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BRI PDST. PIY F—) [(£) -TRAM] KU APAP I#%
MWL E I, (£) “TRAM K O°F APAP O A ke (3 2 2k 514
9 1~2 B R OV 1 RIS Crmax (3 L 722, 202N 5~5.5 FEE
Oy 3 D Tre TIKE L7z, MSEY O SEM BRI HEILHIMZ R L
7oo F7z. (£) “TRAM E#HR 2\ IEACHY O-BAF Vv b I < F—)b
[(£) -M1] (2fE# s, (2) -MI1 O IHEF iR Z %5 140 2 B S
Crmax (Z3EL 727, #96.5 B H 0 Tre TIF L7zo M#gd () -TRAM
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rMIR R
s YRR/ 7 Cunax Tmax AUCe Tz
P73/ 72| (ng/mL) (hr) (ng * hr/mL) (hr)
VA SE
. 119.8 1.8 938.2
L 343 | 0530 | Geop |>F O
(%) - 263.8 1.0 2004.3
TRAM 25 (45.6) 0515 | Gsos |8 1O
4245 13 3274.3
gik)
35 W6 | 1.0-3.00 | (or.a | 26 4D
. 34.2 1.8 359.4
R 10.6 | 0530 | ©3p |t
() - " 65.6 1.8 680.9
M1 s (24.4) 1.0-4.0) | (az.2) | 83 ©9
. 95.7 1.8 1083.8 |
S (26.3) 1.0-3.00 | @uz |63 ©9
5.0 0.8 17.1 )
L @0+ | 0515 | @s> |28 06
9.2 1.0 38.9
APAF 2 23+ | 0515 | aas |2 09
15.1 0.8 62.3
feEiE)
35 @3+ | 0515 | aspe |23 1O
(n=8, F¥gfli (FEHEMRZ), Tmax s WA (GHEFH))
a:ug/mL
b :ug - hr/mL
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3HM) L7zk &oR&ESEommiEd (£) -TRAM. () -M1 LO°
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FF< F—
VAR . AUC, )
I R I e S Ra o0
7| 8 hr/mL)
i
. 290.6 1.0 1141.2
() - L 729 | 0515 @se |3 ©5]66 1.0
TRAM . 542.6 1.3 2355.8
28 e | ao-z0| 633 [P 0965 06
. 78.5 1.3 325.2
R w7 | 0560 @0 |0 OV7T4 0D
M1 . 142.0 1.3 666.6 .
2% w3 0520 amg @0 0267 09
6.7 0.5 17.4
I§73 1.6+ | 0510 @8> |10 0|43 2.7
APAT 11.0 0.8 30.4
2§ 2.9+ | 0515 @9 |°° (0.1)]3.3 (1.1)
(n=8 “FIfE (BEUEMZ), Tmax: POMHE  (HER))
a:ug/mL
b ug - hr/mL

Ra @ #REE (4% 5-#0 AUC  /#) a5 80> AUCe)

16.1.3 BEBICLBHE
TR AR b T~ F= VIEERE/ 72 b7 3 ) 7o VEAEE 28 (b
T F— VIEEEYE & L C 75mg. APAP & LT 650mg). b7~ KF—)Lif
el 2 77 7k )V (75mg) Xk APAP 2 7 7tV (650mg) % ZhZFNH
ARG Lz &, PO F—VIERE/ 7R b T I 72 VA EEE
5 L7z &0 (£) -TRAM, (=) -M1 KU APAP O3 BiE ST 2
— %X, NI~ F—= VIEREIE N 0N APAP 2 Z N ENHM TG Lz &
LRBEOMEE R L, (£) “TRAM, (*) -M1 0" APAP O3 W BhiEIC
b T~ F— VIEERE K O° APAP ORLA 12 X 2 EIIO b e o 72D,

