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Tramal® OD Tablets

Z7

i) EE-EMFEOMTEICLVMEHTLZ L

2. BE (ROBHEICIIBELLEWZ &)

2.1 12 ki o/NE [9.7. 13 1]

2.2 AFN ORI U O BEAREO S 5 B [9.1.6
2]

2.3 7Iva—)v, [EHRA. SURAL. & A FEIEHIUE
FASAISEIC X 2 2tk [P ARSI e O
2B BEZNDNH 5]

¥ 2.4 BT I VEBALEERIIER] (L LX) VIERIE. I
FUYYRAVIVEBE, 7473 KA VIVERE) #&GH
DB I G IEB14H DN BE (10,12 8]

2.5 FV A7 = UK & G o B3 3k Gk
LA DA O EE [10.131]

2.6 I D FORBHREIN TRV TAPARE
FERASEAL S B BZ N D B [9.1.28 8]

*

7. BERVHEICEHET 518
7.1 )l

KA 2 EFG-$ 25413, 1A25men 5 iR T 5 2 &A%
%i beo

2 G- HkE

4~6IEH O & DERFICREI R G-§ 5 2 Lo 72721, ARG
A E b THRGHMEEHET L2 LWL § 5,

.3 B O

AP 5-BIE R ITEE OIREZBIZ L, WY 28Rl R
SNEWERD /N 725 & 9 AR EZIT) 2 L, HWE - )
HOHZZ, 1H25mg (1H100mg) 2479 T EAEE Ly,

A DIAETEBE BT B BRI O BB G- (LA

Fa— - F—X)

ARFMRH IR A R L 723 & R BUR AR E 5 Tw
% BECTRHED I L7250, 1S ISAH O kG
BL-E2To THI NS 2 &0 AR ORI BIMES 010
Fh I, EREG T OARFOLIH ED1/8~1/4% FE L%

VRN DE 2B T RAlR G- R AR R 2 fE LT

3. #ARk - MK
3.1 48 s
WFE% b 5 <— 1 0OD$E25mg b 5 <— 1 0OD$E50mg 7.5 ¥ 08k
. 15 15
AR b7~ F—VHE#E25mg | N 7~ F— ) V3EEEES0mg

fmro—2A, KE#RE Foxd 7oy e
O—A, BEMEKRT A8, R)E=v7rva—i B
SFAALY) . TF VLT — A, T Y VEEES b Y
UAh, kY=, TIZYNVBIFN - A7) VK
win#El | AFVaRY)w—, R)FFIFLY /)N T D
NVI—F)IV, ZJZTUVBM)ZFNV, D= b—),
FrEQIYFYT Y, JUHARE N, AFTY ¥
R~ A2Yh, TANSLVTF—A (L-7z2=2VT7 5=
ALEW). TR FEFARY Y, TIET T

3.2 BHE| DMK

4. FHREX EFHR

A EF A FEERE CARRYEL ToREICH ) 55ER
ORBEH > BIEE
Olge&m

5. FREX FHRICEHAET 2R
BRI BT, ZORKEE 4 5 HENHL, O
B - SRR, KE) A7 2 GO U RPN 21T
W AF OG- OB 2 HEIHIWT 5 &,

6. HERUHE
WE. RAE T~ F— ViR & L CIH100~300mg
ZARNZ 3 ERE LRG3 %0 2B, FERITIE U Tl AR K
§ 5o 7272L1M100mg, 1H400mg% R %\ & & F 5,

7

7

*8.

b % BHITFS 2RGSO N WAL, ML) 2 G
NOLEWEBET 52 & Tz, EPMIRERE ORI &
B BEOMBEDOLEIEIZ OV TR 52 Lo

6 G-k
6.1 Al oPG 2 BEE Le holaaid, BEIERD

FHEP CTOIELITHET S L,

8.2 BARFEEIZBWT, AAOLIH OERR G 503

300mg CHIFEANRDIAR T & o l2h. AFoOKE % h
1L, Bk 2 50MF EF 4 FEAINOLEHE 2 2+
5Tl TOREIIE. ERRGREOL/S5OHEOFIIE IV
A ERWEHRGEOHEETLIENEE L, T2, &
[TEVE RSO €I 4 FERANCETE T 25413,
ROENLE A LOWHETHGRZRDDLIEDETE L,

