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HEBABIC NS~ F—VIERE - 7273/ 72 VELE
$E1~3%E (b I~ F— VHFRIE & LC37.5. 75% Uf112.5mg.
7Y b7 37z (APAP) & L 325, 650/ 0N975mg) % Hilnl
OGS Lz &, HGEIZ22DLT, P F—[(%)
-TRAM] Jt (FAPAPIZH#ER 212X & L. (=)-TRAM K O°
APAPDIIHE i 1E 7 -2 % G- 52491~ 205 ) K OSRO 1R 12
Cua S L7212, ZNEIUK5~5  SERE K OFI SHER] D1, TIRTT
L7z WMoy EI Motz R L7z, $72. (%)
“TRAMIZ R DTG HEACHO-E X F L b I~ F—u[(+)
SMINCAE S A, (=) -M1LoD IfAE v i BE L 5 5 e 285 112
CoaxlZIE L 722, #I6. 5ROt TR T L7z, MEEd (x)
“TRAMM O (£)-M1D & G EREAR [ (+) 16 O (-) K] o1
SRR R N ORI ERE /8T X — & B L T /Y,
1) AR OGRS N2 1Al 213288 Td b o

P F—VIERE - TR b7 3 7 o AL ~35E & A
BOG L7- & &omdEd (£)-TRAM, (=)-M1K&UAPAP®
SEWEEE /ST A — 5

Fo< K=
w5 EERYE - 7 Crnax tmax AUCe tie
F7 3/ 7 x| (ng/mL) (h) (ng - h/mL)| (h)
v ReABE
15 119.8 1.8 938.2 5.1
(34.3) |(0.5~3.0)| (360.7) |(0.8)
(£)- o 263.8 1.0 2004.3 5.6
TRAM (45.6) [(0.5~1.5)| (580.5) |(1.0)
- 4245 1.3 3274.3 5.6
(146.1) [(1.0~3.0)| (1070.4) | (1.1)
L 34.2 1.8 359.4 6.4
(10.6) |(0.5~3.0)] (63.7) ](0.9)
(£)- pres 65.6 1.8 680.9 6.3
M1 ¥ (24.4) [(1.0~4.00| (142.2) [(0.9)
34 95.7 1.8 1083.8 6.3
(26.3) |(1.0~3.0)| (224.3) [(0.9)
1 5.0 0.8 17.1 2.8
(2.0)* |(0.5~1.5)| (4.8)> |(0.6)
- 9.2 1.0 38.9 3.3
APAP| 28 2.3 [0.5~1.5| (2.4 |©.9
- 15.1 0.8 62.3 3.3
(4.3)* 1(0.5~1.5| @18.1)> [(1.0)
a: pg/mL (N=8, SFIM(S.D.) |t » FI9fl (FEFH) )
b: ug-h/mL

16.1.2 R1E#HS
TREERABEIC NI~ F—)VIEMIE - 72 73 7 72 VA
SEIM1 13248 (b 5~ F— VRt & L C37.51375mg.
APAP & L T325X13650mg) % 1 H4lal (61 & & ) IAERE 4% 5-
(FI~F—=)VIEEIE - 72 b7 3 /7 7 = VECESELSE - 5H M.
PO R—VIEERE - 72 V7 3 7 VEASE2EE C SHE) L
7ol & I () -TRAMM O (=) -M1jEEE 13 SRR T #%
BG4S F Clo. F-imdEh APAPHEEE (3 RALR 1 55
GIR24FEH F TIOEEIRBIGEL TB Y. TR s
7))9 7:1)0
PO F—VIERRE - 7R N T X 7 o VAR 28 F 1
H4[E (685 =& ) AR HS- (b 9~ F— Vi - 72 b7
I 7 VEEASELSE SHM. NI R VIEERE - 7R T3
77 = UTRAESE2SE  SHIM) L7z & & Ok G- o miEd (+)
-TRAM. (#*)-M1K "APAPDI#EMEYHEE/XF 2 — %

