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72o F72. (£)-TRAMIZER 2 IIEERHWO B X F L kS~ F—v
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600 —e— A F188 (FSVF—UiREEEE L T37.5me)
500 & A28 (M5 VR—UIEEREE L T75me)
o —a— A535% (RS VR —UIEEREE LT 112.5me)
"
;‘E 400 (Mean+S.D..n=8)
+
T 300
R
A A7)
M 200
b ;
=
100 [
o [y
0 6 12 18 24 30 36 42 48

B (hr)

Rl AHIT~35E™ & BEREC G L7z & & oifdfErh (=) TRAMBLEER

(ng/mL)
120 —e— 71 88 (FSYR—UigEIEE L T37.5ms)
100 2 AF28% (M5 VR—UigEEE L T75me)
. —— AFI38E (FSYR—UIEREE LT 12.5me) P
g 80 (Mean+S.D..n=8)
: 'Al
<60 (fp l
M 3
1
® 40
=4
20
0

0 6 1?2 18 24 A 48
58 "
B2 AFHI~35E 2 WAL S L7z & X o (=) -MIREHER
(ug/mL)
20 —— Z#152 (APAPELT325mg)

& AFI28E (APAPELTBE50me)
—=— AH382 (APAPELTI75me) &
(Mean+S.D..n=8)

i 0> O3S

30 36 42 48
(hn)

B

3 AHI1~35EE) & Hlalig 14 5 L7z & & o 4P APAPBIE R

F1 AHKI~35E) 2 MRS L2 & 2ol (=) TRAM, (£)-
M1} O APAPOIKIBIHE ST 2 — &
. Cmax Tmax AUCw Ti2
5 A (ng/mL) (hr) (ng * hr/mL) (hr)
18 1198 18 9382 5.1
(34.3) (05~30) (360.7) 0.8)
. . 2638 10 2004.3 56
(£)-TRAM | - 28 (456) (05~15) (3805) (10)
. 4245 13 32743 56
BEY 61 | 10~30) | (10704) (L)
182 312 18 3594 64
(106) (05~30) (63.7) 09)
. .. 656 18 6809 63
()-Ml 28 (24.4) (10~4.0) (1422) 09)
957 18 10838 63
Y| 963) (1.0~30) (2243) 09
18 50 08 17.1 28
e (20)2 (05~15) (48)b (06)
92 10 389 33
APAP 2% @32 | (05~15) (124)P 09)
151 038 62.3 33
3 (43)a (05~15) as8.1)® (10)

a'ug/mL. b: ug-hr/mL

(n=8. Mean(SD.) . Tmax : Hyefifi (FEpH))
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fEFE N B ARFILII L 3E288 (~ 7~ F— VHE#RE & L T37.530 1%
75mg. APAP& L T325313650mg) % 1 H 4 (6KF[ & & ) RAERE % 5- (R
Fll1ge : SHME. AF2%E : SHME) LAz& &, MHEd (£)-TRAMBE O (+)-
ML FE 1 SAERE 32 G- Bl AR 7248 [ & T2, F 72 ME P APAPHEE 13 SIS
R G- BUA B 24 ) F T HIRBIEL TR Y, BRI sk
o7zl

F2  ARFIMILIE28E 2 1 HAW (6WRF[H] & & ) BOAREIT4 5 (AR#A 18¢ : 5H
B, AF2%E : SHIM) L7z & & i 5o m4Edh (+£)-TRAM,
(£)-M1K.OAPAPO Y EIFE/ ST A — ¥
. Cmax Tmax AUC« Ti2

B Al (ng/mL) (hr) (ng + hr/mL) Ra (hr)
g 290.6 1.0 1141.2 1.3 6.6
(729) (05~15) (265.8) (0.5) (1.0)
(=)-TRAM

2% 542.6 13 2355.8 1.3 6.5
(114.4) (1.0~20) (533.3) (0.3) (0.6)
15 785 13 325.2 09 74
(187) (05~6.0) (88.0) 0.1) (14)

(+)-M1
2% 142.0 13 666.6 09 6.7
(29.3) (05~2.0) (103.8) 0.2) 0.9)
138 6.7 05 174 1.0 4.3
(1.6)2 (05~1.0) (28)b 0.1) 27

APAP
% 11.0 0.8 304 09 33
T@er | (05~15) (49)® 01 | D

a: ug/mL. b ug-hr/mL. Ra: B (G5 HOAUC /W
Lk dAUC)

(n=8. Mean(S.D.) . Tmax ; HJefiti (FEpH))

