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FAEREES | 23000AMX00618000
F)EE-EAEONSEICLVFERT LI BR5ERESR|  20184F12A
1 = 4. EEXITTHR . " "
25 : IG5 M TEREICHITBE
111 BRI S ERFREN RS BB TNNBBTEL o e PSRBT S MW
FEL, 7ERN7 \/7IJO)1EI¥'.,I§D‘1500mg (A4 Otk DER
i) ZEISRECRAKRSIESICIE. THNICHF N - e
BEESERRT UL EEICR5THT L. (8.6 BH] 5. MEEXISXRICBIET DER
1.2 FRERSIYR=ILRE7EMNTPE /T 2ZTH GER A EIBEERE) .
DEH (—RAEERZZD) OHAICKY., BE R &7 28 EHRE . DHE - HANER., KREY A7
BECERBZINDHICENDS. CNSOEFED EOATENRZE 2TV, RFOKREDOES 2 EEIC
HEAZEITDZ &, [13.1. 13.2 B,] ¥IWrdg 5 &,
6. FBERUR=Z
2. 22 (ROBEICIFIZRSLEBVWT L) GER A ISR TR

(GhREHIE)

2.1 12@AEO/NE [9.7.1 BHR]

2.2 7La—)b, EERA. EEAL. Y41 NEREIE
FREMEIC K2R EERE (RN G & O
HE 2B S BLBENDH 5]

2.3 7 3 UELES (MAO) BEH] (L L ¥y VRS,
SHFY ARG, 71453 RXVILVEEE) 2%
Brhop#E# 5B 14 AOESE [10.1 B8]

2.4 FIURAT  VIEBIEZ R SHROBEE LIRS FIE%LE
HMMADEE [10.1 SE]

2.5 BBICE DT OREEF SN TOWEVWTAPARE [IE
ROPBALT BB ENDH5.1[9.1.1 BH]

26 EELHBEOHHBE (EELRRE2EAIBEND
$5.109.3.1 ]

2.7 FEIORIN UBBIEDBFERED S 5 B#[9.1.5 SE]

GRiERDERE)

2.8 7AYY VIBE GEATF UL NEHEKEBANIC L 50
BEREOFHER) NIT0BRFREOHHEE [T ALY
VIBEOFRIEICTORY 7T YV EEEERSE
BELTwsEEZ25N1%5.109.1.11 BHE]

3. #HERK -
3.1 #HR%

HR7e# FT Iy MECREE [ 37 7]

BRI
(18EH)

(HBE) b5~ F—LIEERE 37.500mg
(HR) 7+ b7 3/ 7 x>325.000mg

WMRELVE—Z, PLT 7 LT T, TToTY
I—)LEEFFY LA, bYEQIVTFYS Y, ATFTY
WAl VB~ A2Yo A, e Faxua—2, BkFyo. w7

LyZya—i, Ly

0 I—)L6000EP. #E="F{t#k. FRKMY, o

3.2 REIDMEIR

HRFE & YTy MEAESE [T 7]

RN WEEDT 4 VLI —F 1 v 7hE
ES ) Bl

i SET @
r=77 rET77 @

B £% :15.5mm, fE% :6.3mm

E= 5.4mm

=B 441mg

AAla—F FTItEY N rIT77

EEL BRI 1EIEE. 1HAEREAOKRES T 5, %5
AR ERIF B 2 &,
BB, BRI CCHEERT 2, 1028, 1H8SEX A
TEELEWT L, /-, EERBOBRSILEITLIENEE
Ly,

(Priia& DERE)
EE. BRI, 1EREEERORE5T 5,
7B, BINERET BI5AICIE. BEREE 248/ DL 22T,
1E1288. 1H8EZBATHRE LW &, £/, ZEERD
BEIBT B EAEE L,

7. BiERUHEICEHET 3FR

GEN A EIBEETE)

7.1 BSOS
AAHSHBBGER ZZB L Tb R BB T 2025 E
ENRWEEIE OB R IBBENOEE 2 BET A L,
Fio. FHICERRODEZER L. BEOH#FEONE
HEIZDOWTHERT A2 &,