M= K=
Valess - 74| Coax tmax AUC-. tie
AR F73/7x|(ng/mL) (h) (ng - h/mL) Ra (h)
v EATE
L 290.6 1.0 1141.2 | 1.3 | 6.6
(£)- (72.9) 1(0.5~1.5)| (265.8) |(0.5)[(1.0)
TRAM o 542.6 1.3 2355.8 | 1.3 ] 6.5
(114.4) | (1.0~2.0)| (533.3) |(0.3)|(0.6)
15 78.5 1.3 325.2 109 |7.4
(+)- (18.7) [(0.5~6.0)| (88.0) |(0.1)|(1.4)
M1 . 142.0 1.3 666.6 | 0.9 | 6.7
' (29.3) [(0.5~2.0)| (103.8) 1(0.2)/(0.9)
L 6.7 0.5 17.4 1.0 | 4.3
APAP (1.6)* [(0.5~1.0)| (2.8)> [(0.1)|(2.7)
o 11.0 0.8 30.4 0.9 3.3
(2.9)% [(0.5~1.5)| (4.9> [(0.1)|(1.1)
a: ug/mL (N=8, FIMH(S.D.), tmax > H LM (FEFH))
b ug-h/mL

Ra @ MR (R G- D AUC, /Al 5D AUC-)

16.1.3 EEAICk 2 E
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$E28E (b 7~ F— LHiMRE & L C75mg. APAP& L T650mg) .
b~ F—VEEMIE2S 7V (75mg) XIZAPAP2/ &)L
(650mg) & T NENHEEFEIES- Lze &, M7~ F— Vil
W-7v b 73/ 7 v ERAHEAES L8 &0 (£)-TRAM,
(£)-M1K OAPAPO IR BIRE/ ST A — 4 1L, bTI<v F— VI
R [ NAPAPR Z N2 NHM TG L7z & & L RABOMEE R
L. (£)-TRAM. (=)-M1K& O*APAPD#HWEIREIZ b T~
R — VIR L NAPAPO LA C & A B30 SN o 720,



16.1.4 M EHFESEMRER
T IRy FRESETClE P T Aty MNiEASER, YO AL —
N=FEIZ L) FRERLEE( N 7~ F— ViR & L T37.5mgk
7t b7/ 7xré L T325mg) & e AT 112 A n]
PG L CisE R LR 2 5 L. 15 5 /-8B
785 & —% (AUC. Cmax) 22> TI0%E HEIX fTiE 12 THEHE
M &47 - 72845, 1og(0.80) ~log(1.25) O#EIPHNTSH b . Al
DLW FER RIS VEATER S 722,

(1) miEh(£)-rF7 N—IVBE

HEINT A —F BHEINT A4
AUCO’EGIH‘ Cmax Tmax Tl/'z
(ng - hr/mL)| (ng/mL) (hr) (hr)
il &4 TC | 644.5+199.7/112.6+23.9/1.1+0.5 5.39+1.35
P75 M 658.8+207.4/109.9+23.8| 1.3+0.6 |5.521.32
EE (=) %I
(Mean*=S.D., n=24)
(ng/mL)
140 ¢ o k7S yNRARITCS
ol o NS LEUNEASR
T Mean=*S.D., n=24
00 f
|[ 80 FIfii
_?, 60
'f 40 |
v
®o 200
B, o N
o1 sz 4 6 8 12 24 36
05|25
15

5% DEMM)
MAFEAEEEE ONZAUC, Condb D737 A — 51, #iBRE OFIR,
PR OFREUREL - FE OIS L > TRZ WD 5.

(2) MPFEHBT7 LTI/ T ViRE

AL BEINT A —F
AUCo-361r Cnax Thnax Tz
(ng - hr/mL)| (ng/mL) (hr) (hr)
N AN 15653.1 5515.4
RABITC) | +3508.1 | +1799.7 |09%0.7|4.55=0.7
NN 15470.8 5174.2
Mg | +3395.9 | =2061.3 | 007 |4.66=0.84
(Mean*=S.D., n=24)
(ng/mL)
8000 —— r7 S YEEERRITC)
2 RN
$ 6000 | Mean=*S.D., n=24
+
l\
7
S 4000
J
E
2 2000 fi!
B

