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RS =R T PR EVBEICRST BT &, [8.6 BRI
1.2 FHERSYR=ILXRBET7ENTPZ/ TV ZZTHE
DEH (—MAERRZST) LOHAICKY. BE
BSICEDBEINNHZTENS, TNSOERED
HAZEITZ &, [13.1, 13.2 BE]
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1.1

2. 22 (ROBEICIFIZRS LBV L)

(GhREHE)

2.1 12@AO/NE [9.7.1 SHE]

2.2 7Va—)b, BEERF. HEREA. 441 NEBAI
FREMEIC K2 2P EERE (RN G] & O
HE 2B S BEBENDH 5]

2.3 B/ 7 I UBLEES (MAO) FEEH| (L LX) U IEEE,
SHFYUAVIEEE, 7473 RXVILVEEE) 2%
SrhpBEE RSB I4E DA OEE [10.1 SE]

2.4 FIRAT  VIEBIEZ R SR OBEE LIRS FIEELE
HMUANDEBE [10.1 SHE]

2.5 BBICE DT RREEIPSNTVEVWTAPAERE DE
KOBALT HBZNDH5.][9.1.1 ZHE]

2.6 EELFIEEOH 2BE [HELEREZEA2BEAYD
H5.109.3.1 ]

2.7 FEIORIN UIBBIEDBFERED S 5 B#[9.1.5 SE]

GRiER DERE)

2.8 7RV VIRE GEATFOA NHEMABEBANC L 50
BEREOFHER) NIT0BREFREOHHEE [T ALY
VIBEORIEICTORY TS VY AMEEERNHE
BELTwsEEZ25N%5.109.1.11 BHE]

3. #ERK - MK

3.1 #8m
Hi7e % P Ity MERESE (777
BRI (BR) 5~ F—UIERE 37.500mg
(15eh) (HR) 7 F73/7x>325.000mg

WMRELVE—Z, PLT 7 —{bLTF> T, ToFoTY
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VB AT L, e Xua—R, BibFE Y. v
o I—)L6000EP, #E=_Ftek, AMKMY., o
LyZya—i, Lo
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B £% :15.5mm, E% :6.3mm
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4. HEEXITTHR
JEFEF 1 REEFRITAER# G TREICHS T 5ER
OIED A IBER
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5. MEEXFFIRICEET HER

GEN A EIEHEETRR)

R &7 288 HRE. DHEP - HANER., KREY A7
REOABN R 2TV, AEOBSOEE R EEIC
g 5 &
6. FERUR=Z
GENAEIEEER)
EEL BRI, 1EIEE. 1HAEREOKRSES T 5, #5HEE
FARRIDL EZRIF B &,
BB, BRI C CHEERT 2. 1028, 1H8SEXHEBZ
TRELEWT L, 7. ZERBOBRSIIEITLIENEE
Ly,

(Iriia& DERE)
EE. BRI, 1EREEERO8E5T 5,
mB. BMEET 254121, RS HEEZ4RE D 2T,
1268, |H8SEZ A TS LW &, T/ ZEERED
BEIBT B EAEE L,

7. BiERUHEICEHET 3FR

GEN A EIBMEETE)

7.1 BE5 O
AABSHBBGER 2B L Tb R BT 202 P E
ENBRWEEIE OB ZIBBENOEE 2 BET A L.
F7o. FHICERRODEZER L. BEOM#EONE
HEIZDOWTHERT 52 &,

7.2 50Dtk
FHOBREEZBEE Lz ko258, BEEREOHKIR
ZHT-OICBRLICHET 22 &,

7.3 TAEY VIHEXIEZOBFERED H 5 EBE I L TARAE
BE59 551, 1EIEET AT &, [9.1.16 2]

8. EEREANEER

8.1 AANx. 18EFIC b T~ F—)LIEREE (37.5mg) RUT &
F7 372y (325mg) ECRAAITHY NIV -
VETERNT I 72 U NAEOEERPREIRT 2821
HB0, BRI OFER 2T &,
HRICXVEYIREZE L2 EPHLHDT, BEZ 5
IZfF0, EEICEREST AL, [11.1.4 B3]

