N

5'] A 1

DN
#2010 1 BeRs] HEBBINICH SHETS) (B2

ZQOBESE?F&
B % iEERE
{BFRARR : 3EBRCETROBEERNICERTEIL) 878218
*RBEBINVE BHREEELEY
o = [ ] ——— o
[ F105vD, MT /1> 2.1me
WHEABESRR pr— -.“ )
TaD0F v MT).-4.2me
W
T;DTWD% MT} PoF 8.4mg
R ]
TaD5yJ, MT,.-12.6me
W ——
F205vJ, MT,.-16.8me
2ime | 42mg | 34mg | 126ms | 16.8mg ]
EHBE S 200001 422000]22’%?&!%5(014230&}’22&)0%014230(1?{?2000MXO!425000[M300MOM26(D0
Durotepe MT Patch E3E S 2008% 68
PESZEIL ST ET ) L 008% 78
* B~ BRSNS ALK UBET S “ Sﬁf’; ;3?3: fﬁ

HOMME - RICBIET B B L OER)
VAR, BOAEH 1 FEER - FHEER s =,
BERPRESHIBET, POAEA1( FRERD
BB RS EXBET SERRRRVBREROS
BUOAEBT B L,
2LBREBOERE L BBENFRE. 0 SHE
B, BBIRLESHIDENEEHERD. SHO
[ 1 3 4 Py
R ooBsans Loy | | L EZQESENELIETS L.
| FRDBEAH LBREOH B BE | [A % -8B &)
(48 % - % %] HAlla, A FERRD BUUBA TRAY 5.
FES, DIUHZNEPH Y NB-IF AN - B i, BB, LI, KEESASIL.

I3 Y IVB - IBBETBIDICBUSX TRRAT 5.
BE-V POUNER-L FOFYIFLIRYT—(IB MO AR IR S HICEBLTOLE A A1 HaE

B BiEL. MBLIMABTANAOESBORRIE HORE MBEBELT. 2.\me(125u8/h0), 42mg(25
&Qﬁu?ﬁéo 2‘:%”“.‘;\ gﬁ'®§f3§5§§”ﬁ:§l) %f\i ug/hf) 84mg(50ug/hr)\ 126mg(75ug/hr)0)t\ﬁ’ﬂ
@%%fi)ttjd)fﬁtﬁji}gtatuﬁhﬁﬁ]u?ﬁéo POREEZRT 5,
7107y 771057y I[F 107 v 7207 v/ |7 207 v 7 X 5 & - L UBE R
58 (MT/tvs MTAvE MT/Avs (MT/AwF Tty fd)ﬁa}-ﬁ-&ﬁgiﬂﬁ‘“'?’?ﬁfw% XVBEBAT S,
2.1mg 4.2mg 8.4mg 12.6mg | 168mg (A - BRCBEYT3ERI0FE
Lo A N SN o E S S e s v L ) 1. OB RE
(RY) |2mer2® |4oner 8% |8dnetSH |16rehaf [Banetan EBIZHOT. DOBLEBE LTI12.6mg(75u8/
) = +r
s | 205%261 | 254x218 | 608x278 ] 607x551 | 507723 ?;5@%%@5?@?%@%@ SOTLEx
BE | o 105 0 215 0 E0mg/B(BHDIBEASMe/B, HDES30me/
) : : : : i B). BOF+¥IFB60Mme/B, BOIFA V§
mEgE |, 2% %0 % 100 270mg/BELECN L THEI42meg(25ug/hr . Ty
(ug/hr) 2ZN06Mg/BINDUBRB3E0DE LTHRELTL
7”)')4118’&2{(?5};’\#“/)1/ FHE—I 750 -EFOFyT R ~
FIIHY T —(EH) e = - e g
08 J o 36 DEBNBEERERCES < BL EB 2
RYTAFN/IF U REE )0 (Ei5iE) s — N e =Ny -
RUTFLUFUIBL~ b 2L —4(54F-) RU. BEESIESBOLIART S L,
S BHRCE U 4 FRBE DERRCE S <HEUMNER)
HEREXR) EEBCHITBYUER)
b2 RBDESOHEN B IR U ) 21mg 42mg 84mg 12.6mg
s L . Tt 7 | s | QBushe | G | (o
e T | XRh) | xBhe) | x7h) | x72h)
1 1 1 t 1
S £ EFEO me/B) <5 | 451% | 135~228 | 225~314
FHE, F207 v 7ty FQ001F108KR) ICHA EWE+E R ne/B) S0 | 3069 | W12 | 13~157
TEEETVO, 2008438 (CBSRERAF RS L -2 W3 ng/8) <15 15~44 | 45~74 | 75~104
THB, : AEVIFVBGHIme/E) | <30 | 30~89 | 90149 | 150~200
2TVAZhESAne/B) | <03 | 0308 | 09<14 | 1520
[ BE - 2 R [{Eﬂéﬁﬁt'ﬁ;m:ﬁjuﬁ‘]
FAEAA Fﬁiﬁ%ﬂ&?%ﬁt"?&{ Fﬁﬁﬁl"(‘%ﬁiﬁ’a‘ ——‘~=———-——2—%— o i 75
TRARCOD BRI, BOAEAA FESEINS =205 \ 2img [ 42mg | Bdme | i2bmg
wugir@%v%@:mo) TR0 MUNT | (bt | Qe | Gough | Tl
PEENSBROEREESSEEIC A HEE X7§“” ”ih" 3‘%2 ”i'“)
PEEHSBEVESRERIC S 58
22 = REE A B (e/5) <45 | 45~134 | 135~224 | 225~318
FA/E0NnYB) | @0 | 2~ - -