24 36

5% OB
MAEFEEE I OIZAUC, Con5 D85 X — 713, Wil 0%
PRI OFRIAIEL - WEH S ORERZ IS X - TR 2 REEA D 5

16.2 TRIR

16.2.1 BEICL3HE
ERAC NI~ F—)VIEEEE - 72 b7 327 7 = VA
B (NS < F— VIEREIE & LC112.5mg. APAPX L T
975mg) % RN Lt B V22 R IR L2 N B N R L% - L 72 &
&, (£)-TRAM. (=)-M1J&UFAPAPDIEWEIREIZAFIZL S
SEE LB SN o 2V WHEAT— %),

16.3 2%

v MMAEEAMSEEE D (£)-TRAM(0.2~10 u g/mL) & O°
APAP (280 u g/mL)#20% (in vitro)*- ¥

16.4 X3
(=)-TRAMIZ E I TCYP2D6IC & 0 {E A (=) -M112
R#ENb, /4, ToMoFE2REERKIE, IFETO
CYP3A4IZ X AN-Ji x Fuib, 7 v o o v Bis e OB e
T b APAPO T CHEEE L, FlETo 7 V2 o v iig,
M F AL ONIZCYP1A2, CYP2EL R O'CYP3A4IZ X AN-7 &
FN=p=-NU I F ) VA I UANDFRAL R ZD 7)Y FF Fs
VC»B‘;);Q)G)*](DO

16.5 HEttt
TREERABEIC NI~ F—)VIERIE - 72 73 7 7 Ve
FE1~38EF A HEREOH G MO F < F—VIE#IE - 72 b7
I 7 = UEASELRIOE28E % 1 H 4R (6 & & ) SOERR1#
H L7k %, (£)-TRAM, (=)-M1K FAPAP® %7E R kit
HOHA] - P R4A8E . BUAE ¢ AT R48K ) 13, F e
N5 D18.2~20.3%. 9.4~14.8% K 12.5~3.3%TdH 1 .
G EROREHRETG I L AR SN b 72,

16.6 IFENDHEEE2HF T 8L

16.6.1 ATHspERE=E

(1) FS<R—I
JEZ BEIC b T~ F— VIEEREE H 7 L 50mg & R 4% 5 L 72
&L BHERA E L L CIiEF I < F= VO AUC L3
WZHEIN Ly tr2l3 2 65 IR L2 (WHE AT — %) [9.3.2
2]

(2 7R 7I/ 71>
HTRSmek = B (B~ OB, ®mE 5B Iic7k b7 3
7 7 1000mg#x RS Lz e &, fEFEmRA & Il L <l
m7E b7 372 DAUCHITRIL. 7RI L.t 130 28R
TR L7722 WEANT—%). [9.3.2 2]

16.6.2 BHpeEE

(1) FS<Kk—J
BRREEEERE (LT T2 ) 7T YA 80mL/minkL )
216012 b 9~ F— VIEEERIE100mg & IR NFRS- L 72 & &, i
H I F—= LDt FAUCIZEREE A D ZF N2 KT
1.5 ROUETH - 72V HHEAT—5), [9.2.1 BHE]

(2 PR P/ 71>
EHREEERE (LT F 202 ) 75 A 30mL/minl )
BENC7E b7 I/ 72 1000mgZ L35 Lz e &, %58
~2UEMBOMBER T2 N7 ) 7 2 v Ot 3 EER A (4,91
i) & L L CLL. TR RIICEER L. AUCs2m b #91 . Of588 N L 721
HHEANT— %), [9.2.1 BIH]

17. ERBRELIE
17.1 BHRCREM(ICET 555
GED AR MERE)

17.1.1 ERE MARHER

B RE SRR EE & 2 S v, FEA T 0 A4 FYEE SN
FIOREOREG12 £ 0 5 e SRR AR5 S e WISV R S
1876 (b o~ F—VEERE - 72 b7 3/ 7 = U FRASERo4n),
77 L AREIIG) X HIC, FFEM T T I~ F— VIR - 7
b7 3 7 UEESELEL~25t % 1 B4 5 L 72k,
TEEMANOBITHEZ W L2EEIC, P F—ViER
W7 N7/ 72 VRAERXIT IR T v ¥ AIZED
M CAEMES Lz & ZEERT COMBIERT5% 1
Ny b L7ARY VNEEFTOIMIEZT T REL LB L b
T N—VHERE - 7R T I 7 VIRARBETEEICE
rol-(B 7Ty 7 BE. p=0.0001)",

