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1. B%

11 RENCEWEELREEIRBI2EZThIrHDZ &I
EBEL. 7E NI/ 7101 BHEEH1500me (AFI45E)
rBIESHECRBRS 72154813, EHIRYICATHEEE
EHRITILHE, HEIERETSZ &, [8.6 5]
2ARBENSITR—AAXBTEINTI/ T EETHD
HH (—MBAEEREES) EOHAICEY . BEREICE
BTN HBZ LS. ChODEREDHEAERITS
2 &. [13.1, 13.2 BH]

I

2. BE(RDBEICEBE LRV L)

GheEE @)

2.1 12K 0/NR19.7.1 -]

2.2 TIVva— v, EHRA]. A, + A A FEGHHISOEM
FEASEEC X 2 S v i R [ AR ) S O B ) 2 25
L8215 5]

2.3 /73 UMLEEHE (MAO) HEH (L LY »iERRIE.
FHEY)AVIVERE, 71 F 3 FAVIVERE) 2S5 h
DEE, 3G IER14H DN o 5351101 28]

2.4 FIVRA T = ARESE A S o B 35 kR LER
PN E#[10.1 2]

2.5 BHEICEI DT REHAEI N TRV TAD ARG HER
MWEALT D BEND D 5H.1[9.1.1 BHE]

26 EELNHEEOH 2 BLE[(EELRIFE E2BZNND
%0109.3.1 2]

2.7 RAENDOR SN UBHEEDOBEFEE D H % B E[9.1.5 2]

GREHBDERE)

2.8 7AY) UEEE(GEA T 04 PN RERHNIC X 20 E5E
TEDFHTS) NZZDOPFEROH 5 BHE [T ALY UgH D%
HEZTHAY 7T Y VARBEERPES L Twb &%
A6N15.109.1.11 Z]

3. #HAL - MK

3.1
744 7Tk MEASE =4
B |BEARERG P I~ F— VIR 37.5mg

(1) AASR 773/ 72 325mg

WERtrva—x, 7V77—AbFr T, T
Ty ) a—=VEEF I A, bETOIVT
YT ATT ) VESR AT T A, BT E X

I . N g o
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= = =

Jox % F£&(mm) | 2 mm) | & (mm) | EE(ng)
15.6 6.4 5.1 441
il —F FT Sk b EE

4. ZHEELIITNR
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I & 7 2 SIS, DELE - HAWER, KIF) ALY B E
DU W 24TV AF OB G- 0@ G 2 HEIH W3 5
ZE,

6. AERUHE
GED AMEISMIRSE)
WL OB, 1ESE. 1HARKEE G35, 51014
DRz 2k,
B, ERISS U CEER KT 225, 1R28E. 1H3GEX B2 T
HH LW b, 70, BHEFEOHRGIIMITLZENRLET LV,
1673k QLESEN)
WE. A, 1A28E 2RS¥ 5,
B, BINEGTALEIIE. &G AR D 220, 1A
288, TH8SE# BZ TG LawnwZ bk, F/2, ZEEOKG I
BEVTHZEDEF L,

7. BERUHEICEET 55

GED AR MER)

7.1 BEOHKE
AFN GG RAEM 2 ZM L Cd 2 BB T 2R8I H O
VAR, MOBEY R ERENOZEE A REFT LI L, T2,
EIRIIER L OB R Z MR L. 5 O#FEOLEEIZ DWW T
U R R

7.2 5 DHIE
KFNOYe 5% B Uz Tr o 728803, BESEREOZEBL%2 B
SlDIEA RS LT &,

7.3 7AE) UIEH I ZOBMEROH 5 EE IR L TRA 2%

54 agaE, IAgEE 528 [9.1.15 2]

8. EELEARNERE

8.1 AHN, 182 P T~ F— VIEMEE (37 . 5mg) RUOT £ + 7
I/ 7z (325me) # HELRARITHY, I R—ILETE
N7 72 R ORERDPEETABENDEH L7720, #H
YIZARF OB i35 2 &,