-1 ozsnE




2. MORATEE
DA LA A FEBHOSFEN WD TOUB A 1215
B, NOBN24BEBEZ T V2 VONPEED
RICERTBIZ0. BEDREVBONSE THB%
BY B, €O, TEOEBSEAESEID, U
BAFICEAL TOLLAEH 1 FESHORS 2T >
CEDBE LY

(5]
AR LT 1 NRAHORES
[Bleas 55 B RT3,
1609085 | BHEeEm I DBERS T,
TB1-6BH5 |RHRLABR - RRAL IGRERS T 5,
RS R RGRES BB CRRESD 5,

BELC LY LEROMERAEAITE +%Q§E@
RNESNBVEENE D, BEORELER

HloBEBHEMEBESNBE T, E%Wtﬁ%hﬁﬁ%
DEMRS(VAF1-)CIVUBRBERDDI &, |
QOENRSEE LT, FEDPUBAFIERLT
WA A FERAMROMRBLHOES (18

BEBOD1/68%. AFHOBRER1/128%BREL |

THETBIE, COBSE. BHROACA FEE
BzBRTalEEELLY,
3. ARARI M

1) ERISABC ST 3NE
FEBSFDITEA OB L IIBE vEB BB N
TWHES @'C?Hjﬁ\ FEH0IC &bbﬂ’é%ﬁhﬂ%&)
HREBLIDESIC BHIIAEH 1 FEEFIOE
m&%(u2$1—JE&Uﬁﬁ%@ﬂéltol@
DEBIHRSEE LT, FHOMUBIFICEELT
WAL F A FEEAAR OB X ELRDOBE I
BRS580D1/68%. AFRDESF1/128%8%
ELTHETEIE, COES. EUWHOAEA
FERRIEERTS ZEHEE L,

2) BB
BRIENEBONDF TS BEC I REREST
&, EEHRENTABONEBOESE. BI0E
S(LAFa—)ENfzAEA FEBEIO1012S
BLUBEREESZEL. 2.1mg(125u8/hDH 5
42me(2bug/MNDIBBORES %R E. BNE
BO~50%%BRELTBUESABICIBEYT S,
3. EEDI1QORTBE £50.4mg(300u-/hr)
HBADESE. BOBFEEERT D&,

3) AR
BAPIIET ISR ARE. EEFENGESON
ugbﬁw SDHTHIDGNT &, BHEBEICLURE
BT SBEE. THIBEEFORHSEEICES

TE5TE.

L BSORF
i E3ES BlLBNT, xﬂﬁ§$%’¢ TR
@fTﬁﬁéﬁr?w%%uébﬂ” Bl
mﬁ@%%%”@i?? TTB &, xt EH
BICERRUMEZEEL. B50#BOLERIC
DOWTEHTE L,

4. B5091F

DEEORSENEE LB <H BB BEE
EOFE W%<umkwb AT,

2) FRDIBEEPLE LMGOAEH 1 NEERICEE Y
BIBEE. it'%ﬂzem&%@ﬂ‘ﬁqﬂ?l CEZNBED
%%lﬁbT [Z17BBUEAD B EHS
@@18%4F§%ﬂ@%5@@%§ﬁ5%%b
BEOVEZRELS IS EULBEEDRNESH
BETEETE L,

[ER LDxE]
1EBRSCROBECHEECESTI=L)

D BEMEBSONLEERENS 5 BE ((TR0E%
R EBENDDB,]

D REEB SETWEERITBI NGB B,

3 %%%Kﬁ@ﬁ@@é%%[ﬁﬁﬁ%%§éﬁ BBEND
&5,

OF BREBEDHBE(RY - FBUEMEEL. &
EEIHESDONPTLBERINIE S, (BYE
B IDESR))

5) BEREOE BHEE SE NESSOMI
BEWEBOHEES (IR NHERITRENDS
5.

