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Hro izl
F2 ARANM1 28 2 1 HAM (65 ] = & ) SR OH5- (R #18E : 5H
. ARF2%E  SHM) L7z & & ORI GHoMm4Edh (+£)-TRAM,
(£)-MIKE O APAPOIEWBIE/ ST X — &

Cmax Tmax AUC+ Ti2
R AHA (ng/mL) (hr) (ng * hr/mL) Ra (hr)
152 290.6 1.0 11412 1.3 6.6
(729) (05~15) (265.8) (0.5) (1.0)
(+)-TRAM
o4k 542.6 1.3 2355.8 1.3 6.5
(114.4) (1.0~20) (533.3) 0.3) (0.6)
152 785 1.3 3252 09 74
(187) (05~6.0) (88.0) (0.1) (1.4)
(=)-M1
2% 142.0 1.3 666.6 09 6.7
(29.3) (05~2.0) (103.8) 0.2) 0.9)
158 6.7 05 174 10 43
(16)2 (05~1.0) (28)P (0.1) 2.7
APAP
o4 11.0 0.8 304 09 3.3
Tl 29e | (05~15) (49)P 01 | (D

a: ug/mL. b: ug-hr/mL. Ra: B (FEKEGHEDOAUC /W)



LD AUCe)

(n=8. Mean(S.D.) . Tmax : HrJefiti (#EpH))

16.1.3 EYFHIEEERER

F7 Ik MiASI MelE b Aky PGSR, 7T AF —N—EIC
Ihzehznlge (7~ F—VIEEBHE37TSmgh 7T T I 72>
325mg) fHHE R A - (2 H A L 19 5 L CILE P R ZE AL AR e 15 2 00
L. B5N723WBIRE 5 2 — % (AUC, Cmax) 122> TI0%1S HHIX [H
W THRERHINT 24T o 7256 4. 1og (0.80) ~log (1.25) DHEPHNI TS 0. WiFl D
Y SEEDSER S 7z 720 b T~ F—IVOIGEHACHEY O - 2 5
VT F=v[(2)-M1]omEdE 2 e L,y 56N - EmEg s
A—FRWB L h, WHITRBERHERETH 722,

(ng/mL
140
120 +
i
4
100 —e— F7 7y M4 [Mel
z o bT Ak MEASE
Loso Hji (Mean +S.D., n=24)
b Y
Z
5“ 60
‘}é
¥ 40
JiE
20
O L L L L
0 3 6 12 24 36
I ] (hr)
M4 7Tk v MEAFE Me [ 5RO (£)- b T~ F— VIREHER
(ng/mL)
8000
i
86000 |
‘:F‘
7 ) —e— }7 Iy MifEE [Mel
r o M Ay MEEHE
7 4000 (Mean +S.D.. n=24)
J
7
o
,;;/% "
i 2000
F{ I
0 .
0 3 6 12 24 36
I (hr)
B5 b7 7y MRAHE Me B GHOMEET T M7 2/ 7 x ik
®%
K3 FEWEE ST X =5
HE 8T A =5 BEING A=
BBk
4 AUCt Cmax Tmax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)
= rroest 6445 1126
W masive) | 2 +1997 w939 | L1E05 ] 5414
5
4
F|hsaty b 65838 1099
|| mas 24 +9074 +938 13+06 | 55=13
)2
Tlrroess 15653.1 55154
7 V4 3 .
b | mefrsinne 2o 135081 s17997 | 09%07 ] 46=08
% NN 154708 51742
7 7 v . »
= e o a3350 xo0613 | LOF0T| 4708
v

Mean +S.D.

50 r
il

aﬁ

iy

; 40 F

< —e— 77ty MiLAHE [Mel
r o b Ay MRS

gg 30 (Mean +S.D..n=24)

0 3 6 12 24 36
I [H] (hr)
6 77ty MEAFE Me &S EOMEER b7 < F— UG
[(=)-M1] iR
#4 + I PR [(2) ML) 03mBE T A — 5

R AUCt Cmax Tmax Tiz2
#¥ | (ng - hr/mL) (ng/mL) (hr) (hr)
N7 b
At arge Me 24 2559 +67.1 34.3+16.9 13£06 | 61+13
PIAEY M o | 2655696 340£167 | 14%07 | 6314
BLA B

Mean +S.D.