16.1.4 EYZHIRE MR
F7 Ity FEAHE [SN) & MTaty VEEHER, 70 A+ —/N—3k
Wy EnzEn1sE (Mo~ F—WERE/ 7T 73/ 720 LT
37.5mg/325mg) MBI A TS SR S L CiigEp (£) - b
T F— VIR OMIER 72 b7 3 7 2 iR E L S 7ok
WENEE YT A — % (AUC. Cmax) 12DVT 90% X T 12 TREEHIRAT
7o 7255, log (0.80) ~log (1.25) O#PFHNTH Y. WKLY
T Sk A HERR S 722

(bS¥ R—)UIREIR)

#£ FIY - VIERE/ T2 b7 Y/ 72 L LT 37.56mg/325mg & i L
BRRMEC G- Lo L &0 (+) I~ F— VIRRSE O KW EE ST X — ¥

HENT A= BENT A=Y
n AUCo-24 Crnax Trmax Tz
(ng - hr/mL) | (ng/mL) (hr) (hr)
F7 Ik b . o -
K& [SNJ 24 655.66+173.52193.46+17.06| 1.6+0.7 4.9+1.0
]\*7],:&»7 b 24 646.30+162.20{91.11+17.98| 1.6+0.7 5.2+1.8
e
Fafiti + AR
(ng/mL)
120
i 100
I3 —— 7 Ity MitAHESN
Tt o b3 nty M
T SEEfiE = AR 7 (n=24)
60
7
7\
]F 40 ¢
v
20
I
O 1 1 1 1 1
0 4 8 12 16 20 24
IR¢ ] (hr)
NI R— VIR / T N7 3 72k LT 37.5mg/325mg &

ARG L7z & s ol (£) b7~ F— VIERRIEIRENER

(FERNPZ/TIV)

FFIVRF—VEERRE/ T2 T3 2 72 v & LT 37.5mg/325mg A A
FHARE G L2 & T N T 2 7 2 Y OEWYBIEEINT X — %

HENT A =5 BHEINTA—F
n AUCo-12 Chmax Tmax T2
(ng-hr/mL)| (pg/mL) (hr) (hr)
FTTEY b . o . L .
W&t [SN) 24 17.72+4.00 | 5.47+1.57 0.9%0.8 2.8%0.6
FIatky b , ;
iy 24 17.94+4.75 | 5.75+2.03 0.8%0.5 2.8%0.4
Sl + R
(ug/mL)
8 -
7 L
JI[L s
;5 6 —— 75ty MidAHESN ]
7 5t —O— +J Aty MiLASHE
+ N e
F I + BLE R ZE (n=24)
7
Y
7
I
“/
i
Ji£

L L L L s

6 12
g (hr)

b= = VIERRE/ T N7 X/ 7 = v & LT 37.5mg/325mg %
AR R RIS Lo oM 7 87 3/ 7 o ViR

MAEHEEENL DN AUC, Cmax E0D/8F A — 213, WERFOEIR, Ko
FRIUAI 2 - R OB S & - TR 2T DH 5 .

16.2 ORUN

16.2.1 BBICLDHE
BRI NS~ P VIEBRE/ 72 b7 3 7 o AR 35D (+ T
< F—) Uit & L C 112.5mg. APAP & LT 975mg) #* EfRii&Eitlik
OVZERE I 2 NN H AR OG- Lz e &, (£) -TRAM. (=) -M1 &
U° APAP OSEWBIREIC I & 2 B 2 B EIERO SNk 2o 729 (JHE

AF—%)o
16.3 9t
v M MSEE A 0 (£) -TRAM (0.2~10pg/mL) % U8 APAP

(280ug/mL) #120% (in vitro) ¥~ 9

16.4 X3
(%) -TRAM [ZEIZJFE T CYP2D6 12 & U i tEACH (=) -M1 oA
ENbo T, FOMOTRABRERIL, FETO CYP3A4 12 L 5 NIt
AF ML, 7 s v v EERE R ORI A ThH Do APAP O F 2
i, WECTo s vy o v Bie. BB a I o CYP1A2, CYP2EL
JOSCYP3AAIZ LB -T2 FN—p -2 IF ) A3 ~OBELKL
FOTNE FF A TH 010,