Wi I 7% — ) OD§25mg \ } 9% — L OD§E50mg
WA O i
AR PTG S0 B L 72 PO 00 LR P A ;
Ak — 1 ®132 ‘ ®133 7.7 mEENORG-

75 Ll L O R T AH O M R BE 7)YV IREE TR
Bel. VER R CRIERZH®RT 280 H 50T, 1H
300mg &R W ENEE L, [16.6.32:H]

.8 MR DR

ARFNIOWEN THEES 225 DIRERIELD S OWRIPUZ X D %)
FHIZ T 2 WA TR 2 V2D, BEE UK TRAA
b, [14.2.15H1]

. BELEKRREE
A B ) EWRAFZE L EBHHDOT, BEE+

ATV, HEICRG A2, [11.1.43H]

2 Al Lzgnic, ol WEm, EMEOREIRD S 5
BB ENH Do Eols - WIS B 45 & L THlIH:H
OHFM 2 BRI A% E LTTHIONMNZEE L.
FANP G R ORWEH OFEBUS D ERET 5 2 Lo



8.3 IRE., IV, HE#lHEIRI DI ENHLDT, AH|
A Y EANIEQE ko NOR U e A R R 7 AR L (A
HEFHIELRWIIIEET LI L, B, EilkiHRICEV A
BIHHIICE S B ME I N TV S,

8.4 BWMANC X AEFTFIHETIEI R L EHETH 5
ZLICHEBETLZ L,

9. BENEE+#HFTHEEZICEHT IR

9.1 AHHE - MEFEZNH 2 EE

9.1.1 18RAKmD I, FARMERSEMINEREN IIEE
GREBEETHEE
BLLawZE, BERFEIHOY X7 B3N 582
Nhdh s,

9.1.2 TAPADHDEE, EERELEBILPTVEEX
BEEEEOREREDH 5 BE GBEICLVTDLEEEN
ENTVWEWTAPABEERRL)

RAN PG FIBEE A 54T ) S & EIERIERFRT S
2D D, [2.68H1]

9.1.3 EMELAX IEMKEFEED H 2 EH
kIR 2 PRA OB I, EIRICER - TS 352 &, K
MR AETRT VS

9.1.4 MEIGINEIRREIC H 2 EH
WP 2 W RS 2 BEND D 5o

9.1.5 BICREMBENH 2 EH
IR RN O LA 2 k5 B2 h03dh 5,

9.1.6 A EA A NEERBNCH LEFEDEREED & 3 EH
(AFN DA UVBBIEDBEEED H 3 BE %R L)
[2.2%01]

9.1.7 Ya v VREICHIEE
B AR M 2 B R 3 2 BENDDH 5,

9.2 BHEEEERE
BEOREZZEL, HGMBAILES SR EHEICHEYS
T5HI o EOMLRREAFRRE Uy VM T ORIVEH AsiE 5
THEBENDH L, [16.6. 1]

9.3 FTHEEREERE
BEOREZEEL, BE5EHELZIEEYT 52 SEEIERYS
T5T Lo FCILRREAEE L. 1B K ORIVE 25 hE b6
THEBENDH B, [16.6.258]

9.5 1117
IR OIIFR LTV A etk 0 & A P2, EE Lo
PEASER A o5 BT SN Y EICOEE TS
o MRERRIM & maE L. B SE B AR IS 2 B T RE
Wdb, B, BWERT, BHEBE. FEEOCHAERD
AL RITT I EAMEShTw 5,

9.6 =31z
HWLEOGRME R O RBOLEE 2 ZE L., ZILOHk
e ATk 2 METT 5 2 ko BRI G (EINREKRE) @
WA 0. 1% iR IcBIT T 5 2 L MsEN TS,

9.7 /NBZ

9.7.1 12RKimN/INE
WHLnWZ E, WHIBWT, 12EKEO/NBTHE R &
GEELIFRIH O ) 227 BEnE OfsEd b, [2.151]]