8.2 WHICX YV EWKGELRELDLZ ENHLOT, BEL T4
frve, EEICKSET AL, [11.1.4 2]

8.3 M, ME:, FSEDIEREH S bLNEIENHLDOT, B
Bt ey Bl - 3 A s & Ll #E o ff
. EHICHT AR E LCRTHOBHEEET 2% L, @
YIREZ4T) 2 ko

8.4 IRE. I\, Bl EIRI D Z LD DHDT, KHFxS
o EH I EBHOBESEGE R M) ORIt S s 2
HTWEIEETAIE, B, EaEkICL ) BBEFERIC
EoBlbHESN TS,

8.5 IWYE F ANFALT 2 BFNDH LD T, BELY 512479
&

8.6 MELITMENKHTLBINDSDHLOTHEET L . T
L b7 372 OIABED1500mg (RF45E) % B3 &
TR 2568 IS B IR E 2 1T, BEOIR
FEZ TSR T 22 &, BHETR E L ENMKS T84
2B o> TEEICHFEEREXIT) S ENEE L, F72.
EHE TG T 554 % EI3HICBEORES 51 BRT 5
ko [1.1, 11.1.9 28]

8.7 SHIFANC X 2 HFIIRINRE Cld e <. FERLETHL Z &
ICEET AL,



9. BENE=.2ETHEEZICAT2IE

9.1 A - BMEEZEDH 2 EE

GheEt@)

9.1.1 TAPAZDESMEBRN TS DEREEDH 5 EH.
H3VIIEEREORBKRET (BIRIME. KHEE. 72—
IWXISEMOBBRIER. PIRMEREES) 26T 2EEF (BREIC
SOFREEBNF I TVWEVWTALPABEERRL)

ARFNF GBI % +012AT) T Lo BERMEXFRTH L
b, [2.5 ]

9.1.2 MERINFIIRRE (CH 2 BE
U] % 3509 2 BE A D S,

9.1.3 BMICREMNEZTDH 3 BH
AR R EBENTE O LA 2 kT BE N0 D 5,

9.1.4 EMOEBIEEMKREFERNDH 2 BE
BEE 2 EMOFE T, FIEICHE S TS5 5 2 & KA
LRV,

9.1.5 A EA 1 FEFBHICKN UBBIEDBEED & 5 B (KF|
DEAK UBBIEDBRFREDH 5 BE E[R<)

(2.7 2]

9.1.6 a3 v VIREICHIEE
PEBRAN G R WA % Bk 2 B2 WA H 5.

9.1.7 HtMEEN I ZTDEEENDH 5 BE
FERAEAL IR 2 RS BENDD 5,

9.1.8 MENEENEZDEERENH 2 EE
FERAEAL R RTBZNDD 5,

9.1.9 HME[D & 2 BE
MR ASE 2 B 2 L% 5o

9.1.10 DEEERRE D H D EE
FERAEAL S DA S IEST 2 B2 N0 5,

9.1.11 SEXRENH D EE
JERDEALT 2 BEND D D, [2.8 BH]

9.1.12 7II— L ZEEHE
JFBESED D H bR T b, [10.2 BE]

9.1.13 #8 - RRENRE - BREFEFILLZ2 TV FF o R2E.
BKEEIRD & 5 B
FEEENH S b3 b,

9.1.14 18R DAL, PAEMEIEIRISEIFRERBEIIEES
EEsET58E
BHLawZ &y EERIFRIIH O ) A7 H8IN§ 5 BEh
H5bo

GED AR

9.1.15 7AEU D HBE GEXT7O1 R ERERERIC L 2BER
EDFR)XIEZDBREFRENH 5 EE
KE 2 AW, HUOT X M7 3 7 2 8K E TR
Wit BT oLrIL, TAVY VAV I ZOMEREO S 5 EE
TlE. 7R b7 3 72 D1AIH 720 DK EIZ300mg b
TE&FThrIELEENTWSED, KAENXISEF TN T 3/
7 xr%325mgE AL TWwh, TAYY UEgEOIIEIC 7O A
575 0T VEMERRSESG L Cnwb EEZ 5, IR
BALVIIHREF T BENNH 5, [7.3 BH]

9.2 BHEEREERE

9.2.1 BEENHIEEH DIV ZOEEIEDH 5 EE
BSOS, H5HROLEEYEET S 2 Lo ERPE/
BHEEERRTBENDED L. T2, BOIPEES L. 7F
AN OEWER S BE T A BZ DD 5. [16.6.2 2R