8) 40CH EDERBRFROSNEBE(FZHESO T
RIZNVHEBOEINIC LU, BREEENIEET IR
N 5,1

7 BYEBDEEBEDNS S BEHBE%EE DT (,)

8) BHE [EsE 0BRSS JDOB2E]

“2 BEGEENIE

DR PEED S BEOBHEERR GIBTEELIND
BECERALROLIE,

2) FRIOEAEBBICH I > TR ELEWER. BEKND
BRAE ERBOIERS. RESESAEESIIH
LT+alcsmsEL, I THEAERIT S
o BICHRAEH. BERESOERTHSNIES
RO CEBECER TS L OBBETEE,

D EBCEFGRNFAIBOSNIBE R FHEHE
C. IFREEELTS, RIDEICH L T I3ARBNE
(FOFV2, UNODLD»US)DEHTHEH. K
RENAOEBAFREBIFRHLUEODOT. 8
EHHICHTORERNAIORUELESEERT ST
to

@%@ﬂtﬁ%ﬁﬁﬁﬂﬁbiﬁ“@@Ugl 7B,

b Rot, {808, FEEd 2 OSORIERNE<E
SnaceiHaicn, YUBABICEBEA TS

K?UVﬁﬁtﬁgﬁéCtoﬁﬁ\Cn6®@¢%

BEENCALTIERIHENE

5) OF EA 1 N BEAEIH S FANT mu =2 ICIRE
@ BBLL>TR H<U. BA. B TA. T
L, FE BESOREFEEISDSONBENBS
DT, BEOREEBRLUNSLBIGUENRSN
BETDIE,

0) FEIBEY HIBEIE BHERIC+AIBTA &,

NBAIIIVEBMRBELLUB o HEHDT, BE%
TAIZTL, BECRSTEI .

F. ABPEACSLUBBRS PRCICESTAM
HEBDT. CNSFEBILTDIODBRETHTSC

to

8 ERPIIBTIRSBOSFTABLE. BREERNS
SONBENBEOTALBROI L

D ERGEAIRELICBECOOTE. £F28%
D72 OMPEIEEERL. FEHHS
2ABERE TEREMRIB &,

10) 2HENPICHB R L VBB LUEEN FEL
1326, FHOBES ERLD 1042 Z VBB e
W2/, BBRSIZBY, FIEERENHIES
DT, BEOPEICIBT 5o, 1. AARNE
ENBEFER/NY R BEER MR+ —5—
Ny R RINENT, EPRRBEHS. HoF FBA
FEORBCELRLLDIITHIE, £HEELS
CABTBIBEE, BOBETOABGRI 5L
ST BC L,

TDCYPBARERBEA BT SRAFHALTLEEE
Tl MPEEIS<BBAEMNHHDOT. B4
TRACAWVEBICRS TR s, ([HEFRIOES
)

T2BE. DFOMEIBIENBBIDT. AHBETD
BECIODBOBESBREN SBEOBECKHS
ERBOLDFETE L,

13) BRI L DRBREEERETERL. NERETSH
om,t %?@-ébtc




3. 48E/FH

AEllE £E UTHRSBERCYPIATREENS,

*HRFEWHBCEETB L)

#4.

RHEG BRER - BE5Y | 8% - BRES
PR R IR 0ROk DM, R | A8 H0AY9(C PAR
Pr/FPYVRER |E wE. O] egnses
NUVIPEEVRER | BRUBERE | H18%T 5,
SWEY - VERZE | B IEENE
3 CEZENBD
IR ARRELE DT, BETE
T/PIVBICBRIEER | v O BECLS
ZIRFEHSOH FTBHE &,
BIRERIER
MBMRER23IVE
bl B
T EF A NRER
YURFEN D1 2A&Z o |FCYPIALC
A R33FY=~ AUCOEBIN. m | HTBEEHE
PIAHOV PERBAOLE |BIC&LU. &
D P sk S5 RSN | FO~E AR
SWFPEL DRE DB D, | BEhB,
DWRFHIY BRIE E DS
FEIEBTS
ﬁ%nﬁmém
BEE+H
ﬁu BEIC
| ETEE
BHER
(EFERDS)

BRABEOBEZRRIIAC A NEEHH S E5H
21mg125ug/MIZUBAEFRHABIZS VT, &
Blo#5108 & TIZ86HP5241(605%) (- BIER (B
FREBRBZET)PASNT, TRELDEER(3.3

%) BF(19.8%), ®#(14.0%), Bot(105%) =T
Ho1e
BUERBOBEERRE LIACAA FERIDSER

NOPUBARURERSSB ST, AFDES552
B3 TIC12801512161(94.5%) - Bl A (R R EEE
B0 BNk, TRLOEEEG %) B
(59.4%). EmB0.0% 2 TH T,
BEEBOREA TR L ACAA FEEED DAL
ADIUEASEBIE SO T, AR5 4EE 566
PIBHI(79.3%) R R R EBREE % 20) D'H
P, 55 0OREMGE9.7%). B(31.0%) BE
(1S0% B Cho 1o,

(Fa207v TNV FHZ)
BUREBOREENRIITNEREH D SOUB AL
ERREE TI3. 1776101 34B1(75.7 %) ICBItE R A3 5
Nice TRLOEREGO3%). BMGE25%). B
(41.8%), BUEQ71%)ETH1, T, BFELEEE
BEAI69FP176101 %) ICHBN, EREDF
A-PO EEA5%), ALTGPT) D ER(3.7%). AST
(CODOLERCE%)ETH 1,

