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TRAMAP-ANAG-007 | 3004 B AR M OV FEFE S BRI AT
A RIE e N

Wb 55 AR BR %L m a9 5 BE _HEHEMREESLT T

TRAMAP-ANAG-010 | 40043 R} ONFEIE st B AEAT
T ] EL kR

b 55 AR BR WL m a9 5 BE _HEHEMREESLT T

TRAMAP-ANAG-012 | 4004 B AR M OV FESE S BRI AT
A RE e e

AN 55 ARG BR W% maE a7 5 BE CHEEMREERET T

TRAMAP-ANAG-013 | 400/ B AR L NI BT
T ] E ek R

AN 55 ARG BR B 2T DA CHEEMREERET T

CAPSS-104 (ZIEMEBRfTE) 32141 ARk BRI AT R b

AN 55 AR AR IR AT 5 BE CHEEMREERET T

CAPSS-112 (MEfEAE) 322451 & ARkt R AT AR bR

U455 AR AR B EH T HEE CHEEMREESLT T

CAPSS-113 (GRRHERD TR E) 31541 AR Sk BRI AT R b

AN 55 AR A BR @M 2 A L COX-2 4R /Y CHEEMREERET T

CAPSS-114 [HEAZ G Th L EE (B 2 7N S BRI AT R R b

TE: B S E) bR
30741
U455 AR AR B EHT 5 EE CHEEMREELLT T

PRI/TRP-CAN-1

(M iE) 33841

T AR e PRI AT R ) b
AR

Wb 55 AR AR T BRI L2 LF O &I A3 CHEEMREELLT T
CAPSS-105 PR L 7= /35 30841 AR Sk BRI AT B b
YA+ 55 AR AR A MENERE 2 A9 5 B CHEE AR b SR
GRTF-ZAL1 11941 Scf BRI A TRER b sk
HEH¢ 55 AR A BR BIEEE A AT 5 BE R E S (PR (A
TRAMAP-ANAG-006 | (ZTEMEEIEE, ML) Sk BRI A T HE R bb i aliR
—HERH 46213

© : R O : BELE
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(2) BRPREEEGER
<ER>

1)

2)

BEEE5HE (INSO13-JPN-01) ©

BERERR A B 8 BIICAH] 1~3 $E 2 HLEIRE Ndx G- L7c & 24, BHEMIE 24 Bih (A —#5RE 8
BIX3H) 1261 24 MHICHEB Lz, FREMWEMIZ. wEED vy (10 14) | Eo (61F) kKT
NN (6 1F) ThHotz, BIEMZEIIEL - EUIARA OB G BT L TN LT,

REHZRSHEE (INSO13-JPN-01) ©

H AN OV NBERERC N BVER 8 15l % R G AR A &2 Z2fEREIZ 1] 1 88, 1 H 48], 5 HREXIE
AL Lz 2 A, 16 FF 96 56 1 (HARN 46171, AN 5649 1) OREIEHNREEL
L7z, E2EIEM (2610 E) (X, BARANTIZEMEZK 36314 . BATITIR (36424
) ROMEREE (26181F) ThoT-,

Tz, HARNERA B 8 FlICAF A ZEMERAIC 1R 288, 1 H 4\, 3 HIMEROES L
7oA, 8pBIH 34 16 FORIWERMNIBL L=, EREIWEM (2 HILLE) X, B (2 4] 8 1)
Tho7,

ARBRICB N T, ECRPZEDOMOEERAERFRIITZO N2 oT, TRXTOREFRIL
BEC—ImETHY, BEDFE O b, BRBRERE L ONA Z P A 20T, FEHEED
5OBBNE R INTZ b 0D, BKRICHEELE 722 b0 o7, AANTAREBR OB 5 B4
PN TORBMIRIFTH -T2,

EE  AFIOARHEHE

SFERANEEMEEE RE. A, 1E18E, 1 H 4RO TS, RS 4R LTS L,
R, ERICS U CEEMEET 525, 1H 28, 1 H SEABL THRE LW &, 7. EEFOE S I8
FBHZENEE LV,

PR ORTRE  GEE . R, 1 28EAROEET 5, B, BINEETA5AI0E. BERREE 4 FEE
PLEZEiF, 18288, 1 H8MEABATHRELANI ., F7-. ZHEEOREITRTS 2 ENEE LU,
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(38) AERIERRAR

<ERN>

% I AABGEREAER (UNSO13-JPN-02) 7

NSAIDs Tl iﬁf;«b%rir 53 72 EN ORISR B 95 Bl &2 xRS, RFIOHES DO EDTH
5 kT = K= IEERE Dﬂ%Z&@@X4E(w%mm)ﬂ@%@%%b\lﬁﬁKZM@@

#oﬁ%bflmngX4E(MMmgm 72 RS o - HEICCEF 35 HE TR 5
ﬁﬁbtom%ﬁ@iﬂlﬁ&%;iﬂ5h@ﬁf%@ VAS EO S EN RO bz, £z,

VAS D ZEACR D 30% LA TH - - 48E OEIGIL, 70.5% (67/95#]) Tdh-ol=, ZDOZ &0
5. NSAIDs TIFERNEN A+ BFICR LT, Mo~ F—UEEEROAIT 1 B 100~

400mg DEHIZ LV #mIRE TR L. BARASD N T~ F—/VIEERIERE O 5 5-RF O SRR E

NEDREGLDRBEWVE WL D EHEINT,

HEBRTYA HEBRMEROS (WEiE) Bk
SES ST B EIE SO I RAE L D BV R 2 A3 % A8 11901

- TR B ETE ST ERAE (ZFE 5 18R 238 1 H LA Rt

© BB IBAAAETS o H FHICNSATIDs#% A 4 2 38 5 i e M 8T 14 B BA_Eflkise
FLEREE LTHEESND S, ERDED A5

- BTS2 IR 46 AT 48 IF IR 12 J6 1T % B b SR\ 2 D SR 73 VAS  (Visual
Analog Scale) f£ C40mmbPA F80mm A

AT BAAGRT S R LA T ORI MG T S 7o B

- BURAD (ESTALL ARALL RREZWINA], NSAIDsLANOFR O AL O h:
FRRRS R - BB R E AT A GERAL BISITEAR, RO AL BRI
DG

- PUEMBIER 26T 2 Ao %

SER A BUEBEIC b7~ F—/ R 100mg/ H 2 1 HARENZ S0 TG L. £ Dk,
AT HE. BEMECIS U T LB 100me/ B3Rk L. SRS Lk,

FEIMHIEE %%ﬁﬁ@wwﬁwx%x§4ym6@%m5

KT REVASTE D R_R— 2 T A Vb OEL B R EIT, — 33.21lmm
(95%EHHX M : —387.6~—28.8mm) Th v, VASIED L ENFRD H LTz,
A L7ei3 o T, EFVERR B ETE ST AE I 5 18R 4 A L. NSAIDs
TR RN R R BEICH LT, T~ F—/LHEEEEIT1H 100~
400mg D5 X 0 BREAR AR 2 L AR ST,

& FIVEI R E1181.5% (88/10861) T -7z, FARRIEMIL, HHR28.7%
B2 (31/108f1) | Ex22.2% (24/108f%1) | {#H:19.4% (21/1081) | Mar:
10.2% (11/108%1) . FEIMED WV R ERFE % 8.8% (9/108%1) I TMNZ

Z2H Z I FEES.6% (6/108%1) T - 7=,

R FIHTITRBD SN2 o7z, TOMOEELREEFTRIZIFNH
ﬁbkﬁ‘%%%&®lﬁﬁ% TIRBRA Y R L TR L) & &
-,

EE  AAOKRAEAE

CFEMR A - R, RAIZIE, 1182, 1 B 4REAOEST 5, BSR4 ML EZ2T 5 2 L,
R, ERICS U CEEMEET 525, 1H 28, 1 H SEABL THRE LW &, 72, EEFFOE S I8
FBHZENEEL,

PR O W, A, 12 EERORS TS, k. BINEES TG, BRERIRE 4 KR
PlEZeir, 1H 2488, 1 H 8EEZBATRELRAVWI &, £70. ZZEBEORGITET D Z ENEE LU,
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<@ s>

BAELLILTRERCHR
% I #HEGREREAER  (TRAMAP-ANAG-007) ©®

HER
THA Y

THEBREAERLT T B AR M O FEES B A TR PR

R

TR IR 2 A9 % 38 30001

ERAR -5
&

< IARLLE IR ST TE AR 00 SR 8 O P 1T 21T o T2 B
SRR U, BRRE. PSR ST D 4B PR TSR DL R OSSR 2o TR

XA
A

F BT X VB EEERBAER], ZBRSREL O DA TR OB G- A2 T B B

=B E120 A UNIZBER O T v a2 — VELH | EHRAF SOIE R 72 R B OB 2 A
T HEE

S E30H UWNICHORERICSIN LB %

AERATE

k7~ F— U ERE 25 mg HAIRE, FIS0mgHAIRE, 78 F7 2/ 7 = L 650mg HAIRE,
k7~ R—/UEERIE25me/ 7 N7 2 ) 7 = > 650mgHt L. [F150mg/650mgH FEE,
77 B ARBHCEID AT T, HERROEE AT o7,

EEA
HE

* RN=RT A URHCEE GHlERE THEEULEORA) DAz A LIPREICE
DRI O A OUGERE (PAR) | 4RFAERF OJ A OBEE (PI) O~N—R T A
VDD D2 R (PID) KM U'PAREPIDOFT (PRID)

- PARDO#:F1 (TOTPAR)

Z 040
S B

- T IRETRENE B D F CTORMH

- SR 2 R D Fife e

- FBH R A O FIE M OB 80 Al D 16 5- F T OIRERH]
- BB O AR A

B

s

FEF@EIER

kT~ R— B 50mg/ 7 N7 2/ 7 = 650mghtlE, 1T & A EDFHEE I
WT kT~ R— UERMESOmglf L W AREICENLTEY, 7 7/ 7 650mg
BElZxF LC, PAR (2Ff#) . PID (2. 6—8KffH) . PRID (2Fff]) THEIZHEN
TWz (G, p<0.05) .

T~ R— NV EE 25meg/ 7 & T 2/ 7 = 650mghtiE. F T~ R— LR
25mght & i L THBEICEN TV 22y (08T, p<0.05) . 7B T/ 7=
650mghE I k3 DE-MEIIRRD Do 72,

Z DD EFEEIEB

kT~ F—/UHEREES0mg/ 78 N7 2/ 7 = 2 650mgREIZ BT D+ AR e E NS S
N5 ETORMMNEY (48%)) DML T T/ 72128500 THY . #
RO N RV (25757) OIIEL C R I~ F—UEBIEIC L 2 b D Th o7z,

FE bt

BIVERZEBIRIZ, b T~ R—UEBRES0mg/ 7 7 2/ 7 = 650mghf Tl1118.0%
(9/50f1) | [F125mg/650mghf TI1%10.0% (5/50%1) . 7k F7 X/ 7 = 650mght
TI32.0% (1/50%1) . T~ N— UERES0mghE T1314.0% (7/50%1) . [F25mg
FETIE8.0% (4/5001) KO 7 B AREETIX2.0% (1/5061) THo7z, bTF~ K—L
W/ 7' N T 7 2 VOB OV N T~ R— UV RBIERE Tl L <RBO B
TRIERIZE LR OIEM-TH o 72,

ARERClE, KR NZOMOEERAEFRIRD N1z,

EE  ORKIOEZEHER &

SFEDS AR MRS R, BRI, 1R 1TEE, 1 H 4RO T 5, BRI 4R EZET D Z L,
R, ERICS U CEEMEET 525, 1H 28, 1 H SEABL THRE LW &, 72, EEKFFOE S I8
FBHZENEEL,

B O - BE, AR, 1E 28EARDEET 5, B, BIETA2H6I12E. &5RHFREE 4 KEH
PLEZEid, 18288, 1 H8MABATHRELANI , F7-. ZHEEOREITRTS 2 ENEE LU,
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(4) HREAIEAER
1) BIMERETEER

<ER>
DOIEMNAMIRMEESRE - SEIMAEERKREAER (INSO13-JPN-04) ¥ 1
B E X TUNEBIEIE & 2Wr SHL, FER T oA RIEERERFA O D& 512 X 0+ 72850
ZhRDT B N7 BRI B 187 B ORAIRE 94 i, 77 B AREE 93 ) Zxt5ic, EEMRT
TAAI 1A 1~24884 1 H 4B 2 &GS L%, —EE5R~OBITHEL - LI BHFIC,
AENNE T Z7 R %7 X NTE AT T 4lEBEE LS, —EHER T COEMDEAT
PaARX b LTeA Xy MREAEETOHM (RE) 1377 BRIEE I LARIBETAEICER
Mole (v 2777 kE, p=0.0001),
BIVERZ BRI, 81.9% (227277 #)) Th-o7-, E72ENWER L, Els 128 6 (46.2%) . IR
78 B (28.2%) . WEM: 77 5] (27.8%). {HH 53 5 (19.1%). FEMED F > 47 ] (17.0%) T
BT,
FERBMEOC " EHERBZE L, ARBRYFHIECITRO N2 o7, TOMDOEERAG
EHEGL, —EHEMRMOARKFCALNTZEED 1 Th-o7ohd, 1B & O R SERIL,
RERHYSERNC LY TREZR L) LHESNZ, B, HFERMEOZEHERMO T 7 R
TIHEERAERZIRD NN T,
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QirmE OERE - £ 10 /MMEERFER (INS013-JPN-03) - 12