9.7.2 12 ED/NR
125% DL B o /RNBISRE§ 2 30 e OV etk & $R & L 72
PRERBRIZ IS L TV 72\,

9.7.3 B, BAEMERMBENINEREN IEELHEES
BT BN
TG LanwZ ., BEZFRIFIOY X7 38hnd 5 B2
Nadb 5o

9.8 =L
BEOREZEE LAV SMHEICHG T4 &, LA
MET LTSI ENE L, RE - PEEASEEE LEIVER 2
HoEbNRT WV,

10. HMEEH

AFNEFE LT IZECYP2D6 K OSCYP3A4IZ & b AL
H#HEND,

*

10.1 FAEZEZ (FALAEWVWZ &)
WAL BASER - $5E G P - fEBRINF
E 7 I VBALEE AN EICB VT, o AR E A
FREHR = VRGN (BEEL. BB Sh, F 7.
LX) IR B, JEEL BETF. ) RO o
I7¢— i, HHREIUE, (= USRS
FHFY U AVIIF U= A, FH|LEEZLND,
VR %) R E TR R
7YYL b (RBEWATE), [,
P74 3 R AR, iR T .
OVERKE W0 2 SR (R 3 i)
774 F OV (RIE.

[2.4Z:H]

ELE) o EIE
ARHE I TV 5D,
T 7 I VBALEEEM
EH F G o B E L
3G %14 H DA
DOBFIIIELS L Rw
Zr. F AKHIES
MIERICE S, 7 U8
LB EA 0¥ 5%
B A3 AaI1ICIE, 2
~3HM DM 1
HZEDVEF L,

FIV X7
EKA
Yoo
[2.52H]

MERERE R T B2
N2d b, REOEE
TEM Z ey S8 572
D, MAERD DI
W7 H A%l =
B 2SI 12 |
1l &5 0 PO AR 0 ) S
RBBHT HBENH
Hbo FIVAT L%
G o BH I3RS
Rk R LE R LN o
FIIIG Lenwa &,

FNVATD
ur ¥t 4 K
BARTEBUER
X0, KAENK
L CHEAIITH
E5 5,

10.2 FAEE (FREICEET S 2 L)

HeH) 455 FRARREIR - $5E 3 | By - AT
F YT A FEJRAD R R O R T R R | A A & AR 12
PSRRI (HIE oA kT B EMEH SRS
T ) FT I NDHD, HEEZOLND,
SRHEH, i R
i
ZHSRILD OF| o b= VEMER (BEAHINICE- A
o b= EEE AL B, FEEG ST, (WEm s, F /2.
IR o b = EERH, RO a
CHEILY SAARHGE, IAZUT—X A, | P UERKT
EH] (SSRI) % | FHIZ) Bdobhb|bEEZOLND.
VAVY R BENDED 5, V4V FoIE
F 7o, BB IEOfG]E R iy, o
HEWMRIELBENNE ) T I VR
WH b LB 3 B E1EH
[ L B L 15
WA A3 B ol 8
. F7o K
Moo b=
VEWT AL
EZbN5b,
T a—) IPEWEINHI 234 U % 35 2 [AH] & FHINAg 2
nhrds, TER s8R S
LHEEZOLND,
AN XY ¥ [k 5 Vi G- |47 o R
AFNOERHRF % T AFEINL 2
VEF ] 2 55 X ¢ 5 |,
TR D 5o
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1. BIfER

ROFWERDH 5N DH B DT, Bl%E TH5I4T
W, BEPRD LN EI3RG eIk T 5 % EET %

WEZAT) 2 Lo
1.1 EXLEIEA

M1 Yav sy, P74« 5%— (HEARH)
WP PR, AU SR, RIS, AR RS S b

NHZ WD b,

11.1.2 FRORINE] (HIEEASHH)

11.1.3 & (BEAH)