16.5 ettt
EEBRABEIC NI~ F—VIERIE/ 7T b7 2 7= VLA EE1~3
FEE) & MRS RO N I~ F—ViamiE/ 7+ b7 3 ) 7 = v IRAS
T 1L 28:% 1 H 40 (6 Z8) BUERISG Lize &, (£) -
TRAM. (%) -M1 & U° APAP @ ZFER b HEMEE (HifA] : $£5-1% 48 B
M. B - e 514 48 WD) 1. %50 18.2~20.3%. 9.4
~14.8% KU 2.5~3.3% Cd V) . G- ORI G12 X 25872
SNhorzl,

16.6 HEDERZHI 2EE

16.6.1 FTHkaEREE

M rSYR=)L
JFREZE G 12 6002 ™ 5~ F— VIEERIE 7 72 )L 50mg % #1145 L7z &
&, MRS & B L CHILEH b T~ = ® Cmax LY AUC X B 12
BEML. Tz ldf 2.6 fFICIEE L2 JHEAT— %), [9.3.2 3R]

Q 7er7=/7zV
JrbeRER RS (BRE~vh & 9l & 56 IC7 873/ 7o
> 1000mg % G- L7z & & R A &I L TidEih 72~ 7 3
7 2 ¥ ® AUCeh 1349 1.7 5N L. Tz 1389 2 FERIER L7212 (JREA
T—4%).[9.3.2 ]

16.6.2 BikEEREE

M Y R=IL
BREEREREY (2L T7F= Y2 )T T YA L 80mL/min LTF) 21 62
b7~ F—VIERE 100mg 2 BlRAFS- L7z & &, I F < F—v
® Tz L AUC I ZEERA D ZNENIRAKTLIEHER2MHETH -
721 (MAEANT— %), [9.2.1 B]

2 7eb7=/7zY
B ERE (2L T7F =2 )79 A 2 30mL/min BUT) 13 6112
T b7 3722 1000mg RIS Lz L & G 8~24 KR oI
B 7L b7 I 72O Te (3R (4.9 B:) LI LT11.7



FFRICHER Ly AUCs2mr D49 1.9 fEHIIML 721 JFEIAT—4). [9.2.1
27 ]

17. BRERRLHE

17.1 BHERUREMICET DR

GER A TEIE MR

17.1.1 BRE MAEHSER
FEE i A 2 T B & 3B S, JEA 7 1 A FEET JdE e ok Lk
B2 X 0+ 8 sh S S N WIBMIEREEE 187 B (I~ F—)L
WER/ T2 v 7 3 7 = VIRARERE 9461, 7T 2R EE 93 6) ERFRIC,
FEMT T~ F—VIEME/ 7 b7 3/ 7= VEASE L [ 1~2 58
%1 H 42 M%S Lk, ZEERM~OBITHRELZ L EE
120 FIRN—VEEERE/ T N T T AR IE T TR E T
FLNZEN AT T 4 BB L & ZEERT COEBIEAT 5%
AR NELIANY MEEFTOMHIET I RBELIEKL NI~ R
—VIERME/ T T I 7 2 VERAREBCTHBEICEr o (0T 50
HesE. p=0.0001) o
BITEHZE BRI, 79.1% (219/277 B) Td o7z, FAREWERIZ. 0125
Bl (45.1%) . @R 77 B (27.8%). WaH: 76 B (27.4%). fEH#: 52 Bl
(18.8%) . Btk T\ 4561 (16.2%) THh o729,

17.1.2 BNRERSHER
FAEp R (B, ZVERIETE. BIET ) v~ 7. SR BEMEEE, wikiE
ISR BRI VR B 2 &) 1P YRR A A L. FEA
T 04 PN REUEA ORI S12 & 0+ 2B EIES N v i
H10BIENRIC, IV F—VIERRIE/ 72 T3 7 VAL
1~2§8% 1 H 4 W, SEERH L CIFEMRT CRd 52 M5 L7z L &
VAS O P, RiigEH o 65.80mm (2xf LT, H#EH 28 i1k
29.93mm (KT L. 20, {HEM 528 F ClRIz—E0E TR L7z,
EIVEMZEBERIL, 96.3% (183/190 B1) Td > 7z. FAEIEMIE. BEuls 102
B (53.7%) fHFL 74 61 (38.9%). W&k 71 ) (37.4%). FEPED £ v
5141 (26.8%). M@K 38 6] (20.0%) T 7219,

