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8.3 ML MR HREDIEIRD D 5 bND T EHHDHDT,
B % AT Bl - IR SR A RfsE & LTl
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75 0112 .5mg. 7t F7 3/ 7 x> (APAP) & L T325, 650
K O975mg) & HR#% G Lz &, &GEIZh2DST, b
T3 F—[(£)-TRAM] X "APAPIZ# R 2 ICIRIL S L, (£)
-TRAMK ONAPAP O e i 13 2 N2 % 5- 549 1~ 25 1 e
O TRF N Crnax \ O3 L 7218 FNLENAI5~5 . SIFIH] K ONH S5
Dt TR U7z T OSBRI I R Lz, $ 72,
(£)-TRAMIZHE R 2 1 EERFO-B A F v b I < F—[(=)
SMINCARH S A, () -M1ODIMHE i EE (4% 5 5240 25 512 Cona
WZEE L 721 #96 SEF Ot T T L7z, ﬂmf’zq:( )-TRAM . O
(£)-M1OZHFAREVEAR (+) AR O (=) 1K) O M4 i BE 375
e OSSR EIRE/ S5 A — & LB L T2y,
) AR QKR S 1Bl & 13288 TH B,

600 ¢ —e— %188 (N5 VR—UiREARE L T37.5me)
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f —=— AEI35 (RS YR LiEREE LT 12.5me) P

400 |

Mmi#Eeh (+)-TRAMERE (ng/mL)
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mf (+) -TRAMBRE#S (N=8, Ti5E+S.D.)



120 —e—H168 (FSYH—UREAIRE L T37.5mg)
o KF28E (FSTR— UGBS L T75ms)
—— £FI388 (F5YR—UIEREEE L T112.5mg) P

100

Mm#FeP () -M 138 (ng/mL)

0 6 12 18 24 30 36 42 48
B3/ (h)

AEN~3P 2 BEBOKRE L /- & 2 OMmEEH (£)-MUBEHE
(N=8, F#H{E+S.D.)

20 —e— #5158 (APAPEL T325M8)

18
s AR5 (APAPELTE50MS)
16 .
3 —a— #1388 (APAPELT975me) P
£
ERRP
I
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o
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BRI (h)
AEN~380 # BEEOIRSE U /- & T OMIEHAPAPIEE #TS
(N=8, F#H{E+S.D.)

AFN~3 P 2 BAROREL-EED
MmiEer (£)-TRAM, (&)-M1RUAPAPDEMERE/NT X — &

B agnn | W | eewen |
1$E | 119.8 (34.3) | 1.8 (0.5~3.0) | 938.2 (360.7) | 5.1 (0.8)
T<R1A)I;/I 28¢ | 263.8 (45.6) | 1.0 (0.5~1.5) | 2004.3 (580.5) | 5.6 (1.0)
38 | 424.5 (146.1) | 1.3 (1.0~3.0) | 3274.3 (1070.4) | 5.6 (1.1)
18 | 34.2 (10.6) | 1.8 (0.5~3.0) | 359.4 (63.7) [6.4 (0.9)
<§£7 28¢ | 65.6 (24.4) | 1.8 (1.0~4.0) | 680.9 (142.2) |6.3 (0.9)
35 | 95.7 (26.3) | 1.8 (1.0~3.0) | 1083.8 (224.3) | 6.3 (0.9)
158 5.0 (2.0)* |0.8 (0.5~1.5) | 17.1 (4.8)> [2.8 (0.6)
APAP | 2fE 9.2 (2.3)* 1.0 (0.5~1.5) | 38.9 (12.4)* [3.3 (0.9)
38 | 15.1 (4.3)* 0.8 (0.5~1.5) | 62.3 (18.1)* | 3.3 (1.0)
a ' pg/mL (N=8, Pt (S.D.), tuma: "Pofi (FHEH))
b:ug-h/mL

16.1.2 KBS
TERER A BN ARFA 13288 (~ T~ F— VIHEERKE & L C37.5
N1x75mg. APAP X L T325X13650mg) % 1 H4[E (6 = &) X
GRS OR#I18E - H . AHI28 - SHI) L7z& &, IEd
(£)-TRAM K U (+)-MIj B & SRR 1% G- BG4 488: I £ ©
W2y F 7o ImEE R APAPIREE (X R AR ¥ G- IA #2241 & Cl2E
HRBIGELCB Y, BWMEEROSN 0oz,
AENEN 3288 % 1 B4E (65 O &) RIEROERS
(FHFgz - 5SAME. AF28 : 3HME) L /- & EDRKFEHD
M (£)-TRAM. (x)-M1RU APAPDEMENRE/NT X — 4