11.1.4 &7E2E BEAW)
RIS, T, RSP RO ARAE B S B IR IARAE 2SR B
DB, AFOHIE T ERIFICB VT, B, %,
MR, AR, EEIML. R, HEEIR, S=v
e, L5, BEERGE, HBHOBEBRERIELLZ EDD

%o [8.12]

11.1.5 B&EAL (FHEARH)
1.2 ZOtOREIER

5%LL 1| 1~5%A0m | 1%Am A
I P R 8, I e A
JPEMRBER . | 6 Rt
IR EZ 5
TEB A 11| NS = AN - 3 VAR 3 12608
TH. MEE. SR,
T, B BHINE H. M
R SRR
FR, BILE
I3 55 [ % [SEERESEDIIN
I EREREE I -
WA ) v
B, =
AN
B NEF T
YA, R
MmERFA. A
MERKE N, 1
AN A
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N2 SN 1)
FRAP, 4%
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LA 7 e
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R, REBED

W) A TRVHNC & B FEBUEE,

13. BEKS
13.1 fEIR

HEEIC L B I 2R & LT A, MR, O R G
BRI (228 % AR, SRR, RIS 1 U 3 B W A 2

MEINTW5S,
13.2 &

BEMLE L LT, [EZHER L. REIRIZIE U2zl &

PEBROBFEHRZITH 2 &o AHMPL2EHUHNOY A, H
NEWOWS], HkEd 5 IG5 5 O MLE A E %)
THb, Tl WIHIIF L TEFasy voikh, &
BIZH LT YT ¥R LIRS 2 17) 28 (FaF



VB EBRCEEAMEIEL LOMENH D). K
FHEIBITIC L o TIRIF LA EKREIRT, a3 L
Ty BHEO 2D DOMBLENT. B 5 IR O A D i
BB TH S,

14, EHEDIEE

14.1 EHXZMFEOXE

14.1.1 AR OFKGIZH 725 Tld. BRI T3 IR
BRI, RS TESE TP L. AF o HmLsk
AN E LV E S ICiRET L L L bIc, AFE TR
FORPHENVEZHIRET L L IRET L L,

14.1.2 PTPEEOHAIIPTPY — b2 5 WY L TIRET
H5E5ET LT, PTPY— FOBMKIZL Y, TV
EEASE R A A L B3 2L % B 2 L CHitkhai 44
OEELREERZHET L LD 5,

14.2 RABFDEE

14.2.1 AANZTFOLICOE TR ZEHE S5 LT 5
20, K LTIRETRTSH S, $720 KTRHAT AL &
bTE D, [7.88H]

14.2.2 AANIIE-F FORETIE, KR LTRSS RNV &,

15. ZDHDEE

15.1 BERR{EAICED <58
HAZMIZCYP2D6 DTG AP TH 5 Z E2VHIB L T 5
W (Ultra-rapid Metabolizer) TiX., » I < F—ILOif
PEACHP O MBS 5 Uy IR 5 o BRI 2358 3
LRI BbBENMND 5,

16. EHEHHEE
16.1 MeREE
16.1.1 BERAN (EMFHRESMN)
REHERE A PE24B1IC b T = F— VIEEEHODS850me (k7% L CIRJH
AR TIRAD XiE b9~ F— V3Rt » 72 v50mg (K CHE)
% 2RI AR OIS L7235 A. b 9~ F— L R OEEAHY €
7 ~O-Fi A F vk (ML) OMEEHHREEZDTORO L BY) THo 7z,
OD$EIE K% L CIRHAUIKTIRA L 2G0T hIiZBWTh,
H TN OKTIRH) & AEWZENICREETH 5 2 LR Sz,
300 300

b= F—N M1
250 250
M 200 —e—h7EN  200F —e— ATk
f —o— ODji —O— ODj#
BE
0 I | 1
0 6 12 18 24 0 6 12 18 24