MR eI OSIZAUC, CmaxZ5m/85 A — 7 1d, #E o@IN, ki o
FREUAEL - BRI ORI L > TRAE DML D 5,

16.1.4 BBICKDHE
TR AN BRI ARFKI28E (9~ F— ViliE & LC75mg. APAP: LT
650mg). b I~ F—VEEE2SH 7€)V (75mg) XIZAPAP 24 7+ v
(650mg) # TN ZFNHMFEOEG Lz &, KHlaHG Lzt & (=)-
TRAM, (#)-MI1JUSAPAPOIEMBRE XS A — 1, b I~ F— VIR
R OAPAPR TN ENHMTHEG Lzt & LAMKOHEEZRL, (£)-
TRAM. (#)-MIKOAPAPOIEWBEEICZ b T~ F— VIEHEE L 'APAP
DEAI X BHBIRD SN h o7,

16.2 MR

16.2.1 BEICKLDHE
M A AHKI3SEE) (< F— VM & L C1125mg. APAPE LT
975mg) % RN &R L OV IR I F - E N MR OG- Lz e &, (2)-
TRAM, (%)-M1KUAPAPOSE BRI T X 2 HE R BIER0 S
Naho 723 BHEAF— %),

16.3 5
b MR AE 0 (2)-TRAM(0.2~10 u g¢/mL) 2 OFAPAP (280 u g/
mL)#120% (in vitro)*>

16.4 {3
(+)-TRAMIZ TP TCYP2D6IC & 0 iH A H# (£)- MU H S h
bo 7. TOMOTRfCHKERKIE, I TOCYP3A4Z X BNl 2 7L
1t 77 u rBIas Rk ORERAGTH 5. APAPO LR MHHREEKIE. T
Tz vy oy RiEas, WERAIECICCYPIA2, CYP2EL RN
CYP3AUZ L BN-TEFNp - RyIEF ) v A4 I v ANOBILKTZD 7V
¥ FF HUETH B,

16.5 HEtt
FAERE R A PE LS AAI ~ 38EE) % M M 4% 5 F O HI LI 1 13288 2 1 4
[l (GRER & & ) AR G- Lz & &, (£)-TRAM. (*)-M1KUAPAP
O BREIR AP (B 512485 B, BUE © i 5142480 ) 1, 2
NEN G- D182~203%. 94~14.8% K U25~33%Tdh 1. He5- )
OREHRGIC X 2BERD SN o 72D,

16.6 HEDESREEIT HEH

16.6.1 FFkaERE=S

1) b3SYR=IL
T2 12001 b 9~ F— VIS /1 72 L 50me % #1457z & &,
TR & el Ui b 9= F— )b ®Cmax M OFAUCeo 1 8825 (255
L. T12i3#26f R L7226 (BHEAF— %), [932%H]

2 7er7=z/Jxv
JFHE B b o B (R ~ TP AR O, @ cSPDICT R T I ) T2y
1000mg % fEHG Lz e &, ERA LKL TiEh 72 b7 3/
7 = v DAUCshATH 7RI Ly T12id R 2R 5 L 7210 (S A 7 —
%) [9.32%H]

16.6.2 BHEEEE

1) bSYER=IL
B ERE (VLT F 22 ) 75 Y A 1 80mL/minbh F) 216112 b 5
< F— VI 100mg 2 RS- Lz & &, i b9 < K= oTie
O AUCeo IJ R A D 2 2R K TLERG R U265 T - 729, [9.21%
]



2 7eh7P=/TxY T7aF 4 =7 %5 L7216,
B EEE (2 L7 F =22 Y 75 2 A 1 30mL/minbLF) 13B012 7 & s ssa
737 1000mg LI LA b 5 Fr 58~ 4R oo ek 7 e fﬁ”ggﬂﬁfﬁéﬂmmﬂ%
3 > HE ik 5 i % R IER L : e
LT 372y OTI23 MR (LK) & W L CLL7RICIER L AT b F— VR (Tramadol Hydrochloride)