% 80 gmy |6 | | M| 6
(+)- | 188 ] 200.6 (72.9) | 1.0 (0.5~1.5) | 1141.2 (265.8) | 1.3 (0.5) | 6.6 (1.0)
TRAM | 98 | 542.6 (114.4) | 1.3 (1.0~2.0) | 2355.8 (533.3) | 1.3 (0.3) | 6.5 (0.6)
(£)- | 188 | 78.5 (18.7) | 1.3 (0.5~6.0) | 325.2 (88.0) | 0.9 (0.1) | 7.4 (1.4)
ML |26t | 142.0 (29.3) | 1.3 (0.5~2.0) | 666.6 (103.8) 0.9 (0.2) [6.7 (0.9)
D 15 | 6.7 (1.6)* |05 (0.5~1.0) | 17.4 2.8)° | 1.0 (0.1) |4.3 2.7)
2% | 11.0 (2.9 |08 (05-15) | 30.4 (4.9 |0.9 (0.1)]3.3 (1.1)

a:ug/mL (N=8, PIIHE(S.D.), twa ; P (HEFH))

b ug- - h/mL

Ra @ B (R 5 5% OAUC /A 50 AUC-.)

16.1.3 EL&IC & 2 &
TR AN BRI ARFKI25E (b 7~ F— ViR & L T75mg. APAP
& LTC650mg). kT~ F— V2 7 )L (75mg) LIZAPAP
271 7V (650mg) & E NS NHAFRHS L7z & & KA Z S
L7:& &0 (£)-TRAM. (*)-M1K U APAPOIEWENRE/ ST #
— %1, I~ F— VRIS N CAPAPR Z L -E M CHRG L
ol EERABofER L. (£)-TRAM. (*)-M1KUAPAP®D
HHPRELZ N T~ F— VIR N CAPAPO LA 12 X 5 581330
DHNLHo 120,

16.2 TRIR

16.2.1 BEICL 53E
R A ARFKI3SED (bS5~ F— ViR & L T112.5mg.
APAP & L T975mg) % il f e J OV 2RI |2 2 -2 UL IR 1
Bh L7z &, (£)-TRAM. (*)-M1KUPAPAPOIEYBHHEEIC
AHIC L B R EEIIHO SN o722 BHEAT— %)

16.3 9%
b A AR AE 0 (£)-TRAM(0.2~10ug/mL) L (FAPAP

(280ug/mL) #120% (in vitro)®~ ¥

16.4 X35
(£)-TRAMIZ FIZFliETCYP2D6IC & 0 il M (£)-M11IZ
RN b, o COMOFELACHKER L. I THOCYP3A4
WX AN-EAF VAL, Z v 2 a v EBRas kOB Es<h b,
APAPD F 2K E. IFIECo 7V 7 b v Bias . miEEs
W OIZCYP1A2, CYP2E1JX IFCYP3A4IZ X AN-T £ F L—p-~X v
VX ) UAIVADBALR O FED TNV Y F I A TH B,

16.5 BEtt
TR A B VNS AHN T~ 388 % B TIPS [ OARFI L1 314282
% LH4R (6B & &) SUER OG- L7 & &, (£)-TRAM. (%)
M1 O"APAPO BARE IR rp it (HEIn] © P65 o480 . SO © I
HAE G 15485 R0) 12, #2582 D18.2~20.3%. 9.4~14.8
% 1% 0°2.5~3.3%CTd V), F&5-3 N O FAESS12 & 2328380
SN o7zl

16.6 HENDEREH T IEHE

16.6.1 FFiépepE=s

1) FSY K=
FFREZS R 120012 ™ T~ N — VRREREE 7 7' )V 50mg & #E 4% 5 L 72
EELEERANL B L TIES T~ =V DCha X NAUC1
SHEFCHIIN L tal3 892, 665 1R L7z WHEA 7= %), [9.3.25 /]

Q7 7/ 71>
iR S e A R T 1 = LT D v ol N
7 = 1000mgx RS L7z & & RIS & ik L C it 7
Y b7 3 72 DOAUCITHIL. 7RI L. trel3R92KF I IE & L
7219 (BLEIANT— %) [9.3.251]

16.6.2 BispERES

Rl )’
B ERE (LT F 2 )75 2 A 1 80mL/minkl F) 21
B b T~ K= VIRERIE100mg % B IRNHES- L7z & &, iE s b
T3 R= IV Dt12 L WAUC-IZEFER AN D Z NI K TL.5 K
U2 TH -7 BHEANT— %) [9.2.151]