W] (hr)

kI < F—VEREODS50mg % K% LT, b I < F— VIEEIE A
7 N50mgx K THRMED b 5~ F— )b & OTEER ML o i 5
R AR

HYFREINT A — 5

300 300

[N7Asdl N2 M1
250+ 250+
it 200 —e— #7+kN 200} —e— N7k
gf —O— ODj# —0— OD§it
o 150(] 150
=
(ng/mLy 100 100}~
50 50
o L L L 0 L | I
0 6 12 18 24 0 6 12 18 24
IRER (hr)

b I = F=VHEEIEODSS0mg it b 7~ F—VIHERIE » 7+ v
50mgx K CIRMZD N T = F—)b K OTEPERHPIM L 0 4 i
R

B E ST X —F

[ Aal N M1
OD#$E il OD#$&

h T

NG A% KTHRH | KT | KT | KRTHH
Cmax (ng/mL) 228+529 | 229+534 | 514187 | 52.7+20.7
tmax (hr) 1.33+0.69 | 1.23+0.33 | 1.50+0.71 | 1.46+0.64
trzg (hr) 546+081 | 561+1.03 | 6.76+1.31 | 7.07+1.39

AUCo~ (ng-hr/mL) | 1520+469 | 1540 £463 | 478 102 | 500+ 121

SEH Ml + R R 2 (n=24)

16.1.2 BB A
TEHER A BEGHIC b < F— Vi 7 7 & % 22 I 2 Wil
OG- Lz &0 b T~ F—=)V L OTE AR M1 o A v i i
G520 R F Tl CmaxlZ3E L 7288, TN ZN5~6IE ] K U086~
THRER Dt p TIF L7z M4EHR & T < K=V K OMI1®D Coax L T

AUCow i\ g d B LT L 722,

000 oy 400 Ml

—O— 25mg
300 -/~ 50mg
—@— 100mg

300

200

100+

0 F B %2 T 2 o4

5 (hr)
b~ F= VB A 7R VRO 5#0 b5~ F—= )V R OET
A PIML O I 5% o EHERS

WYBENT A —F

FF< F— M1

OD#i H TN OD#i ATV

INTGA—F K% UCHOT | AKCHRA K% LTI | ATl
Cmax (ng/mL) 242+428 | 235%53 |553+179 | 552+221
tmax (hr) 1.19+025 | 1.21 =049 | 150 =0.66 | 1.35+0.54
tizg (hr) 566+1.11|567=1.28 | 694187 | 7.04%2.02

AUCo~ (ng-hr/mL) | 1550524 | 1530+499 | 499+104 | 504 +105

FIE = B (n=24)

P F—
INTG A —% 25mg 50mg 100mg
Cmax (ng/mL) 876+212 16118 342+73
tmax (hr) 1.83+0.8 1.3+05 15+08
trzp (hr) 6.06+ 158 5.74+0.67 5.31+157
AUCo- (ng-hr/mL) 774 £247 1287 £ 229 2682+ 1182
M1
INTA—=2 25mg 50mg 100mg
Cmax (ng/mL) 164+5.3 377+52 86.8 +33.7
tmax (hr) 22+10 1.8+0.8 20+1.1
tizp (hr) 6.81 +1.21 6.72+1.18 6.09 +1.69
AUCo (ng-hr/mL) 196 =40 428 £52 808 + 184
SEH Ml £ R 2 (n=6)
16.3 2%

16.3.1 G~ OBIT
UC- b = F— VIRIRIE & JEYE S v M I230me/ kg% 5 L 2%,
BRI EE 11T & A & ORUE T 521~ 20 B Tl I L7z,
Ve G I O MU I B2 L PIRG, BRI OV ©° s < e i
SR EE D15, 13K IUETH o 720 PO BT R EE 13 IM4E D
R2RE 8 o 720 FAHEED © OIS E DT L MAE & FARIZ R 2
TH Y BRI G- B 24 R I TR E O 10% LA FISAK T L7255
16.3.2 M¥FR > IN7HEE
UC- b= F— VR OME Y v 8 7 #5463 1E, 0.2~10ug/mL
DFPATI9.5~21.5%TH V. KA FIHERFAEIRO SN

