDZ D, BEFEIRERMIBARE] LRE LT,

U EOBRABRKEL Y. TAK-375 OfE - gL LT, T1H 8 mg #REANCED
B5451E LT,
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1.8 HMIXE ()

(3) ERALOIE (X) RUEDORERN

AENOEREOEE (B) X TERBEELRMCEORHERICONT] (FHR 9
F 4825 BEEFE606S, FHRIFE4LI A 25 PELFE 9 5) RO TEREHAERLOME
AEOEBTEHEERICOWVTI (LR IFE 4 A 25 BEREE 607 ) ICHER L THE LT,

FEHEOEE (8) ORBMAR

%

FEAR AL

%2 B] RoBEZEERSLRNWIE)
(OAB|ORSIZxHT 2 BEEDOREEED H 5 BE

QB ELRHEEREEDH 2 BE [AAIXEICHET
R#tEns-n, AFOMFEENS R L. EH
ﬁﬁ<?6?hé%%hﬁ&6({¥%ﬁ%]@
HEZM]) |

G)ZNBEY Ivw LA VEREERETOBRE (148
HYEA) 0HESR)

() BB EEELLT, ZOLOREB
ECTHRBBENBRT A BEEIFE WL
EZZoNDOT ARG EZRTSHLOE
EMRTAT-DRE L.

Q) ARAFEFCHFBTREFENDIEZD
( [ZEmEIRE] OIEBR) | THETHIBE
Wb b, BERITHEREOCH 2BET
IS BN EE 2 T4 L - B IR R BR A M L
TEBLTEEMERFTL TV R2NED, &
ELRFSEREEO» 2REICIRE LA
WEHIEEMRETH-ORELE,

(3) 387172 CYPIA2FHEAITH B 7 VA *
I EDBERIZOWT, IARFY I
200mg 1 A 1 [EF=13A%I8mg1 A 1[E%
6 A& 5%, A% 8mg & 7 A FH IV
EHEEIFARES TS L AB 0L ERE L
T DIV LR TARBIRENAED AUC i,y (3
ViR B R T A AR AT
HnE) T8 LZ 83 EHEML, Cux &
e I R B SRR B4 D i IR BE DARK
&) Xk LZ28E8mLT,

L7zBoT 7R E I v FEhDBRE
WCARF #5325 & AE O RENE
LL EFF 2R H B 120, AKX~
VRFH IV EFATHVWRNWL YA
EROEYZR) FEBRETIZORE
L7,

<EhEE - IRICEEET HFERLDFED

Ry VT B UREREMORNRERKREICLD
AR 3 5 BEITRIT A RBOFERME, T
BEEE REXFAE. 7 oFR%E) OBEFEXIEH
D D BEIZBIT DERBNOF MR L LMW ITRET
LTWARNWDT, ZThbDOBEFIIARAZHRET DB
WIEREOF R L EREEZEE L, LEEL+
%g%%bttﬁﬁﬁﬁﬁﬁ:&([ﬁ%&ﬁ]@
IBZHe) |

O RIRIERIREIC L 2 RTIBRBED H 5
BETORMEIIMLL TWRNWI & F
WIER (FARAE, 5> OR%E) DOBEEX
IZEBHED H 5 BB XKD O R
ENTEY  BHEROEEERHEL LT
WRWZ e EIEFEROBAE LD EH
ERT TN b DBE~DERDEIX,
YRT RIXT 4y b e+ nEBETHLD
BRE LT,
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1.8 R/AXE (F)

HEHEOEE () ORLBNE

TERAL

R

Rk - ABICKHET 2EALDOER

(1) AFIOBER 2 BRE% % B QI ARK St
TAHREIMEROCREMZFTEM L., FRENZED L
NZRVWEEICIE, BE5ETIEE2EZEBL, BRLES
Lanzd ( [EEGEERER] KO [EBREKRK
#E] oESM®) |

Q) AFNT. REOERNCRAI®IZ &, £/2. R
HALTHRELZ%., BRETITEBWT—RHIZE
WL THESA2TIHAEENH D L EICERAE
S ca o AN

GAEFIAELRBEIIREZLORMAITEET S Z
Lo [BBEBETIE, ZEEBRSICHEANEF OM
iﬁgﬁfT#%:kﬁ@&([ﬁ%ﬁ%]wﬁ
) ,

(1) AR L 2BEDIRBPB/ONRVE

Q) RV UTREURER, FOMOE
IREE L AR, — R EERE & UTRE
L7,

QBBEEICEY T TOTNIERET
5T Lo b BRERE T TIIAF ORI
BB L RPENITL < R D REM
BHDEBEZONITORE LT

1LEERE ROBEIZITEECHRSTEZL)