7.2 50Dt
KEIOHRGEZDEE Lz 2o 5813, BEEBREOHKIR
ZHT-OIBRZICRET 52 &,

7.3 TAEY VIEENIZEOBFERED H S EE IR L TR E

BE59 2551 1EEET B &, [9.1.16 ]
8. EEREFNER
8.1 KA. 15EHFIC M T~ F—LIEREIE (37.5mg) RUT7+&

F7 372y (325mg) ECRAAITHY NI -
VWETE T I 72 WAORBERPERT 2B8FhD
%ét@\ﬁWK$%®ﬁﬁ%ﬁﬁTéito
WK OEMKERZEL D ENHHDT, BEE+TD

ﬁm EEICHET AL, [11.1.4 ]

2D, B, FREOERPDEDNEIENHHDT,
ﬁ%%+ﬁﬂﬁw\%D-%ﬁtﬁ?éﬁ%tb?ﬂﬁﬁ
Ot %E. FRICHT 20 E LTRETRIOMEZZE T
By, WYHMBEITO .

RS, OF V0, BRHEEIRI L EDPHLHDT, KA
Srhp B0 HEBNEOEE S G2 LS IR OB IEICHE
HEEARWEITET S E, B, BREEICLVED
HEHICE-72flbMEShTW5,
RYEZ N T 2 BFNAHHD T, BEEZTIT
AT &,
EELFRESHAITLIBEINDIHLOTERT S &,
TEr7 I 7z OIAKRENIS00mg (AFl4sE) %8
TEAECENRS T 2 B4 I ERNIC AT HEERE 21T
VW, BEOREBEZTDICBETLHI L, SHABTHLLED
EHRET 2BE1CH > CIERICTHERE LTS
EREE LV, 72, SHEBTHRET A58 % SI3FICE
EOREZFDICERET S L, (1.1, 11.1.9 2]
SRR X 2 ABIIREREETIIR L. MERETH S
CICHET A L,

8.2 &
8.3 &

8.4

8.5
8.6

8.7
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9.1.1 TANAZOESMEERIGTNSOBEEDSHEE.
HHINFERREOBREF GEIIMS. KBRS, 7
WA= LR SEMOMBEIR. PIRERIYES) 2879
B3FE (BEICKVTHRBREENTNTLRVLTANA
BEZRL)
KAKBGHIBEZTDITH L. BEREEZFRT
HTENHB. [2.5 ZH]

IFIRHNFIRREIC S5 2 B

PRI 2 R 2 BTN D 5.

3 BICEEENEEDSH 3 EE

PRI P BHEBENED LR 2RI BTN D 5.
FEMOEL AR SEMKFERDSG 2 BE
BMELEMOEETIC, EHEICR-> THRE 22 &,
REFEEZELR T,
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EEMEBENEZDEMEEDSH B EE
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.8 MRDEEN G ZDEIHEEDH D ES

RSB IERERET BTNIH S,
.9 HIMERED&H % EE
M/MIFSEERENR A2 &P H 5,
10 DESREREDH D EE
TERDS B I DRENSBET BTN H 5,
N [SEXMBEDH S EE
ERDPET HBZENDDH B, [2.8 BE]
12 ZILA-IVSERERE
FEESHSDLNLT <25, [10.2 ]
A3 R EREIRE - EREESICKLDINIFAIRZ.
BRAKERDH 2 EE
FEESH 5bNd < kb,

14 EERBRESE - FEE (EERFESZMFL) - BImEE -

§§F§%E;5€ndwssngﬁmiﬂmﬁé
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ZRPEESNLER, 724 F vy THRERE
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18FATmODIEE. FAEMIEEFEFREREXGEE

BEEZERT2EE

BELLEZWZ L, EEZIFIINGEIO ) X7 HHENT 5

BENDDH 5,

GEL LI IE R R)

9.1.16 7AEUVIFE (FEXFTOA RHEHEREREIC &L S0H
BREDFER) NIFZDEHEEDNHZES
AAEZAVT, @RlO7E N7 I 7z vEAIEZHEN
HEREi»ERET AL, TAEY VIEEXIZZFOD
BEROHAHEETIE. 7T N7 I 72 0D1REID T
D OBRAKEARIFOMgURET S EESNTWLAED,
KENFEETIC T2 N7 3 72> %325mg&E LT
Bo TAYY VIHBOREICTOAY 75V Y V&R
FEEERPBES L TWAEEZ SN, ERPENLIX
BREZREIBZINDT DS, (7.3 BHE]