B HIBR M OV et 50 8 2 LB & 5 T BB s P s T & hid T L. $R R RV AR oo 7o i 328
B (RFIEE 132 6], b T~ R— UEEERE 66 ., 78 F7T 2/ 7 = U8 130 B) & XIRIC,
THER T AR 28, bT~ N LR T5mg X7 & b7 2/ 7 = 650mg & HA&
HLlE &, B5% 8 CORADKEE DTN (TOTPARo-sh) (3% 51 DI A Dk #EE
Z TEe L 048 ~ ek 44 ©5 BT, 0.5~8 Kl £ CTREFMICAEm L7= &
X ORME) OFHMEIL, AFRE 177, F T~ R—/VIERRIERE 124, TR T2 7 =R
13.3 TH Y . AFIRE L S HABEORICA B EDFRD 57z (Fisher ® LSD 5, Wihvd
p<0.0001), F7-. AFFHEGHRICELTHETORM CRAHAOFREN L) Xk M) (2
UGBS 5 E TORM) OFREITH 30 0 TH Y . FTORITEFRNFR LI BFICB T 2%
FRgilsft] (R AORREN THEE | X THE) ICET 5 £ TORH) oFdfEix
K270 3 Th o,

RIERFBLRIL, AAIHET 57.6% (76/132 1), b7~ F—/LHERRERE T 53.0% (35/66 1) |
T N7 7= 829.2% (38/130 ) TH 7=, TABWERIZ, AFIEECIHEIR 39 #]
(29.5%) . H.D 18 #4] (13.6%). ZEIMED E N 1241 (9.1%). kT~ F—/LHEEHERECI3H
IR 15 %1 (22.7%) . ol 10 1] (15.2%), eV ve s 8Emefl (9.1%), 7E A7/ 7=
VRETCIIERR 14 1] (10.8%) . M B Y /L E N 11 B (8.5%) . .y, B4 4 1 (3.1%)
ThHoT,

ARBRIZB W T, EEHFNIRD DN oT, TOMOEERGFEFRT, 7T/ 72
FED 0.8% (1/130 f51], 1) 1ZHEBLL 7=, MG SN FITIMEBIE CTh > 7203, 1RBRIE &
DR FEERITIRBRAE S ERIIC L v TRSEZR L) Ll Sz,

RV-2 HEEROEREICHEITIHEREMR

B E5#%8EME TORADHEEDLM
- ; (TOTPAR)
ks L T Y Fisher®
TIEERE (& &K LSDi%
AK| 28 132 17.7+7.91 18.5 (0.0; 32.0)
k7~ F—/VIEEH 75mg 66 12.4+8.36 12.5 (0.0;29.5) p <0.0001
TR b7 7= 650mg 130 13.3£8.07 14.0 (0.0; 30.5) p <0.0001
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<Bn>

DFE M+ERKRER (CAPSS-105) ™

FER
THAY

CHEREIEA(LT T A AT RE R MR

BSES

TR BEERE (£ © JE S8 A FHER L 7= FB 5 30841

ERAR -5

- VIR M OV I A 2 £F 5 SEGEE O 2 T I B FITE XU 28 O MER B AE % 14F- 2L E
HLI-BE

- BERBHAART DD 72 < & 1 30 H MINSAIDs & "COX-2i& R PR EA| & [F— H & T
BELHFOBRE EBRPLE-AETEET 0L L)

- A7 V==V VT OFIEEZTET L, FEBSAI2~5H BICETHREEE O B OF
FDOHERE) NEDONT-EE

- R AFURED LSRG 23 VASHE T50mmbA b, 4B DFREE N FE CHEELL o BE

XA

C AR ICB W THIRAT S IIAEFEFLEOLDIC N T~ R— VEREO R 5 %
ik LB

- FAAFLAT30 H LA b 7~ R— ViRt 2 % 5 L 7= s

« T U F NEITRTICNSAIDSs X 13 COX- 238 R A P41 LIA o R Bh 8 4 [ AT
AR CUL) MEAZETe] 285 1, &5 L7230 IR o 545 LA
L ORFEARGE L TR nBRE &

AERTT A

WEIOHAKEN R N T 2R 16E (RFILEERE) . AFl28E (RFI28ERE) . 77 &
RofE (7T BARE) ZH543RECEG L, TORITIAFBEL VT 7 2 REEO2REIC
AAN XX T 7 2R %1011 30288, 1 H4R4~6FE Z L I (1H8EEZ M 2720 L D)
10H W5 L7z,

F R
1HH

FH1~5H BICEBT 5 Ha OfARE (P OVHE, OVFEAUERE (PAR) O
FHIE

BIREH
A

a1 % G514 AR O A EE o (TOTPAR) . Western Ontario and
McMaster Universities Osteoarthritis Index (WOMAC)

HE5%1~5A HOH 2 OPT CEEEIEHERE) 13AKI#E1.3910.61. 77 AR
1.66+0.60. PARD FHMEIIAAIRE2.08+0.89, 77 B AREE1.6720.94THY , T
NOIEIZB W T O AFIBHI AR ICH A2 s LT e (8o, p<0.001)
#5142 4RO TOTPAR (CEHAME CHEHER ) 1, AAI1EERE6.5413.79, [F]28EHE
7.36+3.69, 77 EREE6.55E3.42ThH -7,

WOMAC FALRJE J OB 3T A = 712 L DA TlE, A, B EATEI O RS
BAEROERICBWTARIZT T SR LY b AEICRA a7 2 L G585
Hr. £ p=0.004, p=0.013, p=0.008) .

P H it

BIVEFRERIL, AAIRETL41.6% (82/197%1) . 7T AREET19.8% (22/11141)
Thoi,

ERRWEA X, AABEHCB W TITEL16.2% (32/19761) | FEMED £1110.7%
(21/19761) | MEMH9.1% (18/197641) . HiK6.1% (12/19761) KO 5 FEE6.1%
(12/19761) . 77 B ARREZ IV TILEEET7.2% (8/11141) | FEIED £ 4.5% (5/111
B) . TFHI4.5% (5/11141) | EOKROEMAWNTILS3.6% (4/11161) ThHho7,
AR P TITRD bR hoT-, TOMOEEREEERITIT T RO 1A
\CDOBIEBLU T3, IRBRHY AN, 155R3E & O IRIRBIR A wlaet/ ) & fllr U7z,

EE  AFIOARHEHE

SIEM AR MR - EE . A, 1B 18, 1 A 4RRO®%E5T 5, HEMEIT 4L 2T 5 2 &,
2B ERIIS U CHEEHERT S, 1E 2488, 10 828 TR LW &, £/, ZERroO# 5 130
FHZEREE LW,

R O EE ., RAICE, 1 28EARNEE TS, B, BINEETIHAICE. BERIFEE 4 B
PAEZ2iF, 18288, 1 H 8EEXBATHRE LW &, T2, ZEEFOFREIIRET 22 ERZEE LU,
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Q@ M+AERKRAER (CAPSS-237)

FER
THAY

T HEREERT T & A AT R MR

ES

Bl PRI AR RS s P 2 A % /R 31301

FREHE

- E3H HIEL BB TR RIS PE R SR 2 A3 2 B

s T UF NESTT IOV E B3y AL B0 MEERE ALY (B LIF) A
AV oEFE—HETHEHNLTWD, UIRFEHIRDOHEZIT> TN DEE

s R—=2 T A VHIMTHO S B E B4R M ORAO M 11ERE [0 O
B72L) ~10 (BN ARDFEA) O11BME TR CTHEERELL Eo B

EXAC)

BRI TC R I~ R UEIE X E N T~ R—VIERIE/ 72 v T ) 7=
oG LN LNRAR+ S TH T2 BE, UIFEFROD
(e H 2k LR

- PRI E MR OMIT . KV RVIEIRIER 2 AT D B

ETHEOTIRITIHEOMRRE R (B - RMEEIVIE) 2/ 285 %

HERATE

THERIBICED  RFIUT T TR E, &5 EE BMERICH &7 5 10 H R oMY

IR & 1 H ek 88E £ TR e 2 ST OMERF AR . FH66 H % 5- L7z,

<55 1k>

WM - AF T 77 AR Z1E18E, FH1~38 BiX1H1E, $F4~6HHIL1H2
B, %7~9HHIX1H3FE, 5100 BIX1H4RES Lz, 72720, [Ehh
OHIBHZ LV AT A & L WA TR E Clo iK1 H 2R 5 L T
HZ e,

HEFFHARS : AAIX 7 7 B AR 2 BEOMLEIZN U LRI IZ28E, 1H401FE TH5
A (1HKR8HEET) & Lz,

EEET
A

Hx OS2k A (11EBREREAN) D2 L&

B REH
A

VASTEDOZEA &, MEREEE A 27 (11EMEEFHE)

prEat

s

HERFHIM O R ACETHMICI 1T 5 B 2 OFEEM 7w A CEBE) OX—ZF A 2
5OEbE CE¥ME R 1IAFIRE-2.712.56, 77 EARAE-1.83+2.30
ThY, AABRIAE IR Z2%EL TV 8o, p=0.001) .
TR VASTE DO RX— R T A b O g CEE AZHERZE) 13, AFIRE
-30.6+27.3. 77 BREE-17.2£25.4TH Y, AKFBIIFZEITHAZLEL TV
(33T, p<0.001)

HEFFHIM O B BIEIRFEE R 27 OR—=2 7 1 b OB (CEAMHE 4R
7=) 1%, AFIEE-2.95+2.74, 7T BREE-1.88+2.25TH 0 . AFIREITAH F I HEIR
fEEZWEL T e GE#oaotr. p=0.001) .

P Hp M

BITERZEHRIT, AFIRET36.3% (58/160%1) . 77 BREET30.1% (46/1534)
ThHoT,

FERIER IF AFIBEZ BV TEEL9.4% (15/16061) K ONFEIED £ 15.6% (9/160
Bl) . T T RRBHCRBWTIXEER6.5% (10/153651]) Th 7=, AHFIFETIZEE 2]
TERIX, BROME0.6% (1/160%1) . Mi9%0.6% (1/160%1) T -o7-, FETHNLRD 5
Niginol-, ERFEH5HRIECESTZRIERIZ, F01.9% (3/16061) MK OMER1.3%
(2/160%1) FETh oz,

EE  ORKIOEZEHER &

SIEM AR MR - EE . BRI, 1B 18, 1 A 4RRO®%ET 5, HEMEIT 4 RELL 2T 5 2 &,
2B ERIIS U CHEEHERT S8, 1E 2488, 10 822 TR LW &, £/, 2R O£ 5 130
FHZENREFE L,

HREH O - BE, AR, 1E 285D EET 5, B, BIETA2H612E, &R 4 KEHE
PAEZ2iF, 18288, 1 H 8EEXBATHERE LW &, T2, ZEEFOFREIIRET 22 EREE LU,
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2) REMHER
<ERW>

Rl 5HER
SE M ARERPRAXER (JNSO13-JPN-05) '™-1©

FER
THAY

e UE R SR

ES

18 B 21941

EGEK

- BICVEREBIEAE, ERIE, BIEN Y v~ T, SUBMUEMRE. BEIRIF IR AT |
HRRIIS AR S X D IR MRS 0 RS IBRAARE A T3 A UL ERFE L T %

- AT IIBHAATTS » A I NSAIDs#R 174 2 38 & fie = 8 C 14 H BL_Eiflkfoe L T
Hans b, SRIEN A5

- BTEL B 4G AT 48FE R I 38 1T 2 SR Y 729/ A D T8 FE 73 VAS{H CT40mm PL -
80mm AV

F2BrSY

- SRR OV IR IR AR A A A ROMIS & g S D B

- BRI e MET LB R DN D REDOEIR L O BOHE (BT 0sME,
SHRSE) AT 0RE

RBRHIEPICFE AT ESN O BE F

AERTT A

AHNZ 1A T8 (FBEPHKLE T LITRE) . 1H4ENI T CThlM#ES- Lz,
AERERLED DGR O IRIEAHIR L7223, LIS MBS U CHFRIBED L §
Zall Lz,

F 75 5T
IHE

- W24 K] D B HAETERH R U 2 P72 R A O (VASes) EOZE{LEKR OHER
- I I DA A

+ SF-36v2™ (SF-36)

-2t (AEFRSSE)

RO 5 218 U2 1B B G EEski34.652 CH Y . FIHEZELGE (T
< R— UG/ 72 7 2 ) 7 =) 13172.77mg/1497.3Tmg TH ~ 7=,
VASo B DO FTEIEH (AT TRI3H O VAS i CEHIE I YERZ) : 65.8
+11.6mm) 75 DEED EHEIZ4EREN-22.8421.2mm., 283 -35.5+
23.2mm. 523 -36.5+21.9mm TdH -7,

e ERE N THEEgE] L E2 R LEEEBREOEIASIT, 4HF45.3%., 28
67.6%. 52HIF72.9% Th -7z,

SF-36 D4 FAL R FERF S OTEBREEEE 5-BI4A H & OB EO FEHME L, 1RIES 458
TIX1.5~5.5800 L., 1GRI281H TI1%2.3~7.9. 1A 521 CT1EL3.9~9.08 L 7=,
TALRERRIL, WTHOFARE A TH [EDJFA ) OUGERR b RKE hoTe, &
~ U —2a7 0% E CEHMECERERZE) X, FENERNIRFEM4E 3.6+
9.95, 1R HI281H T4.1-12.64, 1R MI521H T5.8+-12.42, FEMAEFZ )N TEEH4
#T2.0£7.19, 1REH281H T3.59.27, {#FEHS2H T5.1:8.69TH Y . HIKH
TR, BN EZEOVTIICEB W CHIREMEE ChEED LARA LN,