9.3 FfsEREEEE

9.3.1 EELIEZENH 2 EE
LW b, BELRERZ EDBFNDDH D, (2.6 ZH]

9.3.2 FRENH3BEHZ VI ZTDEERNDH 3 EE (BEEL
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VER R OBIVER 858 5 BZNhH b [16.6.1 2]
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[ W EEY PR, OO R T AR O o
(z7¥—) |#, IF270—X A, TH| b= HPERT
FHF) v A ) B EG PR (BN L EZ N5,
VOVEREE ATEh, [EIAE, R, FiE, U
(7L 27 8) i) Wss 5 (R ) K
H 7453 N OWOIIAE R RIS, &)
AVNVEE | OEELREWER S ST
(277 14F) [\WwbhHo MAOBLEH % %5
(2.3 ] O BEH I G IE%14H DL
NoBEHEIZIZHRG LT
Lo F7o. RFFG PRI
MAOMER 05 = G 3
LY AEIZIE, 2~3H KDk
HERITLIENET L,
FNRXT = VI HERER ARSI BENED | u A ELF A P2
[/ %o F7o. HEBEERADBEST | B ERNOHEE W
vy roru | ZBENDH L, HEIZ X %,

(2.4 ]

FIV AT = IR & ST
D BF AT H G- R 1A
IR O BHEICIEHRG L ana
&O

10.2 HAEER (HARICEETH 2 &)

e

B RREIR - H5 187

B - fabREF

FEA A4 N

I

ARSI
T /) FTY
> RFEH
MR 55

52 HE o8] 18 O I R0 PR 41 )
Wiz kT BThD D 5,

HRR 6 76 0 ) 4
FH AR AR B9 (2 8
MENDLEH R
bk,

=B OF
o b= EH
IR o b
= VLY A
A B E A
(SSRI) %

DEVIRS

b= SRR (BEEL. )
B, FEBN, FETTF. SEBIH .
AT ITLE, I A7 u—
AL THE)BH bbb B
TN Do FTlo, FETEAE
DfEFRIEZIE RS E LB
ko

AR A L2 28
WS, F /o,
AR O £ a
F= U ERT
LrEZOND,

AV RoJE
IRy, WAy
MAOFZEER 2
b Mz
TEF A5 <
F 7o, AR
Otua k=
LT EEZ
S5Mh,




Sk
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11.1.5 hEMREIBIEBAZAE (Toxic Epidermal Necrolysis :
TEN). BEHIEIRIEIEEE (Stevens-JohnsonfE1EEE). 2R
SRS MIBAEIE HEAIT)

11.1.6 BEMRA GHEARH)

R, PR ER . BB T O BESEHTEO b NS,
BRI XA, JERCT. s~ — 7 — S0k % I 5 %
& BENPRD NI EG AR L., BIBRE AV
EVHIOR GO RMEEITH Z &,

11.1.7 BEEBL. 2UBES HERH)

11.1.8 BB RIEDFR GHEAT)
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PEAFEON-T Wedp 5\ VILBIEL T 2 2 LB LD TEET S L.
_3:)[/_1)_/\*‘/\/“$ 11.2 %@ﬂﬁ@?ﬂ]f‘ﬁﬁﬁ
VA SN o 1%Lk o) s -
R S 5% VL L 5% i 19% i HHIEANEH
b JEYLE T W g%
¥y AEAZAE I 258503 2 B 2 W[ AR [
D3d 5o JiE
7o) Y RPUEHINEMES 70 b o v BT M K% OY A
g HOEREZED 7 <) v R Pikt DINZATA
TNT 7 v MFIOVER %283 5 2 Lt i
H5bo s van LR | EIRE, K
DEE VaF Y rENEH L L B FAERE HEAE
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1% 0Lk

5% VL1 5% i 1% Al HHEEA]

g a R

Hig, BRI, 557, N .