2o 72V (in vitro) o



16.4 X3

16.4.1 + I < F—= oI REHREEIE. O-RON-Bi A F b (55—
HBROE) WICENSH D 7V 7 a Vi kR s (B
HE) Tdh o727

16.4.2 F < F—=DO-i A F MLFISIZIZCYP2D6AS, N-ii X F
AL BB IECYP3A4HEIZ G- LT w729,

16.5 HEft
fERER BB b T~ F—IVIiEERYE » 7 & )125, 50X13100mg#%
ZEPEREICHIRE O G L7z & & #5240 F TR RS
JHEMETEIE R L, HERDI2~16%D KL LK E LT, 12~15%%%
T/ -O-HiAF VR (ML), 15~18%A M1 4k L CTHEl S22,

16.6 BENEEE4HTHEE

16.6.1 BiEEEEEE
BRG] (LT F =2 ) 79 YA - 80mL/minBA )
2T~ F— VR 100me = fiR NP G- L7z & &, s o<
K=V Dtz s WAUCo- ZEHEE A D F I Z ik K TL.565 K U2
WTdhotz GHENCEBF—%), [9.22H]

16.6.2 FFEZEEE
JEREZE BB 120012 b T~ F— VIRERYE /1 7V 50mg % R L1#% 5 L
Jol &, MERERA L I L T b 9% K =)L O Cuax i FAUCo-
ol THF TN L 12302 6F5 1 CIER L7 MFEAIC L 27—
7). [9.3%H]

16.6.3 SHE
HEHE R I E 200 (66~82i%) 2 N5~ N— VM 7 £V 50mg %
WS- L7 & ZOIMIET b9~ F— Vil iz, fredEmingenl (22
~47%) OFER L FBROWERE R LIz —T. BUIE#E (75mL L,
8f) T, BIMIEENE (65 LA ET5RAR, 1261) (2, i
F I F = DCuaxs AUCo-e S OIR AP HENER A530~50%34 M Ly iz,
pOMRTASIIIER L7 MEAIC K 257 —%), [7.781]

17. BRERAZHE
17.1 AR OREMEICEAT 3258
(B AIESE)
17.1.1 EAE IHERER

JEF A A FEURHA GEX T a4 FUHSRHAIET7T 2 73/ 7=
V) LR TREREORAORE (VASE) 2525mmbl Eo HARA
HAFEIBESH 2 R G & Ly ARAN HARDOIESE (v e 26
AR ROE A Z1H1E (8)) 2EMES LS IH - EE kit
BRBOWEIIVUTOEBY) TH o720

FEFMEE & UClE LA o 71%, AFIEE o IREREE o
FICE B R DD 5 (P=0.0073). AHFN %I IS e~ CTEf)
DREEMENZ EHTRE I NI,

I~ H B MUILBABRIC BT 2 M2 a7

(FEFE A 2 7 AT X 59061
Al A a7 e
Bl o | 1| 23| 4| 5] 6 =
Al |82 8 s 11
i (301) | (435) | (609) | (935) | (957) | (978) |(1000)| P=0:0073
A 81 a7 07 ) 4 4 mé}y;c;;%l)
s | 82| @19 | 2| 69 | 618) | 009 | 1000 | Ve
(FH%)