(F207v I\ FEDRS M EIEHE

BRMBEEI687H D323 (19,1 %) IC B te R (685

BEEERZST)INAENT, T8 EOEIERISH

(5.6%). BLIOHIB.3%), BH7SHIA6%)ZETH -

foo

1) BEXLEHER

D BBEEGRETR)  ERICLUBHEREALSD

EBBBOT. BRETHICTL, EBICHSETS
C&o BRPICHESEORYSABLOLDEICL
UBREFBHIESONEZE N BB,
. oLFﬁ*’n,&eEE U‘ifx?’?’f’?ﬁt ICEBT8E
MHHZDT, SAEBIET BLDERE T AT
ST,

(2) WRME| GRETE) - WRME A ES N5l & A

HHDT. EEAL, WREZ FREE (F0E
2 THRAGITEL, BEETESES0ONIIERIC
3 BEATITELEBDRNBETS ., B
& FENZ L LA HEREHA(FO%
Yoo UNOWIT 7 oS BB TEHD,

) BHPEGIETE)  BHLNUVOET. B3Es
BEOEFBEFNBSDNEIEHEE0T. BE%
TAIFHL, BEHSEOSNI-EECE3HR5% D)
TERE. BUBLBETSTE,

@y vavo, P+oq 5*9-—1&&#{(&&*%5@) K
V3VD. PFI4SEI-BERIBESDONS
EHBHOT. EEETHICAL. RENS BD‘”?’&
IZBEICERSAEDPILET B8 E, BERNEBETS
o

) BRGAETHED) | BAN, ARERSOERHS
SONBCENBBEOT, COLIRIEEITIFHS
EPILTBEE. BUBABETS &,

DER THRESNTHY, BATLRE PN FRENSHIER

2) ¥ DOBHER
OBEMEERE ST E4A

5%L1t | 0.1~5% %%
SO, $EiR

o~
o
R

SRETH
BRI EME
FP/ - 8
3

D8 BEE
HEO. | EE $#E. ¢
AE. DR

1B

BipeRR | RE. TR AR
&=

(RISIRTSY- ¢

AR M R
& #RE =
SEUR. DiEntt
HEL

i ,5}
(€013 D
/7 e
7y

BE1IBRI D
tOER
o]
R %2

EOE BN
LD IOKAE

ifz@(%?‘ B
ENETL 29

BICRE, AL
o2, BRB

poile TA 0%
EERT R

FrggERs

B BE.
IEot

R
HEH
RiE=

BRRE

5
i

ERig -]
Do MR
Ao ALT
(GPT) 10
B BRR
T Leo
<Y

€t BORE R
ER%. Pt
2 EDE B
ER_BF.
BERE 1
7)\;1/#&&
B AR KE

ZEE

QEMEBEEISUBEMER
S%LLE | 0.1~5% %%
BE EMT

w

iR Rk &
Dfnf' :f'))/ -

iR

B HF
Ly, 28
&

ERE B i@ﬁ\ DOR.
JBE %E |5 A% %
EB IBE|EE N 2
= _FY % T 25
W%%@?
ﬁwim
BNEUD BB KB
COER |BEBEOE
%ﬁn”.[@ _%_

BipipRR

&

A ERA
€51 5TT P
ZLFE— 1%
EEAZED).
A543 B30T = IS
UlokB. 82
% | e, AL
22

% %')E
IBS, 8ot | f8
E

B TH. | B3
0% Ok




5%LIE 101~5%FKB
HEPREREE

28

\m@

S2REA B
3
ALT(GPTY B
W. AST
(GODZE 0.
meEyLEe
SN, RAB
B BEa
B GEH
=T ¢
B, Sk

=210, M
AP, M
PEREERL
=

ot |EHLE
F. EEE
BEER
ER

Bl slk
BIE 2%
AiE_EB
EAE BE
B R
TET=4 B
0. §BEt
B8 =
ENE LT
FEESE

TS B
gre ®=)H
i, W
B AN
I/ﬁﬁﬁ%

5. BHBNOBS

BEHECCEERORBIOIEL. BEIIASTA &,

[BHETRIZIA2ZMOHUPSURNETL. i

BEEELBHOEREMHEN. BEECENBIED

BOIENTRRENTNS,Y

6.918. EE. BABBE 0BS5S
*DEABEEEL TORTEMOSZRAC G, BEL

DERENBRER LB 2 SR ENE3BEIC0OHE

5935, HEPOFABSICEY. HABIDR

ERENHONEEN DD, BNEBR(S v MBI

NIESEER) TRIBRTUIBEENT LS.

2) BILPOBAZG. FHBRESPEELEBIEEET

E A FTBAPBETTEHIESBESENT D]

7 NBEANORS
NEEIIHT BRSMEEI =N TOBOUEERBHR
(A)

8. BBIRS

1 R

IR ZNOBEHREFEOERE LT,

BRIILUBELGREETAT Y,

2) 0.8

BEUSEFIZELUTOBREEGTO ZETBELL,

() BRETHRELS. BBUILEFHEL. BE%
RBUBIH LY, BLHATTULTBAREEEET
<,

(2) REEHFENFOFV 2, LD 2P o8 08ks
11D, BEIREEEIFERRFDSERD
HELQGWEDBEICHRET S, B8 BERBHE
DERFEHEBBEFRFIOERERBLUVEODT. B8
%@% &U/ﬁ%ﬁ)ﬁfxﬁ%oﬁm Fb