L7zo M8 (£)-TRAMR O (£)-M1D &G R (+)-F R0 (-)-
PRI D e FEERS B O BIIE /X T A — & 1B L T 7zh,
TE) AR OKGE Szl R 3258 CTH 5o

KOG B, 5B E, TEYE S, BERE Fow F— VIR - 7R N7 3 T o R R~ 358 A A G
AT A RE FE 73 L7z & &oliEp (£)-TRAM, (*)-M1K FAPAPOIEWEHRE/ S5 2 — &
kA e T8k >[I R R BT PO | o | o | auee | e
i CPK 48| 1 L R 4 1 R TENTS eeml | ) | (g b/ml) |
B LRI AR 7 Y lﬁfamlk 119.8 1.8 938.2 5.1
I 2 R R (34.3) (0.5-3.0)| (360.7) | (0.8)
R 7 s LT (2)- 2%k 2638 | 1.0 20043 | 5.6
Yy NHEIN, (= 8. o TRAM (45.6) |(0.5-1.5)| (580.5) | (1.0)
MR e ) v 77 v i b 35 4245 1.3 3274.3 5.6
S )| DN 1 N1 RN e (146.1) | (1.0~3.0)| (1070.4) | (.1
R MR . s LT 15 34.2 1.8 3594 6.4
;J:E; 7[{”1!% @; /E; it 10.6) |0.5-3.00| (63.7) | (0.9)
WY | ORERN, 4 v o oid |0.040| G2 |69
S A ~ - - - - -
HEKE 53 =N P 9.7 18 10838 | 6.3
[N BB - vk (26.3) |(1.0~3.0)| (224.3) |(0.9)
FH %OV 15 5.0 0.8 7.1 2.8
B PHE (2.002 [(0.5~1.5)] (4.8)> |(0.6)
25 9.2 1.0 38.9 3.3
13, BERE APAP (2.3)2 |(0.51.5| (2.4> |0.9
13.1 fE® 3% 15.1 0.8 62.3 3.3
a ~ b
b Kol OMREEGAC & B R ATERE . IR, PR, 4.5 [05-15)] as.Lb | 1.0
S, FERE, (MEILTH D, (N=8, P39 (S.D.), tmax Hofifi (FEPH))
TENT I T2y ORRESI LY kOB B L, T

20 TERNT I T 2 0BRGN - B OFo
B Z 572 L OWMEDDH 5o WEFKGIZ X D FE R,
B EEUE. AR, O, W, BEK. BH. BITET
Hbo [1.2ZM]

13.2 L&
BREULE L LT, AR L. AEIRICIS U 22 HE b g R
DEHAITH T &,
b5 K= V@512 X 5 R IIHSE 0 fE R A5 b L 5 3
BliE, TuX Y UERMRYEDN D DA, SR FHET
LBENDH D, T720 PIYRF—=VIEBENICIDITEAER
FEN N,

TEMNT 72y OBERGICEDERPEEDN DA,

TETFNYATA v O¥G%EETAZ L, [1.22H1]

14, @HEDEE

141 FERIZFEDEE

14.1.1 PTPAEDHEHFNIPTPY — P A SH) L TR % &
IFET LI L, PTPY — FORERIZL ), WS AT AE
K~ A L, FI2I32ETL2 B2 L TR 250 R 2 o6
FEXBERET A DD D,

14.1.2 /NEOFOREDP L VITICHEE TS L H i8S 52 &,

15. ZDbDEE

15.1 BRAR(ERICE D < 1B

1511 72 N7 3/ 72 OHPMLEW (7 21T ) RN
BHIZEY, MEERFEERITILNH 5L,

15.1.2 BEROEREEOBEZRAEL /2L 2 A BHULLEY
(7 xFtF ) BHz R - K 2#H W RIRAEL. 5~
27kg, MRHEIMA~304E) L TV 2 AN W E DED D 5,

15.1.3 EA T 0 A NN REVER = RIS S CTw 2 L2
BWT, —NLAREDTBD LN L OHEDND 5,

15.1.4 B{=I9IZCYP2D6DIEEASEE TH H Z L2 HIHL T b
& (Ultra-rapid Metabolizer) Tlx. +J < F— VoG At
Yol igED B L, MRIEEORIERPFER L3 %
LBENDD 5,

15.2 FEERARABR ICE D < 1B

15.2.1 FAPMLEW (7 =+t F ) o R - KEHRS L -89
BRC, BESISAEDFEO b & OWREDND Lo

16. EYEHE

16.1 MR

16.1.1 BEES
TERER A b T~ F—UIEESE - 72 b7 3/ 7 = VLA HEL 35
(Mo~ F—)ViERRIE L L C37.5, 75 U112.5mg, 7T F7 3/ 72>
(APAP) & L 325, 650% UN975mg) % HillfE ¥ G- L7z & &, #54l2
b 5T, b I K= [(£)-TRAM] K IFAPAPIZ#ER 7 2RI S 41,
(+)-TRAMM ' APAPD IS i 13 2 I 2 U 514591~ 287 ) K 091
FFI L2 Cnax | 3 L 728, L2 UHI5~5  SEEH] L O3B Ot 2 TR T L
7o MEEM OIWBIEE IS EILBIEZ R Lze F 72, (£)-TRAMIZ#R
PTEERH O A F U b T~ F— 0 [(£)-MIJI2AGH &, (2)-ML
D IR | 3P G- A 2 12 Cmax |25 L 7214, #96 .5 O t1/2 T

