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3% | 95.7 (26.3) | 1.8 (1.0~3.0) | 1083.8 (224.3) | 6.3 (0.9)
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16.1.2 K{E®RE
R AT ARFIE 33288 (b 9~ F—ViEERE & LC37.5
W1375mg. APAP& L T325313650mg) % 1 H4lal (68 = & ) K
B PES RA e - SH . ARF28E : SHR) L7z & & e
(£)-TRAMM U8 (=) -M1JEEE 3 A FR 3% G- Bl fa 12481 £ ©
W2y F 7z IfE R AP APHEFE I3 SR I G- BRAG 12 2485 1 & CL25E
FWIREEIE L TB Y, BRMEERO S NLh o7,
FENE1R (3268 % 1 B 40 (685 C &) REZOKRE
(FF1$z - 5ER. AF28 : 3HM) L& X ORKIBEED

migrh (£)-TRAM. (£)-M1RUAPAPDEMENRE/NS X — &

LR R T Iy & e | B |
(+)- | 185 ] 200.6 (72.9) | 1.0 (0.5-1.5) | 1141.2 (265.8) | 1.3 (0.5) | 6.6 (1.0)
TRAM | 25 | 542.6 (114.4) | 1.3 (1.0~2.0) | 2355.8 (533.3) [ 1.3 (0.3) | 6.5 (0.6)
(+)- | 18] 78.5 (18.7) | 1.3 (0.5-6.0) | 325.2 (88.0) [0.9 (0.1) | 7.4 (1.4)
ML | o8t | 142.0 (29.3) | 1.3 (0.5~2.0) | 666.6 (103.8) | 0.9 (0.2) [ 6.7 (0.9)
b 15| 6.7 (1.6 |05 (05~1.0) | 17.4 2.8)" | 1.0 (0.1) [4.3 2.7)
2%k | 110 (2.9 [0.8 (05~1.5) | 30.4 (4.9 |0.9 (0.1) |33 (L)
a:ug/mL (N=8, FIfH (S.D.), twas ; HHUAH (HEPH))
b:ug-h/mL

Ra @ B (I 5% 0 AUC /WA 580 AUC-)
16.1.3 EAIC LB &
TR AT ARHKI28E (b 7~ F— VIEREYE & L C75mg. APAP
& LT650mg). kT~ F—)VIEEEE27 7 k)L (75mg) XIZAPAP
271 7 )V (650mg) & Z N ENHEREOR G Lz L & KAl 2 &5
L7z& &0 (£)-TRAM. (*)-M1K U APAPOIEWYENEE/ ST A
—#1E, b I~ F—VIERRIE K CAPAP % Z BN H TG L
& LABOMEER L, (£)-TRAM,. (+)-M1KUAPAP®
HWBREIZ b T~ F— VIRERIE L "APAPORL A L A2 8372
DHNLHo 720,
16.2 ORYR
16.2.1 BEICLZHE
BEHER AR H3SE™ (b o~ F— Vi & L C112.5mg.
APAP & L C975mg) % i JRBH £ 15 M OV 2R8I 12 2 L2 UL RIE 1]
#h L7z & (£)-TRAM. (*)-M1KUAPAPOIEYBHHEIC
AHICL ZMHELEBIRO SN o722 BHEATFT—%),
16.3 9%
b MMIEEEREAE 0 (£)-TRAM(0.2~10pg/mL) % IFAPAP
(280pg/mL) #320% (n vitro)®~ ¥
16.4 X3
(£)-TRAMIZ EIZFE TCYP2D6IZ & ) iGF A (£)-M112
R# SNt T/ 2OMOFELARHREIRIL, i TOCYP3A4
WL BN- X F AL, Z vz a sy BIEAe TR ORBIEATH 5,
APAPD E R IL. T 7V 7 u v gRies. miBiEse
I OIZCYP1A2, CYP2E1 K ONCYP3A4IZ X AN-T £ F )L—p-~N¥
VE ) UAIIANOBILR O FD TN FF G TH BV,
16.5 HEitt
TERE R N SB PRV ARH L ~ 35 & MR L% 5 T OVARHI LRI 1 128
Z1HAR (6HFE &8 ) BUER OG- L& &, (£)-TRAM, (%)
~M1K " APAP D BRE IR Pl (R - 452 5- 5485 A © i
WAL G248 ) X, 22 NG mD18.2~20.3%. 9.4~14.8
% M T2.5~3.3%Tdh V. #xhm MO IEE 512 & % ZEILFD
SNTedrozls
16.6 HENEEEFT2EH
16.6.1 FFikgepE=E
1) S F—JL
FFEZE B E 126012 b T~ F—)UIERRYE 7 7" V50mg % #2 #%5- L 72
EE, BERANL L TIMES 7~ F— O Cnac L WAUC-1E
PHE LS 620 3R2 6651 IER L7 (DME A7 — % ). [9.3.22H]
@7t NT7I/ Tz
IR Al s R (R ~ SRR - 9B, Wi i 5B T b T3
7 = 1000mg%k OG- L7z b & RS & b L C g 7
73772 OAUCHIETHIL. 7TRHEML . trA3 2K ML R L
7219 (BHEIANTF— %) [9.3.2204]