EIBERO

‘q“éo

(3) ERFEWICNBIYESDRRTENL. BEOSEER
Bl BREAL, WREHEREERT5. 48
PHNEBRBIP o1 REEBRF 21— T%EMA
T, CNBICEY, BULHRER%ET D,

(4) BEYRERO#EFERABEET D,

(5) BEEDDORHNGEMESRTE. BROREAD
OEEEN GBI, BURBREFZT D,

#9. B LOZERE

1) A8

(D FEA FEFHIREENTOLBETHE
ERBLIL L TCARERGTEI S,

Q) BELZBEHETRMATEIE,

(3) FEOEEBRICH I >TE, BESIIRLTER
WRERAE ERROIES. RESFEAES
G ORBEE BB EDSTEIIL > TTHITE
\ral,

(4) BEEIINLT, FAAERENZBHLUNIEH
LTEBESBEVCEHEBETE &,

5) BEEIINLT. FEHEMBINBELTELESEL
CEHEIEBTH S,

2) REATER{

() HEOQBOSMIIBAT A ENEE L0 #E
OHAHPUICENTBESE. BIELBOEDIIN
HEEBONTRETE &, FEHOBRIISES T
FTH, DIV PHRERZEEEBELBOIE,

(2) BB DR @E R, %Sﬁ LThBEE =8N
T, BRIITHERICE. FEHORRICEE

%&E@tm\ﬁﬁ.TMJ . O—Y3E
BARELGW &, Fo. BABEOKRAETHITE
U< &,

(3) BBRIBE BT B2, BOBTEMI% &
HEE LD,

4) FEMEEBER BEESH I HONABURU NS
BREEIEBHTEBNTEI &,

3) REIEE

(1) xE%ERET 3 TRBESABHT Y. BEEE
FOMNIRATB &,

(2) BEXIFTHRUBEL, FEFRUPLTIE, F
TR CEHEELESE. N\YIETIREROH
ICHYUAAZE AN, ¥ CHSFTHRYBFERUYE
-g’::t()

G B =N ZETY > TERLBOLS
DLV FEEBALBO S,
M)K%E@%?é%i@.ﬁ%i~%%

5,

(5) B4, H3OBWBFOUSTLoHUBA, F5
DOBOEHTERBEICREIIEBETSLDITET
to

4) RS HARAp

Q) BRI EH 5 — %%%bi%ﬁ@«ﬁﬁ¥?ﬁb
DHTHBTEBEET 20 BBEHHB 25108
A‘(J/\*V?"}%JEEL §7” _EREDHIEINYF

ICRUBATICBBNTE &,

@2 @Fﬁ%:ﬁ"{%ﬁﬂ J*SEE’HXMEI LTRUBDYET
#B RRIIANTBLIDTEBETE &, FERE
B3 RREEBIC &ﬁ]ﬁ'éoﬁ SHEBITBH &,

5) REHE

FHEFIEOFOBHEN
TEHLOBESIEETS

“[F 9 B 8
1. MR

1-1) BESA LSS MPBHEE(B AR A2
RE ACKAN16.8me(100us/hn 1 & 5 L) E2.1msg
(12.5u8/hn88 A 5 0 R4 — /N —3FIC TI2HBED
Lice MBP7 22 VBRBVTNERLILIC#BE
RL. BEAES0~36BREICCmaxilBLICB72BBE TH

Eo Bl B

NUTEEY

%mi BERVMICRE

B PR T L1,
#58 Tmax Cmax i AUCO-120) AUC
(ESHPRE) {hry (ng/mL} <hr) {ng-hr/mly | (ng-hr/mLy

16.8mg
(100us/m) > 13 | 308212.2 | 3311134 | 21.4+68% | 18051587 | 202.0461.1

{n=40)
2.1mg
(125uz/te) <815 | 3684178 | 296+1.10 | 229+7.7 | 18094526 | 1953563

{re=40)

Ty RRE

A)n=36



e ZH16.8mg (100u8/hry X1 (n=40)
oeeeos EHR A mg(12.5u/Mn) X8R (n=40)

[ SSETRANGVIRVE: % 1=

36 48 60 72 84 96
GG (he)

Z %16.8mg(100ug/hr) 14 X 132.1mg(12.5ug/hr)8H % 2 B
(T2BEENPTRUHBROMETRERS(TH+HEERE)

1-2) RiEEL B O NP EIRE (SLEA)Y
BERACEF168mg(100us/hr) % FEBNE728
Bx4E. GE288%E) Lot ENIOBBRBICAT S
JrrEZVOREEG DEMNREREETH Y.
ZIEZVDOMEPEEEREBRCHSOTEAE<E L
LD >

"‘2"‘“ e AT 6812 (10048/h0) BOBLI  (n=32~32)

" e FFI168MG 10008/ IBRMEH  (rm32~33)

G

&

5. il

D il

£ R 11§

» 1,

*® 1 l.{

E f “Iox
0 24 a8 72 96 120 144 168 192 216 240 264 286 312 336
fo iz R (e
p T 3 4. X

