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1. 85
1.1 FEICKWEEBHESIRIETZHZNNHD
EICEFEL. PERMNPZ /T VO1BHBEN
1500mg (KA4$E) ZlB I EAECTRIIIRS I 215
BICIF. THNICHEESZ#EERT 2L, BEIC
#5932 &, (8.6 BE]
12FBERSIYR=ILRBET7 NI/ TIVZESO
DEH (—HAEERZZT) EOHAICKY. B
ERSCEZIBEINNHZTENS. TNSDEH
EDHAZERITZ T E, [13.1. 13.2 SH]

2. B2 (RDEBHBICIFIBS ULV &)
(GhEEHE)

2.1 12/ RiEn/NR[9.7.1 B8]

2.2 7ba— b, EEERAL. SERAL. A4 1 FERAIX
WX RS X 2 St rh & R [P IS R O
MeNE %2 BL S HBENDH 5]

2.3 F 7 I VELEERE (MAO)FHEAI (L LX) VIEEE
B, SUFUURAVILVEBIE, Y74 F I RAVILVE
W) 2RES5hoBE, VIRESEFIEBI4HUNOR
#[10.1 8]

2.4 FU X7z VRIS R SR OBE IR E5HIEE L
AN O BE[10.1 B8]

25 BBICED PO REHEPENTVERVWTAPARE
FERPET 2BEZNAFH5.1[9.1.1 BE]

26 BEELFEEOHZ2BRE(EELEREL2BZIAD
»5.109.3.1 BE]

2.7 KAIDO I LBBE D BEFER D & 5 BEF [9.1.5
ZHa]

SRk OER®E

2.8 7 A VIEE (FEAT a4 NMEERERANC X 5
BREOHER) NI Z0OBEFEREOH 2HBE (7T ALY
VIBBORIEIC SO RY TS Y ERBERERD
BMELTWsEEZS5N5S,]1[9.1.11 BH]

3. #ARk - MK
3.1 #8R%
MR5Es BRIRST A
158 TNT7—bTY T K
Mo R—VEBERE VOG-, TS
(HJ&)37.5mg VIa—LVEBFhU T LA b
Vropyp |TENT IV T2y UEAIVT T, AT
(HE)325mg TUYBY TR T k&
Rearse[ DSEP | FuRXu—RA, vr/aI—
400, RV ILR— K80,
Bt >, HEEB="Ft
. HLFoNNay
3.2 "EIDOMIR
e
WR7Es4 AlE | K& Ex =
(mm) (mm) (mg)
F7ZEy b VESIZA z o
Bl&4E[DSEP] |2~ 1 v 75| 15.6(Ef%)
6.4 (551%) 5.1 441

REFRHIRE

4. SHREX (FFHR
JEF T A FERRI CIARRM TERRICH1T D ER
O N AR IEER

O IReEEDERE
5. MEENFFRICEHET ZER
GER A EIR SRR

R & 7% 2 EERRA DEN - HROER, KEFEY 27 %
B0 ABNREE 2TV KROKRSOES 2 HEIH T
‘g_é : &O

6. BiENUHEE
GED AR R)
EHE. BRAICIE. 1E18E. 1H4RRO%S5 9 5, &5EE
AR BB 5 2 &,
2B, ERICISCTHEEBERT 245, 1E285E. 1H8S B
ZATEE LW E, £/, ZBEROBGIIEIT S EHNE
F LU,
(IreE& DERE
EEL RACIE, 1EREEEZZEORET 5,
B, BMRS5T 25481013 BEEE 248 E2=T,
1288, 1H8EZBATHRE LixWwZ &, F/o, ZEERO
BEILGETFEZENEE LU,

7. BERUHZSICEET 33
GEH ATt RE)

7.1 5O
AEBSHGBAEAR 2B L T BHGT 23R HE
5N VIEEIZ, OB RIBBENDEEEZRIT 52
Lo oy EHIOERKROREZHERE L. K5Ok
DOREHIZOVWTHET BT &,

7.2 #5040k
AHNOBEGE2DEE Lz o BE1E. BEEREOFR
HWEPSZOIBRLICEERT 52 &,

73 7 A VIEEXIZZFOBEERED H 5 BEITH U TAH
2HRETHEAX. 1E1fEET 52 &, [9.1.16 2]