6.6.2 BIMEEREE

NrZTRK—=J
ERREEERE (LT F 7)) 75 2 A 1 80mL/minkl F) 21
B b T~ K= VIEERIE100mg % B RS- L7z & &, g b
T K= Dtk WAUC 3R A O Z N2 KTL.5M K&
U215 TH -7 BHEANT— %) [9.2.15]

@7 T7I/ Tz

BB ERE (7L TF 22 79 2 A 0 30mL/minklF) 13

72 b7 2/ 72 1000mgk #EC#5- L7z & &, #&58~24

BMgomiEh 7 b7 2 7 2 v Otuald BRSO (4. 98 /) &

H# LT 7B RS EER Ly AUCs2a D F1. 9588 N L 7210 (9

ANF—=%). [9.2.15H]

17. ERRREIE

17.1 RO RLMICET 258

GED AMEIRIEERE)

17.1.1 EINEE DR
Vi A ZE TR BB AE & 2 S, FEA 7 1 4 NP 8 A
DOREOAPEGNZ L0 57 2 SRR AR S N RO B 187
B (RFNTEIAB ., 7 7 L RTEO3B) &5 G2, JEEM T CTAKFILAL
~2%¢ % | HAR2 MG Lok, —HERH~OBITHEY 7
L72BE, RKRUET T 2R % T v ¥ 22E ) A1 TR B S-
Lizk &, ZEERTFTOHEBHEATDTE AR PELIZAN
YIEETTOHMIE T b RE LR LARBETHEICEDP>
7-(a 277 v 7#5E. p=0.0001)",
BIVE N SE 1L, 81.9% (227/277B1) T - 720 FHEIEIHIX, &
012861 (46.2%) . EIR7SHI (28.2%) . MEH-7711 (27.8%) . {53
B1(19.1%) « FZEIED 4761 (17.0%) T > 770

17.1.2 BNREIR5HER
FAE A (e . I VERAENAE . BIET Y v~ T SHIS R R
ORI IE B AR . B TR VE AR R S M 7 &) 1R 9 18 Mk
FxA L. AT PN RERAOROES L) 5%
SEAEDE S N VB 19061 2 R RIS, ARANLIAI1~288 % 1 H4],
B L CIFER T CRES2EMPES L7 L EOVASHOFY
flilZ. AIEIZEM 065 .80mmiZ it LC. {H# 2818 (121%29.93mmiZ
KT L. 20, H#E52EE TIRIF—FEDME TR LY,
BIVERIZEBIZRIZ, 96.3%(183/19061]) THh - 72 EAREIEHIZ, B
0010261 (53.7%) « AEAL7451(38.9%)  MEH-7111 (37.4%) . F8hE
& F 511 (26.8%) . EHR38H (20.0%) TH - 72,

Gtk DEB)

17.1.3 BN DHERER
IR B VB R 53 e O b D T IR B A A AT L
PRI % 7R 72 B 32801 (ARFITEL3260. 7~ ¥ — VIRER
He6Bl, 7H T I 72 VEEL306)) 2R RIS, EERTTA
HI28E, NI~ F— VIEEEIE75meg Xz 7+ F 7 2/ 7 = »650mg
EHEAEG Lz & H5 A8 F T O A DUEE DR (3%
H5HOBAOYUFEEZUEL L~ FE IO T, 0.5
~ QIR £ THREMRRYIZEEMI L 72 & & 0 BEAEE) O FIMIE. AKIEE
17.7. b9~ F—VEpiE#E12.4, 7R b7 3 7= v #13.3T
Y ARHEE L FLHAEOMICAH EZEDFRD 517z (FisherdLSD
B W EFNbp<0.0001) . Fo. AHERGHRICERT S TOR
M (Fg A DORREEA 72 U ISUETERIE NICE T 5 F TORERH) ok
flEIZHI305TH Y . ZOBRIEIFDFIE L 72 BH 2B 5 FH;
LR R (ZERD 12 1 A D RREE DS SR DT Ll B b3 % &
TOERI) D IHEIZKI2705 Td - 7219,
BITEIZSEIL, 57.6%(76/13281) TH > 720 EEIEMIE. 1§
R3961 (29.5%) . HL18B1(13.6%) . FBIPED T 1261(9.1%) .
NEH-9%1 (6.8%) Td - 724

R DOEREICH T HHEEHR

1
(

- 1R8IRF I F T DY H DT EE D AEAN

s PR PR ] mrE | Fishero
HRERE | (R B LSD#:
A 28 2| e | 0.00m0
b kR Tomeg| 66 | [ | P o | b <0.0001
Teh7is 72y eomel 130 B3| MG <o 00