AFI16.8mg(100ug/hr) BB (7255 19) RiZ4ADRE(EH2880R9) B4
AP RSO AT REESFOHEERE)
1-3) BREMPREL OBEGIEA)O
TR A CERIA 2mg(25us/h). 8.4me(60ug/hr). 12.6me
(75u/hD B TF 16 8mg(100ug/hr) 4 728 B EDES A L - &
EDCmax ~BAIHBIE. FOBEB(p<0.0000)% R LT

y=0.032x +0.081
(ng/mL) =0 546
8 - BROERME  p<G.0001
BSLOBRS p=0.7373
7 .
.
8
.
5 :
3 3 i
4
5 . . .
.
3 : ®
2 [ 4
H .
1
0 T
o 10 26 | 30 40 51] 60 70 | 80 30 100 (ug/hn)
| ] i | RERE
a2 8.4 128 16.5 RsRER(mE)
AARSITEBECmax

BE. BAABEEBEECEH2 1me(12.5u8/nn) % EEL
NEBEL. LARESE(BB84megG0us/nn))LT-s=
DIEPT 122 JVBRE. BREBOICENLES,

2) BREECHT S OTIBEGEAS
1REOEEE(65~81/)IC %A 16.8m8(1 00us/nr) 1% 72
BEEOQMMLIEE BESAS~BEICHLT. 8
B (2B Lo > THEDP T VA L BEREF
B<HEBL. CmaxldB A8 T2.60ne/MLTHE -0 L
C248ng/mL, AUC(0—120) 21641 ng-hi/mLIC L T
163.3ng- hr/mLTH > 12 DRI OBBOEES R 51

Ce

Tmax Cmax | AUC(O-+120) AUC tiz
) (ng/mL) | (ng-hr/mL) | (ng-hr/mL) 1G]
BEE(=01) | 4994214 | 2484160 | 15334807 | 19012110 | 344£141%
AAN=27) | 35.1217.1 | 269+066 | 16414367 | 177.8+418 | 230+08
o REEE
=19

3) RERECHIIMTBEGEA: F205 v T NvF 0
ot Ml
HRESHNEERRECO~6B)ICFT10F v Ity T
5Sme(60ug/hr) 1% T2BBEOEMN LIz & NRE(30~
EER)(CHL T, Cmaxid1.366@, AUCO—-140)131.72485
< TmaxR U2l BE A SRRIBRO S D 51,

Tmax Cmax AUC(0~>144) tie
) (ng/mL) {ng-hr/mL) (G
FREEBS (=) 40+17 152070 123.0£71.9 198+10.2
R (n=8) 33+ 5 1131051 | 7104287 | 206% 57
L iRERE

.,5_

4 NPBECHT ZREOERGIEA®
BRERAR A ICHFIA.2me(26 us/hr) A 36BBEDRM LI~ =
DEMEMEICRITT FEBEOTEBA B LI, AHENEO~
TORBCBS/ Ny FCTEBANR LSS, Jxua )
DAUCO=T0)ZFEIERE & N THBBIO LI, Bof%E
26~ 36 BICHBEL 12 & £ DAUC(26-36) D& =

Bofe
G| A0 | AUc06-38) | AUC HREC)
(ng/ml) | (ng-hr/mly | (vg-ta/mL) | (ng-be/ml [ 1oy 36(hr)
DR
A.2ms(25u8/h)) |0379+027| 1262112 | 5.06+184 | 32.3£13.1 | 3294142 | 3284081
(=20}
b=
(@.2mg(25ug/hn) |0569+025 | 2182110 | 5914202 | 3454143 | 355134 | 36.4+066
HER =20
VD Gt
16 , 1 -
52 %) 161 220 15 lig
RACRS 52

EDEFRSIR 10BBOMBPT 12 5 IRE
A2 BN RRISH

2.9%

1) ERNODH(BE Sy )9
SYMIH-Tr A ETRE LS E BRARRD
NB(TTIER)NBHIC SO MSES RO B -, B B,
Bl 2w B BHE ARSROSHS S5 <OME
ICRSTEEN' RO BN,

2) BRBITHEEBE: Sy p)0
HIRS Y MIH-Dx AT VEBTAS LI 2. BREAR
STRERE BB MOMBRDHEEREOR 5~2088 < #
Bl

3) W BTEGBEAI T
AT T VR VO T B BRARE LI EE. T
DR VDILABTIRERE N,

4) MWBEIESE12D
84.4%(in vitro, T&ENE. 10ne/mL)

3.HB(BE Sy MO, n vitro'®)

T RZVRBETECRBEEN YOIRBYO— DR

UV VBOBESN-BRP LML UE LD/ LTt g et

WTHB, £ FFSOQY—~LEBOLBNICEY. /D1y

BZNNORBIFCYPIANBEL TOB I EFBEENT L

3

4. 5B (BB A
BERAH-D 1 - NABRNBS LIzl s, 2BBET
CHRSBOICLI%RDPCHEMEN, CDEEASHREYT
Y. FEFEGHSBOOL1 2% TH T, BOIC (GRS
DI2E0IRAKREAMEEL T, T821.0% DB E LT H
=his.