(Rea DERE)

17.1.3 BN MEHEER
BB R OB T o3 & LB & 9 2 T IR B R B AT & B AT L\ BB IR
a0 BE 328 (NI~ PR/ T N T 2 7 A
BE13201. b~ F— VIRRIERE 66 B, T2 T X 7 = VHE 130 B)
ARG, “EEMT TN I F—VEBE/ 7 T 3 7 2 VA
288, b I~ F— )VIEEEYE 75mg 7t 7 2/ 7 = ¥ 650mg % H.[l%
G L7k X $555% 8 B £ TORADUHEE OB (BT HOFHHDL
T [SER L] ~ [Eatid®] o5 BT, 0.5~8 Il F CTREFEY
IZEFEMI L 72 & & o Bl fl) oFEIE. P~ F—VIERRIE/ 72 -7 32
V7 yEASEEL1T.T. P~ F—VIEERERE 124, TR MNT I T
VEI33THY M I R VERRE/ T N T 2 T o VAR L &
HANBEOMICHEEPRO 57z (Fisher ® LSD ., wihd
p<0.0001)o F7z. bI~¥ F—VIEEEE/7X b7 3/ 7 = VARG
BICER T 2 T CORM GEADRED [ L] d [HE] 8T 5
FCORM) OFREIEH 305 TH Y. ZOBRIERmITIE L EBHIC
B DR FAER ] (ERIRICEAORE)S R U TR 12E
192 £ COWER) oIz 270 5 Cdh o 7210 1),
RIVEMFSH L, 57.6% (76/132 1) Thorz. FAEIEMIL. BIR 39
B (29.5%) . 18 B (13.6%) . FEytEO v 1261 (9.1%). Wi 9
Bl (6.8%) TdH-7217,

F PR ORI B 2 SRR

et 8 K] & T Oif A DUEEE O
Rl FRAT IR It rhefi Fisher ® LSD
+ KR 2 2R YN B
b7~ F— ik
Wi/ 7 b7 132 17.7 18.5 B
/7= A +7.91 (0.0:32.0)
§E 2§t
FI = F— ViR X 12.4 12.5
Bt T5mg % +8.36 0.0:205 | P<0-000
TN TI/ 13.3 14.0
7 = ¥ 650mg 130 £8.07 0.0 30.5) p <0.0001
18. FFIE
18.1 {ERR

18.1.1 bV R—=)L
7 v Mg E W7z in vitro iBBEOFER > S b T < F— VIdHhiRmi#ER T
fERI L. b I = F= VR OEEACHY ML O u-4 €4 4 FZEENOK
EHRIC I R=VMIZEB V7 FLFY YRtk n b= OFRY
AARFAEER DS, ERIERICEYS 35 £ E 2 6519 0,

18.1.2 7&bh7=/7JxY
7 v bERWT in vivoiBEDOFER NS TR NT I T 2 VI FICHK
MR TIER L. N-AF V-D-T A5 XU RS HAA R Y725 » A P
SRR E N LB ERRBOERER. Fiot o b= V258 % 7
L 7B 2 70 &5, BURTERICBI G352 &£ 2 552 2,

18.2 $EREIEA

18.2.1 XU ADTHFNA) ViFEHETAT Y 7IZBWT, M Iv M=V
B 72 b7 X 7 2 OBAKRORSGE. T A VR ST 2L B
MEOFERAMEMIZT A D v ZROSZ T 5 2 LEATRIBS 2D, 7272

_6_

L B MIBWTE NI P VIERIE L 72 b7 3/ 7 =V OMFEN L
SURTERIIMERR S Ty,
18.2.2 7V 2Ny PHEHIZT v MIZBWT, T~ F— )VIEEEE
(10mg/kg) &7+ 73/ 7= (86.7mg/kg) DOUFRELEG-TIE.
[f) Fi 55 D 45 SR BEAM S 512 JeC L IR EYE B OSBRIk o A 36 O
WAEMRIE 7 O 7 =7 R IR L 222,