8. EERERIER

8.1 A#FNZ. 18EHIC b5+ F—)LIEREIE (37.5mg) U7 &
b7 372 (325me) A ETEARHITHD. FIT
F=L&ETE N TI) 72 NUFORERADPRET 58
FNNH -0, BUNCARIOFEREZHET 52 &,

82 HHAICKVEYIKEFEZE LB ENHHDT, BEE T
STV, BEIEST A&, [11.1.4 2]

8.3 EHD, EM:., FEHMEDOIERPHLDONEIENHHD T,
BEL2 IV, B - IBHICHT 205 E LTHiH
HloRZ. FRICHT2EE LTETAIOMHE2E
BT AkE, BULBLEBEZTH>Z &,

8A4MT. T\, BHHENECZSHZEDVHHDT. KAl
BEFROBEICIIEHEOEGREERZ M B RE
ICRHESEZVWEITEET S L, 2B, BHHEERICEK
DEBERERRICE S HlbHREEIN TV S,

8.5 BYYEZ NI T 2 BENNDHD T, BIEEZ DI
752 &,

8.6 HELHBMENHIRT A2BEINNHLIOTHEET S &,
T 7372 O1HBEN1500mg (KRAI45E) % &
ITEHAEBTEN®RET 258 ICIXEHNICFHERE 2



fTu, BEOREZ+RICBRI S L, BHETRL
ELEHRET 2IEEI1CH > TXEBNICFEEERE 2
FHOENET LV, T/, BHEBTRSIT2BERE
RFICEEORELZ HHICEEI S &, [1.1. 11.1.9
ZE]

8.7 HEIEAIC LK 2B IIRAEETIE L L WEBETH S
ZEICBETAZ L,

0. HEDNHRZRIZFREICHIT IR
9.1 GiHIE - BIIEEEFDH2FE
Gges@)
9.1.1 TADAFDEERRENIFI NS OREREDS S E

&, HHVFEEREOBRRETF EREMNME. RBHER.

ZILA— LR FEY OBERREIR. PIRERPES) =8
FTBEECBEICKIYTHRBREENENTLRWLWTAD
hEEZRL)
AEBEGRIIBRZT2ITO 2 &, BEREZFHR
THIENDH S, (2.5 BH]

9.1.2 FIRINFIRRECH D EE
MRS 2 8T 2 BFh D H 5,

9.1.3 IICEENEEDH D EE
IEEMHI P EBENED LR Z2RTBENTSH 5,

9.1.4 EY DI AN IFEMKTFIECDS B EE
BELEMOEE NI, EHHEICR-> TiRET 52 &,
WEHEZE TR0,

9.1.5 7 EH A REEFEHIIH U BEEDEERED G 2 EE (K
BOBD I UBSIEDEHERED S 2 EE#IRL)
[2.7 2]

9.1.6 VayvIREICHDIESE
TEERAR R MR E 2 R T 2 BEZ NN H 5.

9.1.7 BtEENIFZDEHEFEDH B EE
ERDPENIIERZETBINND 5.

9.1.8 MRDEENIFZDEHEFEDH DEE
SERPEAIIEEZ R T BENLDH 5.

9.1.9 HMmtEADN & 3 EE
M/MEHSREREII A DD 5.

9.1.10 DMEEEER D H B EE
TERPEA U DAL S EET 2 B8Z 10D 5,

92.1.11 [EXHBEDHDEE
SERAPEALT 2 BENNDH S, [2.8 BHE]

9.1.12 71— Z=Bek&E
FEESH 5bhLT < kb, [10.2 ZE]

9.1.13 18 - ERBIRE - BREEZFICLDIINIFF IR
Z. BRKERDHZDEE
HEEFDSDNPT 25,

*%90.1.14 EERBRESE - FEES (EELRHEEZ[RL<) - Bm
iE - REBEZ(CLZ OIS VBEBEOZEROD
HdEE
Ca sy I VBOPMBEEIZ IV FF VREN
ELT0570., REBSICEIODEQ 7Ly I VED
ERPVEESINIER, 724 F v v THAMRHE
W7 R= ZDHETHBENNH S,

9.1.15 18EAMDAETE. FAEMIEIRISEITIVEREXEER
RBIREZE Y HEE
BELZWZ &, ERZERIME OV X7 »HEd 2
BENDD 5,

GER AR

9.1.16 7RAEU VIRE GERTFO4 REHNERIICKLDHR
RIEDFER) X ZDEHERDH D EE
AElZHWT, BO7E N7 I 7 o EFZHW
FHBHAMi2EEBT AL, TALY VIREXIZZD
BREROHHEETE, 7N IV 72 D1EB T
DOERAARII300MEUTETHIEEINTVED,
AANZLEERICTE 7 I 720 %2325mg&F LT»
b, TAVY VIBEORIEICTORY 7T 0T VAR
HEMFRPBEE L TWAEEZ SN, ERAEL I
HEZEITBENDD 5. [7.3 2]