(1) BE»LHEEOFHREREEOSH L BE [FAIX
FIFBCRI SN D7z, ARA O PiRED b
Ay2kzhrb s ([ER] RV [EHEE]
DIEBH). ]

RS AN

) =it (ERE~ORS) OHEZR)

= D REIR I I EREBRE [T b DBREI
X4 HERABRN RS . REMITHESL L TV
v ([BREREAR] OEZH), ]

€)

4) MICRENEEDCHHBE[ZNSOBREITHT
HIEFRERD 72 < . BRMIIHEST L TV, ]

(OAEFIOIRER (AUC) 1%, IEFE OFF#
BEA AT DX BB Child-Pugh 738
WL 2BEOFMEREELG T O5HRE
2BV T 16mg/ HEE- O 7 B&IT 3.6 f5,
FEEOBERELF T H2HBREICE
W 107 MR L bz, M-1T
DIRBEEIIEE T NP EE O IFERERE
EDWREICBWTEEOFEELET
LB TIS T hEFEmMmL
Tro ORIV BEFIIFEEDON
BEEEZ2FTOIRETICAAE2ESE TS
BAIZL, EETHURERDATZD, +
DRBEPITVW EECFERATA L OER
e 5 7~ HR/E LT,

(2) SEERAORIERERZ EIXRY
HAILTWRWAS AFRENET L TWD
mEE ~ORENTFHRIND D, —fRE
mEEERE & L TEERGIIRE L,

(3) 1 BE oD R R e S PR R BB & X
L UEBRRBRIIER SN TRDLT,
T KERMA BB T, 2 b DBRE A~
DEREZHRLLVEORBRDH D120,
HERE L UTRELL,

4 YT UREBRETIZIIN
LOBREBILRETHLEERAPARIDLD
nNa3zZenmbhTthy AFTIEIND
DBRFIIBEERABLOBII S TRBYE
BMERFESLL TN b R Y
T RIBERE|ICED CEEREG L L
THRE LT,
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1.8 /fIE (F)

A EOREE () ORENE

A ER L

LERGELRMIER

(DARK ORENBEHLIZ IR, R, RS - &£
P KEHEBRENSOBRTHNEZ S ZEMRH D
DT, HEEOERLRLR EERE D B OBEC
WHEISERVWEICERTDHZ &,

QAKI OB HIZHT=> Tk, BFICH LU TAESRE
DUELRETH &L b0, B5HEMG 2 BR%E
B A2 ABRNEEC 592 B 20PE R OV 2% % 51
L. AFRAMERERD bR WESICIX, BE5PI1E%E
ZEL, BREZEHELRNWZ L, $1-F0%LE
W ARBI OGN R O em 2 5l L 7- £ T
HMBOBES R 52 L (<HBiE- BEI1ZH
ETHEALOEE > ROIBEME]I0ESH),

O)EFoEE LY, TusrsFr EERLLbR
DT ENHDLOT, AREF . At OISR
BREPRD LN HEIRKESE2FIET 2 E
WY EZITS Z &,

AR Z IO TNRBEBHR L RT
HEEMENH D Z &M bR E LTz,

Q)AFK T HERR 7E 5 0 WIHA Be P D 1R R 3K &
LCHLERMT NS EEZTWD, ElfiE
BT CRIERBEROFEEMEIZLLLT S
5D ZEEREL, AR D EY) 70 BE I
RAENsdZ &, FARFIC XL DIEEDEN
BonWEBEIC, BREMEKRES S,
LV EORBRIERZ T NN D
WK D ARFI DA MR VLR E EH
BNt 5 2 & AR TE LT,

Q)MEEERABRK L O CCDS (¥ iET
—HZ oK) TTRT T EREPRREX
HWTWDZ et BET SR RIE
D LN HGEITT KEDIL S & DEE AR
WE BTN L O AREERTE LT,

HEMER (EMEEE] oEZSM)

CYP1A2 BAFI OB 5+ 5 £/ #8EFE T
HY. CYP2C 777 I U —KINCYP3AL H DT
NZEE L TW5,

(HBAEE BEALZ2NnZ &)