.2 BEEREEERE

9.2.1 BEEDHZIEEHDIVIIZDEIERENHZEE
BEBOREE. RE5HERBOEREZZEET 52 &, ERY
BHLRIIEEZEITBENDND S, T2, mWLIMFE
B L. ERAURIERDE®RT 281D H 5,
[16.6.2 ]

3 FFigeEESEE
1 EERFEEDNDSH2EE
BELEWI L., EBAERREZ E2BZFNSH 5. [2.6
ZHE]

9.3.2 FEENH2EEHDVLIIZDEEREDHHEE (BEE
BTHEZEDH 3 EEZIRL)
JFHBEDPBIL T 2B END H 5, /2. BVIIHFEE
PR L. EFRAEROBERADSERT 2BTNDH 5.
[16.6.1 ZHR]

5 Fim
5.1 HEXUSIFIR L CWARTEEE D H AL, IBE EOBL
MR EREEE _EE] 5 S HT SN AIBAICOARET BT &,
b T R—=)VISHGEEREFT 2 88 U, 34 RISERRE,
BRIRTE N OSBERAERE . O HR IBFETS K UL AR
HE3NTWwb, oo BWERT. bTI7 R—ILIIHRE
R BILRUHERDOEFICHEL RITT Z EPRE
SNTWn5,
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9.1
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9.1
9.1
9.1
9.1
9.1
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3R
BE LW &, BEERMFFNHO) X7 5HEMT 55
FNDDH B,

9.8 SfE
BEOREZBRLANSEERICKRET AL, AHEE
HAMERLTWAZ EAEL, RE - PEltAEE UEIE

BEOD

RABHobhned .,

10. HHEEA
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SMENRMRTEREE GIERH)

11.1.6

B AR (SEEA)

WK PEIRREE, S MEOREENRO O NG
FITIE, EOPICHEXER, WECT. MiF~ —H —%
DREZERT 2 L. BENFRDSNIBEITIIRK

B4k L, BIBRERILEVHIOBRESDMEY) 20
BEITH I &,
.7 EENER. SUEBEE GEEAR)
1.8 HEFREDFER (JHERH)
1.9 BIERTR. FFEEEIEE. |E (JEERH)
BIFERF 2. AST. ALT. v-GTP® LF %% £ fFik
BEREE, BEISHODONEZENDH D, (8.6 B]
0 FEMIBREAME (BEFEANHH)
1 CRORME] (BEEEARHE)
2 BRI BEEAEIREE (GEEA)
WHIER & L THRE. RENH SN, FICHKEERE,
U OSHIERR, EIMBRIEAN, IFEEERIE S, EAEIY LN
RHIRSE 24O BREOEE L BEERSH 5bN S
ZEDH B, 2B, B RALRZATA A6 (HHV-6)
ZOTANAOHEEELEMES ZEHFEL, BEFIE
BOLFE, I FHREREZOERIPERD S0
BT A ENHAOTERT AL,
11.2 Z0ftiDEIER

1
1.
1.1

o 1%L E o s -
5%l E 5% 1 1%K | $EEARBH
B O BEER
EHHE
MEK O =il
VINRRE
R RO BAHRNER & B8 I iE.
FEEE R I HERE
NERSE A&, LR (#EEL. 2%
B MRER
B 7=
BT
\ - ¥R, %
PR NP
KT v A,
mAE EE
HE GhA
=
1EAR (25.9%). | ERE | ERRTTE. 8 8 L 3.
FEMEO F W RS, 85| Bk, &3
§1_8.9 %), éz %ﬁ%;f B%i EH
4 = e TR =i 5 ‘\ E=
w%ﬂ:%l‘am %K%%E
B, SEANN
FERE. R
Y
ARpEE HAEREE ERE, BOE
. BEARE B
RO 8. RS
K \M 7
Ja— 0T TR 5
i BIUE. 1Z T, %2
MBS ) U
IR e, F MR R OEE
Eysaoy il Er
fRE
EDN(41.4%) |RESE. UL |30 U 1 A | e R fE
MEH(26.2%) [N 28, 0|26, OB %, | GFE
1R (21.2%) |NEZ IR, TH|BigMEE, I8
BIEREE | BN IEAE. B |, 8l
% B, B, A
LI EER
{LEHMm
RFREGER (BT A% RE 1 &
fRE |E2E
R O RE | & S FESE ¥Z. ZF
TR E fE. BT
SR O BREE 717 2 2R
fRE FR+ FREA
EHEEN | BEK 8. B2 | H IR AR [R5 v,
OB 5 =T B OFE OB |EJURE, EEIE L, BERN
ERE THHE SRR