B, BH, FREOERESSDONEIEBHHDT,
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HERICES b MESN TN S,
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VW, BEOREBEZTDICBET S L, SHABTHLLED
EHRET 2184810 > TIXEMICITREREZTS
ENEFE LV, /o, BHETERST 258 SIIRFICE
EOREZFDICRET S L, (1.1, 11.1.9 2]
ERANCZAIHBIIRRBETIEZ L MMERETHA
LICHEET AL,

8.2
8.3

8.4

8.5
8.6

8.7
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W= LR ISEOMBEIR. PIRERIYES) 287
BFE (BEICKVTHRBREENTNTLRVLTANA
BEZRL)
KAHBGHIBEZTDITO L. BEREEZFRT
LT ENHB. [2.5 ]
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PRI 2 R 2 BTN D 5.

3 BICEEENEEDSH 5 EE
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12 ZILA-IVESERERE
FEESHSLNLT <25, [10.2 ]
A3 R EREIRE - EREESICKLDINIFAIRZ.
BRAKERDH B EE
FEESH 5bNPT < kb,
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ERPEESNLER, 724 F vy THRERE
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18FATmODIEE. FAEMIEEFEFREREXGEE

BEEZERT2EE

BELEZWZ L, EEZIFRINGEIO) 27 HBHENT 5

BENDDH 5,

GEL LI IE R R)

9.1.16 7AEUVIFE (GEXFTOA RMEHEREREIC &L S0
BREDFER) NIFZDEHEEDNHZES
AAEZAVT, @RO7E N7 I 7z VEFIEZHEN
HAEREi»EZERET AL, TAEY VIEEXIZZFOD
BEROHAHEETIE. 7T N7 I 720 DIEID T
D OFAFAEII0MEINETHI EESNT NS,
FENFEETIC T2 N7 3 72> %325mg&E LT
Bo TAYY VIHBOREICTOAY 75V Y &L
FEEERPBES L TWAEEL SN, ERPENLIX
BREEZRIBZINDT DS, (7.3 BHE]

.2 BREEREEERE

9.2.1 BEEDHDEEHDIVIFZDEIEENHZEE
BEBOREE. RE5HERBOEREZZEET 52 &, ERY
BELRIIEEZEBIBENDTD S, T2, mLIMAE
B L. ERAURIERDERT 281D H 5,
[16.6.2 ]

3 FigeEESEE
1 EERFEZENDSH2EE
BELZWI L, EBAERREZ E2BEFNSH 5. [2.6
ZHE]

9.3.2 FEENH2EEHDVIIZDEEREDHHEE (BEE
BRHEZEDH 3EEZIRL)
JFHBEDPBIL T 2B END H 5. £/-. BVIIHFEE
PR L. EFRAEROBERADERT 2BTNDH 5.
[16.6.1 ZH&]
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5.1 HEXUIFIR L WA RTEEE D H S HEIIE. IBE EOBR
MR EREEE _EE]5 S HT SN ABAICOARET BT &,
NI R—=)VIHGEEREMT 2858 L. 34 RIOEERE,
BRIRTE N OB ERAERE . O R IBFET K OFEE AR
HE3NTWwb, oo BWERT. bI 7 R—ILIIHRE
R BIERUHEROEFICHEL RITT Z EPRE
SNTWn5,
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9.1
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9.1.6
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9.1
9.1
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9.1
9.1
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9.1.15
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1. EIfER

ROBEWERD HHDNZZENHHDT, BEE+TIATV.
BENPRBOONISGEICIEIEREG2HIEL, BYZLEZTD

Z&,
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* %11

1 EXRENER
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1.2
1.3
1.4
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BEHK (0.2%)
K BREAH)
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thE 4 REIRSERARIE (Toxic Epidermal Necrolysis:
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RS AR (BHEARH)
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13. BERS