@7 T7I/ Tz
ERREREERE (LT F =2 ) 75 2 A 30mL/minkl F) 13
FICT7E N7 37 72 1000mgx OG- Lz s &, $58~24
BBOMERTE N7 I/ 7 2 v Ot R A (4. 91:H) &
WL CL1L.7THERICAE R L. AUCs20d F1. 958N L 721 (§FE
ANT—=%)s [9.2.151]

17. EERREIE

17.1 ARV RELMICET 258

GED AMEIRIEERS)

17.1.1 EINE DHERER
B RE ATV ERE & B S v, FER 71 4 NYE R EREH
DOFEF G LY 53 2 BEIFR R D S e W IB R 87187
B (RFIFEIAB], 7T 2 RIFI3HI) & xb 512, FEEB T CAHIL L
~28E % 1 H4R2AM PG L 72, ZEEREA~OBITH#E L 572
L7ZBEI, RRUET T 2R % T 5 2128 ) 1T T4l S
Lizk &, ZEERFCOEBHEA 5% A X b L7zAN
VNEF TOMMIE T T R L IR LAAIHE CHEICEDL >
7z(a 7 v 2k, p=0.0001)"?,
BIVEF BRI, 81.9%(227/27761) TH - 720 T EIWEMIX. &
012811 (46.2%) « 1EIR78H1(28.2%) . Man:77(1(27.8%) . f#F53
1(19.1%) . #FEED F 4761 (17.0%) T o 72,

17.1.2 ERREES 55
HAEpE (EIAE . ZTMEREIE. BAEN ) v~ T, S8 I i
TR IS PR AR L W PRI T P I S PR 7 &) LR ) 1Bk
FAEA L. IEAT A FEEEERA OO G2 E D 5572
FAARDEDEE S N7 W IBE19061 & 5 RIS, ARFI LA ~288 % 1 H 4lAl,
BEB L CIFEM T CREL2AMBLS L2 EOVASHEO T
filllZ, BIBIEEHI065.80mmIZxf LT, (A28 121329.93mm 2
KT L, 20, HE520EE TIRIF—FEDME TR LY,
BIERZEBI=IE, 96.3%(183/19061) TH - 720 ERBEIERIE, &
L010261(53.7%) « EFL74%1(38.9%)  MEM:-7161(37.4%) . iFE) L
& F 511 (26.8%) « EHR3SH (20.0%) TH - 72,

Gtk DERB)

17.1.3 ERNE DHERER
B N OV e 08 & e SE & 3 2 R SHEL R B P sk Al & EAT L.
TR TAINE & 7R 72 B 32801 (ARFITEL3260. 7~ F— )VIEEE
He6Hl., T N7 I 7 UEEL30M) ARG, SEERT A
Fl2%E, b T~ F— VIERRIE7Smg L7+ M7 3 /7 = »650mg
FHEEG Lz &, G H8ER T TOREADUEE DR (3%
G#HoMAOUFE 2 [UFER L I~[ZEUFE]OER T, 0.5
~ QIR £ THREMR RIS L 72 & & 0 BAEE) O FIgMIE, AFIEE
17.7. b9~ F—VigiE#E12.4, 7R b7 3 7= v #13.3T
B0 ARHIEE L KA BEOMIH BAEHDTRO 57z (FisherdLSD
o W ERbp<0.0001) . F . ARG HICERT S TOR



M OBADOREA 7 U IDUEMREE | ICSE S 5 F TOREHE) o
fEIERB05TH Y . ZOBRIEFEI I L BB BT 285
Tt RF ) (BN P2 il A O REBEAS W& | 3 [ ICiE b3 5%
TOWER) O IEIZFI2705 T - 721,

BITEHI S8 1L, 57.6%(76/13261) TH > 720 EEIEMIE, 15
R39%1(29.5%) . HE.0:1861(13.6%)  iFEIIED £\ 1261(9.1%)
NEH-9%1 (6.8%) TH - 72,

REHOERBICH T 2HEBHR
51281 & T O 4 DUFE DA

s o TFEE | wsdE | Fishero
=R | O s eK) | LSD#:
25 12| o7 | 00520
R o Tomg | 66 | S5 ae | o 0 Fan s | b <0.0001
TERTI7ay eomg 130 | o0 | M| <0.0001

18. EENEIE

18.1 fER#FRF

18.1.1 kST F—=JL
7 v Mgk AV zn virodBROFERP S b I F— Vi3 g
BARATHERL. I~ F=VEWNEEAR#HMIO u-F+ EF 1 F
FZEAENORES, BRI P I F—=VIZEB /L7 FLFY v )
o b= OFIY AAKREECERLS, SERIEMICES 35 L%
/%_E)h%m)‘ 16)O