5%LIE

1%Lk
5% AT

19 AR

SAEANH

B R

A 2 kA
A CPK
ho. IMFRER
&, I
Ry Ty
LR IN
mee L
A=D1
PR HIML B
. R
R #ERs

07 B BR 55 18
PN = W12
EAE B INRAN
E7 Ul U
D IRFPEA
PGk Iy
L7 F=
hiy Mg R
TREEDN. 1
AN &€ NIl
mHr7 L7+

ZUWA, 1M
PR R B 3 0.
T ERE 5
SN

HE - BV

BE. T
RUOESR
iz

13. BEKRS

13.1 fER
ST R—LOBEREIC L H2EELERIZ, FFIRIMEH,
TR, SHE, RERE, MELTH S,
T M7 I)T72OREREICKD, FEHEOBZN
Whbd, £ics 7L N7 I 7 20 OBRERSHEICHTE -
Zfig - DAOBEIESR 572 EOBENH 5, BEES
IC KA ERERIZ. BEBENE. BHCRE, B, B,
BRE. BB, BTETH 2. [1.2 ZH]

13.2 W&
BREMEE LT, [EEZBER L. ERICIE U7 FRER
LEBOEHEEZITO L,
FSv R—LOBEHSIC K S IFRINEZEORER A 5D
NABEICE. TaFV UNEMEBEDLH S0, B
RIEZFRTHBENDPDH D, £7/ov bTV F—=)LILE
icEDIFEAERESNZ VD,
T T I 72 VOBEERSICLDERPEDN G
I TEFLNIATA VOB ERERBTHI L, [1.2 &
HA]

14. ERAEDER

14.1 FRIZAEOER

14.1.1 PTPEEOZEANIPTPY — b2 5B L TIRAT %
KXOEHET LT &, PTPY— FOBERKICED, B
AP RERBEARA L, BICIZZA2 B I L THER
MREFEOEELAELHRET S ENFDH L.

14.1.2 /NEOFO@ED» 5 WINIRE T 2 L OHEET 22 &,

15. ZDfthDiF=

15.1 ERIRERAICE D 1E5R

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

15.1.2 BEXROBHEFOBREZRE L. LA, BHEULE
M (7xrtFr) BAEZEE - KEICER (8
MRF&E1.5~27kg. FRAHRE4~304F) LTW iz ANZ
WEDIRENDH B,

15.1.3 FERT O MEEAEREA 2 REKS SN Tw 2 4H
ICBWT, —FNARREPRD SN EDREN D S,

15.1.4 BAZEYICCYP2DODIEE N EE TH 2 Z EAHEHL T
W5 E#E (Ultra-rapid Metabolizer) Tl&, T~ F—
LOFEERBEYOMARED EA L. HRINHZEOF
TERDPHERLC T 2 2BENNDNH 5.

15.2 FEERREAERICE D 153

15.2.1 k& (7xrtFy) ORM - REBRE LZE)
MEBT., BEREPRO NI EOHREDNH S,

16. Z49EIHE

16.1 MR

16.1.1 BERS
REMABEIC NS F—JUERIE/ 7 73 ) 72
VERAHEL~38E® (Mo F—UHERRIE S LT37.5. 75
KEU2.5mg, 7 b7/ 7x2>&LT325 650K
975mg) ZHENFOHEG LIz & HEBII»PDST,
ro<2R—=L [(£) -TRAM] EO7Eb 73 )T
WEEPL IR E N () -TRAME O 7 b7 3 7
> OIMIFRBEILZ N2 N5 ~ 28 0 R U 1R
FZCmaxt i L7248, Z 12 105~ 5. 5K B O30
RIDLLTET Uize MY OEMENREILHE A2
RU7Tzo F720 (£) -TRAMIZE SR 2 ICEHEREO-
RAF LR T2 R=L [(£) -MI] IcREfsh. (£) -
M1 DI 55 AR 8 | 33 S48 K0 2B R I Cnan R L 7282 K0