13.1 fER
FSY R—LOBREEIC X HEELERIE. IR,
TEAR. SHE, RERE, MELETH S,
TERNTI) T VOREHRSICED, HFEEOBEN
WNobd, £ics 7L N7 I 7 20 OBRERSHEFICHE -
B DFOBEENSE - EOBENH D, BERS
IC &k AEZERIE. BEBEIE. BAE. B, B,
BRE. BA. BFETH S, [1.2 2]

13.2 W&
BREMEE LT, [EEERFRL. ERICE C 72 IRERE
LEBOBEHEEITO L,
FSv R—LOBEHSICE S IFIRINE & ORER A 5D
NABEIE. TaFV UNEMEGBEDSH S0, EE
RIEZFRTHBENDPD D, £7ov bT Y F—=)LILE
icEDIFEAERESNZ VY,
T RT3 7 OBBREICKBERIEDNSIGE
WIS TEFNYATA Y OERERERTHI L, [1.2 &
HA]

14. ERAEDER

14.1 FRIZAEOER

14.1.1 PTPEEOZEANIPTPY — b2 5D L TIRAT 2
KOEETLH &, PTPY— FOBERKICE D, B
AP EERMBEARA L, BICIZZA2H I L THER
MREFEOEELAIELHRET LS ENFDH L.

14.1.2 /NEOFO@ED» 5 WINIRE T 2 L OHEHT 2T &,

15. Z0fthDiF=

15.1 ERARERAICE D B3R

1511 72 b7 3 72 Y OHELULED (7271 F V) @
RHBEGICED, MERBEZECTIENDH D,

15.1.2 BEXROBHREFOBREZRE L. LA, HEULE
M (7xrtFy) BAEZES - KEICER (Fl: 8
MRF&E1.5~27kg. RRAHE4~304E) LTWANZ
WEDIRENDH B,

15.1.3 FER T O MEEREREA z REKS SN Tw 24k
ICBWT, —FNLRREPRD SN EDREN D S,

15.1.4 BAZEYICCYP2DODEE N EE TH 2 Z EFHEHL T
W5 E#E (Ultra-rapid Metabolizer) Tl&, T~ F—
LOFEERBEYOMAREDS EA L. HRINHZEOF
TERDPHERLOIT 2 2BENNH 5.

15.2 FEERREAERICE D 153k

15.2.1 k&Y (7xrtFy) ORM - REBRE LZE)
MEBT., BEREPRO SN EOHREDNH 5.

16. Z49EDHE

16.1 MR

16.1.1 BERS
REMABEIC NS F—JUERIE/ 7 73 ) 72
VEREHEL~38E® (Mo R UIERRIE S LT37.5. 75
KEU2.5mg, 7 b7/ 7x2>2&LT325 650K
975mg) ZHENFOKEG LIz & HEBII»PDST,
ro<2 R—L [(£) -TRAM] EO7Eb 73 )T
WEEPLPIIRIRE N () -TRAME O 7 b7 3 7
> OIMIFFRBEILZ N2 NI E8] ~ 28 0 K UH 1R
FZCmaxt i L7248, £ N2 105 ~5. SHFfE B O30
RIDLLTET Uize MY O ENREILHE A2
RUTzo F720 (£) -TRAMIZE SR 2 ICEHEREO-
RAFILE T R—=L [(£) -MI] IcREfsh. (£) -
M1 DI85 AR 8 | 335 S48 K0 28R R I Cnan R L 7282 K0

6.5 DA TE TR Uiz, Mg (+) -TRAM&U (£)
~MIDOEFESEMEA [(+) EET (=) K] OmEE
FREEEHERS N OSBRSS A — & IR L Tl
¥) ARIOER SN HREHEII2BETH 5.
NSYR—IVIEESE/ 7N 7S/ DT VEER~ 3P AHERORSUEED
m#gh () -TRAM. () -MIRU'7 L7/ TV DOEYBNEEINS A—F