16.1.3 £MFHEIF R

b7 Iy PGS Mel& b T Ay MICESER, 7B AL —N—{1IC
Iy zehznige (7~ F—VIEEBHE37Smgh "7 b T I 72>
325mg) fl HE L A F- 12 £ L LR 18 G- U T E o AR 2 AL AR B 2
L. BN 3WERE /8T 2 — % (AUC. Cmax) i T0%1E B IX [
W2 THREGHIRAT 24T > 7285 R, 1og (0.80) ~log (1.25) OFEPHNTH H . WiFl oD
WA RS S N 20 b I < F= Vv oiEtEREm O - 2 F
W I= F=[(£)-Ml]oMAEhEEZIE L, %5 n7-EmEEE s
A=F W28 2 H, WHITHBRERTH 722,




(ng/mL)
140

—e— M7 Ity MECASE [Mel
L5 Aty bEASE
(Mean +S.D.. n=24)

100 -
e

80 H|i b

RS T — 7 A - () EE

0 3 6 12 24

36
TR [H] (hr)
4 b7 Ity MEASH Me #GMREOMEET (£)- 5= F— ViR
(ng/mL)
8000
1ML
46000
|:F|
Z —e— b7 Ity MiLASE [Mel
K o T ALy MRAESE
75’ 4000 (Mean +S.D.. n=24)
)
7
sy
a
i 2000
£
0 .
0 3 6 12 24 36
IRE ] (hr)
X5 b7 7ty MEASE Me [ GREOIMIER T 2 7 3 2 7 = VR
%
#3 FEYTRE ST XA —F
HE 8T A =4 BHEINTG A—%
el
e AUCt Cmax Tmax Ti2
(ng * hr/mL) (ng/mL) (hr) (hr)
RS T E Rt 6445 1126
W masve) | 2 +1997 xo39 | L1=05]54=14
5
4
Flrgaty b 658.8 1099
U Reas 2o o074 xp3g | 13%06]55%13
v
Z FT Ity b 15653.1 55154
7 ¥4 . .
b | meas el 2 35081 +17997 | 09*07 | 46=08
’ Foaty b 154708 5174.2
7 7 P4 . »
= | Gt 2o 33050 xo0613 | LOF07| 4708
v
Mean £S.D.
(ng/mL)
50
40 F
—e— b7 Ity MiLAHE [Mel
0 bT Aty MEASE
30 H (Mean +S.D.. n=24)

)
=]

FRE [S- () | SBSEE e — = A —BEE
=

36
TRE ] (hr)

6 +7 7ty MRAS MelEGROMEER b T < F— VIEEAEHEY
[(=)-MI1]ie e dez

12 24

F4 b7 PG [(2)- M1 O EE ST 2 —5

BBk AUCt Cmax Tmax Tis2
¥ | (ng - hr/mL) (ng/mL) (hr) (hr)
b7 F &y b
Hofr g Me 24 2559 +67.1 343+169 13+06 | 61+13
tz Al 24 265.5+69.6 340+16.7 1407 | 63+14
[i%&s7d
Mean =S.D.