REHD YT

EIER B RIT, 96.3% (183/190%1) T - 7=, T2BERA L. El353.7% (102/190
f511) | EF£38.9% (74/190%1) | NEMH37.4% (71/19041) | ¥FFEMA:D £ 126.8% (51/190
f5l) | EHAR20.0% (38/190%1) ETH 7=, o EELREERIL. IEH1.6% (3/190
) . EL1.1% (2/19061) FETHoTm, FHEHNIRBO e -oTe, ERFIRIC
EoRIWEAIZ, HEil14.2% (27/190%1) | MEHES.9% (17/190f1) | FEhED F
16.3% (12/190%)) % Th -7z,

e & < AN A EFESRIT. FICED, G, SO 4 A RO B
HERRTHY | BEBEIIE DT 1T E A EDRRED G FEECTEHAHET
Hotr, FEAROEMRGIZ L D RZEME~DEBEITRO LT, BEMICKE 7
ML 2o T2,

(5) BFE - REEFHER
[V-5- (4) -1) HhERGERE] DOIESHR
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(6) AmAER

1) ERAMERAE (—RERARERE. HFEERKGHAE. ERARELEERE) . HERTERT %

N—RAE. BEMR

FTRERABROAR

ERAERAE (?Euféﬁr)

RERERE AT OBEEZMR L LT, AFOHEHERERTICRIT 22748

52 PER OVE 01 % Matd 5,
E i HAM Rk 2441 H ~ Rk 25476 H
B 12AE 51 %% BEER] & LT 25041
R HAR AP GBI H X0 1EH
US R AiE 51138 2994
N R b S BIVEAZBEIG1X37.7% (112/29761) ThH -7z, FHBL
L7=E70 ﬁ%ﬁﬁ RHEIAE%LL L) % TFRiliord,
RIVEH 4 FEE (GEEEIE %)
CIVIN 69 (23.2%)
L M - 28 (9.4%)
FEED 21 (7.1%)
fEE AR 16 (5.4%)

MedDRA/J version (20.0)

REEAICET SRERAREHRAE GEAAMKIEEER)

B AMEMIIR 2 AT BB 2R E LT, ARIORBIHMIETIC

2R Bl D2 OE M E B
E i EARE Rk 2348 H ~Fh% 26410 A
B 12 eI 3K BEIERT & LT 1,200
£ ZR AR AR G-BAA H L0 5230 ]
UR SR FEI 4K 1,304451
ARIREORIWEHRBLEIA1322.9% (289/1,2626%1]) Tho7-, FHHLLT
FEREIER CEHREIS1%LL L) & Fitiarnd,
RIVER 4 FHE (EHREIE %)
B 91 (7.2%)
S (A 72 (5.7%)
FEhE D F 32 (2.5%)
fEE AR 32 (2.5%)
M - 21 (1.7%)

MedDRA/J version (20.0)

2) RREML LTRBFEONERILRIEL 15 -
AR L

(1) 20t
DR L

AERDHME

21




VI. EMRECEAY H5RAE

1. ERZHICEHEHSLEYMRILLEYE

B +3>7 F—)LIERRIE

E/L b REREBEKFY), A x> 3 RUOERBEKRTY, 274 U VR
M7+ 72/0x2Y

T RNTENWER AT 2T AR, TNVT 2 F ARBT VI =0 A
FYVFNUWR: TAEY Y BFYUFALT IR, =27 IR

Iy arF o A K
TxmTFubFUBR AT T u Ty, axyFa sy MU UL
WREAMEERAFIR - 7 7 2 NG

HE  BHEO® DbEMOREE - HIRFIL, BTORMNIELSRT L2 L,

2. EBER

(1) 1ERERGL - 1ERBERF

BESTR—)L ™ ®
Z v MEE AW invitro IR OFER NS b T < F—/UEHFRHERATERL, ho~<~F—1
K ONEHEAGH) M1 O p- A A A RZEE~ORES, I NI~ FR—=Z ks /207 Kb
Ukt b= OB ARBEMERS, EREHICEET B2 615,

[VI-2- (2) $E2h%& BT H5RBREAE-2) | OHSM

M7t b+73/2z2190
Z v e RAWE invivoilBROFRER NG, T N7 I 72 3 FICHRERRARTIER L, M
AFN-D-T AT R UEZ R N T AR 2 PR EI Ul — (b 2 R IE OB EE .
FHEOEw b= ZREEI LB ZRER e 823, BURIERICEE T 2 E 2 65,

(2) EshFEfITHREERE

1) tEfRmiEMA

W7 EFILAYVERSADUTETIVIZEITS15 (vHR) 2

CIADT TN VHERTA DU TIIEBWTC, I R EBRIELE T RN T I ) 72D
OFAROEGIE, 74 Y Ra 77 ML BBITORR., FHENICT A Vv TS EMHIT 5 2 &
DR ENT, 72720, B MCBWTIIAFI O IR 2 BUEER ITME ST,

W72y FEAGRETIVIZBITA&E (Sy kb)) 2

TYany MK T v MW T, b T~ R—UERE (10mgkg) &7 N7/ 72
(86.7mg/kg) OOFHFE NG Tl [AHBEOAIEY FIRE 512~ T, IREWE K& OBERORIEE
AR, W ONTHEBARIE T v T 0 =7 & < i L=,

2) FSITF—UERIEDF EX 4/ FZARBEEBENMERVCE/ 7 VBRY AHBEEMEA Y
B EA A FZERKESHENE (n vitro)
7 v MRIZBT 244 A RZEHERA~D N T~ R— VHERE OSBRI 2 Bt L7/, n-
FEFA RZSFRIZK LT, F T~ F—HEBEITE Ve X R T 4 o L0 IRV S H
LT, M7 F— UEMEO n- A4 414 RZFEITHTH8EE8MMEIT, KO k-4 4
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A4 RZRELY bEhoTz, 2. (£) - b T~ F—UERE OS5 BAERR O LIz BV T
X, (H) &2 (=) BEY B 20 RV REEBIFMELZ R LT, M1 O p-A B4 A REZEERA~
OFEEEFME (Ki=0.0121pumol/L) (X, B/ b R LT H LM 35 FIRVb DD, T~ K—
JVHEFRYE & el U TR 175 5@ o 7,

B, b7 R UL, 10pmol/L £ T, 7 KL+ U v as, 5HT2. NMDA KUY
DTSRRI L TR RE R o T,

BE/7IVERYRAABEER (in vitro)

N~ R— BRI L ATy NS FT T R Y —b~DFE) T I (AT RLF Y v Rk e
F=2) OFEYIAHEERZRGF LR, NI~ =V ERIEIT 7 Y —h~D /v
7 FLr+ Uy (Ki=0.785pumol/L) KUt nw F=r (Ki=0.992pmol/L) D FEL Y AL ZFHE L
77 b7~ R—NHEBEOHIR Y IALMHEERIL, A 277 I R THEP- 7228, T E R
K aTs A4 AR EERIIRRO Do te, £2, M1 OFRY IAHREFEMAIT NI~ F—
JVIERARYE & bl U TS o T,

(£) - b I~ F— UG OSG BRI Cli T2 &, 2 vT7 KLU U OFED AR
ERIE (=) B2, Bu h=r OBV IARREERT (+) BREEEmr-T, £/2. £
nEN (+) -M1LEQ (=) -MLIZRBE SR TH, b OREEROBEMRICE(LIZA LR
VA RS Y

2B, b7~ R, 10pmol/L T mEwE (75 /v, B TT v —

ULBEE, R v-7 X EEE) ORI IARITITEEL KT I ool
RVI-1l FSYF—ILDFAEFA FZEERAOEERMERVE/ 7 OERYAHBEER
— Ki (umol/L) i _
u ) K JIWVZRUFY)Y | R RZ Y

(£) -bF~ K= 2.12 57.7 42.7 0.785 0.992
(+) -FF~= k= 1.33 6.24 54.0 2.51 0.528

(=) -hF=F— 24.8 213 53.5 0.432 2.35

(£) -M1 0.0121 0.911 0.242 1.52 5.18
(+) -M1 0.00602 0.594 0.706 14.4 2.98

(—) -M1 0.428 30.5 32.9 0.857 17.7
aFA v 0.160 5.13 5.97 NA NA
FLE X 0.000345 | 0.0925 0.662 NA NA
A AN 3.73 12.7 1.82 0.00661 0.0211

NA : 10pmol/LCi&EMEZ L

(3) e ST - FrEaERY
AR L

FEIE (n=2~3)
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VI. EYEEICEY HHE

1. M REEDH

(1) AEEENEDRRE
DRI L

(2) ERRABR CHEREIN-MPRE
1) B[S . HARNfEEER A 6 - 24

TR BIEIC AR 1~3 88 (b7~ F—/UHifgiE L LT 37.5, 75 (N 112.5mg, 7 7 3

J 7 x> (APAP) & LT 325, 650 X (*975mg) ZHEROHKEG L&, HEEICHMD

59, <K= [ (£) -TRAM] KO APAP [3ELHICHIN S, (£) -TRAM KX

APAP DI PR X F N F R E%H) 1~2 R R O 1 R Cmax (CFE L7252, F0LFR

#) 5~5.5 IRFfE] S U 3 RER D tue TIK T L 7=, MK O 3B gl I &2 R LTz, F 72,
(£) -TRAM [T3ELHITIEMER#Y OB AF L I~ R—n [ (&) -M1] iIcfRgt &4, (%)

M1 OIAEFEE I 55%50 2 FREEIZ Chnax (CEELT-1%. 49 6.5 FE[E]D tye TIE T L7=, Mg
(£) -TRAM K O* (%) -M1 OFEEGEMEE [ (+) KR (=) K] omiEhREHER &

OIRMENRE X T A — Z TP L Tz,

600 [ —o— &H1 82 (FSVR—)UigEE S L T37.5mg)

500 L - K28R (RS YR—)UIBEIE S L T75ms)
—a— KF|352 (FSYR—UiEEEELT112.5mg) P

migc (£)-TRAMERE (ng/mL)

0 6 12 18 24 30 36 42 48
B/ Ch)

BVI-1 AF 1~ EZHEEEAKREL-EEOMmMES (=) -TRAVREHERE (N=8, TH{E+S.D.)

B ORKIOEZEHER &

SFERAMEEMEEE RE. AR, 1E18E, 1 H 4RO TS, RS 4R LTS 2L,
2B ERIIS U CHEEHERT S8, 1E 2488, 1A 828 TR LAWVWI &, £/, ZERFoO# 5 130
FHZENREFE L,

HRHRETR O R, AR, 1E 28EEROBRS T2, ek, BT 558, BEFREZ 4 R
PLEZEiF, 18288, 1 H8MABATHRELANIE, F/-. ZHEEOREITRTL 2 ENEE LU,
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120 —— %188 (FSYR—UigEsIES L T37.5me)
o KE2$R (NS YR—UigEstES L T75ms)
—a— A&FI388 (FSYR—UiEEsES L T112.5mg) &

100 ¢

Mg () -M138E (ng/mL)

0 6 12 18 24 30 36 42 48
g5 (h)

MVI-2 AF1~3FEZzEHEREARS L-LEnmED (£) M REHRE (N=8, Fi9fE+S.D.)

20 ¢ —e— #1182 (APAPELT325mg)
18 |
o AFI282 (APAPE L TE50mS)
16 | ;
5 1 —=— %1382 (APAPEL TI75mg) ®
E [
S 1
i
® 10}
g sl
£ o
=
4
2
0 - SR = . = . n
0 6 12 18 24 30 36 42 48

B3R (h)

HVI-3 #AF|1~3FEZHEREEOKRS L1-&EnMmiEd APAP RE#TRE (N=8, FH{E+S.D.)