17.1.2 EARRSHER

FAmgE (R E . 2T IE. IR v ~ T, SIS e i
TS AR . WE IR R R e &) WP S e
Ja L, EAT A NN REEA ORI GICL ) Tk
SRR EDE O N WEFELOB Z 0 RIC, b T~ F—IUIERE
W72 b7 307 v EASINI~28E% 1 H4R, 88 L
TIERT CRESZEMEYS L7z EOVASHEOFISMIE, Bl
B 065.80mmiZkf L Ty HEHEMI28:121329.93mmIZ KM L.
Z O, HE52E F TIRZ—EOMTHR L 729,
BIEFZEHE1E, 96.3%(183/190%1) T » 720 F R BEIER I,
(10261 (53.7%) « fERA7451(38.9%) . MEIH-7161(37.4%) . #F
B F 5160 (26.8%) . ENE38HI (20.0%) TH - 72

Rk DERE)
17.1.3 EINE DHHER

IR R O T ) e A EE & 9 B T B SR AT 2 RAT L
PRok PRI % FRD 7o BB 3280I (N 7~ K — VIRERIE - 7 b7
3 7 = UEEEEREL320). N T~ F— VIERRIERE66H]. Tk b
73/ 7 = CREL30M) ARSI, ZEEMR TN I~ F— Ui
Rl - 7R N7 7o vERAR25E. b T~ F— VIEERIE
7omgiE 7t M7 3/ 7 650mgF HilikS L2k x| %5
F8HE] F T O ADLLE L DRA (e G- 5 DI A DU & [
# L ~T5e 4t E |OSERT, 0.5~8ME [ £ CTREMN 12 T
L7-& EOBERBE) OFHEIE, I~ F—VIERE - 712 7
I 7 = VECEEEIELT. 7. NI F— VIEEEIEREL2 4. 7 & b
T3 723 3THY . PIY F—VIEERE - 7R N7 2
J 7z U EESEN & BHHTEO B A EEHFRO 5 7z (Fisher
DLSDF:, Wit dp<0.0001)o F7z. b T~ F—) VIiiERE -
T N7 I Tz VARG BRIIENT S F TORRM GHAD
REEED 70 L DL EE NICUE 3 %  CORER]) o dJLfi5 124930
BTHY . FOBRIERHTE L 72 BE BT 53R Frb R



(BRI A O PSR DU NIEBAL S 5 £ Tok
i) DR JLEIZA27057 T d - 7219~ 17,
RITERZEBIARIZ, 57.6% (76/13261) Td - 7= T 2RITER X,
ENE39%I (29.5%) « EL 1861 (13.6%) « iFEED T v 1261
(9.1%) . M9 (6.8%) Td - 720

Pk #2 DT BT % a4

W P G- 4805 F T O A DTLEERE DR
FEFHIE B SEIfE L f Fisher®
| E R | G k)| LSDEE
N T F— ViR
" 17.7 18.5
e TE RT3 132 :
G o g o +7.91 | (0.0:32.0)
o< F—)ViEREE 12.4 12.5
¥ 75mg 66 | 535 | (0.0;:29.5 | P<0-0001
FELrTI )T 13.3 14.0
¥ 650mg 1301 28707 | (0.0;30.5 | P<0-0001
18. ZExhEEIE
18.1 fER¥F
18.1.1 kST K—J

T MiE Rz vitroRBOREE» S, b I~ F— L idhii
MWRARTIEH L. b I~ F—= VR OTEEREMMLIO u -+ ¥
4 RZHEEANOFEEAE, B P I F=VIZX B/ VT FLF
Yyt n b= OFEY ALK HECER A, SR EH IS
TLHEEZLNDY 9,

18.1.2 7€ b73I/7x>
7 v MR Tzin vivoB BEOFERP L, TN T I T2 viE
FATHRMEERTIE L. N-X F)V-D-7 A/35 F U EEZ 7R
KON T A v APZERE v Lz~ bEFH RO MEIEH .
FThiota = v 2HEEE N LU MBEN R 2 Ehs, SR
HIZES 35 LE2 61502,