9.2 BikEEEEE

9.2.1 BEEDHZ3EEEHDIVIFTZDEEEDHZEE
BEBORE. RE5HROEE2ZEB T 52 & ER
PENANIERZEITBENS DS, /2. Bk

BESELR L. ERAEUCBIERADSERT 2BZNM0DH
%, [16.6.2 2]
9.3 fFikeEEEEE
9.3.1 EELRIEEDHDEE
BELEWC L, BEEREBREZ2LEDZBZADGH S,
[2.6 B8]
932 HEEDHDEEHDVEZDEEREDH DEE (BE
BRIFBEEDH DEEZRL)
FEEP B LT 2B EFNF D B, £/, EmWLIMAEE
BHEHE L. EARVCRERAP BRI 2B8ZNDNH 5,
[16.6.1 ZH&]
9.5 117
9.5.1 I IIIER L T WA HREM D & 5 ethicix, BE L
OB G Z EE 2 EHE SN BB IO AE
545z,
Fo < R—ILIZMRERM 2 @B U, #d RIS R,
BRIRTE R OB EEE . M ONICIRIRIE TS R OVBERE A
WESNTWD, /2. BWERET. PSS F—LKE
BEER. BILEUCHEROAFICHEZRIZT &
PHESN TV,
952 HIRBHOLEADTE T I ) 7z OBREICKD
BIRICEIRENEEZECTZEND S,
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9.6 RAMR
BIEZBETSESLZE, bTTR—LIE, HITHRART
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C2ECEERNRINEOY 27 PEVWEDREDH
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9.7.2 12 EDINE
12 Eo/NRICH T 28R OR2ME 2 iHIEE L
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B2IT5 &

11.1.7 EEMERX.

S EREE HEAN)

11.1.8 IEREIEDFEFR (BHERH)

11.1.9 BIFERFR. FHHEEEREE. &8 (BHERH)
BIFERF#. AST. ALT. y-GTP®D ER&% 0> Frikae
fEE, HELHODNLIENDH D, (8.6 BH]
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13.BEKkS

13.1 fER
FST R—LOBEHREIC K BEELRERIZ, RIRIME,
TERR. ESHE. REEFEE, MEILLTHS.
T 7372 OREBRESICKD., FEEoBZN
WhHb. Tho. 7T I ) 720 OBEBRERICH
g« B - DFOEFRSE > EORENDH B, BE
BEICKAELERIE. BBEEE. BFARE. BEid.
EH. BRE. BH. BT%ETH 5. (1.2 2]

13.2 &
RSB E LT, [EZER L. ERITIE U7z FERE
EIEROEMZITS T &,

NS R—LOBEERSIC X A RIRINHE SO RER ST D
NBHGEIZIX. FaFY UDRENRIGENH ZH, B
RIERFRT2BEND DS, £/20 P ITIVFR—=ILILE
ICEDIFEAERES NV,

T 7 I 72 0OBEEBRSICIIERIEDN S
B2 TEFLVATA V0B E2EET A L,
[1.2 28]

14. @R LDFESR

14.1 FRIZAHFOER

14.1.1 PTPEEOHEAIZPTPY — 2 5B O H L TIRATY %
EO#ETHI L. PTPY— FOBIICL D, BLH
A RERBEATIA L. BICIEEAZ BT L THER
AREOEELAELHAET LI LN B2,

14.1.2 NEOFORED 5 VAN RE S 2 L5 HEHT 22 &

15. ZDDER

15.1 BREKERA ICE D < 1E#R

1511 7€ b7 72 2 OBEULEN (T 2 FEF V) DR
HR5ICED, IBREEZEI T ENVDH S,

1512 BERUOBEMRESOEFEZRHEL /25, HOLE
W(7 = tF ) 8A z R - KEICER B BIRA
#1.5~27kg. MRAHMA~30F) LTV AN Z0nE
DWENH %,

15.1.3 JEX 7 u A MEHREEA 2 RIAKS SN TWa L
IZBWT, —BNERENRD 5Nz LOWRENDH 5,

15.1.4 BIEMICCYP2D6DEE P ERITH 2 Z EAHHL T
W5 B (Ultra-rapid Metabolizer) Tld. b5v F—
L OFEEREH O MHIREAD EA L. FFIRINE SO
TERDPRBE LRI LB ENNH 5,