AR AAOKRAENE

SJER AR M - RE . AT, 118, 1 A 4AEROERET S, REMRIT 4RI LTS 2L,
B ERITS UCHE BT 225, 1R 28, 1 H 88EalA THRE LW L, f7-, ZEEROKR G (38
T2 EREELLY,

PR O B, BRI, 1RH 2 EAROKREST 5, k. BIEET25AIE, BERHEL 4 BFH
PAERZEF, 1R 288, 1 H 8EEXBATRE LW &, Fio, ZEEKFORGITRT L Z ENLEE LY,
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RVI-1 AH 1~ FZEERZARESLI-LED
m#gEd (=) -TRAM. (=) -M1 R APAP D EMFNEE/NS A —4

R AF Crax  (ng/mL) iy (1) AUC-. tin (h)
(ng-h/mL)

158 119.8 (34.3) | 1.8 (0.5~3.0) [938.2 (360.7) | 5.1(0.8)

(£) -TRAM 28 263.8 (45.6) 1.0 (0.5~1.5) |2004.3 (580.5) | 5.6(1.0)

35E™ 4245 (146.1) | 1.3 (1.0~3.0) [3274.3 (1070.4)| 5.6(1.1)

158 34.2 (10.6) 1.8 (0.5~3.0) | 359.4 (63.7) | 6.4(0.9)

(£) -M1 28 65.6 (24.4) 1.8 (1.0~4.0) |680.9 (142.2) | 6.3(0.9)

35E™ 95.7 (26.3) 1.8 (1.0~3.0) [1083.8 (224.3) | 6.3(0.9)

15 5.0 (2.0) = | 0.8 (0.5~1.5) | 17.1 (4.8) b | 2.8(0.6)

APAP 25 9.2 (2.3) = | 1.0 (0.5~1.5) | 38.9 (12.4) > | 3.3(0.9)

35E™ 15.1 (4.3) = | 0.8 (0.5~1.5) | 62.3 (18.1) b | 3.3(1.0)

TRAM: 5~ R—/dEgtE APAP: 7® F 73/ 7= (N=8, FHfE (S.D.) . tmax; TR (EPH) )
a:pg/mL b:pg-+h/mL

EE  AFIOARHEHE

SFEDS AR MRS - GEE . BRI, 1R 1TEE, 1 H 4RO T 5, BRI 4R EZET D Z L,
R, ERICS U CEEMEET 525, 1H 28, 1 H SEABL THRE LW &, 7. EEFOE S I8
FBHZENEE LV,

R O EE ., RAICE, 1 28EARNEE TS, B, BINEETIHAICE, BEREE 4 B
PLEZEiF, 18288, 1 H8MEABATHRELANIE, F7-. ZHEEOREITRTL 2 ENEE LU,
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2) KEHE : BARABERRRA 6 - 29
H AN ERE 8 Bl A %51, AFlE 101 UL 28 (MT~ F— VB & LT 37.5 X
X 75mg, 7 F7 I 7=2E 1T 325 XX 650mg) . 1 H 4[] (6 ML) T3 HMX
wendl (1 HBICHERBRROBES, 2 HH~4 HHIC 3 HEXER D ELG%, 5 H BICHER
O#5) Lize&omEd (=) . () EO® (5) -hTF~< K=, (), (+) KO (-
M1V NZTE RT3 7 = OIEYEEEIZ OV THE LT,
MR () -F T~ F—L KO (&) -M1REIIKER O & 5BA% 48 REf £ TIZEFIREE
WCEE LT, EERITZNEN 1.3 L1V0.9 Th Y | KBRS ) EEMEITREO b v o7,
FMFERTE NT I 7 2 VREIIER D # 5B 24 R E TICEFRIRBICE LT,
HRRIL09 Th Y | RERGICHE EREITERD N hoTe, (+) -F I~ K=& (=)
R T~ R—= K (+) -M1 & (=) -M1 O Mg EEw N ERE T A — 2 [ TFEPL LT
Wz,

(+) KO (=) -F I~ F—= TIZ (+) KB () -M1 oA MFEHFEREIL. LC-MS/MS
ETHE L, EETRIISESANERT 0.5ng/mL Th-o72, B, (£) -b I~ K=K
W (%) -M1 OFMAETREIISEGREROAFEICEI VRO, 7T N7/ 72000
HERREE ORPE X, HPLC 5 THIE L7z, Ef FRIE 0.25pg/mL Th - 7=,

(ng/mL)
700 —

-~ RER 549 —

600 —

500 —

400

300 1

Py ey

200

100

0 e ? T T T T
0 24 48 72 96 120 144 (B5A9)

FARE 1 o il Sl G pl ks i il il s e s

5 H

i +HERHE(R 22 (n=8)
24~96HHf DFESEE b 5 7l

MVI-4 AXF1E24E1B4E% 3 AMREREORS L-EE0mES () -+ST F—ILOREHER
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160 - *—% REHRSHEM F—f
|
[[ﬂ = T -
5& ;@ i ®
h o ® o
i °
i°4
T T T T : T
48 72 96 120 144 (FsRD)
FAIRS 1 trtTttTttttTTTTTTTY
G-

A -HRE 2 (n=8)
24~96HAIDRIERE S 7 il

HVI-6 AKX 1E2E1B4E%Z3IHEREEAREL-EEOMES () -W DREHER

(pg/mL)

16

] - RERSHARI -

12
flli 10+
S
i o

4— . T

o] P ce .

0 g T T T N

0 24 48 72 96 120 144 (WD)
#ARs T tttTttTTTTTTTTY
5185

S HEHER 2 (n=8)
24~96HFMIDRAIEME b Z 7 A

HVI-6 AFX1E28E18B4E%3AEREROABREL-EZOTENT I/ T VDREHR
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RVI-2 AF1TEIXE28FEZ 1840 BHECL) REEOKRS (KR&I148:5 BE. A& 28 :
SHM) LiLZne#EE5HEOMmMES (£) -TRAN. (£) -M RUAPAP OEMFHE/NS A—4

Cmax AUC?—'

?‘T% 2'-(%'] (ng/mL) tmax (h) (ng . h/mL) RA t1/2 (h)
(£) - 18 290.6 (72.9) | 1.0 (0.5~1.5) | 1141.2 (265.8) | 1.3 (0.5) 6.6 (1.0)
TRAM 2 542.6 (114.4) | 1.3 (1.0~2.0) | 2355.8 (533.3) | 1.3 (0.3) 6.5 (0.6)
(£) - 15 78.5 (18.7) 1.3 (0.5~6.0) | 325.2 (88.0) 0.9 (0.1) 7.4 (1.4)
M1 25E 142.0 (29.3) | 1.3 (0.5~2.0) | 666.6 (103.8) 0.9 (0.2) 6.7 (0.9)
18 6.7 (1.6) = | 0.5 (0.5~1.0) 17.4 (2.8) b 1.0 (0.1) 4.3 (2.7)

APAP
2 11.0 (2.9) a | 0.8 (0.5~1.5) 30.4 (4.9) b 0.9 (0.1) 3.3 (1.1)

TRAM : 5~ R—/UHEeE APAP: 7& F 73X/ 7=y (N=8, FHfHE (S.D.) | tmax; THMHE (FipH) )
a:pg/mL b:pg-+h/mL
Ra: TR (Bk&E% O AUCY/HIEHK 5RO AUC)
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3) EEE : HARAKOE AEEERA ¢
H AN OV NEFERRERE & 8 Bl &t BIC, AFZ 1A 18 (F T~ R—/VIERE/ 7 & F 7 2
J 7z b LT 37.5mg/325mg) . 1 H 4 (6 &) T5 HREIKEROESL (1 HEICH
FlfFEOHE, 2 HH~6 HEIZ 5 HIMIRERNEG%, 7 HBICHEREOEE) L& EomiE
() . () KO () -h I FR—n, (£) . (+) KO (=) -M1LIEQIZT & T2
J 7 = OIRYEREIC OV TR L T2,
AARANLOCEADMSEF (£) - v T~ K=, (£) -MLEKOTE T I/ 7= OREHE
WRNCEYEHE N T A — 2 THPL L T e, mARICE T A2 MER (£)- 8 7~ R— L KON (%)
M1 BT ERE N 5B 48 FEM & CITEFIRIEBICE L7, TERITETNEN 1.3 K
0.9 THY, KERGIZHE EREIIRD N hoT-, Tz, EHF T T I/ 7=V
FEVICAERR O % 5-BtA % 24 FE & CICEEIRRBIZE LZ, FHEEIX 1.0 TH Y, KEHEGITHE
FERMITR O N oTe, (F) - h T~ K=t (=) -8 T K= EOQ (+) -M1 & ()
M1 O iR A NSRBI RE X T A — X ITFERI L Tz,
(+) KO (=) -hF~v = HIT (+) KO (=) -M1 O fEHREL, LC-MS/MS
ETHIE Uiz, EE FRIZASEMG AR T 0.5ng/mL TH-o72, B, (£) -F I~ F—1Kk
O (%) -M1 O AP REIISHELREEROEREIZ LIV RO, TE NI/ 72000
eI EE OHRIEIL, HPLC ¥ CTHIE L7z, €& FBRIT 0.25pug/mL Th -7,

(ng/mL)
400 —
R — R1E% 5HER = e H&A
350 —— EHA
i
i |41 199 r
HE Ao A MR
T | T T I V\'I)\BT
0 24 48 72 96 120 144 168 192 (F#RT)
FAERS T o [ N R i e 1 i 1 Al el Y R il R R i el
3 5%

S5 - FRHE(H 22 (n=8)
24~ 1 44RFRIDREME b5 7

HMVI-7 BAANBERARUVBARREACSITHMMES () -5 7 F—ILOREHR
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(ng/mL)

120
~——{  mEmsWm | 8
100 e
i1 80
I
% 60 ,
B 40 I l s “%e0e
Ll 8=
2o04%, °
0 l I 1 |} I 1 I I T:
0 24 48 72 96 120 144 168 192 (B5R8)
ES T t Tt Tt T M T T TR Y
5%

R HTHE(R 2 (n=8)
24~ 1 4ARFRDRERE b 5 7l

HMVI-8 BHAABERARVBAREAEANCESITAMmMEF () N OREHRE

(pg/mL)
10—
- R S5 HAR e 4
8_
ke
b3 i
e ‘1
sk ; e
? E\ g o - fA) - 5 i Q :
0 n A T T T T T Y
0 24 48 72 96 120 144 168 192 (R
ARG 1 1 o i s o 1 T i 1 v e T |
%5 1%

Ffif -+ AR 2 (n=8)
24~ 144F5 ORIEMIE b T 7|

MVI-9 HAANERRARUVBABERANCZETFTE7ELTI/ 7z 0 OREHRE

31



RIS M (£) -bSTF—L, () M. FE TS/ T oOFEYERENS A —42 HEERIRER)

Cmax AUCO‘G

EY A N (ng/mL) * trax (h) (ng+h/mL) ® Ra tiz (h)
HAAN | 290.6£72.9 0.90.4 1141.2+265.8 | 1.3+0.5 | 6.6+1.0

(£) - [1.0 (0.5~1.5) I¢

r T~ K= 1.1£0.5

HA | 297.8+£79.1 1237.8+385.3 | 1.3£0.3 | 7.0=1.3

[1.0 (0.5~2.0) ]

1.8+1.8

HARN | 785%18.7 [1.3 (0.5~6.0) ]

325.21£88.0 0.9%+0.1 | 7.4%=1.4

1.2%+0.5

HA | 739%27.2 | 1 (0 5~2.0) Je

346.5-126.9 | 0.9£0.2 | 8.1*1.4

+
HARAN 6.7t1.6 0.6=0.2

+ -+ +
Tk (05 (05~1.0) ] 17.4+28 1.0+0.1 | 4.3£2.7

TI) T2 0.8£0.4

1+2.4 18.3+5. 1.0+0.1 | 4.2+1
AA 7 [0.5 (0.5~1.5) I¢ 8.358 0=0 8

Ra: EH#E (7H HDAUCos/1H HDAUC..) EHE HEHERZE (n=8)
a: 7T/ 724% (ugml) b:T7ERNTI /703 (ugehml) e TIYE GryIME~ KR

4) B[EEE  FLAAI L HAl S - 24
A AR NSRS 8 Bl 23t 3RIc, ARAI2862 (T~ R— BB/ T2 h 71/ 720 LTC
75.0mg/650mg) . kT~ R— LHiEgtE 2 7L (75.0mg) RO\T® v T /) 72 207
T (650mg) % . [Fl—H#BREIC 6 H ORI A2 5% T CEnEnHERA#FKE L &0
MR (£) o (+) KO (=) -hIF~<R—n, (£) . (+) KO (=) -MLIE®ZTE b
7T = OIEYEREIZ OV TRRET LT,
AKFIR b T~ F—/UHBE 2 AR A% G L2 EoMiEdh (£) - I~ R—/LVREHER
WIZEMENRE XD A — 2 LI L TRV, EF (%) - N T~ F— Loy ERIIE & DR
BT ienotz, RERIC, AFIKROT® T ) 7o oA HEARORS Lz EsomEdh T+
N7 R T = CBRERHRI NCEYEIE T A —F HIRIFEL L TRBY, mEh T RT3
7 =V ORI A OB EZ S ol £2, (4) b Tw K=k (5) R T v R—
AR () -M1 & (=) -M1 OifERREE ONCEYBIRE T A —% LHLLL T,
(+) Z® (=) -b T~ F—=lfNe (+) KON (=) -M1 OFffEFEE L, LC-MS/MS %
THE L7z, 8 TRIIASEGRMEAT 0.5ng/mL Tho7-, ¥, (£) -F I~ F—L KN
(£) -M1 O MR REIISFEEREEROSREIZ LV RO, TN I/ 7 O
iR ORI EIL, HPLC % CTHIE L7z, &8 FRIT 0.25pg/mL Th - 72,
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400 — —o— FA|
—'— ;I3 F—IUERE
—a— T TI) T2y

iy By =

? 7 "
0 6 12 18 24 30 36 42 48 (RS
¥ 5% W i+ 2 (n=8)

HVI-10 AF|HSWVEHEFHERZORSHFOMES (£) -F5T F—ILOREHR

(ng/mL)
120
—e— #A|
—— b T RV
100 — —a— 7T/ T2V

80 .