16.1.2 RiE#%E

ERE AR b I~ F— VRS - 72 b7 3/ 7 = VECAHELII L
288 (b 9~ F— UM & L C37.5301275mg. APAPE L C325X 1
650mg) % 1 H 4[] (6 & & ) KAFREI 1% 5- (b 5~ F— Vil - 7+ +
T/ 7 yRAEELEE SHM, P N )VIEEE - TN T I
7z A sEsE  3HM) Lz & &, M (£)-TRAMK UM (=) -M1ifk
13 SRR 1% 5 B IG 1485 ) £ TIC. T 7214 b APAPIERE 13 AR
5 B (22405 F CIOEHIREEICE L TB Y . HREEEO L
ozl

FI~ R VIERRIE - TR b T Y 7 v RASELRIL 3258 2 1 H AlR (68
W) REROHES (Mo~ F—VIEERIE - 7R b7 3/ 7 2 VAL
$E:5HM. P~ F— VIR - 72 N7 3 7o VECEEESE C SHIE)
L7z & & ORAEPEGHOMAEH (£)-TRAM, (+)-M1KLUAPAPOIEYH)
ERT X —%

kg~ F—VikERE
UL TR Sl v I S A T
7xvEes | T ne v
15 290.6 1.0 1141.2 | 1.3 ] 6.6
(£)- (72.9) |(0.5~1.5)| (265.8) |(0.5)|(1.0)
TRAM 2%¢ 542.6 1.3 2355.8 | 1.3 | 6.5
(114.4) | (1.0~2.0) | (533.3) |(0.3)](0.6)
15 78.5 1.3 325.2 | 0.9 | 7.4
(£)- (18.7) [ (0.5~6.0)| (88.0) [(0.1)]|(1.4)
M1 2%t 142.0 1.3 666.6 | 0.9 | 6.7
(29.3) 1(0.5~2.0)| (103.8) [(0.2)](0.9)
15 (67) ( 0.5 ) <17.;1 <1.0 <4.3
1.6)a [ (0.5~1.0 2.8)b |(0.1)](2.7)
APAP 28 11.0 0.8 304 |0.9]3.3
(2.92 [ (0.5~1.5)| 4.9> |(0.1)]1.1)
(N:8, I <SD> tmax; qzy%ﬁ(%ﬁﬁﬂ))
a ' ug/mL
b ug - h/mL

Ra @ AR (R TGHDAUC « /WA 5RO AUC)

16.1.3 ALK BHE
AR P S~ F— VIR - 72 b7 3 7 2 VA SE25E( R
J < N— VI » L C75mg. APAPX L C650mg). kI~ F—)Lik
5274 72 (75mg) LIEZAPAP 27 7' )b (650mg) % % L2 ML HL Al
MG L&, FIYF—VIERRIE - 7T b7 3 72 VELESER %
H L7 &0 (£)-TRAM. (*)-M1K U APAPOREYEHEISF 2 — %
E, NI~ P VIEERIE N OCAPAPR ZNENHMTHLG Lz & L
HofizmRL, (£)-TRAM. (=)-M1J O"APAPOSEYEEEIC F T~
N — VR e APAPOBL A X B 5 BIRRD SN o 72D,

16.1.4 £MFHEEMRER
N7 Ty MEEHET S48 P Aty MIEAEEE 7 O AT — N —kI2
Ly EnZENIEE( 7~ F— VIEEEES7 Smgh 72 b7 I T2y
325mg) AT T (n=23) I L H AR S L C b I < F— L RO
TERNT I/ 72y OMEFRELRIEL. #45N-3EYEE T 2 —
% (AUC, Cmax) I22VT90% 5 HEX [ CTREGTEIT 21T 5 720 Z Dk
Ho TN blog(0.80) ~log(1.25) DFEFINT 1) . WiH o441
SEVEDSHERR S 22,