s k5 R—UERRE/ Cinax tmax AUCw ti2
7L b7 372 VEARE| (ng/mL) (h) (ng -+ h/mL) | (h)
136 119.8 1.8 938.2 5.1
7 (34.3) |(0.5~3.0)| (360.7) | (0.8)
(£) - 25 263.8 1.0 2004.3 5.6
TRAM : (45.6) |(0.5~1.5)| (580.5) | (1.0)
35 44.5 1.3 3274.3 5.6
X (146.1) |(1.0~3.0)| (1070.4) | (1.1)
13 34.2 1.8 359.4 6.4
" (10.6) [(0.5~3.0)| (63.7) (0.9)
(%) - 25 65.6 1.8 680.9 6.3
Ml § (24.4) [(1.0~4.0)| (142.2) | (0.9
35 95.7 1.8 1083.8 6.3
§ (26.3) |(1.0~3.0)| (224.3) | (0.9)
- 5.0 0.8 17.1 2.8
v ’ (2.0) * [(0.5~1.5)| (4.8) " | (0.6)
Zel . 9.2 1.0 8.9 | 3.3
520 ’ (2.3) ¢ [(0.5~1.5)| (12.4)* | (0.9)
TV
. 15.1 0.8 62.3 3.3
(4.3) * 1(0.5~1.5)| (18.1) ® | (1.0
a:ug/mL (N=8, F#ME (S.D.), tmax; HRIE (HiH))
b ug-h/mL

16.1.2 RiEHRS
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Nid75mg. 7 b7 3 7 & LT325%14650mg)
Z1H4E (R L) KERO®RS (M~ R—)UiE
B8/ 7 N7 3 7 o VEESELSE (SHE. F I R—
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7 = VBB IREZORSHG%A4AGE E TICEFRE
ICELTHED, EEMEEZRoeshzr-712Y,

S R—IVERE/ 7 E NP S/ T VRARIEIRG 25 E154E (IR )
REROERS (FSYR—IVEEE/ 77/ 7 T VESiEIsE 58/, 57
R—IUiEEsE/ 7 NP S/ DT VEAER | 30R) Lic&EORIIZSHO
MmEFcth (+) -TRAM. (1) -MIRD'7ENPS ) 7TV OEYBIE/ NS X—

oy k5 R—UEREE/ Chnax tmax AUC: R. | B2

7Y 737z VA (ng/mL) (h)  |(ng-h/mL) (h)

158 290.6 1.0 1141.2 1.3 ] 6.6

(+) - (72.9) [0.5~1.5)| (265.8) |(0.5)](1.0)

TRAM 25 542.6 1.3 2355.8 1.3 ] 6.5

(114.4) |(1.0~2.0)| (533.3) |(0.3)](0.6)

158 78.5 1.3 325.2 0.9 | 7.4

(%) - (18.7) |(0.5~6.0)| (88.0) |(0.1)|(1.4)

M1 2% 142.0 1.3 666.6 0.9 | 6.7

(29.3) |(0.5~2.0)| (103.8) |(0.2)|(0.9)

6.7 0.5 17.4 1.0 | 4.3

35 15 (1.6) *|0.5~1.0)| (2.8 * |©.1)|@:D)

7 11.0 0.8 30.4 0.9 | 3.3

i 2% 2.9 *|(05~1.5] @9 |©.D]1D

2t pg/ml (N=8, THIE (5.D.), tw; LA ()
b ug-h/mL

Ra: BHEER (BHREROAUC/AEHRSREDAUCS)

16.1.3 BEBIC LD HE

BEBRABHICr S R—LERE/ 7T 73 ) 7
CERAHENE (M5 R—UIERIEE L T7/mg. 7t
N7 37 xrELT60mg). bT v R—ILIEERIED
HTEL (75mg) X7 73/ 7222078
(650mg) % ZFNZNBEROFE LizE X, hTv F—
WIS/ 7Y v 73 7 VIREHEEBRE L EED
() -TRAM. (£) -MIEUTE b 73720 DE
MENREIN T X —HZ1E, NI R—IUERIER U7t b
TI) 720 EFNFNEMTEE LI E EFED
fExmRL. (£) -TRAM. (£) ~-MIERUOTE 73/
TV OEYHEEIC NSV F-IUERERT T 7
I T ORI AEBIRO N5,
EMFHREIE SR