15.2 FEERAREBRICE D 1B

15.2.1 RULEM (7 = F 1 F V) OEH - KBRS L-8¥)
EET. BEERESADONIEOWMENDH S,

16. EYE)RE

16.1 MONRE

16.1.1 BERS
ERRABMEIC T~ F—UEMIE/ T2 b7 3 ) 7 = VECASEL~ 3880 (b5
< F—)UERE & LC37.5. 75K 12.5mg. 7 h7 3/ 72> & LT325,
650/ 0'975mg) # HEREOHRSE L &, BERBICHAPDST. bIv -
[(£)-TRAMIRU 7t F7 3 7 2 EESRPICRINS R, (£)-TRAMK U
T b7 I T2 OMEREEXZNZNEEH] ~ 2B K O 1 BRI
Cmax|IZE L7z, 225 ~5.50 M K ORI3REM Ot . TET Lz, W%
MO IR ZR L. $72. (£)-TRAMIZER » ITEHR B
O-FEAF I T F=L[(x)-MllicR#t s, (£)-MloMEREZITRS
BARI2BFEICCmax I L7z, 65ROt TR L7z, MiEH (£)-TRAM
KO (£)-M1OEFGRUEE[(+) -1 O (-) 18] o MHE PR I OS5 8
fB/8T A —=FIFFHP LT VY,
B)ARAOERR SN | EREHRII2HETH 5.

b F—VIERIE/ T V7 3 7 = VEATEL ~38EY 2 HERE KRS L & S oMk
i (£)-TRAM., (£)-MIRUT7E b7 3 7z OEYHE ST A -5

w4 FF v F—)UE#IE/7 | Cmax Tmax AUC ti2
b7 3/ 7 EESE| (ng/mL) (h) (ng - h/mL) | (h)

- 119.8 1.8 938.2 5.1
(34.3) | (0.5~3.0) (360.7) (0.8)

(+)- 23 263.8 1.0 2004.3 5.6
TRAM (45.6) | (0.5~1.5) (580.5) (1.0)
. 424.5 1.3 3274.3 5.6
(146.1) | (1.0~3.0) (1070.4) (1.1)

- 34.2 1.8 359.4 6.4
(10.6) | (0.5~3.0) (63.7) (0.9)

(+)- 25 65.6 1.8 680.9 6.3
Ml (24.4) | (1.0~4.0) (142.2) (0.9)
350 95.7 1.8 1083.8 6.3
(26.3) | (1.0~3.0) (224.3) (0.9)




% rS < R—VIEREE/ 7 Cmax Tmax AUC= ti2
73/ 7z VEASE| (ng/mL) (h) (ng - h/mL) | (h)
15 5.0 0.8 17.1 2.8
’ (2.0 | (0.5~1.5) (4.8)® (0.6)
TENT
S oa 23 9.2 1.0 38.9 3.3
S (2.3)* | (0.5~1.5) (12.4)° (0.9)
. 15.1 0.8 62.3 3.3
(4.3)* | (0.5~1.5) (18.1)° (1.0)
a: pug/mL (N=8, “F5# (S.D.), Tmax ; HrHfi (#FH))
b:pg-h/mL

16.1.2 RERS

EFERABEIC T R VEBIE/ 72 b7 3 ) 7 = VEGHE]E 1 X285
(hS< F—)VEREE LT37.51d75mg, 7E 73/ 72 LT325X
13650mg) & 1 HAME (6 & ) REROR G (+ T F—UE#E/ 71 b7 3
J 7 x EEHELSE  SHE. I F—UERBE/ 7Y T I T 2 VERAE2
B8 3HR) Liz& &, M¥Ed (£)-TRAMBKR O (£)-M1MEE IS RERE OS5 0IG
BASHME TIC, ERMBEFTE b7 I 7 VIBERIRERORSHB%24
R E CICERRBIGEL TH Y, EBEEEDshar o720,