6.5 DA TE TN Uiz, Mg (+) -TRAM&U (£)
“MIDOEFEGEMEA [(+) EET (=) K] omEE
FREEEHERS N OSBRSS A — & IR L Tl
¥) AROER SN HREHEII2NETH 5.
NSYR—IVIEESE/ 7 N7 S/ DT VEER~ 38 ARERORSUEED
Mg () -TRAM. () -MIRU'7 L7/ TV DEYBEE/INS A—S

e NT v R —IUERIE/ Chax tmax AUC ti2
7L b7 372 VEAE| (ng/mL) (h) (ng +h/mL) | (h)
126 119.8 1.8 938.2 5.1
(34.3) [(0.5~3.0)| (360.7) | (0.8)
(£) - 2% 263.8 1.0 2004.3 5.6
TRAM 7 (45.6) |(0.5~1.5)| (580.5) | (1.0)
35 424.5 1.3 3274.3 5.6
(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 7 (24.4) |(1.0~4.0)| (142.2) | (0.9)
. 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
b (2.0) * 1(0.5~1.5)| (4.8) "> | (0.6)
;3/ - 9.2 1.0 %9 | 33
515 (2.3) * |(0.5~1.5)| (12.4) (0.9)
. 15.1 0.8 62.3 3.3
(4.3) * 1(0.5~1.5)| (18.1) ® | (1.0
a:pug/mL (N=8, F#ME (S.D.), tmax; HRIE (HH))
b ug-h/mL
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Nid75mg. 7 b7 3/ 7 x> & LT325%14650mg)
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WIEEsE/ 72 N7 3 7 VERESE28E C 3HR) L7
L&, MmiEF () -TRAMRO (+) -MIEEIIRE
BB ERBBRSHEE TIC, FomEF7E 73
7 = VBB IREZORSHG%4AGE E TICEFRE
ICELTHED, EEMEEIZRoeohzhr -7,

RS R—IVERE/ 7 E NP S/ T VRSRIEIRE 28 E154E (IR E)
REROERS (FSYR—IVEEE/ 77/ 7 T VESiEIsE 5B/, 57
R— VRS 7 L NP S/ DT VEAER | 30R) Lic&EORIIZSHO
MmEFcth (+) -TRAM. (1) -MIRD'7ENPS ) T 1Y OEYBIEI NS X—

oy k5 R—UERRE/ Cinax 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

A3 I (1.6) (0.5~ 1.0)| 2.8 * |©.1)|@:D)

7 11.0 0.8 30.4 0.9 | 3.3

i %% 2.9 *|(05~1.5] @9 |©.D]d1D

at pg/ml (N=8, THIE (5.D.), tw; FR[E ()
b ug-h/mL

Ra: BHEER (BHREROAUC/AEHRSREDAUCS)

16.1.3 BEBIC LD HE

BEBRABEICr S R—VERE/ 7T 73 ) 72
CERAHENE (M5~ R—UIERIEE L T75mg. 7Tt
N7 37 xELT60mg). bT v R—ILIEERIED
AT (75mg) X7 73 722207
(650mg) % ZFNZNBEROKE LizE X, hTv F—
WIS/ 7Y V7 3 7 VAR EBRE L EED
() -TRAM. (£) -MIEUT7E b 7372 0DE
MENREIN T X —Z1E, NI~ R—IUERBIER V7t b
TI) T2 EFZNFNEMTEE LI EE EFED
fExn~L. (£) -TRAM. (£) ~-MIERUOTEr7 3/
TV OEYHEEIC NSV F—UERERT T T
3T OREICEAEBERO NPT,
EMFHRIE SR