(1) FI% F—IVIEEIE PG48 1) 12, TG m018.2~20.3%. 9.4~14.8% K U'2.5

JEWEEE T A — ¥ ~3.3%TH Y, HFm BT L 2 EBERO SN o7z,
Sl ST A — & BEINT A — 4 16.6 BENEREH T2 EE
AUCo—24 Crmax Tmax t1/2 16.6.1 FHigREEE
(ng - hr/mL) | (ng/mL) (hr) (hr) (1) PS5 K=—J
N7 Ity MNEAEE 918.7 112.1 1.72 5.7 BEREZE R E 126012 b 9~ F— VIERRIE 7 7 R L 50me & &5 L7z & %
[=4] =317.7 *£29.7 +=0.82 1.1 FEREA & Il LTl b 9 < K=V D Cmax & ONAUC e 1 5HZ (2380
b S ady RS 934.9 114.7 1.79 5.9 L. 1203892 6f5 2R L7210 (HEA 7 — % ). [9.3.2 ]
B +309.4 +26.0 +(.89 +1.4 2 7eb7XI/71>
(Mean=+S.D. ,n=23) IR BERE R (R~ R SR - 9B, B 5P I b T I/ T2 v
i 1000mg % 4 5- L7z & &, R A L L TmEm 72 F 7 3/
Mm4Ed + 7= F— VIR DIHERS 7 =Y OAUCeIZAL. TR L. t12i 3 M2k LR L 7212 (WREN 7 —
(ng/mL) 5)o [9.3.2 B
140