b R VIEBIE/ T2 b7 I 7 2 VECASELE] 325 % 1 HAR (6 & &) K18
BORE (Mo~ F—VERIE/ 72 b7 2 7= VESSELSE : SAM. PSS F—LiE

BRE/ 72 b7 3 7 x VEEEESE  3HM) L7z & ORI S5 %o MAEH (+)-TRAM,

(£)-MIKUT7TE T I 7 2 OEMBREISS A —%
pors b < F—)UIERIE/7 | Cmax Tmax AUC: Ra tiz2
t 737z VEEH | (ng/mL) (h) (ng - h/mL) (h)
15 290.6 1.0 1141.2 1.3 | 6.6
(£)- (72.9) |(0.5~1.5)| (265.8) | (0.5) | (1.0)
TRAM - 542.6 1.3 2355.8 1.3 | 65
(114.4) | (1.0~2.0)| (533.3) | (0.3) | (0.6)
- 78.5 1.3 325.2 09 | 74
(£)- (18.7) |[(0.5~6.0)| (88.0) (0.1) | (1.4)
Ml 25 142.0 1.3 666.6 09 | 67
(29.3) [(0.5~2.0)| (103.8) | (0.2) | (0.9)
6.7 0.5 17.4 1.0 | 43
g 15 (L6) |05~10)| 28> |1 | @7
. . 11.0 0.8 30.4 09 | 33
(2.9)* [(0.5~1.5) (4.9)° (0.1) | (1.1)
a: pug/mL (N=8, F#1# (S.D.), Tmax ; Hrofil (%))
b: pg-h/mL

Ra + HHER (RS HROAUC /A SEDOAUC-)

16.1.3

16.1.4

(1)
g b

BESICLDHE

RFERABEIC T F—UERBE/ T b7 3 ) 7 2 VG HE285E(h T~ F—
JUHERRIEE LT75mg. 7 b7 3 72 ELT650mg). b T R—)LiERE
W2/ 7N (75mg) iE7E b7 3 ) 7 2225 L (650mg) Z FhZhE
EREO#FES L&, VI R—)UEBIE/ T b7 3 7 2 VEASEERS L
7z&ED(£)-TRAM, (£)-MIKUO 7L b7 I/ 7 22 OEYHEIT A -5
. NI R VEBRIEROT Y N7 I T VR ENTNEMTRE L&
ZEFAMEDMEZRL. (£)-TRAM. (£)-MIRUOTt 73/ 70N
BICF ST R UEBEROT7E T I ) 72V OBREICEPEEBIFREDON
otz

EYFNEFERR

F7 Ity MiRASEDSEP] & T Aty MiEGEEE, U RF—N—HEICKD
ZNENISE (NS~ F—)UEBIEE LT37.5mghk U7t h 73/ 726 LT
325mg) BB F I AR EIRE 14 5 L IR (9~ R—LRUT &
FPIJ 7 V)BEERELL. BonEBYBHENT A% (AUC,
Cmax) 12DV TI0%ERK IS THRAHRIT 21T > 72458, b T~ F—LiRE
RUOT7E LTI 7z EEIRWTABlog(0.80) ~log(1.25) DHENTH D
WA DLW RS SR S 7,

rS5 R—)UIESE

% N—VBEOHER

(ng/mL)

140

BRET— AN S
[ —
=~ [o2) [oe) o [\~
o (e) (e) () (=)

Do
(=]

| —e 754y MEAHIDSEP
r —o— M Aty MELEDE
mean =SD, n=23

(=}
(=3}

12 18 24
15 s 4] (hr)

HENREIST XA —F (+ T~ F—VIE#RIE)

AUCo-24 Cmax Tmax ti2
(ng * hr/mL) (ng/mL) (hr) (hr)

T TRy FEEA 918.7 112.1 1.72 5.7

[DSEP]

+317.7 +29.7 +0.82 +1.1

rT Lty MEASE

934.9 114.7 1.79 5.9
+309.4 +26.0 +0.89 +1.4

(mean+SD, n=23)

(2) 7ev7=/T7zxY
miEh7E b7 3 7 = VBEOHR

(ng/mL)
6000 -
I —— 7 5%y MiLASEDSEP)
4% 5000 - —— FF Aty MECASE
=8] mean =SD, n=23
T L
& 4000
b
7 3000
J
7 2000 -
55
4
#1000 -
FJ)Z
0 s ‘ ‘
0 3 6 9 12
P 5-1% ¢ (hr)
EYBEIST A= (T T I/ T2Y)
AUCo12 Cmax Tmax ti2
(ng - hr/mL) (ng/mL) (hr) (hr)
T TRy MEASE 14972 4552 1.11 2.9
[DSEP] +2893 +1512 +0.79 +0.3
= N 14814 4360 1.18 2.8
bTLty AR £2752 +1431 +0.72 +£0.4