TuvLA
VERE

Al % R ARIEAR - R - JEBRINF
BTk
IR Y KK O BB PR ARE O RATRBR

E. AUC »BEEIZ E
BT 25L0RERDH
D, BERC X Y ARHF
DER RS HHb
NHGBENEH D,

W EEER T H B
CYPIA2 %< H=E
4%, £7=, CYP2C9,
CYP2CI9 K W
CYP3A4 (ZxF5 ATH
EERORELE X
BiLd,

() [ZR] O0BEOQGHIHEL TRE L.
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1.8 FAXE

(%®)

FEAEOER () ORENE

AR RE AR AL

QBtREE (FRICEETHZ &)

KAL%

ERAREAR
HEFE

Wy - fERRIRF

CYPlA2 [
E#H|

E A =E
REREE

AR OER DL H
LoD TSN D
50

TNVARFH Il
AR L OFRT
BREE 72 A F o 1 iR
EERER#HEINT
BY, oo
CYPIA2 FREAIE D
RV T, &
HofmFREN LR
THREEMER S B,

CYP2C9 M
E#|
Z)La+y
—LVE(FY
—ILZRE
HE) %

AENOIER»EL &
bbb AHAEMENH
D,
ThaFS =0
BERIZ & 0 RH DB
PR E . AUC
NER L EOWE
BH 5,

CYP3A4 A
EE|
TIOR3 A
FERREFE
=
Frary
—L(FJV—
LEREHR
)%

AHNOIER»ERL &
LA AREEEN &
%o
Fhary—n (R
0 @RRH#ER) L
DOFEAIC X v BF D
R FEE, AUC
BERLEEOBRE
NH 5B,

Zh b ORA DT
mRAEERAEER
R0 A ORH
ZEEL, MhRE
LR SE LR
BdHd,

CYP FEK
y77oE
DU (EERE
REE) %

AFNOVER PRI
HAEREENR DD, V
Ty et
izl v REloks
MAPREE, AUC HME
TLEEDHENRS
B,

CYP3A4 Z D FIEHY)
R#BERELFHET S
kgL, ®AElD
R#t&=MREL, M
BREZBLVIELH
RS 5,

FZILa—
(8RB

EEL -9 H K
SHEBIRENEDIKT
DT D LRDH
50

TV a— L s R
BRMEIER 2RI
&, ARE L ofmEmE
HAnEzbh3,

L7,

) EMHBEERRBRORBRIZLY

5
i

4. BMER

AREE COLRECOBEERRCTIZ1I B 1B | BNEERR, SAETRET —2B8L0
ANT A LT 4mg, 8mg, 16mg Xik 32mg 73 | CCDS (EFET —F 2 — F) ICEIX
BE XNz 1,864 BIF D 194 fil (10.4%) IZEER | 3% & L7,

MREMBORE #EZLEIERAPRED b z(KRH
BiX 8Smg TH D), EBWERIER (3.4%).
5B (1.0%) R (0.5%) ZEMED £ (0.5%)
ThHoT7,

UTOARFITORERIZ EREZEDOBEKRRRD 5\
EAETOHERET — X ZI2EILbDOTH D,
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1.8 FEAXE (F)

HHEOEER (£) ORLBANE

X TEARHL

(HEXZEWER

D7+ 74 53F—HKER (ERS. LEFEF)
BEERBA®D ) BHobhd I ERHDDT,
BEL 2TV, BEFBO OB TR
Exdik L, @YRLEEZITO Z &

ELD AERTOMREOHREICLD

() DHDEIER

0.1~5% FKiiE HETRA
1) Fhp HEWV, B, KX
MRR
2) BJE ®5
3) {HikEs | E . Bl
4) AW ruasrFy
J:ﬁa;m
5) Foi | BER

*2) —HoONEERRR (BUERIRERE., Y7 R B 6 » A
RHHERR) T, REBTT IR RBLERTHAER T 0
FIFUEOLEAPRED LN, BHERE LTOMMF T rZ 75
VERGVERIBECTE oo, —F, ENERRBRTIX, NSW
HEERE L R L —50ER (BERIRESRSE. 6 » Ak
WkERB) TruI s FUEOERERRDORELOD, Bl
fERELToOMFFe s 7 F o EREEDLRT, ENTOR
BHEEIRHATHD,