- ] .11) = =y
AUCs21r b LM L 2210 GHEIA 7= %) [921504] 124+ (1RS 2RS)-2-[ (Dimethylamino) methyl]-1- (3-methoxyphenyl)

17. BRRARIE cyclohexanol monohydrochloride
17.1 BIMERUOREM(CEIT 2558 513X+ Ci6H25NO2 - HCI
GEN AR G- 299.84
17.1.1 EASEMAEFER PR oY F— VR R oM RO B R TH S,
TG 9 A2 TENE BB & B S, JEA T O A VRN R8s Al o R % AEEARICHO THEITRT L, A¥ 7=, =¥ 7 —)1(95) X
HAZ &) 1o B BRI ATE & N IR PR B 1876 (R BRIABI, 7 PERE (100) 12 H 3 W
T RBEOIB)) 2 kG, FEEM T TARAILINL~28 % 1 HAM 28 B H - L LA X
et SEEMUINOBITHELR N L2BFHIC, ARNETIERE S HSC\N/CH3

YENZE DA THEMRSG Lo &, ZEERT TOFUESEAN TS
FAXRYNELIANRNY VAT TOYMIZT T 2 RBE L R LAFIBET

HHEICEDP o2 (T sy 7 Y 7 85E. p=00001)12, * HCI
17.1.2 BRI SHR

AR (R AE . 2RI ERE. B Y v~ 5 SHEBEERE. SRR

P BRI BRI PE R RE B S 2 ) (SRR D B 2 AT Ly R BRI

FuA FYENREFEA ORI 512 X ) a2 8RRz RS vl
19061 % K G2 1c. ARFNE1~25¢ 2 1 H4ME, EEHK L CTIEEMRT T2
PG L7z L EOVASHEOFEEMHEIE. midlg065.80mmict LT,
P28 1213229.93mmICIE T L. 2%, HHE62H F TlZIZ—EDfET R D T M7 3 27 =~ (Acetaminophen)
R L7, {b2£%4 © N-(4-Hydroxyphenyl) acetamide
FIVEZEBIZRZ, 96.3% (183/19081) TdH - 72 EEIVEMIE, 010261 STt CsHoNO2

(53.7%) MRTAPI(38.9%) . WEITLH (37.4%) . B F 514 ST 15116

(263%) BURISH(200%) TH 720 PR 7T I 7 S RGO SO R TH .
REEDER) . AREE X 7 7=V UFT g ) — )V (B IZHEITRT L KITRRHE
17.1.3 EASE M4E55R Fi2 L, VZFVZ—F VD THETIZ v

BB R OV 3 & LB & § 2 T SHEL RS SR AR & AT L. ki Rk FEEAFEL T U @ AR B o

Il & TR 72 B 3280 (ARFEEL326]. b T~ F— VIRRMERE66H]. T & b

“CH,
Flt o ni:180~184TC
192 72 h77=/JxY

: - b2

737 7 x UHEL1306)) 2RI, TEER T CARIZE. M~ F—VIE OH
BIE75Smg X IE 7 b7 3 7 650mg % Hilnld G Lz & &, 51480 Q /©/

[ F T O A DYEE DB (FE 5O OUWHFE 2 [ L~ 554 HSCXN

Ui |D5EERE T 0.5~ 8] F CREREIVICEEAN L 72 & & 0 SARAL) o ¥l - H

. ARIBELTT. R F— U EREREI24, TR RT3 7 = Y BEI33T g 169~172C

BV AHIBE & K HEHEO ENA EZED0 517z (FisherLSDE, Wi %22 A%

N Hp<0.0001). F7z. RAPEGHRICERT 5 T TORMH iDL PTPE# 100%E (105 x 10)

[72 UGB N2 E 4 5 £ TORE) o h g flid 305 Th ), 0 03, FEVH

AR ATTEIE L 72 BB B B R RAFFHEIE I (Z0 12 120 A O FREE 23]
SN SRR HE WAL T B £ T ORI O FRAEIE 2705 Td - 721419,
RITEAFEBIEIE, 57.6% (76/13261) Tdh o 720 ERREIERIZ, BIR395
(295%). “EL1861(136%) . FEIED T 1261(9.1%) . MEr:9%1(6.8%) T