(mean*SD, n=23)

MAEFEEN FICAUC, CmaxZn 85 X — 13, #EE OBIR, Mg ORI
[a1% - B ORBRSEMIC K> TRESHEELNH S0
16.2 TRUY
16.2.1 BEICLDHE
RIS NI F—)UEIIE/ 7X N7 3 ) 7 2 VEEH3SEY (FSv F—)L
HEgEE LT112.5mg. 7 b7 3/ 72> &LT975mg) Z sl &g k0o
ZEHERFICZ NP NBERR S Lz & &, (£)-TRAM, (£)-MIRUT7E T
I 72 OEYHEBICEBICLLBEELHEBERD SN o 7Y SHEIA
F—%)o
16.3 537
b MIEEAKAR  TRAM(0.2~10pug/mL) R 7L b7 I 72>
(280 1 g/mL)#120% (in vitro)*- >
16.4 X3
(+)-TRAMIZFEICHFIETCYP2D6IC & 0 iEHRH# (£)-MLICR#ESh 5, £
7ov ZOMOFESREREE L. R TOCYP3A4ICKBN-ix FLt, FLru
CVEBlAERURBIAATH D, TENT I 7 2y OELRERB . FETO
v a v EEfas, Rt icCYPIA2, CYP2EIRUCYP3A4IC K BN-7
CFN-p-RYIF ) A IVADOBILROZDTNEY FF a8 TH D9,
16.5 #Ettt
FRAFBHEIC b5~ F—)UEEEE/ 7Y b7 3 7 x VEASE] ~ 358 % B[
5RO T R—=)UERIE/ 71 b7 3 7 = VECESELE] XI328E % 1 H4[m]
(6ME[H &) RAEKOKRS Lz &, (£)-TRAM, (+)-MIKUO7+ b7 3/
7 x> ORBERBHEER (B f 55480, RIE @ kit 5480 M) 13, 2
NENHE5ED18.2~20.3%, 9.4~14.8%K%V2.6~33%TH V. HEHEVK
BHREICL2ZEIRD SN 720,
16.6 REDEREZETDEE
16.6.1 FHigaEmE
(1) b3 R=)L
JFREZ BT b5 F—)UERRE S 7 L 50mg 2R O#R G Lz & &, BRERA
EHBLTIED b5~ F—LOAUCSIRIEZEICHEM L. 6121352.60%ICHEE
L7z (BB AT —%). [9.3.2 B8]
(2) 7eb7=/7zY
Frbaepe s B (B ~ SR ofl, ME SH)IKTE T I Ty
1000mgZxREO#EG Lz L &, BERASHEL TR 7 b7/ 72>
DAUCHIZAL.7REHEIM U t1 23 K2R MER LY (B AT —%). [9.3.2
ZHE]
16.6.2 BikhEEE
(1) b3 R=)L
BHERERE (VLT F2 7Y TS A D 80mL/minblR) 2140 bS5 <
F—VERBIE100mg & #IRNEE Lz L &, MEP NI 7 F— LDt kD
AUC=IZBERAD ZNZNRATLSERO2ETH > 72O (NBAT—%).
[9.2.1 2]
(2 PebP=/ Tz
BHEEEERE (VLT F =027 ) 7T A L 30mL/minbl R) 1367 & ~ 7
3 7x1000mgZREO#%E Lz & &, 58~ 24MBoMmEH7 € ~ 7
3 7 Dt 3B (4.98 /) L U TIL7RREICZER Uy AUCs.2an
HILOEHMLY BHEAT—%). [9.2.1 B8]

17. BRIRRRAE
17.1 BMERURLE(CEIT H5HER
GED' A ISR R

17.1.1 BN MEHER
JESERE S A TR EE & I Sy FER T 1 REETE 28R A O R 18 512
KO+ ERHRSB SN VBHEREBE187HI( T~ F—ILERE/ 7
T b7 37 VEASERAN. 7T ARBEI3M) 2RI, EERTTHS
v R—)UERE/ 72 b7 3 7 = VECESELE] ~28¢% | HAB2ER S L7z
#%. ZHERAANOBITHREZM/Z LZEBEIC, PSS F—UERE/ T2 b7
I 7 VEEHEXIE T IR E T U LICEH DM TABRRE L E