a)fEATT0: AL

AT HH Y., MELE

A 7T2: by, Bt~ %> 24990meg/H (330mg/Ial)
DT % B

fER A 373 flifdH Y. B~ %2 4990mg/H (330mg/IAl)
%Wz TR

BRAA 374 AR D . FEE A2 W

A 375 HD Y ABFIUIEER & F i

TERA 76 D Y. % Kl

IR O 22 B EE O A OFEEE (VASHE) & Z D2 biiciko

CYEHEEHIEIC LY TR LHESNIEROEE L. RAHE

89.6% (43/48%1), *fHEIKEEST 2% (41/47H1) THho720 F 72,

FOE R R O HRE O A DR (VASHH) & 202 bm kL

AFa— F=ZOFGIRWIZULTOEB ) TH Y., KRHIEEL

EHTIRIZFAETH 5727,

5 A — B M BGRERC B 2 S aEAiE (2088 303 1k) @
WHHEORADRRIE (VASHH) & Z0ZtE I FLAF2— - F—

VS ZR NI

AF I i HEHE T
RRNTEES 48 47
BT S BETHT O VASHE (mm)? 453=159 | 445+168
IREHIEE O VASHE (mm)® 165+144 | 141=21.3
GG OV ASHEZE LR (mm)? -289=170| —305+27.0
IR EATI BHEROEG (%)Y | 292 (14) | 277 (13)
VAF 2= F=X | pesms (al/H)° 21=10 21=10

a) Pl = BRI 2
b) L AF a— - F=X (RHEE - AFH SRR - B)L e A IR

#1)
BHEAOBE (LAF 2= - F—XBHH)

O VAFa— - F=XBGRBNT BT 2 P985, P+ ik

i 75

BIVEZEBUBEL IE, AAITETT70.8% (34/48%1) TdHoizo EZxHl
PERE. R 58.3% (28/48f1). Mol MR & 25.0% (12/4861).
g 18.8% (9/48%1) THh o7z,

(@MERE)
17.1.2 ERE DHERER
(1) ZRAEERE & S S, JERAT A RN BUR A O35

W2 &0 R BRI S e wIBTEER R E 2R, FEER
T C1~5# 2213 T100~400mg D FiPH TR ERK L 218, —FEEH
MHINORATIIE 2 i 72 L 22 16060, RAXIE T I XR%E T
YELMZE) AN CARBRS Lo & RAIBETIB. 75 R
B1Bl), “HEERT COBIMARAT5EA R PE LIRS
BAEEFTOMMIE, T RBE B LAKBECHEICEDP 5729
(a5 v 7Kg P=0.0002),
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Kaplan-Meieri%: 2 & 5§ %) Hed i

BIVEHIZEBUBEE 13, AHIBETS5.9% (183/21361) Thoto El
EITEATE. (AL 51.2% (109/213%1), FE.Ls 48.8% (104/213%1).
e 23.9% (51/213%0). WEH: 19.7% (42/213%10). ##Eo
W 12.7% (27/213%1). {8 7.0% (15/213%1). fHKE 6.1%
(13/21361). %9 F4E 5.6% (12/21361) T - 720

(2) RIS Bk & B S . JEt ¥ 4 FEUiEH] (NSAIDs,

TUANY ) OFIIFGC & 0 155 IR R AT S v
P 2 RS, FEFE M T T1~58 %13 T100~400mg? #i
PHCHM LR L 728, I ERMA~OBATIEEZ G2 L 7285166
BIZ, AR IET TR %2 T v ¥ 2280 A C4sS Lz s
& (RAWESIF. 77 L AREHH) . “HEMR T TOMmAMREAT
BRANRY PELIZANRY PRETTOHMIZ, 75 REE
LAFBECHEICEP-72Y (07T v 7 BE © P<0.0001).
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Kaplan-Meier# 2 & 2 SRR




RIVERIZEBUBRE 13, AHIEETSL.3% (208/256%1) T o7z E4E
FERIE. FFE 50.8% (130/256%1). iy 43.4% (111/25640). @R
28.5% (73/256%1). iFBhED T 19.5% (50/256%1), MEH: 14.1%
(36/256%1) 17138 7.0% (18/256f1). Jii 6.6% (17/256(51) TdH - 72,
17.1.3 EAFENERAER (REfRE)

FREPER (ZIVEBIATE. . AT v~ AR,
FEARAGIE ARG R PR R VAR B . AR TR
BERE, RAERNAE) 1SR BMER A A L. JEF ¥ A4 FEURA
(NSAIDs. 7L AN UMill) OG5 & 0 55 2 SR Rh R A
BON VBT3B %R, ARAZ1HAR, 100~400mg o> fiipH
THEEMNR L CIHEEHR T CRES2EMAEG Lz L EDOVASHEDF
BEE, MBI 064.6mmiZk LT, 28 % 121234, 9mm KT
L. ZO#%52HF TIRIF—EDMETHR L7210,