FTSEy NEEESE (737 7] EhTatby NEE
SEX VUAF —N—EICLDEFNFNIE (T R—
JAERIEE LC37.5mgRUTE R 73/ 720 E LT
325mg) ZEERABEICHEEREREO®RS L CImiE
FRARZILABEZEE L, B5 N R BT X —
% (AUC, Cmax) IZDWT0BEHEXEIEIC THEHR
&7 - 7245 R, log (0.80) ~log (1.25) D#EEHNA
THY . WEIOENZENRSESER S N2,

16.1.4



FYEREINS X—9

HIEIST A—=% SENT A=
AUCo-36h Chnax tmax tie
(ng - h/mL) | (ng/mL) (h) (h)
”%;é;{ k 644.5 112.6 1.1 5.39
+ + + +
() “TRAM| 727 7) +199.7 +23.9 +0.5 | £1.35
FS oty b 658.8 109.9 1.3 5.52
[y +207.4 +23.8 +0.6 | £1.32
*7@;;?; Ml1ses3.1 5515.4 0.9 | 4.55
TERT I [, f‘77] +3508.1 +1799.7 | +0.7 | +0.79
7Y NSonwo | 15408 5174.2 1.0 4.66
oy +3395.9 +2061.3 | +0.7 | +0.84
(N=24, F#5fE+S.D.)
(ng/mL)
140 (N=24, F4{E+S.D.)
120 —o— 7Ty AN 377
" —-0-- FoLty MRS
g 100
=
2 80
i
W60
+
® 40
g
20 |
0 Q L L L L L T
0 4 8 12 16 20 24 28 32 36(h)
FRF
(£) -TRAMDIMERREHERS
(ng/mL)
8000 (N=24, THE+S.D.)
- —@— T Ity MNEAHE I 77
) —-0-- NIl A
S 6000
W
N
~
n"r
3 4000
L
k3]
~ :
£ 2000 fi
g
=i
0e ! . ® : °
a 4 8 12 16 20 24 28 32 36(h)
e
7t NP E 7 1 OMRERRERE
IMEEFEEN FICAUC, CnadFD/8T X =71, HE
FHORER, MR ORIEE - BEEORHBREMICL -
TERLZLTBEEPDH S,
16.2 ORUN

16.2.1 BEICKDEE
BERAIC NI F—VIERE/ 7Y 73 72V
BHE3EY (S~ N—UEBIEE L T112.5mg. 7t
F7 372 LTI75mg) ®EERR N UEE
BICENZPNEEEOH/S LzEE, (£) -TRAM,
() -MIRUO 7 N7 37z rOEYEHEICEEIC
K BEELREEBITOONEP-2Y HEATFT—%),
16.3 9
b MMEEEAEER: (£) -TRAM (0.2~ 10ug/mL)
BT N7 37 x> (280ug/mL)#920% (in vitro)*>
16.4 {3
(£) -TRAMIZ FE IZ i g ©CYP2D6IZ & 0 iE M
() -MUZRBI SN B, T2 ZOfOERRBRE
&, FFiETOCYP3A4IC L AN-i X F )Lk, 77 a v
BEARUOHBREETH 5, 7RI T I ) T2 0ER
REZIZIZ. FETOZ L7 a v Bias, REsaait o
IZCYP1A2, CYP2E1KU'CYP3A4IZ K BAN-T7 £ F IL—p-
RYVFI) A IVANOBILRPFDOTVEY FF Vi
—(‘\%;@6)%0)0
16.5 HEittt
B ABMEIC S~ R—UEBIE/ 7L 73 ) 72
Bl ASE] ~ 388 2 BRI E KO b 57 R — LIEEkIE/
TR N7 I 7z EREEIEINIIZ28EZ 1 H4E (6RR
J&) REROKELZEZ, () -TRAM. () -MI
RO7E N7 I 72 ORBRPPEHRE (B &5
%48 K1E : BRI 518480 R) 1L, FThENEE

