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BIER T N7 3 720 TN ENHEM TG Lz & LD
flEzR L, (£) -TRAM, (=) -M1 RO 7t +F7 3/ 7 x> OEYH)
BICF I F=VERER 7 T 3 72 OREIZ X 5 EE T
O LN o2,
16.1.4 E£YFHEIE MR
7Tty MECEEE THRAIRE] & oAby MELEEEE, O AL —
W=k EnEn 18 (ZREN NI F—VHEREIEEL LT
37.5mg KOTE M7 I/ 72 & LT 325mg) MEEER A T I A
R L ClidE R LRI (M9~ F—VIRER D7 b7 3
J 7 k) RHE Lz, BONEWERE NS X —% (AUC.
Crmax) 1 22WT 90%EHEIX M\ TREHEIT 21T o 72468, b~ F—
WIEER DT b7 37 7 2 ViEEITwid log (0.80) ~log (1.25)
OFPFATH Y . WH O AW EREEE DR S /229,

(Mg b 5~ F— Vikr)
SEYERE/ ST A — &

AUCo-48 C ¢ tUs
n <ng . max max /
hr/mL) (ng/mL) (hr) (hr
N7 TRy
LA 24 997.208+370.869{160.631+35.370/1.05+0.43|5.98 +1.13
[ LRIk
Moty -
NEAgE 24 1008.295+376.691 {165.726+51.911|1.14+0.63(5.97 +1.20

(Mean=S.D.)

(ng/mL)

200 —O0— M7 Tk MLAEHE [JLAIAE ]
—o— Tty MEASHE
Mean*S.D., n=24

175
150
125
100
75
50
25

W3 < — 7 A N~ B R

0 12 24 36 48 (hr)
R 5 4R

MAgEH b 7= F— ViR

(MAEh 72 v 73 7 7 2 Vi)
HYBE ST X — 5

AUC
0 0-+36 Cmax tmax t1/2
(ng (ng/mL) (hr) (hr)
hr/mL)

N7 Iy MRE

e [IEAIFE | 53 |1T0+31%| 4815+1407 |0.97+0.58(3.89+1.62

/igi“” h A2 53 |Im0=47| 48261571 |1.02=0.82|4.21=1.87
&4
(Mean+S.D.)
(ng/mL)

o 7000

g —o— N7 Tk MG [HAIRE]

i 6000 -—e— Ity MEEEE

+ 5000 Mean*S.D., n=53

; 4000

T 3000

J

7 2000

I

:/ 1000

- .

3 0 6 12 18 24 30 36 (hr)

B 15ER

MR 7 b7 3 7 2 ViEEOHR
MAEFEEE O AUC, Crax D85 X — 813, #ERE OB, M
ORI - WS ORI L > TR 2 TREEL D 5o
16.2 ORI
16.2.1 BREICKDHE
RS b T~ F— VIEBME/ 7R 7 3 7 x VEAHE 3 HEED ()
v F— Vi s LC112.5mg, 7 h73/ 72 & LT 975mg)
R R N O BRI Z NSRRI G Lo e & (+) RO
(=) “-TRAM. (+) K" (=) -M1 RUO'7+E 7 3/ 7 = v OEYHhTE
ICHSIC X AHEE BB IRO SN L7720 JHEATF—%),
16.3 91
b MRS TRAM (0.2~10pug/mL) RO T T3/ 72
> (280 ug/mL) #)20% (in vitro) 99
16.4 {X34
(£) -TRAM 12 EIZHFiE T CYP2D6 (2 & 0 iGHA Y (=) -M1 124K
WEND, Tl ZOMOFELRRBREEIL, K TO CYP3A4 12X 5
N-BEAF AL, 7V 7 b VA R OIS CTh b TN T I 7
= Y OERRHRE, FiECoO 7V r 0 v e, Tl
CYP1A2.CYP2EL R USCYP3A4 12k B TR F N—p-Rv X ) oA
IVUANDBIL RO FD TN FF A TH LD,
16.5 HEttt
fEFER AR N I~ F— VIERE/ 7 b7 3/ 7 VLA 1~3
FEED A BRI G RO NI~ F=VIEBE/ 72 73 ) 72 VEL
GEE1M1 T 24882 1 H4M (6B k) RERORG L &,
(£) “TRAM, (=) -M1L RO7+t 73/ 7= >0RRBRPPE]R
(i) @ P 5-1% 48 Rl BUTE : ofdd 1% 48 BEIN) 1X. Zhehiks
0 18.2~20.3%, 9.4~14.8% K 1 2.6~3.3%THh V) . HH& kUK
B 5\ X BT SN h o 720,
16.6 HEDERZEIDEE
16.6.1 FFigaElE=
1M S R=IL
2SI N T~ F— VIEME S 7 )L 50mg 2 #04%5 L7 &,
fREEE RN & B L CIIiE T b 9 < F— v AUCFBEZ ICHIM L. tie
1349 2.6 fHICIER L 721 (BAEIAT—4), [9.3.2 ]
@) 7Eer7=/TJzV
Frpem s fl (B~ 96, B 56 X7 T3/ 7
x 7 1000mg Z PG L7z & & R A L i L CidEd 72 7