FTSEy NEEESE (737 7] EhTLatky NEE
SEX VUAF —N—EICLDEFNFNIE (T R—
JAERIEE LC37.5mgRUTE h7 I/ 720 E LT
325mg) ZEEERABEICHEEREREO®RS LT ImiE
FARZILABEZEE L, B§5NTBY BT X —
% (AUC, Cmax) IZDWT0BEHEXEIEIC THaH#R
&7 - 7245 R, log (0.80) ~log (1.25) D#ENA
THY . WEIOEMZENRSESTER S Nz,

16.1.4



FYEREINS X—9

HIEIST A—=% SENT A=
AUCo-36h Chax tmax tie
(ng - h/mL) | (ng/mL) (h) (h)
Mé;étfij k 644.5 112.6 1.1 5.39
+ + + +
(+£) -TRAM| 737 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@;;?; Mlo1ses3.1 5515.4 0.9 | 4.55
TERT I [, f‘77] +3508.1 +1799.7 | +0.7 | +0.79
7Y NSnwo | 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, F49{E+S.D.)
120 —o— 7Sy AN 377
" —-0-- FoLty MEASE
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
(£) -TRAMDIMERREHTRE
(ng/mL)
8000 (N=24, FH{E+S.D.)
- —@— T Ity NEAHE 377
) —-O-- MLty A
S 6000
W
N
~
n"r
2 4000
L
kY]
N :
£ 2000 fi
g
=
0e ! . ® : °
a 4 8 12 16 20 24 28 32 36(h)
e f
7t N7 E 7 OMRRRERE
IMEEFEEN FICAUC, CoadFD/8T X =713, #E
FHORER, MR ORIEE - BEEOHEBRSEMICL -
TERLZZTBEEPDH S,
16.2 ORUN

16.2.1 BEICKDEE
BERAIC NI F—VIERIE/ 7Y 73 72 VI
BHE3EY (S~ N—UEMIEE L T112.5mg. 7t
7372 LTI75mg) EEAE %K UEE
FrlicznenBEROKES L& &, (£) -TRAM.
() -MIRUOT7E N7 372 rOEYEHEIZEEIC
K AWEELREEITOoNEP-2Y HEATFT—%),
16.3 91
b hMEEAKAER: (£) -TRAM (0.2~ 10ug/mL)
BT N7 37 (280ug/mL)#920% (in vitro)*?)
16.4 {3
(£) -TRAMIZ FE IZ il ©CYP2D6IZ & 0 iE M
() -MUZRBI SN B, T2 ZOfOERRBRE
&, FFiETOCYP3A4IC L AN-i X F )Lk, L7 a v
BEARUOHBREETH 5, 7R T I ) 720 DER
REHERKIZ. FiECco V70 v Bias. BEfasat o
IZCYP1A2, CYP2E1KU'CYP3A4IZ K BAN-T7 £ F IL—p-
RYJF ) VA IVANOBRILRPZFDTIVEY F3 ias
'(“%Zpé)NIO)o
16.5 HEittt
R ABEIC S~ R—UEBIE/ 7L 73 ) 72>
Bl ASE] ~ 388 2 BRI 5 K O b 57 R — LIEEkIE/
T N7 I 7 UEAEIEIIZ28E % 1 H4E (68
J&) REROKELZEZ, () -TRAM. () -MI
RO7E N7 3 72 ORBRPPEHE (B &5
%48 K1E BRI 518480 R) 1L, FThENES