[fi
%
?’; 60 —
i3
40—
20—
0 T "
0 6 12 18 24 30 36 42 48 (H5RE)
P 5145 SESH R YE(R 2= (n=8)

HVI-11 XFHSWIFEFERROKZRERFOMEFR (£) -M OREHRE
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(pg/mL)

BEERE

—o— #A|
—'— b Z% ViR
—8— 7L T/ T2V

30 36

5%

T #
42 48 (FE)

Ffil+ERHE(R 2 (n=8)

KVI-12 AFHDWNIHEFERZROBRSRO7TENTI/ I oDEEHDS

R4 MIEH (£) - bS53 K=,

(£) M, PEFT7I/) T UDEMEIRE/NS A —4

cd3 8 X SEZ t h t h
*X%;ﬁj ;%% (ng/mL) 4 max ( ) (ngh/mL) b 1/2 ( )
+) - 1.1+0.5
(_) . 327.6+52.9 2655.5+711.5 | 6.5+1.1
I~ R—L [1.0 (0.5~2.0) ]
AH (=) -M1 66.3+39.2 13705 683.7+194.7 | 7.4%1.1
N R [1.3 (0.5~2.0) ] T T
7E 0.6=0.2
- 12.0+2.4 38.3+4.3 2.9+0.5
TI) Ty [0.5 (0.5~1.0) ]¢
(*) - 1.0£0.4
o o 311.1+£62.3 2728.3+726.5 | 6.8+1.4
o< RF—n | bI< K= [1.0 (0.5~1.5) ]
R ERYR 1.7+0.7
(+£) -M1 57.4+26.0 692.9+t208.1 | 7.2+1.5
[1.5 (1.0~3.0) ]¢
7 0.9+0.4
TY NI )T - . 11.8+3.2 37.4+5.3 2.8+0.3
TI) Ty [1.0 (0.5~1.5) ]¢

a:7E 77243 (ugmLl)
c: Yl G IME~F )

(3) i
DR L

b: 7M7) 7213 (g Wml)

PEIE EAEAERZE (n=8)
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(4) B= - mmiw%%
1) BFICLBEE 25)
%!A@%w%ﬁ% 23 BNCAKI 38E (F T~ R— A/ 7 b7 2/ 72 & LT 112.5mg/
975mg) & ZEERELR O EEB#ZICENEAHER DG L, iEd (+) KO (=) -+ I+
R—sby (+) KO (=) M1IIERNZT® N7 2 7 = OFEYEEICHT IRBFORELKR
FtL7c, ZORER. ﬁ%%ﬁ@ﬁ%¢(+)&@(ﬁ-%?v$—w (+) -M1, 7& 7

2 7 2D tmax [ EEERR G LD WIS A EICER L G808, p<0.05) ., £7.
MAEFTE b7 I 7 2@ Crax 1, ZEIERFE 52T 16%IRMEEZ R~ L7, LarL, Mg
Ho(+) BN (=) b T F—, (+) KO (=) -M1 IO APAP @ AUC D21k +6%
DNTH Y TEIEO LD 90%IEHE XL, BFOFEN 22 L Zovd i (80~125%)

W T 3;) @) 7,;0
®(+)-F>TF—=Ib ®(—)-F>TF—L
(ng/mL) (ng/mL)
200 200-
. ~o— ZEfERE - 7SR
- Bk 5
150- 150-
il i
%E 100 ﬁE 1004 T N\
50 3 50
00 T T ‘~| 0 } f o
0 12 24 36 0 12 24 (36)
125 1 Lo 1 5 5T i
A +/- S (n=23) A +/- (% (n=23)

HVI-13 ZERHIVESEMEROMES (+) BT (-) -+ F—ILORE#S

EE  AAOKRAEAE

SIEM AR MR - EE . BRI, 1B 18, 1 A 4RRO®%ET 5, HEMEIT 4 RELL 2T 5 2 &,
B, EWRIG U CGEEEET 525, 1E 28, 1 H 8EEEXBZ THRE LRV &, £72. ZEERKFOBRE Tk
FBHZENEE LV,

PR ORTRE  EE ., A, 1 28EAROEET 5, B, BINEETA5EI0E. BERREE 4 FEE
PibZeir, 1288, 1 H 8EEABATHRE LRI &, £, EEEORS T D Z ENEFE LV,
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®(+)-M1 ®(—)-M

(ng/mL) (ng/mL)
60+ 60 -
o ZCfRY - ZCifERy
-~ ik - B
i
1 s
i iy
i s
I\.‘-__.I& : —
36 24 36
P LR (R P25 (5 o
M +/ - FRNHE(R 2= (n=23) FHE +/- FEME(R 2 (n=23)

HVI-14 ZREHDSVEEEHRREOMEFR (+) RY (—-) -M OREER

(pg/mL)

207 P

- Rk

151
1Ml
g
4N
b=
i 4

15 (D)

Eeae Xt L]
A +/- R 2 (n=23)

HVI-15 ZERHLVEEEMRBROTE N7 I/ 7z v OREHR

2) PrAFOEE
[VII-7 FHEAEFH ] DOIEZR

EE  AFIOARHEHE

SFERANEEMEEE RE. A, 1E18E, 1 H 4RO TS, RS 4R LTS L,
R, ERICS U CEEMEET 525, 1H 28, 1 H SEABL THRE LW &, 7. EEFOE S I8
FBHZENEE LV,

PR OETRE  EE . R, 1 28EAROEET 5, B, BINEETA5AI0E. BERREE 4 FEE
PLEZEiF, 18288, 1 H8MEABATHRELANIE, F7-. ZHEEOREITRTL 2 ENEE LU,
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2. EMEERINZ A4

(1) fRHAE™
RN ENRE T XA — 213X PPKEMNT (1-2o/S— R A FNEFL) ZRE, Jrar/R— KAy
MEIZEIVEB L,

(2) WIS
TR L

(8) HKEEEH®
HANEERR AT 8 BNAA 1~3 $Ez Ml b L7z & & OWKREEERIT. TiRed LB TH S,

RVI-5 FAN1~3FEHBIRE LI EDHRRETEH

BE5E HEEETEH (1/h)
(TRAM/APAP) (£) ~F32 kK= b7/ Y
18
0.1377+0.0194 0.2597+0.0545
(37.5mg/325mg)
28
0.1273+0.0200 0.2200£0.0485
(75.0mg/650mg)
35
0.1275+0.0229 0.2293+0.0605
(112.5mg/975mg)
TRAM : hJ~ F—MEERIE APAP: 7 73/ 7= PRl AEARER 2 (n=8)

EE  ORKIOEZE LR &

SFEDS AR MRS - GEE . BRI, 1R 1TEE, 1 H 4RO T 5, BRI 4R EZET D Z L,
R, ERICS U CEEMEET 525, 1H 28, 1 H SEABL THRE LW &, 77, EEKFOB S I8
FHZENREFE L,

RO - BE, AR, 1E 28EARDEET 5, B, BIETA2H6I12E. &5RHREE 4 KEH
PLEZEiF, 18288, 1 H8MABATHRELANIE, F7-. ZHEEOREITRTS 2 ENEE LU,
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4) PIVF7SR®Y

HARNAERER A TIVE 8 BICAA] 1~3 SEZ B G L7 L&D/ VT T A, TRD LBy Th D,

RVI-6 FF I~ FZEHEEKZSLELLEEDI VTSR

k5= CL/F (L/h)
(TRAM/APAP) (£) k5T F—L FErFI/ T
1\:-1
i 39.4+13.7 20.4+5.6
(37.5mg/325mg)
26 34.9+8.2 18.0+4.8
(75.0mg/650mg)
38E
* 32.58+8.58 16.63+3.96
(112.5mg/975mg)

TRAM : FJ~ F—/VHEREH APAP: 7 & N7/ 7=

(5) NHRE®

PIEEFEERZE (n=8)

HARNERE A T 8 BIICAAI 1~3 fEz Half b L7 &L & DOMAERIL, T tB ThHhD,

RVI-7T FH 1~ FZEHEEKRSL-LEDIMBIE

BE5E Vz/F (L)
(TRAM/APAP) (£) -~ +F3<TF—JL T E72/0z0
15
281.5+75.5 78.5+14.0
(37.5mg/325mg)
25E
273.1142.0 81.4+10.6
(75.0mg/650mg)
35
255.93+54.50 74.57+16.68
(112.5mg/975mg)

TRAM : k7~ F—/LIEEEHE  APAP

(6) Zhith
AR ANA

TN T2

PIE AR E (n=8)

IR AFIOAGEH A

SFED AR - B A, 1E 18
7k, SRS U TS 523, 115 2 §E

FHZENLEELL,

C1IBAEROBREST S, BEMREIE 4R EZETD 2k,
1A 8EERFBATHEE LRV, £7-. ZEROBE Tk

PR O¥TR BE . AT, TEI2EAROKGT 5, 2k, BIEGT 2551205, &5MEZ 4 KR
PLEZ2iF, 182488, 1 H 8EEAMATHRE LW &, F7-, ZEEEORGITEIT A Z ENEE LU,
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3. B&H (REaL—Lav) @l

(1) 84T
TR L

(2) IS A—REFHER
R XATREREREE (IR, BIESE) 12 LD AK OB E~ D22 MG L 723 BRIT 5 L
TR, (EREER S ST BRE DR & A\ T RHEF SR B REARAT OFE R L0 . Zh b DRI
KBTIV EEZEZ NS, L L, TFHEREREE LB HEEREEZE I LV AR GO F T~
F=AROTE FT 7= OMETREREGS MRS NIBEANRHY ., BELET S,

4. RN

NRAFTRALFEY T 4 ©

TR S 2 6 GUCAA] 1 ~3 2 W O &G Lz & 2 omiEd (+) K (=) - T~ F—n
WNETENT ) 72 OEYBRENT A—F % FHED N7~ F—HERBE X7 &' h 7 3
)7z EENENHEMROKLE Lz ZOEYBNE T A— LikigL, (+) KW (=) -+ I~
R—=AARNNCTE T 2 7 2 DOFHINA G T A T T 4 et LIS R, A& GO
Mg () KON (=) - b I~ F—ANCT ' R T2 72 ORYEERT A—H [T h T~ F—
NIT ' NT R 7oV HMEGREERIRECTH Y, AFIFEGRD (+) KW (=) -F T~ F—
NARZT ' FT 2 7 2 ORI A T XA ZE VT 10T HITIE 100%TH D EE X
BT,

WRSCERAL « LA 28) 29

5. 2%

(1) Mk —RxBErE@ s
MR L
BrSTR—L<BE: Sy +>P
MM Sprague-Dawley 7 » MZ 14C- b T~ F—/L &AL & LT 20mg/kg O & CTHLEIRE O
Beli Uiz & & M, KIN&E OVIMNIMIZ IS 2 Bl 1 KR #% O B e B (P4l SR YER 22) 1.
ZFhFh 3.88+0.50, 4.80+0.91 K1 4.47+0.72ng eq/lg TH Y . MNBITHRFER STz,
B7tEr7I/720<BE 4X>W
WA X278 b7 2 7 =% 300mg/kg D ETHRERO®KS L- & &, MWLM
BIFoEEG 2RMEOTE N T X 7 o VRE CERME SERERZE) 1L, 224 140E12
KN 124+1Tpglg TH Y | MNBATHER I LT,

B ORKIOEZEHER &

SFEDS AR MRS - GEE . BRI, 1R 1TEE, 1 H 4RO T 5, BRI 4R EZET D Z L,
R, ERICS U CEEMEET 525, 1H 28, 1 H SEABL THRE LW &, 7. EEFOE S I8
FHZENREFE L,

HRHETR OPETE R, BRI, 1E 28EEROBRS T2, ek, BINEE T 5EIE, BEREE 4 R
PLEZEiF, 18288, 1 H8MABATHRELANI, F7-. ZHEEOREITRTL 2 ENEE LU,
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(2) Mm%k —RREEREPTE B
B> F—JL
HIERTOIEIRIC T~ R —/LHEEH %2 100~250mg O A& THRMNE G Lz & &, HER (&
% OG0 1.5~6 Kefil#) (231) 2 RHAER, I FAIRE O EIRO MG ~ 7~ F—/Li
JE1X 250, 243 O 258ng/mL, MiEH M1 #EEIX 56, 52 &N 4Tng/mL Th o732, £z,
HIPERTOIFIRC T~ R— Bt % 1.5mg/kg D& THRWNEL L7z & & RHABIRMEET
BECHESTENLOD, h T~ R—LEEkFlicbtianzs , ZokXoic, hI~ K—
VTR 2 Eia U, BRIICRBAITT 5 2 LR &,
M7t r7I/ 7Y
HPERTOIERIC T2 F 72 ) 7 =0 % 1g DB TRAKEG Li- & &, PHrn GRURIn & R
XIEF) OMEFICTE N7 720 BSRHERTE , 2ok, TR ) 720
g A L, RIBICBITT 52 L RS,

(3) Eit~DBITH
B 57 F—)LIEEE
HRNE S (ENRAGR) O%A, 0.1%B I TICBITT 5 2 B8 mbhTing 39
M7t b+7/7xY
BRI LESHIZRRIZTE N T R 7= O ~OBIT 2 RE LTSS, iR 2
FEILAPNICERD S, Mt 2378 37.0pmol/L,  FLit $1 2345 27.8umol/L T - 7= 36

(4) BBA~OBITH
DRI L

EE  AFIOAGRHEHE

SIEM AR MR - EE . A, 1B 18, 1 A 4RRO®%E5T 5, HEMEIT 4RELL R 5 2 &,
2B ERIIS U CHEEHERT S8, 1E 2488, 10 8282 TR LW &, £/, ZERFoO# 5 130
FHZEREE LW,

PR ORTRE  GEE . R, 1 28EAROEET 5, B, BINEETA5AI0E. BERREE 4 FEE
PAEZ2iF, 18288, 1 H SEEXBATHERE LW &, T2, ZEEFOFREIIRET 22 EREE LU,
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(5) ZDDIEH~DIBITHE
MY ER R L
BESTR=L<BE: Sy DO
UC- kb I~ R—/UHEMIE 2 HEPET » & (20mg/kg @ R SR (ICHBIR DG L- & &, &
BRI S (X BIG. B. REIG. FEEL. BRI OMEEZBR < BE LT T oMk e b 1
RIS Sz, R LT T oMBRICIHW T, %5 168 BRI I I3R TR 2

L7z,
RVI-8 £LHBICHITH LT F—ILOMETEERE
s HRBARSTREEE (ug eq/g)