I/ 72 ® AUCen (389 1.7 BN L. tue (340 2 BRIEER L 7212 (4}
EAT—%),[9.3.2 &)

16.6.2 E3HEAEISE

M) ST R=IL
EHREEERE (2L 7T =027 Y75 A 80mL/min BUF) 21 i
b7~ F— VIEREEE 100mg % #IRANFE G- L7z & &, IiEd b7~ F—
WDtz O AUC IR AD ZNENRAKTLIEHBRI2[ETH
o572 (BHEANF— %), [9.2.1 ]

@ 7ebT7E/T7xV
EHREEERE (2L T7F =027 5 2 A 1 30mL/min BUF) 13 112
T M7 372 1000mg &R Lok & 5 8~24 KEfE o
MR T N7 I 7220 te (TEFERA (4.9 BRT) & LT 11.7
BEIICHER: L. AUCs2n D49 1O fEHINL 7289 (AAEIAT—%). [9.2.1

17. BRIRREE

17.1 BHERURLMEICET 5558

GEDAEIEEER)

17.1.1 ENE MEER
TSR AT B TEVE B EIE & 2 S AL, JEA T 0 A NP RS O FE 1
PG L) T R ER RS S N WIB AL 1876 (FI~< F
—VIERE/ T T I 7 VAR 0A B, 7T RT3 H) &
WHRIZ, FFERT T N UIEERIE/ 7 b7 3/ 7= VAL
[ 1~248e% 1 H 4 [0 2 BB #S L2, ZHEE R~ OBTHE 2
T2L72BEIS, PO R VHERE/ 7T N T 7 2 VERATELETS
T RET VT LAZE) T C 4SS L& ZEEHR T COME
W EART S EANY NELANRY MISE T TOMMIZT T &R
LN F=VERRIE/ 72 b7 3 ) 7o VEARBETAEEICE
otz (B7 5 v 7 kE, p=0.0001).
JFEMI ORIER B, 79.1% (219/277 BI) Tdh o720 EREIE
FE. B0 125 B (45.19%) « fEHE 77 B (27.8%) . Wi 76 B (27.4%) .
B 51 B (18.4%) . #FEIED T 44 B (15.9%) T o721,

17.1.2 BRI SHER
wAEs . (ERE . 29 RE, BIR ) 7 ~ 5. SRR e, wrik
JIB AR . BEIRIR M B MR s 7 &) SR BRI R A A L.
JEA T O A PN EERAOREGICX ) TR BRI ESEL N
BWEH10GEZNRIZ, VI R VIERIE/ 7T T 72 VR
AEELM 1~28% 1 H 40, #EHEEL CIEERT CRE 52 HEHS
L72& &0 VASHOFH I, miigd o 65.80mm 12kt L T, (&
28 H121% 29.93mm 12T L, 20k, HE 52 E TIEIZF—E0ME
THER L 720
EIVERIZ8HERIE, 96.3% (183/190 B) Td -7z ELRFIEHIZ, Bl
102 B (53.7%) . FEAL 74 B (38.9%). Wik 71 1 (37.4%). #@hiko
F W51 61 (26.8%) . fEIR 38 61 (20.0%) Td - 7219,

(RtE&DERE)