1) b2ty MEAHE : 20114540 22 H7KZE, CTD2.7.6.3

DFNEE T T Ty A Mel WM RS MERERICE S 5%
R

3) b7 Aty MEESE : 20114E4H 22 H K. CTD2.7.62

b1 ; N 4) F I hty MECEEE © 2011454 22 H A&, CTD2.7.2.2
R RBHROIIRIZ B % SHRIR 5)Gazzard B.G, et al. : J. Pharm. Pharmacol. 1973 ; 25 : 964-967
B s | ST BRI TORADUERORA 6) h 7 Aty MLASE 1 201144)1 22 K2, CTD27.23
ST I Mean P Fisher® 7) Thummel KE, et al. : Biochem. Pharmacol. 1993 : 45 : 1563-1569
*SD. SRR LSDik 8)Raucy J.L. et al : Arch. Biochem. Biophys. 1989 : 271 : 270-283
K 2%k 132 177 185 9) Goodman&Gilman's the pharmacological basis of therapeutics. 11th
=791 (0.0 320) ed., The McGraw-Hill Companies, 2006 ; 693-695
bo v F—) UK 66 124 125 b <0.0001 10) Zapater P, et al. : Ailment. Pharmacol. Ther. 2004 : 20 : 29-36
75mg +8.36 (0.0 : 295) ’ 11) Prescott L.F, et al. : Eur. J. Clin. Pharmacol. 1989 : 36 : 291-297
TENTI T2V | a0 133 140 » <0000L 12) FF Aty b ﬁﬂ’a‘%ﬁ : 2011554)% 225§<%31§\ CTD2.7.6.6
650mg 807 (0.0 : 305) 13) b7 &ty MAEMEEE © 20114E4H 22 H KR, CTD27.617
16, EapEE 14) 5 Aty MEEASHE 1 2011447 22H 7?:;” CTD2545
18:1 e 15 F 2t b Eﬂﬁﬁﬁﬂ, : 2011%4)% 22H7¥<%31§\ CTD2.76.19
1811 RS2 R—IL 16) b 7 &t v MEASE 1 20114E4H 22H K3, CTD2.6.2.2
v Mg Ain vitro RBROFERD S, F 5% F— L IZPHRAERT 24, MEEERERUEVNEDES
L. b= F= W RNEEREDO BEAF NV F T K=V D p-t ¥ Meiji Seika 7 7 V< #&HE <30 kS
F A FEREANORE, BT P I F=MEE /0T FLF ) VRO (Me7 7 V< RRESHLEH 54 Y V)
o b= OB AKRMEEERA, BREMCHES T E2L 00 T104-8002  HHUHR P Y IX 5(152-4-16
216 7)) =% 4 %)V (0120)261-158 FAX(03)3272-2438
1812 7 h7P=/TJxY 26. BUSARSEEE
7 v bEHIzin vivo iRBROM RS TR NT I 7 2 VEFEISHPK 26.1 SYREERFEIT
ARERTIEH Ly N-AFIV-D-7 AT F VBSHEERL Y T A Y v AP% . N
BT L RS R B O, 0T b = Fh kR A L Meiji Seika I PV %K=+t
PR I 2 A5, BUREINC IS S 5 L E 2 5N a0, HRRBPRXRE 2-4-16
18.2 $&fE(ERA 26.2 BRFEIT
1821 YT ADTEF NI Vi IA Ty 7IZBWT, FIY F—VIE Me j?"l?ﬂiitﬁ*i
BETE T I 7 2 VOIS E. T4 VRO T T AL DR L .
TR, HIEMICT 4 ¥ 7B E ST 5 2 & AR S U0, 7272 RREBARXRE2-4-16

L. b MZBWTIEAFOHIEN 2SR EH MR I Tw AR,

1822 7V any FHii%Z v MZBWT, b7 F— VR (10mg/
kg) £ 7 M7 3 7 =~ (86.7mg/kg) D PRI G- TiE, WD %
SR HARPE G- TR R OSBRI S AL IR NV B

—6- JTA