19. B ICET SEBEFHRR
(h> 7 R—)VIGEEIR)
— &% .~ I~ F—) Vi (Tramadol Hydrochloride)
L4 . (1RS2RS) -2-[(Dimethylamino) methyl]-1- (3-
methoxyphenyl) cyclohexanol monohydrochloride
Ci6H2sNOz - HCI
299.84
HEOREOR K TH S,
HKIZHD THET R, A% =), T8 7 —)b (95) IxEkHE
(100) 12T
REEDKFER (1-20) EHEEtEE R S v,
ARSI TRO LD,
T HsC\N/CHa

&

OH

o3
Grfam

[E 7N

T O FeE AR
“CH,
Al 180~184T
(FEeb7=/7zV)
—f%% T b7 3/ 7 x> (Acetaminophen)
1b:4 : N- (4-Hydroxyphenyl) acetamide
55§35 - CsHaNO2
55 F= : 151.16
PR Aok R U REOB R TH B,
AL 7= VHIETE 7 =)V (95) IZHEITRT <L KIZRREITIC
Ly VIFVI—=F IS THEITIZ v
KEALF b ) 7 2T B
g

OH
)OI\
H,C™ N
° H
Al 169~172C

2. 2%
100 5 [10 & (PTP) x10]

23. FEXHR

1) EHNE THEERRER N 9 241y MEAHE2011 4E 4 H 22 HAZE.
CTD2.7.6.3)

Tk 7 3 VR ST S T S B 2 R B R
WAL TAHERR R~ T &2 v MECA$E:2011 4 4 H 22 HAKGE.
CTD2.7.6.2)

b~ = VOBEAFBEEOWE( N7 o1y MEAFE20114E 4 H 22
HK#. CTD2.7.2.2.1)

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

b= F=VORBOWME(N 7 2ty MRRESE2011 4F 4 H 22 HIK
2. CTD2.7.2.2.1)

b~ F—VORBEEFZEOBE (N7 Aty MEASE2011 44 F 22
HK#. 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

A BB S b I~ F= VIERREOEDEIEE(N 5 241 > ML
A8:2011 45 4 H 22 HAGE. CTD2.7.2.3.3)

Zapater Pet al.:Ailment Pharmacol Ther.2004;20:29-36

TR EEEICBI S T K- VIR OSEMEIRE( N 7 Ak
MALA$E:2011 4F 4 H 22 HAKFE. CTD2.7.2.3.3)

Prescott LF et al.:Eur J Clin Pharmacol.1989;36:291-297
EINEETAHRRER N 7 A v MECAHE2011 4F 4 H 22 HAGR.
CTD2.7.6.6)

ENETTAHRE N 7 21 v MRCAHE2011 4 4 H 22 HAGR.
CTD2.7.6.17)

EIP4E T/ MAHRER( N 7 22 v MEASE2011 45 4 H 22 HAKGE.
CTD2.7.6.19)

P R 2ok A MEH( N 9 4k v MECA$E2011 4E 4 H 22 KGR,
CTD2.5.4.6)

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

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

21) Bjorkman Reet al.:Pain.1994;57:259-264

22) Pelissier T.et al.:] Pharmacol Exp Ther.1996;278:8-14

23) Tallarida R].et al.:Life Sciences.1996:58:PL-23-PL-28
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24) 7Y any MRS v MIBY S P IR P VEREROT & T
27 2 PG X B BURIEI( 7 Aty MIEASE201L 4F 4 H
22 HAKFR. CTD2.6.2.2.3.2)
24. XHEREROEVWEDESE
VAE T IV SAE SRR
T 104-0028 HUETHRFR X A M 2 T H 10 9 10 %
TEL : 03-5202-0213
FAX : 03-5202-0230

26. BUEIRERES
2.1 WEmTT
am> A/ IR S

RRBARX/NEM2 TEI0EI0S

TN ERBR S

HERBEMHT=2143-1

26.2 HRFETT

RS SR
67902421