* (B

(B PR B 8]
LERARBEENRE U MRS

1) AHOBRER

BEABMERBETIES  FARHBOT V2 BES
ELTA5me/BHRBOE N =BH|. 30me/BHRBED 4+
JFVROFIRG0IMe/BRBO T 12 &= LT HE) % #5
STNTL2RE(BREME S5O ENRLC. £HOND
SN BEC.Ime(125u8/h) A\ YIUBR, 1~3E(3~08
BIBALICECS TBTHHER THEEBHLT (D)8
DEFCLBREABMSVTIER - RBEOLE5TEE1]
LLE &SI L BEDRIS389.4% (76/856)) T - 1-5),
[FRICRR IRUTAR) 69.4% (59/854)
(B2 FAOEEETERLY 200% (17/85%)
[FBIRUTERICTE) 106% ( 9/85H)

2) Fa20Fv TNy FOEKER
ENERRENET 207 v I N FAHUS R - BILERE
BEN VBN T BRFERBELTOEBUTHEI. 16),
EIE/EBEIABRFESARTYE. FTaorv T/ vF41~3
Q~O0R)BM L. R IBBFEHB TlE. 207y
Ty FOEOB BN LB UBRNEE 3=
RE . MRS OBEENS > - BEE W% & LTS A200(60
BB & BT HEERREBI A SH LT

[ 8 @ EmE
£ 16/0UB% | ekt 615% (& 138
HHE | BEFHG (U BABIHE) 615% (90/1614)

a8 B RASSCARBRL RS

0B B R SRICERERI TR
HEE | BRFHS (AR AEE)

o TR RNSSIIEEBENES

b8 B RS ARBIRN TR

689% (91/13241)
276% ( &/ 208
833% (80/ 968
86.1% (58/ 794
706% 12/ 178D

B TR EEOBH DBE H0~ 1001 1 EEFHE TO~3T 5~
s 3

b3 U RBEBOBHDREE HO~ 10011 BEHE T4~ 10T~
e -]



PUBABMNERBCSOTE, ENexBAOEBECEL
TF207 vy FOPBAREMERS 1Y, 388
853 & TIC43.2%(63/ 14661 DBE TEEHTONI. F
fo. FanF v Ny FEAPC TN REFOBNES
(LRF2 ) HFbNicBEE. 10BBABTIEEII%
(131716081, 20B8MIE TI56.4%(84/149%1), 30E
B5{IB TI56.8% (77/138@) Tas > 1o

3) Fa0F v INvFOEBREBELR
EFARERE 1665/IC B 2HHEIF. 83.1%(1384/1665
POTHB oo BAETA RERASOUB A -BOBESERE
TEOEBUTHB(EMREMEPREER).
[ mwermm | ATUORUBOR | v a-uasE |
[835% (1027/12288) | 78.0% (156/2008) | 76.0% (15/2080) |
BSBBRHEIBRUTHLOEBRIFELE L, 1EREEL
ERAELIEARDTS BRI 2 PEEIHBHELD
A OTEALSNE BB LTz,

2. SMEREEE RS LERER

1) 28 T ABERAREIER' "
BEESFBEFHRE L ACA A RBEADDER D
DYBABNIBRCALT [RBBERBEVASELEY
H16MMUFIROTLRF 2~ - F—XBSGRSTHZELT
TxY BESOROEN BHLYIOUFITHIBEAER
SO VAER SN BELFRLUIMLABE, 4B%
DEBI O JUERERSE3%(44/516)TH o1z,

EHED PO ERE 86.3% (44/514)
[VASDEZLBA+15mmbIF 98.0% (50/516%)
{W2Fa— P-ZXHEO¥HEG
2OLFTHY, BECHOEMBH 882% (45/516)
EYIBLTE

Fio LBROIBE - FBOEEETERNILLL ST I
BEOZIS390.0% (45/50B) To o1z

(FRCBRIRUTER) 62.0% (31/5060
[BE FBROEES THE0 28.0% (14/5080)
(FBIBUERICTE) 100% ( 5/508)

2) B SEES

BEEARBEENRE LA EAA FEBAD DAEFNDY)
UBZBRHEECBO T, SOBEOIEE - F80E55TH
BLINECEMULICBEDEGET0.2%(9/1058) TH >

Ice

(#RI-BRIBUIBR) 352% (37/1058)
[BE TBOLSBS TEGY 40.0% (42710560
[(TBIRUERICFE) 248% (26/10560)

(3 % FE IB)

1. BREE. 20,21

D BBOBERREO—DTHESVIARRBOL VF L3
RECHLT 7z MV ETES ) BBEBERERL.
EDsol30.07me/keT&H oo Bl REBIERNY(BTH
5)DEDsoldOme/ke T > 1o

DALBNBERRED—DTEAESY bOTVS VST URESE
CBEOT, 21082 VEETHSISABIIEBFERERL.
DLl 0.010me/kgTH oo 71 AT LDBEBES
&, EIE REEEFOM(E T HSE30~6053(ZEDsot 2~
3mg/ kAT, #2000tk &R L 1.