1h 4h 24h 168h
Mm% 3.88+0.50 1.70%£0.09 0.277%+0.378 ND
mi% 3.29+0.51 1.40%+0.06 ND ND
KA 4.80+0.91 2.671+0.08 ND ND
N 4.47+0.72 2.15+0.19 ND ND
HEFE 4.731+0.90 2.49+0.04 ND ND
& 5.192.51 2.73+0.26 ND ND
ESL 27.2+8.5 16.7+4.4 ND ND
AR Bk 3.38+0.50 1.63+0.04 ND ND
N8 7% R 26.2+17.2 10.4+2.5 ND ND
B KR 21.4+17.2 18.5+6.4 ND ND
g iR 8.85+1.23 4.85+0.15 ND ND
10 ik 6.86+0.92 2.94+0.07 ND ND
i 23.91+2.8 15.0t1.8 0.196+0.033 ND
FFF Ak 66.8+7.2 24.4+2.1 1.78%+0.20 ND
B 28.31+4.0 16.0t2.6 0.317+0.070 ND
B2E 22.1+3.7 11.5+2.3 ND ND
ik figk 14.6+2.1 5.40+0.17 ND ND
A2 figk 18.5£2.9 8.16+0.33 ND ND
8 33.4+10.9 15.2+14.6 ND ND
BAEY 65.9+16.6 28.0+14.4 ND ND
+_$:hm 29.7+2.7 12.8+3.9 0.225+0.030 ND
ey 37.5+6.7 20.3%+7.7 0.383+0.141 ND
B f7 9.27+0.33 27.0%+9.4 ND ND
INGRBY 32.4+12.2 27.9+t1.6 0.868+0.351 ND
5 4.78+0.66 26.1+5.9 1.13+0.48 ND
i1 8.63+1.15 15.0*+2.5 0.843+0.493 ND
(=i 7.98+1.49 5.54+2.69 0.766+0.331 ND
KEBRBEY 0.385+0.095 21.9+5.8 1.61+0.71 ND
JRITAY: i} 18.4+2.7 7.95+1.22 ND ND
R 4.36+0.27 6.13+0.22 0.298+0.026 ND
mE 7.71+1.18 7.30£0.40 0.183+0.033 ND
BRI 6.29+0.81 5.631+0.51 ND ND
BILAR 16.5F1.9 22.4+14.8 0.403+0.081 ND
5 Bt 34.7+10.1 59.5+35.6 0.518+0.343 ND
s 5.12+0.63 2.44+0.26 ND ND
RIE 5.08+0.63 2.49+0.07 0.144+0.076 ND
R TFRERA 2.37+0.31 0.997+0.225 ND ND
Bl 8.86+1.66 3.68+1.03 ND ND
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@ HRBARSTREEE (ug eq/g)
1h 4h 24h 168h
il 18.7+6.9 7.26+0.38 ND ND
B 2.84+1.28 1.19+0.79 ND ND
ND : #iH FIRAH (<1.4XBG) TEHE RS (n=3/HF )

M7t r7I/TIEBE Sy b, 4 X0

HEME Wistar 7 v MZBI-7E® 7 2/ 7 =% 0.6mg OB CTHEFFIRNE S L1- L E0&4
MR T DR B BEIRE X, B R OKRGEBRE & 5% 30 mUINICE bz, £, M1 X
W78 FT X 7 =% 300mglkg OHETHEIRR O LIofER 5 2 FFE#%“O 7 & RT3
J 7 = v OFBRME PR, IB T 0.24. OO (B, B, OB, FFIE. M.
Bl M O ) T 1.01~1.32 Th - 7=,

(6) MBEBHESE
WS R—)L®
b MR AEER 1 19.5~21.5% (in vitro, %ML, 0.2~10pg/mL)
M7+ 73/2z0% 0
b MR AKAR  15~21% (in vitro, 280pg/mL)
TERNT I Tz railERE U BE OB EREREERE ORI L2 IEIicT e F T2/
7 = 2 (0.2~4.0mmol/L=30~605pg/mL) Z M L 7= & & OMiGE AfE A1 24.1% Th o7,
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6. X

(1) KRB RURBHRR
BrSTK—L

E FORF I EESAZAHEICE S THEE SN BT~ F— 10 EERHREIL. O&
O N-iL A F AL (R - M1 R OXM2) | 4-KfiRfb, N7 V7 a VR ORI E TH Y |
k7~ F—=nnbH M1 EOM2 ~ORFHHTIE, £ Eic CYP2D6 1O CYP3A4 (—¥#
CYP2B64V ~43 ) MEHEF 5 Z Lavraii, e, b M7 & IRUIFHEGEMEARD F T
~ R— U 2 5 RN G- Lz & & | T 7 IR CIUE I migE g B RO h 7~ R— L KO
M1 B3 En=n, () -FF7~< K= T (+) - b T K= LT (+) -M1 D&, (=)
“h T R—=A T (5) -F T RF—=A KD () -M1 OBABBHENTZ W ZEnb, T~ K—
JVITAERN TR 7 VAR L 722 ERHER ST,

CH; CHQ
CH:
CHO M0 CH:O O M
FREEI A (M19)
IramEAEmD |\

|
CHz CHa CHa
CH CH CH.
i3 HO CHz HO Z(CHS HO Z|\<CHa il
1BAHM0) < - Q_O . — BAKM2)
FIvravE - ) ) i g OH ’J'Z’JD‘/E
a5k M3) MIGE#LE) FS2E—IL 35 M6)
H H H
cHN c
ke HO NCHa HOCHﬂ(CHa HO HZ,\(CH: Jvonve
HAKML) -— - — A ™ fakmM?)
g%ﬂﬁg MS CH0 M2 M7

_ IV
7‘11/71:1/& -
agEk M)

HVI-16 ;357 F—)LORBHREK
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M7t +7I/ 0TV
TENT I 7 OFEERERKIZZ NV v L BROHBRAE THS % £, —EiT
CYP1A2, CYP2E1 U CYP3A4 |Z LV ISHEHHREW TH L N7 F-pRr %)
YA (NAPQID) ZET40 47 FAURF A AQE{EZIT D 9,

- CO:H
O OH O\bﬁ OH
0 O SOH (¢] O o] /©/ o OH
~— —
HsC/u\N IIaC)]\N HaCJl\f\I
H H H
EaAH FENPI/ T Inonsgiaets

¢
AL

NAPQI

OH NHz
O |
)L :‘?’HCOC HzL; H
HsC N SCH2CH CO:H

H |
CONHCH:COzH

INEFA A
OH OH [e]
o) O I
NH: NHCCH;
S w0 QL IOL s
HsC P\‘{ SCH2(I:H HiC ﬁ SCHCH
COH CO:H
AT AL AT V—IVEBREE

RVI-17 7,73/ 712 0ORBRK

(2) REIEAE5T HER (YPFH) ONFE. F5F

BrSTR—)LD

k7~ R—/VTFEIZFIET CYP2D6 (2 & 0 iEMEARE M1 Il s g, £, £ofioFR
R IE, BT CYP3A4 12 kD Nl A F ik, 7 L7 b U BiIA R ORBRHAE Th 5,
B7Er7I/ 20109~

T RNT I 7 2 OFERRERBREIL IR TO 7V r a U fgias . ke st Nz CYP1A2,
CYP2E1 J, 1IN CYP3A4 I LD NNTEFN-p_o I F ) oA I ~DBL R NFED TNV EFF
YHETH D,

(3) ¥EEASRDEERVZDEES
MM ER e L

(4) REVOFHEOBREVFEMLL, FHELLR
(VI-2- (1) {EMBAL-TERBEFRE ) DESM
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7. HEit
(1) HERERAL R OHEER
AEE R L

(2) BEsE©
TR AR A B IPEIC AR 1~3 e & BRI O 5 L OARA| 1[5 1 30X 24884 1 H 4[5 (6 REfE 2 L)
REREOEGLEEx, (£) -FFwRFR—L, (£) MIEOTE 7/ 7= OBFRES
e (B[] : e 5% 48 FEM | SR : ik 574 48 FEfE) 13, T & 5 & D 18.2~20.3%.
9.4~14.8% KN 25~3.3%ThH V., HHGELOEHRGIZEHHEETRD bNR1oT,

(3) Bt
TR L

8. b5 RK—5—IBT BIEH
LR L

9. BMHICLBBRER
W k57 K—)LigEE ©
F T~ R—=/VEARRGIZBWT, 4 RO MKENT ThRESND F T~ F—L KD ML 1%, &5
BD T%ARMTH -1z,
M7t r7I/0z0%9
BHHTBREF 1 10%

R AFIOAGRHEHE

SIEM AR MR - BE . RRAICIE, 1B 18, 1 A 4RRO®%ET 5, HEMEIT 4L 2T 5 2 &,
2B ERIIS U CHEEHERT S8, 1E 2488, 10 8282 TR LAWVWI &, £/, ZERFoO# 5 130
FHZEREE LV,

PR ORTRE  EE . R, 1 28EAROEET 5, B, BINEETA5AI0E. BERREE 4 FEE
PAEZ2iF, 18288, 1 H 8EEXBATHERE LW &, T2, ZEEFOFREIIRET 22 EEE LU,
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10. HEDERZHITHEE
1) FFHSREREE BE 21T 5 R EhhE
mr7~vF—
RSB 12 B b 5~ R— Rt 7 7 2L 50mg A% A% G L7- & & | fREERR A & Hig LT
MEH b T~ K= ® Crax X N AUCITFEEIZHEM U t12 1359 2.6 f5ITIER L2 AR AT — %),
M7 T2
JFHERERE B R (B~ - 9f5l, mE 541 7B F7 2/ 722 1000mg ZfEHO&E

L7cl & BEEMA L L TIEEFT 7' h7 X/ 7= 0 AUCen 13569 1.7 fEHEAN L | tue 134 2
RERIMER L7250 (SMEAT —4),

[VII-6- (3) AFHREREE AL DIESMR

2) BREREIEE B TR T 2 e
BLro~ K=
IREREERE (7 LT F =27 U 7 T 2 A:80mL/min LA ) 21 B2 b 7~ F—/LiiEEHE 100mg

ZERIRNER G- L7 L &0 MIET F 7 < F—L D tye KON AUCITHERKR A D ZN R KT 1.5
BRI 2METHo7z VMEAT—4),

|l N e
BHgREREERE (VL7 F= 2 )T T A 0 30mL/min ATF) 1836ICT 2 R TS ) T2
1000mg ##k A b Lic & & &5 8~24 R OMIEFT 7 7 I/ 7 = O tug (FEEFERA

(4.9 BRRE]) LR LT 11.7 BRRICZER L. AUCs2a B 1.9 M L7= 50 UEAT—4),
VII-6- (2) BHgREREERE | OESM

1. 20t
AR L

FE AR OERMEN &

SIEM AR MR - EE . A, 1B 18, 1 A 4RRO®%E5T 5, HEMEIT 4L 2T 5 2 &,
R, ERICS U CEEMEET 525, 1H 28, 1 H SEABL THRE LW &, 72, EEFFOE S I8
FHZEREE LW,

PR OETRE  EE . R, 1 28EAROEET 5, B, BINEETA5AI0E. BERREE 4 FEE
PAEZ2iF, 18288, 1 H 8EEXBATHRE LW &, T2, ZEEFOFREIIRET 22 ERZEE LU,
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. ¥ (FRLOEES) (BT SHHE

#

1. EERBLZTDER

T

H

1 RFNZKY EELGHEENEKRTIEEINLHILITEFEL. 77/ 72200 1 B#

EH1500mg (K& 468) BRI SHAECRIRETHHEICE. THMICHHESZHERET D
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Mg 157 (26.21) 21 (1.66) 28 (9.43) 206 (9.55)
KGR —7 1 (0.17) — — 1 (0.05)
MEE =BT 1 (0.17) — — 1 (0.05)
ER R 1 (0.17) — — 1 (0.05)
B R 1 (0.17) — — 1 (0.05)
FFREEREE 6 (1.00) 1 (0.08) — 7 (0.32)
RS — 1 (0.08) — 1 (0.05)
AR E 1 (0.17) — — 1 (0.05)
R 5 4 (0.67) — — 4 (0.19)
SR T B 1 (0.17) — — 1 (0.05)
RESLUVRTHEES 80 (13.36) 13 (1.03) 4 (1.35) 97 (4.49)
T 9 (1.50) — 1 (0.34) 10 (0.46)
P2 — 1 (0.08) — 1 (0.05)
TE2S 6 (1.00) 1 (0.08) — 7 (0.32)
HLEE — 1 (0.08) — 1 (0.05)
BT H i, 1 (0.17) 1 (0.08) — 2 (0.09)
ZITIE 23 (3.84) 2 (0.16) 2 (0.67) 27 (1.25)
oyzEle 1 (0.17) — — 1 (0.05)
FEB 1 (0.17) — — 1 (0.05)
) FENE 26 (4.34) 3 (0.24) — 29 (1.34)
w5 10 (1.67) 4 (0.32) — 14 (0.65)
2 H MRS — 1 (0.08) — 1 (0.05)
B ANVEZE D FEIE 1 (0.17) — — 1 (0.05)
KOS A 1 (0.17) — — 1 (0.05)
E 4737 2 (0.33) — — 2 (0.09)
BHVEE O FEIE 3 (0.50) — 1 (0.34) 4 (0.19)
T LIV —EE D FEE 5 (0.83) — — 5 (0.23)
B & e 1 (0.17) — — 1 (0.05)
ERRB L VEATEEES 9 (1.50) 7 (0.55) — 16 (0.74)
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B 2 R BEFEARERE | FRARERE AL
(TRC1L) (TRC2U) REDEET
BlEREDIESE BlIEREDRERNRES (HH) F (%)