MAEFFERENE ONICAUC, Cmax® 0285 2 — & 1d, Bl oI, Ko
FRIUEL - RESE OB SIS & - TRR 2 WHENA D %o
16.1.4 EEBICKDHE
TERER N B AHKI28E (b 9~ F—ViERgE & L C75mg. APAP: LT
650mg). b I < F— VB2 7V (75mg) LIZAPAP 2% 7+
(650mg) # TN ZNHEREOKYS Lz &, RHlzHEG L axn(x)-
TRAM. (#)-M1JZUAPAPOSEWEIRE T A —F 1%, b T~ F— vk
W OSAPAPZ TR ZNYM TG Lz S LABEOMEZRL, (£)-
TRAM. (=)-M1KUAPAPOIEMBHREIC + 5~ F— VIR L "APAP
ORI & 2B SN oD,
16.2 MUY
16.2.1 BEICKDFHE
AR S AHKI3SEE) (F < F— VB & L C1125mg. APAPE LT
975mg) % Rtk B ORI IC Z R R G Lz e &, (£)-
TRAM, (%)-MLEFAPAPOIEMBIREIC ST X 2 HF L H IR0 S
Whaho72d BHEAF—%),
16.3 D
b b MAEAE R4S 0 () TRAM(0.2~10 x g/mL) e O"APAP (280 u g/
mL) #120% (in vitro )*®
16.4 X34
(£)-TRAMIZ F I FIE TCYP2D6IZ X D il PEACH# Y (£)-MLIAH S h
bo T, TOMOTRACHEERIE. I TOCYP3A4IZ & BNl x Fu
1t 7o a yBas kOB EG TH 5. APAPO 2RI, I
CTorvra vigiasg, MBgiasiE ot icCYPLIA2, CYP2EIRL DY
CYP3AUZ L AN-TEFIN-p-XRUITF ) VA I UVNDOBRILLDTZD 7V
5 Ik G TH B9,
16.5 HEiftt
A HE B AP AN ~ 38EE) % M IR 4% 55 % OSARHI LI 313248 % 1114
[l (65 & &) BUIEAR LI 5- L7z & &, (£)-TRAM. (=)-M1J&U'APAP
O BRRPPEIER (B © 55 HoA8ME I, B« SR G- 2 4A8ME M) 1E, 2
NENHE G- D182~203%. 94~14.8% M U25~33%TdH V. H5 8K
OB 512 £ B B BERD SN o 72,
16.6 HEDERZHI HEE
16.6.1 fFikaeE=S
1) Y R=IL
P2 RE 12601 b 9~ F— VIERRIE 7 72 L 50mg & &L 1% G- Lz & &,
TR & ek LTIl b 7 = F— )b O Cmax & WAUCeo (X B35 (2 HE N
L. T123 82665 MR L7220 JHEAT— %), [932%11]
2 7ehr7=/JxV
TR fl o s R (R ~ W &5 - O, W 5P ICT e N T I T2 v
1000mgZ #E 4% G- L7z & &, R A L L CiiigEh 72 v 7 3/
7 = Y OAUCEh ZFLTRERIN Ly T2 420 BT R L7210 (SHE A 7 —
5)o [9.32%0]
16.6.2 BiEEES
1) Y R=IL
EHEEEERE(ZLT7F=2 2 ) 75 YA 80mL/minkh F) 216112 b 5
< F— VISR 100me 2 IR NS S- L7z & &, iR b9 < K=o Tz
JUAUC I3 EHER A D 2 NENHmARTLSG R U2 Th - 729, [921%
1]
2 7erFP=/TJxV
EREEERE(ZLTF 2 )75 YA 30mL/minbl F) 1361127 &
73/ 72 1000mg%E %G Lz &, #5458~ 24 o4y 7
LT3 7 2 Y DOT203 MR (4.9WF]) & Hl U CIL7HRFICEER L.
AUCs24nr b R LRI L 7210 SHEAF— %), [9215:1]

17. ERERAEIE

17.1 BMMERORLMCET 258

GENAIEIEIEERE

17.1.1 EASE IR
NS AE X B EAE & W S, JERA T o A BRI R A O 1%
AT &Y T SRR RS & N IRV B 1876 (RFITE945], T
T L RBEIIM)) Z MG, FEEMR T TARAILINL~28 % 1 H4m 28 45 L
7oth. ZEEHMANOBITHER 2 L2 BEEIS, AR T T I RE T
UEFNZEID AN TABEM RS Lzl &, ZIHEWR T COERMBEA TS
BARYPELIEARY MEETCORRIZT T & RE L K LAKIBT
HEEo7= (079 ¥ 7 BE, p=0.0001)12),

17.1.2 EARBIRSHR
AR (e, 2 MEREE. B v~ SR MEGREE. 7R



ISR TR MR B S R e ) SRR B 2 A L. FEX
F A4 Y REUH ORI L) F 0 B0 RSB S e wEE
19061 2 % 402, ARFILML~28¢ 2 1 4R, SEE L CIFER T TRES2
JAEHEG L72 & EOVASIEOESMEIE, AiZ065.80mmiZ LT,
W28 121229.93mmIZME T L, Z D%, AAS2E T TIEIF BT
R LY,
EIEH B3 1E, 96.3% (183/19061) TH - 720 TR EIMEHIE, 0102651
(53.7%) . fHEA74%51(38.9%) WIH:7161(37.4%) . {FETED T 5151
(26.8%) fEHR38HI(20.0%) TdH - 720