18. FEhEIE
18.1 1ER#F
18.1.1 ST F—JL
T ME 72 vitroiBROFER S b T~ K= Ui i
BATHER L, P~ F= DV RCEEREWMIO u-+ €4 1 F
ZERAENOES, WP I R—=MICE B/ VT FLFY U )&
Ot w b= OFY AKAEEHA, SRS 32 &%
X‘_;)ﬂ%lik 16>O
18.1.2 PR 73/ 71>
7 v MNeHwin vivoildBEOFE R, S, TR N T I 72 vk E
AR R CIE Ly N-AF IV -D-7 A8 T X V275K L OY
FTAY VAPREME RN L — AL EE RO HEEH ., B
Dra b= v ZEEE N LR R R &A% SFEE I
5‘—9‘—6 t%x‘_%hélw 18)o



18.2 $ERE{ERA

18.21 YT ADTEF NI ViFEHEITA TV TIIBWT, hIYFR
— VR L TR N T I 7 =y OB EROES . T4 VKo
75 DX BRI OFER, HENICT A Y Z U6 E T 5 2
EDIRIBE N 72720, B MZBWTIEARHF oM TN 2 g
TEHNIRERR S LT e,

18.2.2 7V a Ny MHEEIS%T v MIBWT, I~ F— VIEERIE
(10mg/kg) £ 7 b7 3/ 7 =~ (86.7mg/kg) PO ST
. R O £S5 AR -1 2 BT IR B OB OR t: fe
FE, ORI 7 07 =7 R ER L 2220,

19. B AICEET 2EMLFRIFR

19.1 MI < N—JUIERRIE

— k%M 0~ F~ F—)UHEEEE (Tramadol Hydrochloride)

b4+ (1RS,2RS)-2-[ (Dimethylamino) methyl]-1-
(3-methoxyphenyl) cyclohexanol monohydrochloride

5373 - CisHesNO2 - HCL

o fe 0 299.84

IR BEORKEEOR K TH 5,

(= s,

Aoy ¢ SN
N,

CH,

RO 180~184T
B KO THEIFR T, A5 /=, T8 7 —)L(95) ik
FERR (100) 1230,
19.2 7 b73I/71>
— B4R 72 M7 2/ 7 = ¥ (Acetaminophen)
1b2£:44 © N-(4-Hydroxyphenyl) acetamide
4573 - CsHaNO:
53fi 0 151.16
PR Ao U RTEOB K TH B,
b
O

OH
H3C)I\N/©/

H

B A 169~172T

IR 0 X% 7 — VAT F 7 — )V (95) IZEIT R L KIZRRE
FIZ L VT IVI— T IVITHRD THEITIZ v KER{L
F ) ARTSIET B

22. A%
100%E [10%E (PTP) x 10]
500§E[10§€ (PTP) x50]
5005 A hv, NT]

23. EEXW
1) fNER b7 Aty MEATEOENE T EIRHER (201144
H22H 4R, CTD2.7.6.3)
HPER D b T Aty MREASEOWEYME T A EARER (20114
4H22H%z¥, CTD2.7.6.2)
AR © b7~ PV oBRAMKEGEROME (2011424 22H
B, CTD2.7.2.2.1)
Gazzard BG, et al. : J Pharm Pharmacol. 1973 ; 25 : 964-967
HPEE D b~ F= v oREoMET (2011454 H 22 H KGR
CTD2.7.2.2.1)
FENEE 0 b7~ v o O RET (2011454 22H 7K
#Z. CTD2.7.2.2.1)
Thummel KE, et al. : Biochem Pharmacol. 1993 ; 45 :
1563-1569
Raucy JL, et al. : Arch Biochem Biophys. 1989 ; 271 : 270-283
Goodman & Gilman's the pharmacological basis of
therapeutics. 11th ed., The McGraw-Hill Companies,
2006 ; 693-695
Zapater P, et al. : Ailment Pharmacol Ther. 2004 ; 20 : 29-36
Prescott LF, et al. : Eur J Clin Pharmacol. 1989 ; 36 :
291-297
HPERE D b T Aty MERASEOENE AHRER (2011454 H
22H#FE, CTD2.7.6.6)
L b Ay MERAEED EN G T RER (2011454 H
. CTD2.7.6.17)

DT oAty MEEFEOEINES I/ IAHEER (2011454
2. CTD2.7.6.19)
Raffa RB, et al. : J Pharmacol Exp Ther. 1992 ; 260 : 275-285
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20) FEPVEEL 7Y 2Ny NEEET Y MCBITA RS R—b
WRIE R O7T 2 b7 27 7 = BERRSC & B 8RR (2011
{EAF22H&FE, CTD2.6.2.2.3.2)

24, XWFKRERVEVEDES
FRHRREESAL (3 TR
T160-8515 AULCHRHTAE XU 1T H 78 Hb
Ak 03-5229-3906  0120-189-522
FAX 03-5229-3955

26. WERTEES
26.1 SLERRSET
Yoty 77 —< R A
T101-0065  HHUHBT-X H X P i 1 3-5-2
26.2 BR5E
FEH SRR ST
T160-8515 A HUARHTME XU+ T H 73 Hb
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MOCHIDA %:?:EB %ﬁﬁ E§1TE 7§M

BHEARTET

Yoty 7 7—vHASH

T101-0065 RFETFHX FH#EEH3-5-2