B2 0D18.2~20.3%. 9.4~14.8%%K% U2.5~3.3%TdH 0.
BEERUORERSICLAPEEIRDONEZL» >,
16.6 HEDNDERZHI 2EE
16.6.1 FFHEEEIEE
(1) S R=)L
FREABHEFNIC ST~ K= LIE#EE S 7+ L50mg % &0
BELEE, BEBRALHEEBELTCMEFR NIV F—LD
Cinax & CAUCIZ FEZF T L. t12dd F92.6fFICERE L7
(HNEAT—%). [9.3.2 ZHE]
2 7Ev7=E/7zxY
FtseEfRERE (BE~hEE . SE 56 &7t
N7 373 1000mg OG5, RERA L
HE LR 72 b7 3 ) 7 2 VOAUCIZR] . 7TR51E
MU, 3 K2R EE LY WEAT—%), [9.3.2
ZHE]
16.6.2 BHEEEIEE
(1) ST R=L
BERERE (VL 7F= 27U 7T A 80mL/min
DIF) 216 b 5= K —)LIEEEE100mg % BRI %5 L 7z
L&, MEP NI F— LDtk CAUC X R A D
FNENRARTLMEROUETH 5720 SEAT—%),
[9.2.1 ZHE]
PENPEZ/TIV
BiRERERE (VL7 F =275 A 30mL/min
LUR) 1372 b7 3/ 7 2 1000mg % #EO#%5 Liz &
&, BEI~UREBOMBEF 7L M7 ) 7 2 Dtinldfd
FEALA (4.9RFR]) S HE LTI 7B RICEER Uy AUCs2am
HRLOEHEMLZY (HEAT—%), [9.2.1 ]

17. BRERRLEE

17.1 BZMERUREMICEAT 2 ER

GEN A EIBEETE)

17.1.1 EASE DEEER
BEEEIIEREMASEEZSh, JEXTFa4 FiE
HAERAOROBSICI D+ RERYEIE SN
TWEMEREREI’E (b~ F—LIERIE/7 & b
737 = VEESEROM. T REE93f%]) &R
12, EER T MY R—LEIE/ 7 73 ) 72
VECESELRI] ~28E 2 | HAEERR S Lz, —EE
BHAANORITHRERZM/- L-BEIC, FIY R—LIE
BE/ 72 N7 ) 72 VERERENIE T IR RS U8
LICEID T CAHRRRES L - &, ZEER N TOHE
BHREATDEZANRNY NELIARY NEEZTOH
Bz 7S RBEEHEL NS~ R—VIERE/ T b7
)7 VAR TARICEY o (B FSVUR
7. p=0.0001).
JEE MBI OBERFERRIZ. 79.1% (219/27761) T
Holz. EBIERIE. EDI256 (45.1%). 1HIR77
Bl (27.8%) WEM766 (27.4%). ER#S51E] (18.4%)
EEE O 1446 (15.9%). TH -7,

17.1.2 ERRRSHER
SHEEE (BEE. ZREEEE. BE) v~F. E
BRIEREE, FIRESREEE. BRREERESE
BiRRE) ICESBEEREAE L. FEAT O R
REFHIOROREGIC LD +oLERSRIEONL
WEHEIOM 2RI, NI R—LIERIE/ 7T N7
37z UERESEIE]~25E 21 H4E., EEERE LT
JEEBR N CHRESZERHS Lz & & DVASEOFHE
3. BTELZEHA 065.80mmIc it L T, BB HA2SE 1T 1
29.93mmICE R L. ZD%. BEHS2HEE TI3IF—E
DETHE LTz,
BITERFIERIZ, 96.3% (183/190f1) TH-o7zo Fiz
BIER Z. ED10261 (53.7%). 1EF7441 (38.9%) .
& 7161 (37.4%) (2B F W51 (26.8%). 1
AR38%1 (20.0%) T&H -7,

(R DER)

17.1.3 EAE DEHEER
BHIR R O S E 2 NEE 3 5 NEEREERER
ZHEIT L. IREBER 2RO - BE328% (hS~< K—
JIERE/ 72 b7 3 ) 7 = VERASEREIRM. FS <
R — VIEERIERL66H]. 7R b7 2 7 = VEEI30MI) %
MR, CEEM N ChSY F—LVERIE/ 7Y T
37z VERANE. NI~ R—ILIERRIE Mg X1
T M7 I T xr650mgEEEEE LIz &, B
B E TORADREE DRI (HE5HBDFEHD
WEELY [WELEL] ~ [Z2UE] OSEET. 0.5
~ QW CTREERYICEMA L /- & 2 0 BFEE) OFE
2. NS R—UERE/ 7Y N7 3 7 VECATERE
17.7. b < N—)VIEEBRIERE2.4, TR T3/ 72
VE13.3THD. FIV R LIERBE/ TR T I
7 VEARBESHEABOMICERESRD N

()