1812 7R b7I/ T2
7 v bEHWzn vivolBROFER S, TR bMT I 72 idE
WA R TR L N-XF)V-D-7 A/85 5 L ERZ A O
PTAY APREEE N L — RIS E RSO EVE . FhE
Ofu s = R S U7 BN R 22 &A%, SRR
H4neEZ5NLD9,

18.2 $EFE{ER

18.2.1 XU ADT 2 F NI VFEFTIA I TIIBWT, FIYNK
— VR E TR VT X 7 2y OFEROESE. T4 VRn
7T ML BIFNTOER, MEMIZT AV Y Z x5 2
EAURIBE N, 72720, & MZBWTIEARH QM TN 2 85
TERNIFERR S LT W 22\,

18.2.2 7Y a2y MHEILT v MZBWT, + T~ F— I VIlERE
(10mg/kg) £ 7+ 7 3/ 7 = > (86.7mg/kg) DR 13 5T
. [ETE O & 3 R 512 T B S OB  SE e
T, SOV T T 7 = 7 & BRI L 2220,

19. B2 ICET 2 E{EZHER

19.1 FF v N—JLIEEIE

— M HE - N 7~ F—)UEEEE (Tramadol Hydrochloride)

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

4573 - CisHesNO2 - HCL
i 299.84
K OBoEREOR K TH L,
b
Hsc\ /CH3
N
Lﬁ
‘D * HCI
OH
o K UgE G R
“CHs

RO 180~184T

BRI KIS THEITR T, A8 /=), 8 7 — )1 (95) Xit
FEBR (100) 17T 30,

19.2 7 b73I/71>

— &2 T M7 2/ 7 = (Acetaminophen)

1b:4 © N-(4-Hydroxyphenyl) acetamide

53 F3 - CsHaNO:

7 f= 151,16

(RN = R =T B e e

b

OH
LY
Hﬁ)kN

H
B 169~172T
BRI D 25 7 =V FT s 7 =)V (95) IZHEITR T L. KICRRHE
FIZ Ky YZF NI =7 VIS THEITIC W KEE L
F R ARISET B
22. ‘A
1008 [ 108 (PTP) x 10]

5004 [10% (PTP) x 50]
5005 [ PV, NT]

wEDOB R TH %o

23. EEW

1) HAER T Aty MEEAGEOENE T EIRHRER (201144
H22H#FE. CTD2.7.6.3)
g b7 Aty MRESEOWYMVE T AR (201145
4H22H 452, CTD2.7.6.2)
BRI~ F— VO EARKEGEORES (2011454 H 22H
Ak, CTD2.7.2.2.1)
4) Gazzard BG, et al. : J] Pharm Pharmacol. 1973 : 25 : 964-967
5) HWEH b T~ F— v OREHOMES (2011454 1 22 H AKF2.
CTD2.7.2.2.1)
FENEEL b7~ B =V ORISR OGS (2011454 7 22 H 7K
7. CTD2.7.2.2.1)
Thummel KE, et al. : Biochem Pharmacol. 1993 ; 45 :
1563-1569
8) Raucy JL, et al. : Arch Biochem Biophys. 1989 ; 271 : 270-283
9) 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
FEAEE : b7 Aty MECESED EIASE AR (2011454 1
22H7#GE, CTD2.7.6.6)
AER D b7 Aty MEREATED EPE TTAHRER (2011454 7
22H 472, CTD2.7.6.17)
FEPVERL D T Aty MEASEOENEE T/ IAHRER (2011454
H22H7#. CTD2.7.6.19)
Raffa RB, et al. : ] Pharmacol Exp Ther. 1992 ; 260 : 275-285
Raffa RB : Am ] Med. 1996 : 101 (suppl 1A) : 40S-46S
Bjorkman R, et al. : Pain. 1994 ; 57 : 259-264
18) Pelissier T, et al. : J Pharmacol Exp Ther. 1996 : 278 : 8-14
19) Tallarida RJ, et al. : Life Sciences. 1996 : 58 : PL-23-PL-28
20) AR TV 2Ny PHEIERT Y MIBITA TR F—

W R 72 N7 3 7 7 = BERHEC & A EEER (2011
4220 4G, CTD2.6.2.2.3.2)

24, XKEERERCHEHVEDES
PSS <3 HRkED
T160-8515 AURCHRHAE XPUAT 1T H 78 b
TERf 03-5229-3906  0120-189-522
FAX 03-5229-3955

26. WERTEES
26.1 BHERRTETT (BA)

Yok r 7y <A &M

T101-0065  HHTHRT-4 X 4 i 1 3-5-2
26.2 R3S

FEHBSER A ST

T160-8515 HUHHEHIE X UL T H7 % L

—

2

=

3

=
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s

7

N

10)
11)

12)
13)
14)
15)

16)
17)