16.6.2 BHAEREE

1) FST K=
120 +

g —e— 7Tty MEARIZE) B EEE (7 L7 F =22 )77 > A 80mL/minbhF) 21611 b
o Al T hT Lty SR 7% F— VIEBE100me & BRI BES L 7o & & liuilih b9 < F—vo
100 ey MeanS.D., n=23 t1/2 O AUC EHEHERE A 0 2 2R T SRR UK T - 7210 (51
T %0 EATF—%)o [9.2.1 ZH]
z 1 (2 7€ k73771
¥ e BHRRERE (7 LT F =22 )79 ¥ A © 30mL/minbL F) 1361127
I ERT R/ 72 21000mg T RELET L7z & B8~ 241K 12 > i 4
%’; 0 FT7E RT3 7 Y Ot 3 HERON (4. 9RFR) & Flz L C11. 7RERT IS
4 HEFE L, AUCs2mb #91. ORI L 7219 (JEIA 7 — %), [9.2.1 B)
20 17. EREREAE
17.1 BRHURURSMICHT 3HER
0 GED AiEIBIE )
SO () 17.1.1 ENEIARER e
@ FErFE T TS SV STV D & B S L, JEA T 04 LD S B DR
RPN BEGAZ L) 5 SRR RAEE S N B YRR E 1876 (b 5~ I —
T A VHERE - 72 b7 37 RASEE, 77 RE936) 4 4 %
wll/ $7 X =% ATk L FEERTC R I F— VR - TR T3 7 = VAL~
AUCo-12 Cinax Tonax t2 258 % L HAR2ERAE S Lot "B RN OBTHIER 72 L 0%
(ng - hr/mL) | (ng/mL) (hr) (hr) . F T P VR TR TI) T VAR LTS AT
hT 7y MRRESE | 14972 4552 111 2.9 V¥ ACHD I CARME S Lk X, CEERTCOBBHRAT
=4 +2893 +1512 +0.79 | *0.3 GERANY PELANY MIEETOMMIET 7 AR LIEL b
byaty MEAE | L ey s A ) p i;f;in@?fo TN YRESEH CHBI R o7 (0
(Mean +5.D. ,n=23) 17.1.2 EREHRS RS
MR TE 73 7 x Vo R (e . 2R ETE . BT v~ 7 SR BOEGRE, IR
(ng/mL) KI5 MR« BRI R R PP 72 &) (20 S 1B PRI 2 A L
6000 [ JEAT U A FUEREURAI ORI S 12 X )+ R GURB RN 5 i
WEFLOF RIS, PII P VR - TR N T I 7 2 VA
5000 - o 175y MEARI=E] Gl ~25 % LH AR, AR L CRER T CRESZAMES L7k
m O NS Lty NEAE EOVASIHOTFIIMEIL. FIERZEM 065.80mmizxf LT, HFei28HE 121k
EE Mean=S.0., n=23 29.93mmICIET L, 0%, BRI E TIEIZ—EOM TR L7215,
7 W0y BRI 6BI1% . 96.3%(183/19061) Ty o 720 LRI, Eor102
3 (1(53.7%)  BEHETAH(39.0%) . MERETLHI(37.4%) . BP0 F V5160
Z 3000 (26.8%) . HIE38H1(20.0%) TH 7219,
J (e DR
72000 17.1.3 ERE IR
> BB B OB 8 % 0 & 5 F SRR SR sk 2 AT L L B
E 1000 PR & B 7 BE3280 (b 5~ K — VHRRKE - TR b T Y ) 7 = VA
FeREL32B1. b T~ F— VIRERIER66HI. T b7 3 7 = Y HEE130f1)
odl ‘ ‘ ‘ AR, ZEERT TR I~ F—UVEERE - 72 b7 3 72 VEE
0 3 6 9 12 288, b T~ F— WIEEEE7T Mg L Z 7 M7 3/ 7 = v 650mg % Hiln]
5 HORE () B L7l X, B (8N £ TORMAOUEEORH (5 HORHH O
HAEFIERE DIZAUC, Conad 0785 2 — 1%, HERE ORR, KD SEET[XES L[ mEUEIOSHIET, 0.5~8RM X TR
SRR - BRSO RBRAIE & > TR 2 TN D Do /T[ﬂ]ﬁ L f/ gﬂ s ;’3 ;’51*?’%) ?Tii{%‘i‘)ui~§; ?%{2 )Tﬁ;ft r ;? b 7
i ES (=72 3 VAN — Vi Pt aEL2 . 4y N T
12:2.}2%‘:&5%3%‘ 71‘%??13.3'5}) D, k 7'\’7 F— VI - 773/ 72 /ﬁﬂﬁfﬁﬁf‘:
EEHEHC b7~ B — VR - TR b T3 7 = v RAHESEED (1 T & WA O M A AR 5 1L (Fisher DLSDEE, v i b
< F— VHERE & L C112.5mg. APAPE LC975mg) % Bl ikl O° p<0.000D)o F7e, b I N LR - 7E TS/ T 2 SREGH
2 2 R RS U728 &, (2)-TRAM. (=)-M1& O SRR T 2 T TORME O ADORED 2 LISUIMERE NZEET
APAPOIEHIBYIE LT ST & 2 B 7 I RR0 & N2 0 o 729 (SHEL A L COWR) ORRAALFHI0GTH Y\ TORIIERATIFE L 7201
Fx), BT 20 R PR I (B (2 A ORRIE 25T i S SIS v P N
16.3 57 ¥ % F TORH) O P IEIZF2705 Td - 7216),
b MISEELTE A ¢ (£)-TRAM(0.2~10ug/mL) % FAPAP (280ug/mL) BITEFISEBL 1L, 67.6%(76/13261) Th o 720 ERRIENIE, HIRB9PI
£920% (in vitro)®- 9 (29.6%) . HL18H1(13.6%) . D T 1261(9.1%) . IEIH9H)
16.4 £ (6.8%) Td - 7217,

(£)-TRAMIZ E I JFIE TCYP2D6IZ & 0 il HEAEH (=) -MLIAEH &
Nb. Tz, ZOMOERRHRERIL. IR THOCYP3A4IZ L 2 N-ii £
FMAb, Zv o a LA R OREELA TdH o APAPO E 2 R HHRE

PB4 ORI BT 5 SRR
P G- 148 F T OFg A DU L DOF

SHE 3| P 1% e Lfif :
& O 7 vy a yERiaE . B a Ik IZCYP1A2, CYP2ELR i T tfg;‘g?& (%ITQ%ﬁ) FIL‘SS}S&@

OCYP3A4IZ L BN-T 2 F N-p-RV S F ) v 4 3 v ~OBILKRIZD

I~ F— VIERRIE - 7

YN EF A A TH 5010, " L 17.7 18.5

16.5 Bt ;ﬁw‘ /7 =vEes 132 +7.91 | (0.0:32.0)
HEHE AR b 9~ F— VIR - 7 73/ 7 VAL ~3 S T ERA 1 s
S0 2 WIS RO b T~ F— VIERME - 7R M7 3/ 72 VA 75mg 66 +8.36 | (0.0:29.5 |P<0-0001
SE10011 13288 % 1AM (6BFR = &) [CATE 4% 5 L 72 & %, (=)-TRAM, TEbrTI ) T 13.3 14.0