B2 0D18.2~20.3%. 9.4~14.8%K% U2.5~3.3%TH 0.
BEEBRUORERSICLAPEEIRDONEZL» >,
16.6 HEDNERZHIT 2EE
16.6.1 FFHEEEIEE
(1) FSIR=)L
FREABHEFIC N5~ K= LIE#EE S 72 L50mg % &0
BELEE, BEBRALHEEBELTCMEFR NIV =D
Crnax % CAUCe I ZFEZF ICHEM U t2ld 92,665 I ER LAY
(HNEAT—%). [9.3.2 ZH]
2 7Ev7=E/T7zxY
FtseEfRERE (BE~hEE . SE 56 7t
N7 371 1000mg R EORE Ui b &, BERAL
HELCmER7E b7 2 7 2 OAUCHIZHL. 7(EHE
MU, 3 K2 REE LY WEATFT—%). [9.3.2
ZHE]
16.6.2 BHEEEIEE
(1) ST R=)L
BHERERE (VL 7F= 27U 7T A 80mL/min
DIF) 216 b 5= K —)LIEEEE100mg % BRI 5 L 7z
L&, MEP T2 F— LDtk CAUCIZ R A D
FNENRARTLEROUETH 5720 GEAT—%),
[9.2.1 ZHE]
PENPEZ/)TIV
BEHEREERE (VL T7F2 27U 7 T2 A 30mL/min
LUR) 1372 b7 3/ 7 2 1000mg % #EO#5 Liz &
&, BEI~UREBOMBEF T N7 ) 7 2 Dtinldfd
BEALA (4.9RFR]) S HE LTI 7B RICEER Uy AUCs2m
LR OEHEMLZY (HEAT—%), [9.2.1 ]

17. BRERRREE

17.1 BZMERUREMICAT 5 ER

GED A EIBEER)

17.1.1 EASE DEHEER
BEEIIERHMASEEZSh, FEXTa4 FiE
HAERAOROBSICE D+ RERYEIE SN
EWEMEREREI’H (b~ F—LIERIE/7 & b
73 7 = VEESEROMI. T REE93f%]) &R
12, EER T MY R—LEIE/ 7 73 ) 72
VECESELRI] ~28E 2 | HARER RS Lz, —EE
BHANORITHRERZH/- L-BEIC, FSY R—LIE
BE/ 72 N7 ) 72 VERERENIE T IR RS VY
LICEID I CAHRRRES L - &, ZEER N TOHE
BNREATDEZANRNY NELIARY NEEZTOH
a7 RBEHEL NS~ R—VIERE/ T b7
)7 VAR TARICEY o (B FSVUR
7. p=0.0001).
JEE MBI OBERFERRIZ. 79.1% (219/27761) T
H oz, EBIERIE. EDI256 (45.1%). 1HIR77
Bl (27.8%) MEM766 (27.4%). [ER#S1E] (18.4%)
EEE O 1446 (15.9%). TH -7,

17.1.2 ERRRSHER
SHEEE (BEE. ZREEEE. BFY v~F. E
BRIERRE, FIRESREEE. BRREERESE
BiRRE) ICESBEEREA L. JEAT O RHEHE
REFHIOROREGIC LD +oLRERSRIEONL
WEHEIOM 2RI, I R—LIERIE/ 7T N7
37z UERESEIE]~25E 2 1 H4E., EEERE LT
JEEBR N CRESZERHKS Lz & & DOVASEOFHE
3. BT ZEHA 065.80mmIc i L T, BB A28 1T 1
29.93mmICE R L. Z0%. BEHS2HEE TI3IT—F
DETHE LTz,
BITER SRR, 96.3% (183/190%1) TH-o7zo Fiz
BIERZ. ED10261 (53.7%). EF7441 (38.9%) .
Mg 71651 (37.4%) 1ZEjTE D F W51 (26.8%). 1
AR38G1 (20.0%) T&H -7z,