17.1.3 ENE MEER
BB K OB 3 & AT L 3 B T R AR B R A A& AT L. IkkifA
TR RO/ BH 3280 (Mo~ F—VIERRIE/ 7T T3 72 Viid
BEERE 13260, b~ F— VIERBERE 66 B, T N7 3 7 V130
Bl) RIS, TEEMT TN I F—VIERIE/ 72 73 72>
Bea$e 288, b T~ F—)UMEIE 75mg XX 7+ b7 3/ 7 =~ 650mg
wHEG L7z & P55 8 K TORMADYEE ORI (5%
DIADUEEZE [k L] ~ T2k o 5 BRET. 0.5~8 K5l
FORBEIICEHE L 72 & & 0 BFH) OFHMEIE. by~ F— ViR
W/ 7H b 73 72 VEGERELT.7, I~ F— VIERRIERE 12.4. 7
L h7I/ T B13.3THY . bIY F—VIERE/ T2 T I T
x YECAHERE L S HABOMICHBEDTRO b 1Lz (Fisher @ LSD .,
WFNRD p<0.0000), T2 T F—UERRE/ TR N T I T2y
LA S G2 ICE% T 5 £ COMM HADOREDS [ L] it [
JE] 12T 5 F TORM) ORIREIZN 305 THY . ORI
HFEE L2 BB IS B U R0 R (B3R ADOREE DS [
B LS TE JICEEAL S 2 F CTOR) O gl 270 57 CTHh - 7219,
BRI S Bl 57.6% (76/132 1)) TdH -7z, FEITERI. 1EHIR 39
Bl (29.5%) . Tl 18 B (13.6%) . ZEED T 1281 (9.1%) . Wi
9Bl (6.8%) THo7:17,

PR DRI 3BT % SR

- $e 51 8 IR & T Ol & OEHE OHEA
S prg | PBM | i | Fisher o
= kR | (RN A | LSD
kT~ F— ViR
- 17.7 18.5
TENTI/) Ty 132 .
R 2 4 +=7.91 |(0.0:32.0)

b g~ F— VG ERE 12.4 12.5

75mg 66 +8.36 | (0.0;29.5 |P<0-0001
FE LTI Ty 13.3 14.0

650mg B0 1 48707 |0.0:30.5) | P = 0-0001
18. EESNEIR
18.1 YEFREER

18.1.1 FSVYE=IL

7 v MEx W7z n vitro BROAER DS+ T~ F— U IZ R RAEER

TIEA L. bI~ F= IV ROEEREHEY ML O u-F ¥4 1 FZHEEAN
DfEE. LIRS F=VIZEB /7 V7 FLFY) Y RSET b= 0D

LY SAAEERAS, SR IEMICBS 35 L E 2 551819,

18.1.2 7 h7P=/2JxY
F v bW invivo i BEOFER, S, T NT I 72 VIEESH
AR TER Ly N-AFIV-D-7 ANTG FUBRZHEER I T A~
A PR E N L —BALEHRBEOMEREH, oo =28
RENLBEERRERZ &0, EREMICES T EEZ LN
Z)ZO)‘ZUD

18.2 $ER{ER

18.2.1 ¥ ADT7tFNaAY) VIFEEITAT L 7IIBWT, bTIT =L
WL 72 b7 37 7 2 Y OBFAKRIIGE, 74V Ra I 410k
LR OFER, MHENIZTA P v IO HET 5 2 EDRIBEN
722, 727210 b MIBWTEARAI O RN 28R EH IR S Tw
R\,

18.2.2 72 a Ny FHEiI%£T v MlZBWT, b I~ F— VIEERIE
(10mg/kg) &7+t b7 37 72 (86.7mg/kg) DPFAFOFG-TIL.
[ FH 8 00 45 3EW B 502 Fe T IR T OSBRI
BRI E 7 O 7 1 =7 250 CHIHI L 722

19. B CRET BIBEEHR
19.1 b5~ R—JUIEEE

— R © b T~ F—)UIEEEE (Tramadol Hydrochloride)

1b#% . (1RS2RS) -2- [(Dimethylamino) methyl] -1- (3-
methoxyphenyl) cyclohexanol monohydrochloride
Ci6H2sNO2 - HCI
299.84
RETHBOFEREOH K TH 5,
REEKICHBD THEITFR T AY /=, ¥ /=) (95)
SAEHERE (100) 12T RT3,
REBOKEM (1-20) 1IFEEMEZ RS v,
b H3C\N/CH3

H

G
i
L 7N

* HCI

OH

RURIGRMEE
O\
CH3
Blop o 180~184T
19.27€h7=/)7xY
— k% FE : 72 b7 3/ 7 =~ (Acetaminophen)
b4 : N~ (4-Hydroxyphenyl) acetamide
7573 - CsHoNO2
T 1 151.16
R ARREABORKEUIEREOR K TH 5,
KEE AL /= VT s —) (95) I2HETR3 <, Kizk
RETICL L VEF VI =T VITHD THEIT IS W,
AREEARERIE T NV 7 ARBET B

= S E o /©/OH
.

il A 169~172T

2. %
(PTP) 100 $& (10 $& x 10)
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