ERTCOEBIRERARTDZANY ME LA Ry bEEZTOHEIE TS

TARBEHEBL NI R UVERIE/ 7Y b7 I 7 VEARBTERICR
hotz(arZ »7#5E,. p=0.0001)"



17.1.2 BRI SHER

B E (BRRE. ATEREE, MY v~ F. SEREMIERE., SRESsg%e
IR BRI R B 2 &) IO BIAE A L. FERT O A R
REFEA OO G LD 53 2 ERMRASE S e W EBE 1906 2RI,
b R—)UERIE/ 72 b7 3 7 VERATELE] ~ 2882 1 H4E., EEBERE
LTHERTTRES2HEMBKS L L ZOVASHOFESE L. RBEHO
65.80mmIZRf LT, BB H28HIC1329.93mmICE R L. Z 0%, BB H52H
EFTEE—EDMETHB L.

BIMEFFBRIZ, 96.3%(183/190f1) T > 7z EREIERIE, FD1024]

(53.7%)  1ER7441(38.9%) . MaM71f(37.4%). FEE)MED £ 115161(26.8%)

EAR38%1(20.0%) TH > 7219,
(GRER DR
17.1.3 EANE MR

HHIBR K O HEE S E 2 B e 5 FRERE kRl 2 51T L IRz
RO BHE3280I( b T~ F—)UERIE/ 7Y v 7 3 ) 7 = VEEHER13261. b
T F—UERRIER66H]. 7t b7 3 7 = VE1306)) ZH%Ric. ZEERT
THrIYR—VIERE/ 7Y b7 3 7 2 VEASE28E. 5~ F—LIERIE
75mgXiE7TE b7 I 7 2 r650mgEk HEHG L & &, BE5%8RE TO
A OWBE OB (REHOFBHOWEE 2 [BE 2 L]~ [7Z2WE ] OSBR
T\ 0.5~ 8H§MHE & THREBFAICEHE L 72 & 2 O RREME) OFHEIZ. T R—)L
WEE/ 72 N7 3 7 2 VERESELT.7. bI < R—UEEIER12.4, T b
T3I)7xURI33THY. FIY N VERRE/ T b7 3 7 x VA SERE
EEBAIBOMICERZENRY 517z (FisherdLSDE, Whdp<0.0001).
Fio. MY R—UERIE/ 7L N T I 7 VEAERERICEDHTHETO
RFFE (Fa A DFZEEAS 72 U IS TR IS8 9 % & TOREE) 0 Fh o 139305
THY . FORITKRHPESR L BEICB T 2RSS (BHRIEADR
FEAS TR | U TEE IS E LT % £ TORBRM) OFREIZR2705 Th > 7219,
BIERFEIR R, 57.6%(76/1326) Th > 7zo ERBEIEMIZ, HER394]
(29.5%) BED18H1(13.6%) FEIMED T 1261(9.1%). TEHIHI(6.8%) T
Ho7219,

R OFRE T B 5 $ERELh R

B 5% 8K & TORA D UEE DOFEA
FHIBE RIS PME R fiE Fisher®
+ IR (/5 ®K) LSD#
RO RovERR/ T | 177 185
737 s A +791 | (0.0:32.)
R ov K- LRSS | 66 124 125 p<0.0001
+836 | (0.0:29.5)
SIS VEr 133 120
650mg 130 +807 | (003305 | P<0-0001

18. EMEIE

18.1 {EFHERF

18.1.1 b3S R=IL
F v MiZBAWzin vitroiBORERY? 5. F I~ R—= L3RR Tc/EH
Ly b9 R ROERREIMLIO 1 -F €A A REEEAOFKEE, WO
FIYR=NIZEB /LT RLFY Y ROET =2 OB ALEEERD.
SEERICEE T &2 6N51D 19,

1812 7Eh7P=/T7xY
T v MEROZIn vivoiBEORERL? 5. T M7 I 7 2 VR FICHRERER
TR L. N-XFIU-D-7 AT F VBRZBERROY T RY V APZEHEN L
R ERREROEERA., BHota = Y ZEMEEN U BN ER
2EN, EEERICEET5EEZ 615190,

18.2 tERIER

1821 T ADOT7EFNLIA) VFHERTA IV TIBVWT. b - LIERIELE 7
NP7 Y OMRAROERSE. TAYROTS LK BBITOMEER. HE
ICTA DY TRIBERIHT 5 2 EARBEES 722, 72720, e MzBWLTIE
ARANOMEFN 72 SRR ISR STV L,