N BENBRERREO O Y BRI FARMIEBENHRBC
BOT. Fao7v I yF(2E5me25ug/hn)iz 1 B0as
TI~T2BEE TRENCERERERLI.

L) BREENERETNO—DTH B+ 2 T DR HE
BETFNCEOLT. 7122 VIE0.04meg/kel) EDET

BESTRNPOT A —PAEEILIEIL T,
{EERE(n vitro). 23
BERBEEBOBR. Y14 - 50—l
(Za—)AEA A FEBEICHLTK=1.02nmol/L. 6 (Fz)
FEF A FBBECHLTK=1530nmol/LR Tk (hv /%
Eo o RBBECH L TKi=1080rmol/LOBAME AR L. &
foo BNEY FEREREBEROICRE TR, 7 a = Vigu
FEAAFBBRECHLTKI=2.11nmol/L. §HEF A RER
FCHLTKI=109nmol/LRU k AEH 4 FEBHCHL TKi=
308nmol/LOBIM ARz, INEOBEND. V14
WiGUAEF A FEBHCH LU TERNICBEVEIOMEA R LI,
Lict's T, ZxrRZVBuAEHr- REBB4£ALTFI=
AEELTHABL. BHEEREBETTLOEEALNTUS,

767

(BT 31 mxER]
—fER L Tz AT VJAN). fentanyI(JAN. INN)
1E5E 1 M-(1-phenethyipiperidin-4-vD-N-phenvipropanamide
¥ 1 CoatesNeC
SRE 33647
iz

w 1

% R EEOBREIEEENOBRERTH B,

BERME L A&~ TR/ VOB EH TR YT Pt
ZRUNCBFPT < 0. 1mol/ LEBEIRICHPYETIC <
< 0.0 Tmol/ LIREBERICBI (< KILELALBY
2

B = :186~87C

HERE  1ogP=2.96(1-% 0%/ —JU/DHT AHEEIEE)

& B8 & {F]
EEEROLE. SECBELLEDL Lo (DML, - BFsh
BEEHC. ABDU RSB DL (ETHLEE - HHCE2E
80 ERME  EREANOSRBOL L COIBLSN, €1
SERICHOTIIRRE - S58  ERRBERE LI L (A

HRENDSL D, HEFFLH> TV ELEBEBCH L.

(& 2]
FaO0FvIMT/SwF2.1mg(126ug/hr) BH(TH XE)
Fa0FvIMT/SyF4.2me(26ug/nr) DS X5
Fa20F7vIMT/SyF8.4me(50ug/hr) DBARIHXE)

Fa0FvIMT/NyF12.6me(76ug/hr) 1 6HIH xE)
Fa20FvIMT/VyF16.8mg(100ug/hr)  : 5MTH *E)

[EEXB R USR]
(EBXR)

1) Bentley. J. B. et al. ~ Anesth. Analg., 61. 968, 1982
2) Thipphawong. J. | BRACSH 3INSO0SORGEEORTI EEED
3) Albrecht. D F . @ UNSOOSOE TR U BERIROBNTEOH T GHAEHR)
4y Albrecht. D. F. . UNSOOSDFBEABRER OB GLRERD
5) Miyazaki, T et al. : Clin. Drug invest. 28, 313. 2008
8) Albrecht. O. F. 0 JNSOCSO BB LU EHEE CORMBBOLBEAE
E=))
7) Levion, J C.etal t Zxr2= )Lty FOFBESECST X0 EEOR
SHHAER)
8) Jones, .. : INSOOSOEMERCH T B EOEROBI(HAER
9) U1 rEZ ORMEERBREANER)
10) xRz, 4 R EWHE 20, 866, 2001
1) Leuschen, M. P, : Clin Pharmacy. 8, 336, 1990
12) Meuldermans. W. E. G.. et al. : Arch. Int. Pharmacodyn.. 267, 4, 1082
13) Feierman D. E.. : Drug Metab. Dispos.. 24. 932, 1996
14) McClain. D. A. et al. : Clin. Pharmacol. Ther., 28, 105, 1980
18) KORE. o BEYv—+)b, 37, 2389, 2001
16) KOBME. 1 B v—F b, 37, 2403. 2001
#17) SRR | JNSQOSOMBH ARSI 58 T RRFASBHMER)
#18) BT | INSOOSUABMERE A I N T SRS BCHAEE)
19) 71082 L~ ERGEAEE)
20) RGBS, b FIBEBE 20. 849, 2001
#21) Vissers. K, et al. . Anesth. Analg., 101, 457. 2006
22) DTy HZNDFEF A PREHIHT HROEGENER
23) Masguire. P et al : Eur J. Pharmacol . 213,219, 1692

(XK - BRRBSHOLSHLEE)
FETRCRRONABEICOEF LTETRICTBR B,
Pty Dr—THARE D-NEVR—
T101-00656 FERHBFHRBETBHE3-5-2

T U—B1 %l 0120-23-6299

FAX 03-4411-5031

BAIEEE 91 00~18°00(+ - B REE®R

BLERFETT

By oty or—vktait
T101-0065 EFRHAFREAXEHEI-5-2

DN