18.2 $HFEIER

18.21 ¥V ATt F NI VFEEITAT U 7IIBNT, T
< P VEBELE T T I 7 2y OPFHROERG . TA
VARB T T A XD OMER. HENIZTA Y Y T EH
952 EDTREBEN?, 72720, B MIBWTIEAAF O
Tl e SR E IR S LT

18.2.2 7 2Ny MEHEILT v MIZBWT, T~ F—)UIilk
1 (10mg/kg) £ 7 M7 3/ 7 x>~ (86.7Tmg/kg) DU R
GCld. FHE O &3 B 512 T, ImEVE K OV
W R, A ORI 7 a7 = 7 R I L 72,

19. B2 ICAT 2 ELENMA
19.1 P ¥ K—ILiEREIE
—RgEY&FR ¢ b T~ F— U3 (Tramadol Hydrochloride)
b4 : (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-
methoxyphenyl)cyclohexanol monohydrochloride
AF3 : CisHxsNO: - HCL
SFE 299.84

M R AaofAtEORRTH L,
EZiEER
HsC.. _CHa
N
H

* HCI

BURGRIEE

iy

CH,
B &= 180~184T
B OKICBRO TETR T, 2y /=, 8 7 —)1(95)
AXERE (100) 12T R 30,
9.2 7&€b73I/7z>
—i&FE : 7t h 7 3/ 7 =~ (Acetaminophen)
1{b=%4% : N-(4-Hydroxyphenyl)acetamide
AFR - CHNO:

SFE 151.16
MR JEoREE TESAEEOBETH 5,
1SR
OH
8y
HsC H

A o= 169~172T

BN A Y VT Y ) — V(9D IEITR T (L KICR
RFEIFIZLL . VIF NI —F VIO THEITFIZ W,
KIRALF b AT B

22, G
100% (PTP10%% x 10)
5004%% (PTP104E % 50)
5008 (/N F)

23. EEXH
D) BN THEERRER (7 41y MECASE
#2. CTD2.7.6.3)
2) AL AW e S R
3) Whhes THHERIRSAER (b 7 &4t v MECA§E
2. CTD2.7.6.2)
4) FIX P VOEAMKEROMF (M7 Aty PRESE
20114F4F 22 H K. CTD2.7.2.2)
5) Gazzard, B. G. et al. : J. Pharm. Pharmacol. 1973 ; 25 :
964-967
6) bT< R VORHBOME (M T Aty MRAHE © 20114541
22H7&#F, CTD2.7.2.2)
7 I P VvoRBREOME (M7 41y MRLESE 2011
42204, CTD2.7.2.2)
8) Thummel, K. E. et al. : Biochem. Pharmacol. 1993 : 45
(8) : 1563-1569
9) Raucy, J. L. 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
b7~ F— )V OSEY BRI S 2 PIRE: K O R (B
I Lty MECASE 2011464 22H KR8, CTD2.7.2.3)
Zapater, P. et al. : Aliment. Pharmacol. Ther. 2004 ; 20
(1) :29-36
Prescott, L. F. et al. : Eur. J. Clin. Pharmacol. 1989 ; 36
(3) 1 291-297
ENE MM (N7 21y FNEASE - 201144 H 22 H A&KGE.
CTD2.7.6.6)
15) EPNEEIAHRER (b T 2 € v MEREASE - 20114E4 H 22 H AKFE.
CTD2.7.6.17)
16) PR BIREICAT T AR (7 41y FECAEE - 2011484 H 22
H7#GE. CTD2.5.4.6)
17) EIWNE T /IR (N5 41y MESE 1 20114E4 H 22 H K
#. CTD2.7.6.19)
18) Raffa, R. B. et al. : J. Pharmacol. Exp. Ther. 1992 : 260
(1) : 275-285
19) Raffa, R. B. : Am. J. Med. 1996 ; 101 (suppl 1A) :
40S-46S
20) Bjorkman, R. et al. : Pain. 1994 ; 57 : 259-264
21) Pelissier, T. et al. : J. Pharmacol. Exp. Ther. 1996 :
278 1 8-14
22) Tallarida, R. J. et al. : Life Sciences. 1996 : 58 : PL-23-
PL-28
23) 7V 2Ny VLT v MBS T~ F— VIR K O
T N7/ 7 PRSI LDEBER(N T 42y b
Bl &8 20114F4 A 221172, CTD2.6.2.2)
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