RO — 6 (0.48) — 6 (0.28)
ARG 50 TR 1 (0.17) — — 1 (0.05)
(R 2 (0.33) — — 2 (0.09)
WAL — 1 (0.08) — 1 (0.05)
ZETNE B EE 2 (0.33) — — 2 (0.09)
W53 1 (0.17) — — 1 (0.05)
B o~ 1 (0.17) — — 1 (0.05)
FHES B 0IE 1 (0.17) — — 1 (0.05)
U e ki 1 (0.17) — — 1 (0.05)
BB L UREES 16 (2.67) 3 (0.24) 1 (0.34) 20 (0.93)
PR A5 8 (1.34) 3 (0.24) — 11 (0.51)
1IN 2 (0.33) — — 2 (0.09)
PEIR B 2 (0.33) — — 2 (0.09)
B A E 1 (0.17) — — 1 (0.05)
B HR 1 (0.17) — — 1 (0.05)
FRPA 2 (0.33) — 1 (0.34) 3 (0.14)
PR PR 1 (0.17) — — 1 (0.05)
YBERBFVIERESE 1 (0.17) — — 1 (0.05)
BRI ST A FE 1 (0.17) — — 1 (0.05)
—H - SRRRLIUES | o 1419) 13 (1.03) 8 (2.69) 106 (4.91)

ER{ DK BE ’ ' ' '
1% ) e 2 (0.33) — — 2 (0.09)
P A R ek 4 (0.67) — — 4 (0.19)
EE 2 (0.33) — 1 (0.34) 3 (0.14)
P [ — 1 (0.08) — 1 (0.05)
FLH K 33 (5.51) 3 (0.24) 1 (0.34) 37 (1.71)
R 1 (0.17) — — 1 (0.05)
AT — 1 (0.08) — 1 (0.05)
(e 20 (3.34) — 4 (1.35) 24 (1.11)
I 2 (0.33) — — 2 (0.09)
RIHPETEE 3 (0.50) 2 (0.16) — 5 (0.23)
L3 — 5 (0.40) — 5 (0.23)
FEEL 8 (1.34) — 2 (0.67) 10 (0.46)
mFiZ 22 (3.67) — — 22 (1.02)
HRABNEAR 1 (0.17) — — 1 (0.05)
= e P AN Rk — 1 (0.08) — 1 (0.05)
ERRRE 135 (22.54) 2 (0.16) 1 (0.34) 138 (6.39)
TIELT R TR 10 (1.67) — — 10 (0.46)

7 =T —EHn ’ ’
PRIV 2 (0.33) — — 2 (0.09)
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B 2 R BEFEARERE | FRARERE AL
(TRC1L) (TRC2U) REDEET
BlERZEDIESE BIERZEORERNFRREN (HH) £ (%)
TANTRARTS SN g e | - - 8 (037
TFUAT =7 —EHEN
M E Y e N 13 (2.17) — — 13 (0.60)
g = b 25 o — L 1 (0.17) — — 1 (0.05)
L7 VT F iR Ex 17 (2.84) — — 17 (0.79)
F—-E N ' '
7 v7rF = 1 (0.17) — — 1 (0.05)
M7 L7 F= 80 3 (0.50) — — 3 (0.14)
A= R o N 1 (0.17) — — 1 (0.05)
i H LR K SR SR HE N 7 (117 — — 7 (0.32)
Y o A 1 (0.17) — — 1 (0.05)
M Y o LHEE N 2 (0.33) — — 2 (0.09)
M EK T — — 1 (0.34) 1 (0.05)
I E 5 7 (1.17) 1 (0.08) — 8 (0.37)
M ~Y 27 0% K8 13 (2.17) — — 13 (0.60)
1. H R S HE N 16 (2.67) — — 16 (0.74)
1fn. HR R FEHE AN 2 (0.33) — — 2 (0.09)
C — BSOS BHN 2 (0.33) — — 2 (0.09)
I FRER A N 2 (0.33) — — 2 (0.09)
VIS IMRT A o o) — — 30 (1.39)
7 =7 —E8EN
R R 1 (0.17) — — 1 (0.05)
R R o e 5 (0.83) — — 5 (0.23)
PR H I RS 7 (1.17) — — 7 (0.32)
~NES T U 4 (0.67) — — 4 (0.19)
JIFHERERR A R H 6 (1.00) 1 (0.08) — 7 (0.32)
BERSIE M 1 (0.17) — — 1 (0.05)
I EREEE N 1 (0.17) — — 1 (0.05)
i/ R B D 1 (0.17) — — 1 (0.05)
IR ML ERE D 2 (0.33) — — 2 (0.09)
RE R 20 (3.34) — — 20 (0.93)
L EREHE N 4 (0.67) — — 4 (0.19)
i/ IR BB N 3 (0.50) — — 3 (0.14)
AFRRER 53 22580 3 (0.50) — — 3 (0.14)
I HER 43 2R 1 (0.17) — — 1 (0.05)
I HER T 4 2 HE N 1 (0.17) — — 1 (0.05)
U L SERE Sy 1 (0.17) — — 1 (0.05)
PR PR H B 3 (0.50) — — 3 (0.14)
M TAZIRAZTTN o (083) - - 5 (0.23)

2 —BHIN
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B 2 R BEFEARERE | FRARERE ﬁ”ﬂ#t
(TRC1L) (TRC2U) REDEET
BlERZEDIESE BlIEREDRERNRES (HH) F (%)

JFaErR & -5 1 (0.17) — — 1 (0.05)
HE. PESIUNESHHE 3 (0.50) 6 (0.48) — 9 (0.42)
A 2 (0.33) 4 (0.32) — 6 (0.28)
H15 — 1 (0.08) — 1 (0.05)
FHEEE BT — 2 (0.16) — 2 (0.09)
5SS i i 1 (0.17) — — 1 (0.05)
HRIRE — 1 (0.08) — 1 (0.05)
FEi-x v — 1 (0.08) — 1 (0.05)
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9. BERBRERRICRIZTE
RESN TV

10. BEHE

13. BEE/RS
13.1 fER

T < R—L OB G X 2 EERERT, PERmH, BIR, SiE, REEIE, MEILTH D,
TENT ) 72O REREICELY, FEHEoBZENRH S, /2. TR T I ) 7200
B G HRT « B - DA ORI Z o2 L OWMEND D, @BEREICL S EAERT, §
PBEOE, BACRR, Bl TRH:, B, BH. BITEThs, [1.2 5]
13.2 g

BREULE & LT, KEZMR L., JERIS CZMERER S BROBEHAITHY 2 &)

k7= F—/L Ol B 5 X 5 IHSEOER A RO A5G2I, e XY U RA GG
NHDLIND, ERBIELFRTIOIBENLRH D, £7-. P T F—/UIBIMIC L VIZEAERES
FAWASTAN

TERNT I 72 OWMERGIZEDIERNDEDONAGAEICIX. TET A AT U OEE5 %%
Eiosz e, [1.22H]

(fiF#)

ARHFN O B 5- R, 0 70 W OHERFIZERE 20 FFRAE B JFBROE AT H 2 &, £,
MBS UC, — 7R XRREEIT Y 2 &

M7= F—VOBEFR ST T Y U BENR NS0, ERBIELFERT LI EnbDT-
DEELTERETLZE, £, 7B M7 720 OBEREIZIL. TEFALL AT A v OFRE
WLV TOINETF A RZEHNMNEFREITH Z &,
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11. @ALOFE

14 #RLEDEE

141 EFIRFEFDIE

14.1.1 PTP A2 OFEANX PTP v — 2 bl L CIRAT A L2 E T2 L, PTPY— D
REERIZ XL 0 | BB S EE RN U, BEICIE LA B 2 U CHERRIA RS D EE 72 A OHE
EHRTHENH D,

14.1.2 /NEOFOEI R VENRET H L EET L2 L,

(fiF#n)

14.1.1 PTP R0 EA LB OEETH S CE 84 3 H 27 H HHHIREE 240 5 K Ok 8 4F 4
H 18 H HIEIEE 304 =1 %600%ﬁ®§lkbf\%ﬁ®tbK%bTTW%\é%%
LN LHIRAZ EIRAOBICEESIZHIT bz SITRNT 27— AN HE ST
557
F72, PTP v — FORBIRIC LY, EFICEEREGINELZ 2T 27 —ARHEIN TN D 59,

14.1.2 AANT F I~ F—=AEBRIE L T2 72 ) 72 OREEFITHY . T~ F—/ViERE I A

EAA R GERREE) TH D720, FHNEOMICZ L 0 BER @ ER G LR 58T H 5 2
D, EEHEL TV D,

12. ZDHDEE

(1) EREREAIZED CER

15. 1 BRERERICE D < 1%

15.1.1 72 b7/ 7= OEULEY (7 =2 F®F ) ORMEEICLY, MAaFRRFEEELZ
TIEND B,

15.1.2 BHELOBEIESEOBEEZFTHE L 2 A, BHULEYw (7 =T tvF ) 8EEZEH - K
IS (B BRI & 1.5~27kg, IRABIM 4~3044) LTWEARZNEDOHRENRH D,
15.1.3 AT v A FHEHEAREEAIZ BE G SN T D LMEICBW T —RIRRERED b

T EORENRD B,

15. 1.4 #B(BHIZ CYP2D6 OILMEN BRI TH S Z LB LT\ b A3 (Ultra-rapid
Metabolizer) Tix, k7~ F—/LOIEMERE O M AERE B U FERANH] % 0  IVEH 23 %
LT R5B8ENARH D,

(figan)

15.1.1, 15.1.2 7 F7 X ) 7= v EABEANCEROTH TH L, TE T I 7 = UEEUES
MThdr7 2T MAIORY - KERGICET2EEFHICONT, AFITHLHEETDHZ
L.

15.1.4 RAIORLS THD 7~ F—iE, FiZ CYP2D6 KU CYP3A4 (2 L » TIRET S5 28,
BIRAYIZ CYP2D6 OIEMEN BT H é EOVAIBF LTV B B (Ultra-rapid Metabolizer)

T, 7~ R— % X0 RENOZRITIEHEREMICERT 52 E03H 0 . 2 L iEkE
ﬁ%%@@ﬁ%&ﬁhﬁi“@wm%£®)z&#%mﬁéﬁﬁﬁﬂ%ét&x&ﬁiézko
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(2) FEERRRABRICE DB

15. 2 JERGEREAER CE D < 1H#R
15.2. 1 b (7 =FkF2) OEH - KEEEG L8R, BERENRO LN &
DHREDH 5,
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X. JFERERSERICEE 9 S THE

1. FEEHER

(1) EEEHER
VI SOFEHICBT 2 HE ) OHEM

(2) TEMREHR

®X-1 REMFEEHRR
= g BE rEE S
EﬂEﬁIEE (n) ﬁﬂ% (mg/kg) #%EE#A%FEE
TRAM 100mg/kg : FEMRMFNL, AHL
HIRED . B2k, BEBEITEOWRA ., WA
RRISDIRT, WA DOHEK
APAP 867mg/kg : BRI, AH
AIRENG . NZE, iR, TRME, B,
TRAM : 100 giﬁ@b?/ﬁ@ X ADEAAT, HE
‘ APAP : 867 ROMD
—MAER - | TRAM/APAP 10/86.7mg/kg : &5
roiim | 22" | g |[TRAMAPAP - g
(FoB) | (FHF6HD égggg‘ TRAM/APAP 30/260mg/kg : k.
Ry . RRITB O, HEEEOHRD | I
100/867 syt
TRAM/APAP 100/867mg/kg : JEEA
(i, B3 AOOHNN, KRR
RESR, S, TR, VERE, B,
REATE O, RIS DIKT .,
PR O, BEAZDOHEK
R | | | A - BERL
; Sy k|, _ APAP 867mg/kg . TRAM/APAP
i (& RESH) 1 AL 100/867mg/kg : & T
TRAM : 20
- P APAP : 173.4
LRG| ey | g |TRAMAPAP: wmnL
DR | e e 5/43.4,
10/86.7.
DL 59 20/173.4
TRAM 20mg/kg . TRAM/APAP
A X 20/173.4mg/kg :
1 )£ (fmejpRipe) | #20 Al E PraRH Mmoo b
(&H5~61) SRS 30 o B RS- 847 1 02 1 2
L
TRAM : 100 |TRAM 100mg/kg : PEU %> #40N
Sy ﬁg/{ /:A81§ZP 'I*éR/éM/A%;P 30/260mg/kg : 47 HF
T T BEL 77 £0) Y . 7?\%@ 1}
RRS gf@;b HH | 0/86.7. APAP 867mg/kg . TRAM/APAP
30/260. 100/867mg/kg : MW DL, —
100/867 [ B DN, oy RFHA U D

TRAM : F T~ F—/LHilgtE, APAP: 7k b7 2/ 7 =, FOB : #REB 250 &3 Mk
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(3) ZDIOEBHER
DR L

2. SR

(1) BEE5HEHHAR
T~ R—UHBE L 72 b7 2 72 o OFIC K 2B OB G EERER A2 ERm L=, T~
N— R/ 72 b7 X 7 = VELARIE, ARAIE FIERIC 1/8.67 & LT,
RIX-2 HEHREHMHRER

FiiE B DHIEE™ EXASTEIN
(n) (mg/kg) BEE* (mg/kg) JEIR
Sy kO . HA BRI 72 B RIEIHOMK T, #HF
(A 5161) 215/1864.0 100/867.150E | s " e, ik, BRAE
15/130.104 k- Lt
£ R0 20/173.420 E HFEEB O T | iR S OV i 5 7
(e 2% 2451 60/520.2/8 40/346.8L) - EHEICH, 77—, IRig T E,