(+)-M1J FAPAPO AR IR e HEilbe (KA © 45 FAQBE R, BOAE © i 650mg 10| 48707 | (0.0:30.5 |P<0-0001




8. HhIE

18.1 1EFt&RF

18.1.1 hI<vR—J
T v Mg Hvizin vitroBEOFEFE, S b T < = UIZd iR T
fER L. FI~ F=VEMNGEERBIMIOu-F €4 14 FZEAENOK
AL BT E I R=VIZEB VT FLF Y YRt T b= O
0 AR HEER-AS, SRIEHICES T2 L8261 518,19

181.2 7 73X/ 7x >
7 v MWz vivoiBRORE RN S TR NT I 7 2 VIEFEISHIK
MR TVER L. N-AFV-D-T AT FUVBEBRER T TAY » A

“’%ﬁi% I L7 —MAbE Z RO HEREN, oo = v 255k
A LB e 72 &5, SURTERICEIS 35 £ E 2 51520, 2D

18.2 $EfE(FH

18.21 XY ADTEFNI) YFHEIA T TIIBNWT, bI Y F—)UiE
BRIGEE 7 N7 I 7 2 ORI SE, TA VRO I LI2LD
Mt OFER . HHEMIZTA D2 T JSUC\ P92 2 & AURIE S 7222,
727200 e MCBWTIEARAI O RN 2 B EH IR S L Tn v,

18.2.2 7V 2Ny bMYEIST v MZBWT, b T~ F— ) VHEERE (10mg/ke)
ET7ENT I 7 22 (86.Tmg/kg) OBEHIFRIOP S CTld, FAEO&ZIEY
B 5 T B R OBRMORI SR R A, 16 ON IR g 7
074 =7 &l I LA,

19. BXAS ICET 3B{EFRFE
19.1 FT v F—JLIERRIE
—#RERFR 0 N 5~ F— ViR (Tramadol Hydrochloride)
b8 © (LRS,2RS)-2-[(Dimethylamino)methyl]-1-(3-methoxyphenyl)
cyclohexanol monohydrochloride
¥ 1 Ci6H2sNO2 - HCI
DFE :299.84
MR ARoEEORETH S,
KD THEFRT L, XA ¥ =), T8 J —)(95) I HERE
(100)IZE T R\,
TRIE (L2013 e 2 7R & 22\
FEERBIEDRO SN D,
1bEEER ¢

* HCI

R USHIREME
O\
CHjz
B & 180~184T
19.2 7€ h7I/7z>
—M3EYEHR . 7 F 7 3/ 7 = ~ (Acetaminophen)
1E5%% : N-(4-Hydroxyphenyl)acetamide
AF3 1 CsHoNO2
AFE :151.16
MR Aok naali@%*fﬁ)éc
x5y —)I/X L8 7 = (OONIEITR T <L KIZRREITIC
<K< vl—ﬂbl~—ﬂw:f@z>'cy§c)‘c: vy,
KEEALF + ) 7 RS T B
1EZFiEER

OH
LY
Hsc)J\N

H
A = 169~172C
100%E (10 (PTP) x 10]. 5005 [10%E (PTP) x50], 300§ [ kb ¥
7]
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HASEEMETE2.5.4.6)

17) EWNE T/ MAHRER (b T 4t v MECASHE @ 20114F4H 22 HAGE., HIGHE
FHEEE2.7.6.19)

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

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

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

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

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

23) 7Y anNy MHEI%T v MIBITA NI = VEBBER DT 2 T
I 7 2 UHEREGIC X 28R (M 7 Ay MRASE  20114E4 1
22H 7K, WEEERIY2.6.2.2.3.2)

24, XEEBEKERVUEVWEDES
SRR BRI
T176-8585
FHRHS X £ = T H3F LS
TEL (03) 3557-7287
FAX (03) 3994-7462

26. HERTERESE
26.1 BEBREST

@) =mrEmRSH

RREREXEEIL2-3-1

01A406