FEFREICBWT. T 74 9% —K
IR ERERBEINTVWAZ & KU CCDS
(E¥EDPETFT—F T — MNICESXH/EL
1@,

[EPIM R Rl J U8 CCDS (3 1%
F—H =) KESERELL,

S. BEE~DRE

mEEICBW TP RENS LR T RBENDLH
Bz, BEOREZBEE LN LERICRET
52 ¢ ([EMEE] 0EBSH),

Bl E A ORMERRRL IR LN
TWVWRWA, RO ERE ~DEREDE
B L UTRE L,

6. 1E1%. Eif RABFADRE

(DI TR LTV B RTREM O H A AT,
BREODBERENFGEREEZ L2 LHBT S
ZBREBICORTEETE L, [Ty Mok A4
ABR (150mg/kg/H LA E) 23\ T, BIROENR
ﬁ«ﬁ:7\%%ﬁi%@%ﬁﬁﬁﬁa6hf
W3,

QBEALTOBANCHEET D & wdti), Rea2Bd
®’ETAEAICEELETIESREZ L, [Ty
F CIEHAHF~OBITHRHREINL TS, ]

iR BERR IR T AR R BRILE
MLTRLT, BEEImIIIh Wi
W, — XA 7o i 05 PENR R HLIR A~ DR 5D
HEEME L LTERE L, EEERABRICE W
TEBELTWD T v MBI D EFEHE
BLOHHBRBITICOWTEHR L,

1. INBRE~ADOERE

EHAEER, #HAER, LR, SRR
THREMIIFESL L T2V (ERRRS W)

INBEIZH T ABERBRIIER L T L
T, BEMIIFESL SN TWRY, —/RE 72
INRE~DREOFEBRE L L TEHREL
=
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1.8 FAXE (R)

EHEOEER (£) ORBAR

8. BERE
(DB - fER

EMEFOBRERH SREKANZIRE LT, K
Flz 160 mg & THEERE LS MEBRKRRARIZE
VT, BR., R, DEv. BR. FREOE
KrBOOLNL TN D,

QRE

M, Bk, MEZ+2ERTI LI, &5
FERNH SN EESICIT. — B AR R PIHE
BIERITOZ L, £, HREZHL, BikF. @
W PEOIRMBEZITY 2 L, B, MEEFIT
AR OBRECHEATRNEEZOND( [ EDE
] nESR),

(1) AFOBEHRESOERFIL, BERBRT
IZIEBE SN TV W, BAOEDIKT
P BR (TLO14 U TLO15) Tix. TLO14
TiX 128 mg ¥ T, TL015 TiX 160mg £ T
HEEE S, REEERFICEIR, EH.
DEW, B, BREOFEERETDE
TORELEZ, T DOHFEEERITEK
FRRECREL-AEERLHEAERN
BRELLDCFREECTHY, BREICHAE
KERZEREIRONT, £/, EER
FEFROBRE T 2droTz,

Q@ MICREE L= BY, BRHER T,
BEREICLIZERLREZE2EORKSITH
HFINTHWRWE, —KELREHOBE
BEIZBWTHELINHAEIZOWNT
FLER L7z,

MIEFBITICOVWTIE, BEEEEZEDOFE
FRE L AEBERRE (TL030) 2k
T, BFE L MEETBREOBREBEEICHR
HHAEBEENRD O, MEENFTICX
HAFNOBREERIBENEEZ O
7-oiE#E LT,

9. BRAELDEE

KHIZZ T8 : PTP BEEOIEAX PTP > — 5 EL
WHLTRAT L 5HEETHZ &L, [PTPT—
DORBEIZE D VS AMPRERE~FA L. FE
WL ERBZ L CHEBIAAEOEERAHES
HETIHZERRESHLTVS,]

PTP v— hO— My 7cxEMLE & LT, B
ARUKAKESSOBEEHR LADLETEE
(ERk 843 A 27 BfY BIEERE 240
B) WL TREL,

10. EDihDERE

v A 2 RIS L-RBR T, e v X
® 100mg/kg/ B LA K UMt~ 7 2 7 300mg/kg/ H LAk
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 52

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-85) and Recommended (1—45) International Nonproprietary Names can be found in Cumulative List
No. 10, 2002 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 52

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure & suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actfes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisies
par 'Organisation mondiale de la Santé en tant que dénominations communes internationales recommandées. L'inclusion
d'une dénomination dans les listes de DCI recommandées n'implique aucune recommandation en vue de ['utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d'autres listes de Dénominations communes internationales proposées (1-85) et recommandées (1-45) dans
la Liste récapitulative No. 10, 2002 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 52