(R DER)

17.1.3 EASE DHHEER
BHIR R O RS E 2 NEE 3 5 NEERE R
ZHEIT L. IREBIER 2 R0 - BE328% (h5~< K—
JIERE/ 72 b7 3 ) 7 = VERASEREIRM. FS <
R — VIEERIERt66H]. 7R b7 3 7 = VEEI30MI) %
WNRIC, CEEM R TR F—LVERIE/ 7Y T
37z VERANE. NI~ R—LIERIE Mg Y1
TEr7 I T xr650mgEEEEE Lz &, BE
B E TORADREE DRI (HE5HBDFEHD
WEELY [WELEL] ~ [Z2UE] OSEET. 0.5
~ QW CREEERYICEMA L /- & 2 0 BAEE) OFE
2. NS R—UERE/ 7Y N7 3 7 VECAER
17.7. b < N—)VIERRIERE12.4, 7R T3/ 72
VEI13.3THD. FIV R LIERBE/ TR T I
7 UEARBESEABOMICERESRD N

(2



(Fisher®LSD¥E. W3 N $p<0.0001). /v + 5
T R—IUERIE/ 7 N7 3 ) T VEREERERICE
NI HETORME BAOREEDN [ L] X TEE]
ICNE T 5 £ TORR) OHRREIZNTTHD., +
DRIEFEVEFR L -BEICB 2 REEERL (£
MBICRAOREN [HEE] W [FE] BT
% E CTORR) OFRMEIZN27075 TH -7z,

BIEFARRRIE, 57.6% (76/13261) TH o720 Fit
Bl E A &, 18 AR39%1 (29.5%). D18%I1 (13.6%).
ZEIED F W16 (9.1%). WEMIK] (6.8%) TH -

7217,

IR DERICH S 5 EHNR
e [T ESR COM DB BEORA
Al | M | EE | Fishero
+ (RS | (B BA) | LD
PO R VERE | | 177 18.5
T b7 )71 ROk +7.91 | (0.0;32.0)
how R uEEETSmE | 66 | 0% | (00 0.5 | P<0.0001
Terr s 7evesimg 10| 33| D p<o.0000
18. EMEE
18.1 {EFAER
18.1.1 FS<R=JL
Z v MiERWn vittoRBOBE» S, P T F—

18.1.2

VISR R TIER L. T R—I)L R OTEEAR#Y
MIDOu-F EF A RZEMEADKES. I hT~v R—
VIZkB V7 RLFhy) v Rota s= 2 OB A
IHEMERD. EBEERICEST5EE2 60159 19,
PENFPE/ TV

v bxHWn vivoidBEORERD» 6, TR NI )72
VIFEICFBHRERTIERA L. N-XFIL-D-7 285 F
VEEZ RN O T A v APREEE N L —RLEE
REOEEER. BHOYO =V ZBEZN LM
e ED, EREFRICEST 2EE2 6159 2,

18.2 $ERE{ER

18.2.1

18.2.2

RIUADQTEFNIAY) VERIA T TITBVWT, b
IR VERIEE 7L N7 3 7 2 O EEOR
Blid, 7A VRO T LK ABITOREE., HEMNIC
SA YV ITRIGEIMEIT A ENRBEND, 1277
L. ERICBWTIR NS R=UIEERIE/ 7 N7 3
7 VEESEOMBEN 2 ERER IIER SN TW i,
TIaNY MEFRT Y MIBWT, NI R—)LIE
EgtE (10mg/kg) &E7E 73/ 7z (86.7mg/kg)
OHRBEOKSES T, FHAE0SEYEMBE SR
T IREVE K ORI R . I OM IS BARRI L
Hrase =7 EmMHE LY,

19. BRI ICAT 2EBEZHR
19.1 F5< R—)VIGERIE
—REIEHN 0 T~ R—LIERRE

(Tramadol Hydrochloride)