(Fisher®LSDi#E, W N $p<0.0001), 72, kT
v R—UEBIE/ 7 b7 2 7 = VEASERE®RICE
I BHETORRE (BARORED [# L] T [EE]
ICET 2 £ TORE) OFRREIZK0FTHD. £
DRIEIFVEFR L -BEICB T 2 REEERL (£
MBICREAOEEY [FEE] it [BE] BT
% ETORR) OFREIZR2707TH - 72,

BIERFIMRIL, 57.6% (76/132]) TH-7:o Eik

BIE B 13, EER39%1 (29.5%). ZEDI8HI (13.6%)
FEIES F V1261 (9.1%). IEHIF (6.8%) TH -
7217,
RESOERICHS 3 ERNE
sy [T ESR COM DB EEORA
IR | i FRE | Fisherd
+E%EE | (B Bh)| LSDi
h S R—)LIEREEIE/ 132 17.7 18.5
FE T T AR +7.91 | (0.0;32.0)
hov R uEEETSmE | 66 | 0% | (00 0.5 | P<0.0001
T bh7 I/ 7x2650mg | 130 4_3287 0 014300 5) p<0.0001
18. EFNEIE
18.1 {ERER
18.1.1 ST R=IL
Z v Mz Wan vitoilBEORER» 5, P I v R—

18.1.2

JNSHFRIEERTIERA L. b I~ F—L R OGRS
Ml@u FEF A RZEEAOHES. LN hT< F—
CEB /N7 RLFY RO N OBID AA
I‘E%{’Eﬁﬁfﬁ\ SERERICEST 2226059 19,
NPTV
Zv MERWzn vivoRRBOFER» S, TR NTI ) 72
VEEICHBEFERTIEA L. N-XFIIL-D-7 285 F
VBERAEROY T AY AP EMAE N L —E s
BIBOMEEER. BOTO = 2EEE2 N L-RE
BB 72 E75, fEﬁiﬁVEﬁHt:Eé%’é“ét%z%ﬂém n,

18.2 $ERE{ER

18.2.1

18.2.2

YIUADQTEFLAY) VERIA T TITBVWT, b
TV R—EBEE T N7 I 7 2 OMAROR
Sl3. 74V AR T T LK BBITOER. HENIC
FA VY ITRIGEMFET B ENRBENLD, 272
L. EMZBWTWE NIV R—)UERRIE/ 7 N7 2
7 VELAROHERENZEBEIER IR S T L,
TYaNy FESKT Y MIBWT, FIY R—)UE
EgtE (10mg/kg) &E7E 73/ 7z (86.7mg/kg)
OPFFEREORE T, FIAEO&EY RIS 1A
Ty IREVE K OREHOR U R R R B 36 OV BRI B
7o =7 EZRAFH LY,

19. BRI ICAT 2EBEZHNAR
19.1 F5< R—)VIGERIE
—REIEIN 0 b T~ R—LIERRE

b4 .

BFR
TR

(Tramadol Hydrochloride)
(1RS,2RS)-2-[(Dimethylamino)methyl]-
1-(3-methoxyphenyl)cyclohexanol
monohydrochloride
CisH2sNO2 - HCI
299.84

AR E@@%DEIE HOMERTH S,

IO TBETRT L, AF ) =)L, T¥ ) —)
(%)Rm%@(m@c:%u%ﬁmc
IKIBTR (1-20) 13FBEHE 2R S 20,
TERBEDPTRDO N5,

feetgg=

HSC\N/CHS

. HCl
B O AG F AR
O\
CH,
Rl © 180~ 184
19.2 PEbPS /T

—ffEF : 7 b7 3 7 x>~ (Acetaminophen)
{b#4 : N-(4-Hydroxyphenyl)acetamide
FF L CsHONO:

DFE:

151.16

R BEOE&E

IEREDHRTH 5.

Ay )= LRIETY ) =)L (95) ICIETFRT <, K
IZRRBEFICL, YIF LI —TIUICHED TET
1< W, JKEE(ETF MY LRI

b EE

OH
HCJLN
3 H

Al 1 169~172C
22. A=

100%E [108% (PTP) x10]

500%% [108% (PTP) %50]

50088 [FIAF v 7R, NT]
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