(R DER

17.1.3 EASE MEHER
B EIBR K OSBRI ) 2 B & 5 B N SR IR AN & MiAT L PRI
W & RO 72 B 32801 (ARFIEEL326]. b T~ F— VIR Re6H. 7 & b
73772 YBI30B)) RIS, “EEMRT CAAIEE. b F—Li
BEIE75mg X Z 72 b7 I ) 7 2 v650mgE ML L- & &, KL%8HE
[ F T O A DOUHEIE DR F 518 DA OUEIE 2 (W7 L I~[54
Y | DOSBERE T 0.5~ 8IEH] F TRERFIVICEFI L 72 & & o B fit) o T3l
E. ARFIRELT7T, b~ F—)VIEERIERE124, TR NT X 7 = VHFI33T
HY . KA L K HAIBEOMIA AR S 7z (FisherdLSDEE, W
N Hp<0.0001)o F 72, KRG HICERT 2 T TOMMH Giii A O FEEEAS
(72 LTS 1% 3% 3 2 £ COREED o fiZ305ch ). 20
BAZPEIATTESE L 7 B S B 2 R0 b s 1 (B2 1 A O RRE S
S AT AL T 2 F TOR) O EIZF2705 T o 721415
FIVERZEBLEIE, 57.6% (76/13201) TH > 720 LR EIMERIE. MHIR39H)
(295%) . L1861 (136%) FEITED TV 1261(9.1%) . MEH-951(6.8%) T
Holo

£ OIKER OB D BUE R
& 5-$ 85 F T O A DU ORAI

a4 fi#AT
AR B Mean i Fisher®
+SD. (/i 5 k) LSD#:
177 185
oA 26 132 £791 (00 : 320)
b9 L KR 124 125
T5mg 66 +836 (00;205) | P <00001
FERTI T2y 133 140
650mg 130 +807 (00305 | P <00001
18. ENEIE
18.1 {ERERF

18.1.1 hSY K==L
7 v MxHWzin vitro ERORERE» S, b T F— ViR <
fEML. M3 F=VEIEERBIO ATV I F=VD u-F ¥
FA NZERENORG, WO R I F=MZEB V7 FLFY Y RO
o b= OFIRY AKRMEEHA, SEEEHCHETEE200
216
1812 7EhP=/T1V
7y bEMWzin vivo REROKERSP S, T M7 I 7 2 VIEEICHK
HRSRTIEM L. N-AFV-D-7 A5 FUVBZHEKRL O T A Y v AP%
BREN L —BALERBEOMEEN, Fiioto b =Y 2HEEHL
72BN 2 2 & BRTERNICS$ 2 &% 2 5N b0,
18.2 $&fE{ER
1821 YT ADTEFNIA) Vi IA Ty 7IZBWT, IV F—VIE
W7 b7 I 72 ORI, T4 YRR ST AL B
W ofE g, AR T 4 Y ¥ FRISZ IS 2 2 AR s /210, 7272
L. b MZBWTIEAFOHIEN 2SR ER IR I TW AR,
1822 7V anNy VIR T v MZBWT, 7~ F— VIEEE (10mg/
kg) £ 7t 7 3/ 7= ¥ (86.7mg/kg) DPHEHFRLRG- TIE, FHRED%
SEW B 50 MR T TR B OSBRI SV R A, IR OISR OR B
W7 aF 4 =7 &l H L7210,
19. B2 CRAT DIEB(LEMAR
191 h3S< R—)VIGEEIE
— B Fs b5~ F— VIR (Tramadol Hydrochloride)
b4 © (1RS 2RS )-2-[ (Dimethylamino) methyl]-1-(3-methoxyphenyl)
cyclohexanol monohydrochloride

513X 1 Ci6H25NOz2 - HCL

7 Fi t 299.84

PR I F— VIR Ao BN K TH 5.
AREIAKITHD THEITFR T L, 27—, T —(95) Xid
WERE (100) IZ¥E TR 30,

s > 5.
HsC N CHs

* HCI

RUSEER M
“CH,
Al A 180~184TC
192 P2 h7P=/TJ1V

—{kB9%HRE : 7 M7 3 2 7 =~ (Acetaminophen)

1b&:44 @ N-(4-Hydroxyphenyl) acetamide

53 F2 © CsHINO2

55 F=  151.16

PE R 7R M7 I 7 2 VIR IR RSEOB R TH %,
RENERA Y 7=V ET s 7 — ) (95) ITEITR T4, KIRRH
2, VZF NI —F VIO TEIFIZ W,
ENTIEIN 2l RPN v A N1 e

(2
OH
L
o

Al 169~172C
22, G

PTP@% 1005 (105¢ x 10) 5004 (105 x 50)
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24. XatsEREMRUBWVEDEE
Meiji Seika 7 7 V<&t <30 HRE
(Me7 7 VY HRREALHEIT 54 Y V)
T104-8002  HUHLHRH U X 4G 24-16
7 =454 %)L (0120)261-158 FAX(03)3272-2438

26. RERTHFEF
26.1 BHEHRFTTT

Meiji Seika 7L
RRBPRRERE 2-4-16

26.2 BR5ET

Me J7IL9 %KXt
ERHARRFME2-4-16
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