18.2.2 7Y 2Ny MEEIRT v MIBWT. kTv FN—)LEEE(10mg/kg) &£ 7t k
73 7z (86.7mg/kg) DMHFEOHRE TIE. FIFROEEYHEME LI
AT, IREME R OB AR SR, ORI T o7 =7 2 <
L7222,

19. BEIRS (CRE T BIE(EZHAR

(F57 R—UIERRIE)

—f&% : T~ F—)LHEEEE (Tramadol Hydrochloride)

{£%4 : (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)
cyclohexanol monohydrochloride

BFR : CieHasNO: - HCI

DFE :299.84

MR ABOKEEONERTH S, KITED TETPTL A -, =¥ ) —
IV (95) IZAERE (100) ISVEF 9 1

s

e HCI

K O GG FREAR

0
“CH,

B = :180~184T

(Feb7=/T1V)

—M%% : 7 b7 3/ 7 x> (Acetaminophen)

{£%% : N-(4-Hydroxyphenyl)acetamide

SF - CsHINO:

SFE : 151.16

% R AaOREXIEREEONETH S, A ) —LNETY J —IL (95T
L, KICRRBEFIC L, YIFLI—FIITHD TEFIT Lo KEE
b MY T LBRBICET B,

st
oH
0
H,C N

B m=:169~172T
22. @

(PTP)100%8%(108€ X 10)  500%% (10%E X 50)
23. FEk

1) EINE 1 HEERREE (M7 4ty MERASE | 201 14F4H22H&RE. CTD2.7.6.3)

2) #EPNER MR RIS IC BT S Bk

3) WEoLES T HERRRER (T 4ty MECASE : 201 14F4H22H%&ER. CTD2.7.6.2)

4) b R LOBEAKEROME (N T4ty MEASE | 201 14E4H 22 HK:E.

CTD2.7.2.2)

Gazzard BG, et al. : ] Pharm Pharmacol. 1973 ; 25 : 964-967

I F—LVORBMOME(F T Lty PEESE : 201 14E4H 22 H&GE.

CTD2.7.2.2.1, 2.7.2.3.1)

Thummel KE, et al. : Biochem Pharmacol. 1993 ; 45(8) : 1563-1569

Raucy JL, et al. : Arch Biochem Biophys. 1989 ; 271(2) : 270-283

Goodman & Gilman's the pharmacological basis of therapeutics. 11th ed.,

The McGraw-Hill Companies 2006 ; 693-695

ENEIMHRER (N7 Lty MECESE © 20114F4H22HA&GE, CTD2.7.2.3)

Zapater P, et al. : Ailment Pharmacol Ther. 2004 ; 20(1) : 29-36

Prescott LF, et al. : Eur J Clin Pharmacol. 1989 ; 36(3) : 291-297

ENE MRS (~F Aty MECESE : 201 14F4H22HA&RE. CTD2.7.6.6)

EPNEMAHRE (N Aty MECAHE © 201 14E4H22H%&FE, CTD2.7.6.17)

REEIETRICN T 85T (7 Aty MECESE © 20114F4H22H %GR, CTD2.5.4.6)

ENE I/ MAERE (b5 41y MEEASE : 201 1F4H22H%&FE. CTD2.7.6.19)

Raffa RB, et al. : ] Pharmacol Exp Ther. 1992 ; 260(1) : 275-285

18) Raffa RB.: Am J Med. 1996 ; 101 (suppl 1A) : 40S-46S

19) Bjorkman R, et al. : Pain. 1994 ; 57(3) : 259-264

20) Pelissier T, et al. : J Pharmacol Exp Ther. 1996 ; 278(1) : 8-14

21) Tallarida RJ, et al. : Life Sciences. 1996 ; 58(2) : PL-23-PL-28

22) 7Y aNY FEEIRT Y MBS MY FVERBIERO TR T I 7 2 VHHH
BHIC X HBUEER (F 7 41y MEAEHE : 201 14E4H22H&GE. CTD2.6.2.2)

24. ERERERUEVWEDE T
BRI 2T s HASH BEFRHEHRE
T103-0027 SAERFRIK A AE2-13-12
TEL : 0120-100-601

26. BIEREREF

26.1 SHEERFEIT

“a IA —_— =
O E-=HIZTrHREH
Daichi-sankyo BRI HR H & X H A AF AHT 3-5-1

26.2 BRFCHRIE

O F—SHuaat
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