TR, FEETE I A OVMRAE
60/520.2 R PR i BRIRTUE, Wi (R

KEFLORMEIL T~ F— ARG/ T N7 2/ 7=y

(2) RERSEEHER
b~ R VR T T R 7 = R RBRGC K B IR OB R OV L 2 7
PERTSLIZRR® B o T,

RIK-3 RE/ESEHRR

b5 < F—ILiGERIE/

TErT7I/ T2V FoRGE (mg/kg/B) MR

1’58 (ng/ke/B)

g EAa=T i
(n) R 5 HAR

45/390 (MERE) Wil

Z v kY @0 0/0. 7.5/65. 45/390 (HEME) - ARMERDWD
(BRfME | ;H i 29.5/195. MCV X OMCH® L5, A 5 25 & oo 15 n
£1041) : 45/390 45/390 (MEPE) : ALTR OASTOIEF. H YU WA
K O'ALPOD b5
7.5/65 (HEME) : HHHORL - RIEH Y
7.5/65 (HEME) : AFlgEEOEIMER
7.5/6500 & (HEME) 74TV = ORI
22.5/195 (MfERE) - WEM, MEMHE JRIE M., AR,
{REJA, RBC » HbE O~~~ ~ 7 U v h O,
MCV® & faRAR ek & O /MR o880, ALT -
£ D ALPK O y -GTPD EH-, #E VL O, IR
(& BT B 0/0. 17.5/65. ey e ke Y = R OISR
24091 3» HH 22.5/195 (Bie) o¥Ehn, FlgESoEIER ., Fg : ZE6iH

AR R K OBMALE G RILE ., Bk JRE
RO BIEILE. B APk

22.5/195 () - NV 7 V&Y KOS, JRpHAKME,
JIFRR - AP EZRIAE . M - BESNE L, AR AR
AE

22.5/195 (ML) - BE, ML, BREBOX T,
EEVEH, AE. HIE, RICEDEEOHN
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(8) EnEHEaER 2~
h 7~ R—=UHBE LR O T b7 X 7 7 = O ARG L 5 EEEERERITER L Ty, 7

~ R—/VHRRIR I BT D@ nmtE g Iatt ch o7z, 7T 72 7 = UiTiiaEE oA bR
2 IR X B T DR RSO SR, S SUIFEIC LA bt ST b,

(4) HARIERER O
T~ R MERER T € N7 2 7 = OGRS & B 28 AFHERBIT IR L TR, b

T~ R— GG £ DN AR ER Clid, BAFMEZ RTATRIZERD bNRholz, 7 87 2
J 7 = ENEE. BEEEORBNRE SN TWAER., ZhbiFaEtosrbnsmHETO Z
LTHY ., BBEAETIIFEN N LRGSR TV,

(5) EEHEEBMHRER (T k) ©
Z oy M - RIRRAEICET AR TIE, & 280 b I~ R— UERIER T N T ) 70 %
IR 6~17 HOR 1 B 1 EEOEE (M7~ F—VE@BE/ 7' N7 X 7 7 = PR EGHE: 0/0,
10/87, 25/217 }¢ ¥ 50/434mglkg/ B, b 7~ N— VHEEsHE & 58 : 50mg/kg/H) L7-fE5R. B
W) Gl A 0F & G RE CIREHINME] & OMEAT B O 3586 S V7228 SR AL, 81 %, B RS,
e R, B IEE % OVE IR TR DIRSECEICBITRD bivie o7, £720FH 50/434mg/kg/ H
LN T~ F— VIR B TR A E ORI N b2, EHFEEITRD b o7,
REEWIZ 9 % B EEE 81T 10/8Tmg/kg/ H AR, 8 « iR RISk % MEmME & 1T 25/217Tmg/kg/ H &

L7,

(6) FFiRIStEEER
LR L

() Z0thDEHEHE

IR AR BR 60 ~™
o< F—ERIER T N7 7= ORI L AEEERBRITFEK L T, b

T~ R—UEME TIE~ T A, 7 v b L O L& AW TR BRI O TR IR 17 B O R
FEMERTZ ENRHESNL TN D,
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X. EEMFERICET SHRE

1. BRER7
@ﬁ” . ]“?JA“IZ‘) l\®ﬁﬂé\$’£ f;‘%ﬂ;‘ﬂé\ ﬂﬁ%@%tﬁ]ﬁ)
ARGy« b T~ R ViRt B
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) EE-EMEOLTEICIVENTLZ L
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BN - 36 » H

3. BENKRETORTE
R IRAF

4. BIRWLEDEE
BRE SN TV

5. BEMITEH
BEMERLETA R HY
<TFVoLEBY : HY

6. E—mH% - RzhE

B +5<7 F—)LIEREIE

=B % F7~—/LE 100, 7 ~—/L 0D §E 25mg * 50mg

Fl %) 3 72 Z=v, B RXMBEXRY, Fxa NUOERREKTY, 27400 Vg
KT

B7E+73/ 7z

Al — W% B e —/LEE 200 + 300 + 500, = A —/LEE200mg + I H—/L KT A0 v 7 40%.
7 2 b AR 50mg ¢ 100mg ¢ 200mg, A 12—V ALK 100 « 200 - 400, T
BT 7o EEAET DA - ERLE

%) 7RV, A7 mT7=zy ¥/u7=F 7 NI UL AT =) ARE
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ULTRACET tablets are indicated for the management of acute pain severe
enough to require an opioid analgesic and for which alternative treatments
are inadequate.

A& - RE

Limitations of Use
ULTRACET tablets are indicated for short-term use of five days or less.

Because of the risks of addiction, abuse, and misuse with opioids, even at

recommended doses, reserve ULTRACET for use in patients for whom

alternative treatment options [e.g., non-opioid analgesics]:

-Have not been tolerated, or are not expected to be tolerated,

-Have not provided adequate analgesia, or are not expected to provide
adequate analgesia.

Important Dosage and Administration Instructions

-ULTRACET is not approved for use for more than 5 days.

‘Do not exceed the recommended dose of ULTRACET. Do not co-administer
ULTRACET with other tramadol or acetaminophen containing products.

-Use the lowest effective dosage for the shortest duration consistent with
individual patient treatment goals.

-Initiate the dosing regimen for each patient individually, taking into account
the patient's severity of pain, patient response, prior analgesic treatment
experience, and risk factors for addiction, abuse, and misuse.

-Monitor patients closely for respiratory depression, especially within the
first 24-72 hours of initiating therapy and following dosage increases with
ULTRACET and adjust the dosage accordingly.

Initial Dosage
The initial dose of ULTRACET is 2 tablets every 4 to 6 hours as needed for
pain relief up to a maximum of 8 tablets per day.

(2023 2 A)
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Tramadol hydrochloride/Paracetamol tablets are indicated for the
symptomatic treatment of moderate to severe pain.

The use of Tramadol hydrochloride/Paracetamol should be restricted to
patients whose moderate to severe pain is considered to require a combination
of tramadol and paracetamol.

Ri% - AE

The use of Tramadol Hydrochloride/Paracetamol should be restricted to
patients whose moderate to severe pain is considered to require a combination
of tramadol and paracetamol.

The dose should be adjusted to intensity of pain and the sensitivity of the
individual patient. The lowest effective dose for analgesia should generally be
selected. The total dose of 8 tablets (equivalent to 300 mg tramadol
hydrochloride and 2600 mg paracetamol) per day should not be exceeded. The
dosing interval should not be less than six hours.

Adults and adolescents (12 years and older)

An initial dose of two tablets of Tramadol hydrochloride/Paracetamol is
recommended. Additional doses can be taken as needed, not exceeding 8
tablets (equivalent to 300 mg tramadol and 2600 mg paracetamol) per day.

The dosing interval should not be less than six hours.

Tramadol hydrochloride/Paracetamol should under no circumstances be
administered for longer than is strictly necessary. If repeated use or long term
treatment with Tramadol hydrochloride/Paracetamol is required as a result of
the nature and severity of the illness, then careful, regular monitoring should
take place (with breaks in the treatment, where possible), to assess whether

continuation of the treatment is necessary.

Paediatric population

The effective and safe use of Tramadol hydrochloride/Paracetamol has not
been established in children below the age of 12 years. Treatment is therefore
not recommended in this population.

Older patients
A dose adjustment is not usually necessary in patients up to 75 years without

clinically manifest hepatic or renal insufficiency. In older people over 75 years
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elimination may be prolonged. Therefore, if necessary the dosage interval is to
be extended according to the patient's requirements.

Renal insufficiency/dialysis

In patients with renal insufficiency the elimination of tramadol is delayed. In
these patients prolongation of the dosage intervals should be carefully
considered according to the patient's requirements.

Hepatic impairment

In patients with hepatic impairment the elimination of tramadol is delayed.
In these patients prolongation of the dosage intervals should be carefully
considered according to the patient's requirements. Because of the presence of
paracetamol Tramadol hydrochloride/Paracetamol should not be used in
patients with severe hepatic impairment.

Oral use
Tablets must be swallowed whole, with a sufficient quantity of liquid. They
must not be broken or chewed.

(202341 A)
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heE - R Adults:

B UERRKRE A TRAMACET® (tramadol hydrochloride and acetaminophen) is indicated for

the management of moderate to moderately severe pain.

TRAMACET® has not been systematically evaluated beyond 12 weeks in
controlled clinical trials. Therefore, the physician who elects to use
TRAMACET® for extended periods should periodically re-evaluate the
long-term usefulness of the drug for the individual patient.

Geriatrics (> 65 years of age):

In general, dose selection for an elderly patient should be cautious, usually
starting at the low end of the dosing range, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, concomitant disease or other
drug therapy.

Healthy elderly subjects aged 65 to 75 years administered tramadol have
plasma concentrations and elimination half-lives comparable to those
observed in healthy subjects less than 65 years of age. TRAMACET® should
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be administered with greater caution in patients older than 75 years, due to
the greater potential for adverse events in this population.

Pediatrics (<18 years of age):

The safety and efficacy of TRAMACET® has not been studied in the pediatric
population.

Therefore, use of TRAMACET® is not recommended in patients under 18
years of age.

Ri% - AE

Adults:

For the management of pain, the recommended dose of TRAMACET® is 1 or 2
tablets every 4 to 6 hours as needed for pain relief up to a maximum of 8
tablets per day.

Patients with Hepatic Impairment: TRAMACET® is contraindicated in
patients with severe hepatic impairment.

Patients with Renal Impairment: TRAMACET® is contraindicated in

patients with severe renal impairment.

Dose Titration:

Dose titration is the key to success with opioid analgesic therapy. Proper
optimization of doses scaled to the relief of the individual's pain should aim at
administration of the lowest dose which will achieve the overall treatment
goal of satisfactory pain relief with acceptable side effects.

Dosage adjustments should be based on the patient's clinical response.

Geriatrics:

Respiratory depression has occurred in the elderly following administration of
large initial doses of opioids to patients who were not opioid-tolerant or when
opioids were co-administered with other agents that can depress respiration.
TRAMACET® should be initiated at a low dose and slowly titrated to effect.

Pediatric Use:

The safety and effectiveness of TRAMACET® has not been studied in the
pediatric population.

Therefore, use of TRAMACET® is not recommended in patients under 18
years of age.

(20227 H)
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Pregnancy

Risk Summary

Prolonged use of opioid analgesics during pregnancy may cause neonatal opioid withdrawal
syndrome. Available data with ULTRACET in pregnant women are insufficient to inform a
drug-associated risk for major birth defects and miscarriage.
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In animal reproduction studies, the combination of tramadol and acetaminophen decreased
fetal weights and increased supernumerary ribs at 1.6 times the maximum recommended
human daily dosage (MRHD). In separate animal reproduction studies, tramadol
administration alone during organogenesis decreased fetal weights and reduced ossification in
mice, rats, and rabbits at 1.4, 0.6, and 3.6 times the maximum recommended human daily
dosage (MRHD). Tramadol decreased pup body weight and increased pup mortality at 1.2 and
1.9 times the MRHD.

Reproductive and developmental studies in rats and mice from the published literature
identified adverse events at clinically relevant doses with acetaminophen. Treatment of
pregnant rats with doses of acetaminophen approximately 1.3 times the maximum human
daily dose (MRHD) showed evidence of fetotoxicity and increases in bone variations in the
fetuses. In another study, necrosis was observed in the liver and kidney of both pregnant rats
and fetuses at doses approximately 1.9 times the MHDD. In mice treated with acetaminophen
at doses within the clinical dosing range, cumulative adverse effects on reproduction were seen
in a continuous breeding study. A reduction in number of litters of the parental mating pair
was observed as well as retarded growth and abnormal sperm in their offspring and reduced
birth weight in the next generation. Based on animal data, advise pregnant women of the
potential risk to a fetus.

All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Lactation

Risk Summary

ULTRACET is not recommended for obstetrical preoperative medication or for post-delivery
analgesia in nursing mothers because its safety in infants and newborns has not been studied.

Females and Males of Reproductive Potential

Infertility

Chronic use of opioids may cause reduced fertility in females and males of reproductive
potential. It is not known whether these effects on fertility are reversible.

5

A=A T VT DO

T dol / Acetaminophen(P t D:C
(An Australian categorisation of risk of drug ramado cetaminophen(Paracetamol)

. (20234%-104)
use 1n pregnancy)

A —A N7 U7 D454 (An Australian categorisation of risk of drug use in pregnancy)

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing
malformations.These effects may be reversible. Accompanying texts should be
consulted for further details.
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The safety and effectiveness of ULTRACET in pediatric patients have not been established.
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