{bZ4 : (1RS,2RS)-2-[(Dimethylamino)methyl]-

1-(3-methoxyphenyl)cyclohexanol
monohydrochloride

372 CleHsNO:2 - HCI
SR 1 299.84
MR HEOREREDH K TH S,

IKICHED TIHEITFRT L, X¥ ) —)b, T¥% /) —)
(95) SIIFeFE (100) ISVATFRT L,

IKIBTR (1-20) 13FEEHEZ RS 20,
TERBIEDPTRDON 5,

fLags :
HSC\ /CHS
N
e HCI
Je OSSR AR
O

CH,

Al 1 180~184C

19.2 7€ v7P=/7xY
—RZFR: T2 7 3/ 7 2 (Acetaminophen)
{b#4 : N-(4-Hydroxyphenyl)acetamide
272 - CsHINO2
a¥& :151.16

23.

24.

R HEO/RS

IEREDHRTH 5.

X7 ) —=)LXRIZLTY ) —)L (95) IZEIFRT <, K
IZRRBTII L, VIFILI—TIIIIED T
12< W KEREF b U LAREICE T 0

b EEs

OH
HCJLN
3 H

Al 1 169~1727C

22. 9%

1005 [1082 (PTP) x10]

5008 [108 (PTP) x50]

5008 [ AF v 7R b, NT]

23w

1)

10)

11)

12)
13)

EANE I HEERASE (FF A1y MCASE : 201144
H22H&R. HFEEMEE2.7.6.3)
HAS M TR  AMENRSEEICET 5 &8
(&R

IV A REE (FT 4ty MECASHE : 201144
H22H&GR. HEEEEMEZE2.7.6.2)

PV F-LOBEABAERORE (FTLaty MRA
$E : 20114 F 22 HAGR. HFEERMNEE2.7.2.2.1)
Gazzard BG, et al. :]J Pharm Pharmacol. 1973;
25 @ 964-967

kI F—LOR#OME (b Lty MEEHE 2011
FARDHAGR, BHEERME2.7.2.2.1)

Thummel KE, et al. : Biochem Pharmacol. 1993 ;
45 1 1563-1569

Raucy JL, et al. : Arch Biochem Biophys. 1989 ;
271 1 270-283

Goodman & Gilman's the pharmacological
basis of therapeutics. 11th ed., The McGraw-
Hill Companies, 2006 ; 693-695
FIYR—LETEIT I T 2 O, A R
BB OPEM (-5 Lty MECEHE 2011 FE4H22HA&GR.
I ERMIE2.7.2.3.1)

HEEEZHICBI S N7~ F—IEBRIEO RN E©&
(b5 < —)LH 7+ )25mg. 50mg : 201047 H23H
KRR, HERERMNEE2.7.6.11)

Zapater P, et al. : Aliment Pharmacol Ther.
2004 ; 20 1 29-36

BREEZFICBITS NI N )UERIEDOAAERE
(hF ==L 7+ N25mg. 50mg : 20106E7H23H
AR HRRERMIE2.7.6.10)

Prescott LF, et al. : Eur J Clin Pharmacol. 1989 ;
36 : 291-297

EINSEIHERE (FF4ty MEESHE 201154822
H&GL., HEEERNE2.7.6.6)

EINEMHERASE (T4t y MEESE 201154822
HARRE, HFEERHEE2.7.6.17)

s, i HORESLAEE. 20125 58 1 110-122

18) Raffa RB, et al. :] Pharmacol Exp Ther. 1992
260 : 275-285

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

20) Bjérkman R, et al. : Pain. 1994 ; 57 : 259-264

21) Pelissier T, et al.:] Pharmacol Exp Ther.199 ;
278 : 8-14

22) Tallarida RJ, et al. : Life Sciences. 1996 ; 58 :
PL-23-PL-28

23) 7V ANy FEEIRT v MIBIT S b T v F—)UIERE
BROTE N7 I 72 VHFRABESICK S EFEER
(FT Lty MECASE : 20115F4A22HA&GE. HEER
WE2.6.2.2.3.2)

NEERERUEVEDESE
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