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act Of Mund. Salu d, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucién EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuaciéon se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusion de una denominacién en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-85) y Recomendadas (1-45) se encuentran
reunidas en Cumnulative List No. 10, 2002 (disponible sélo en CD-ROM).
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pelitrexolum
pelitrexol

pélitrexol

pelitrexol

pruvanserinum
pruvanserin

pruvansérine

pruvanserina

ramelteonum
ramelteon

rameltéon

ramelteodn

CSBH66N1009

H H

N 0.

g o
2 a

Gly—D-Trp—Lys—Tyr —F'he-l

(2S)-2-(5-{2-[(6S)-2-amino-4-ox0-1,4,5,6,7,8-hexahydropyrido=
[2,3-d]pyrimidin-6-yljethyl}-4-methylthiophene-2-carboxamido)=
pentanedioic acid

acide (28S)-2-[[[5-[2-{(6S)-2-amino4-ox0-1,4,5,6,7 8-
hexahydropyrido[2, 3-d]pyrimidin-6-ylléthyl]-4-méthylthiophén-
2-yllcarbonyljamino]pentanedioique

acido (2S)-2-[[[5-[2-[(6 S)-2-amino-4-0x0-1,4,5,6,7,8-
hexahidropirido[2,3-d]pirimidin-6-illetil]-4-metiltiofen-
2-iljcarbonillamino]pentanodioico

C20H25N50sS
Q H O H COH
N s
IS SAYsanl
HoN N N
2 NN COzH

HiC

7-{4-[2-(4-fluorophenyl)ethyllpiperazine-1-carbonyl}-1H-indole-
3-carbonitrile

1-[(3-cyano-1H-indol-7-yl)carbonyl]-4-[2-(4-fluorophényl)=
éthyl)pipérazine -

1-[(3-ciano-1H-indol-7-il)carbonil]-4-[2-(4-fluorofenil)etil]piperazina

C22H2:FN4O

~I
NC O

\NH o}

N-{2-[(8S)-1,6,7,8-tetrahydro-2H-indeno[5,4-b]furan-8-yl]=
ethyl}propanamide

(-)-N-[2-[(8S)-1,6,7,8-tétrahydro-2H-indéno[5,4-b]furan-8-yl}=
éthyl]propanamide

N-[2-[(8S)-1,8,7 8-tetrahidro-2H-indeno[5,4-b]furan-8-il]=
etiljpropanamida
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C16H21N02

o]
(o) ! NJ\/CH:‘
H

ranibizumabum

ranibizumab immunoglobulin G1, anti-(human vascular endothelial growth factor)
Fab fragment (human-mouse monoclonal rhuFAB V2 y1-chain),
disulfide with human-mouse monoclonal rhuFAB V2 k-chain

ranibizumab immunoglobuline G1, anti-(facteur de croissance endothelial
vasculaire humain) ; disulfure entre le fragment Fab de la chaine y1
et la chaine x de I'anticorps monoclonal de souris rhuFAB V2
humanisé

ranibizumab inmunoglobulina G1, anti-(factor de crecimiento endotelial vascular
humano) fragmento Fab (cadena y1 del anticuerpo monoclonal
humanizado de ratén rhuFAB V2), disulfuro con la cadena «x del
anticuerpo monoclonal humanizado de ratén rhuFAB V2

CZ1 58H3282N5820651 S12

razaxabanum

razaxaban 1-(3-amino-1,2-benzisoxazol-5-yl)-N-{4-[2-(dimethylaminomethyl)-
1H-imidazol-1-yl]-2-fluorophenyl}-3-(trifluoromethyl)-1H-pyrazole-
5-carboxamide

razaxaban 1-(3-amino-1,2-benzisoxazol-5-yl)-N-[4-[2-[(diméthylamino)méthyl]-
1H-imidazo!l-1-yl]-2-fluorophény!]-3-(trifluorométhyl)-1H-pyrazole-
5-carboxamide

razaxaban 1-(3-amino-1,2-bencisoxazol-5-il)-N-[4-[2-[(dimetilamino)metil]-

1H-imidazol-1-il]-2-fluorofenil]-3-(trifluorometil)- 1 H-pirazol-
5-carboxamida

CaqH20F4NsO:
FiC
Nl 1 CHy
“ N !
N
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