BRI ZEBUE 13. AKIBETI0.8% (157/17361) Tho7z o &
ZREIVERNZ, L 55.5% (96/17361) . fHFE 52.6% (91/173%1),
TN 46.8% (81/173%1). #FEITED T\ 26.6% (46/17361). T
I 23.7% (41/17361), 1198 16.8% (29/173%1). 1BEE 12.1%
(21/173B1). T3 5.8% (10/173%1). ASMLAE. JEEATIE. £
FERE M ORI & 5.2% (9/173B1) THh - 72

IR A I | 1Y 97 D%

18. EHEIE
18.1 1ER#EF
b o< F— VIEESE K ORI ML, ut € 4 FZARO
PEEERICINZ. 2 V7 KLY ROt u b= O A&
EVEH 2 PREFE0 2 LT REZAEMEINN M O R R N & #1
f¥zEEzxbhsd,
18.2 #EF 1 FRREEE T 2EH
F v MEZ O ZEEREGERICBWT, I~ F— LRI
SRV EF A FZEERLY but ¥ 4 FZEERITE TGS
AEZER L7ze MU O S v but € A4 FZERISHT 554
AR, BV e AEEEICE L D00 T N VIR X Y
Eih o 72V (n vitro) o
18.3 JIFRLFY L RU+EAO M OBEVAARIZHT 21EH
Ty MR WY SARFEERICBWT, Mo~ F— L3
V7 FLFY YRt b= OFR ) ARARZIHI L2, s
DOFFIY AAHRIIxHT 2 MUEBEOHHIERIE. bI~ F—Vif
Bk & FRRIE D B W IXES - 72 (i vitro) o
18.4 REZEMRRE I T 2 HFHIER
18.4.1 <O AR Ty FEMWSA4 Vv 7k kv b TL— MNER
CT7—=N7)y 7HEC X BRERMFERICBNT, FI < F— LI
BRI ARRIT, MEPEN SUEB TS CHUR RN R 2 /R L7z REHIML
OB T v MIEHIRNES L2a, 7—Vv7 )y 282k 5
BRERSIEZE b T~ F—=)VIHEERE X 0 SAEHRD S L2212,
18.4.2 v ZAZMWizF— N7 v 7 FEIC L B EENHEICBW
T Mo~ F—)USERERE % NP G- L 22 o SR/ 4 ¥
A FZEMEENETHLFOF Y VIEBRE TR SN —H, «
=7 FL ) UZEAETESEChH L ae v VIR R Ok a b=
VOMSRARIER I TH LY Y ) viE, YT AL NI =L
R & < BT REPNC G- U 7 W o SV 2 0 L 7219
18.5 MHREEMRRE I T 2 HFHIER
F v b OGRS L 7o R E M E T VIS B W T
b o< F— VB IR RS Tl T o 7T 0 = T R L2,

19. BXMKAICEAY 2BIEFZHAA

— M 0 b T~ F— U3 (Tramadol Hydrochloride) (JAN)

1b2#44 © (1RS,2RS) -2- [ (Dimethylamino) methyl] -1-
(3-methoxyphenyl) cyclohexanol monohydrochloride

213 0 CisHesNO2 - HCI

g3t 299.84

AL
HsC N _CHs

QI
O - HCl1
@ i RO GG AL
OH

0
“CH;

PR RZA GO SEORETH %,

AEIKITBD THEIFRT L, AF 7 —)b, ¥/ —)b (95) i
W (100) (ST,

AR DREH (=200 EHEEMEZ R & 22,

Al 0 180~184C

KT ME RO SN D,

20. BIRWEDEE
TN IEO—OREZRIIEAE R TRETLZ L,

22. A%
(;5 < —JLOD$E25ME)

100%¢ [10%¢ (PTP) x10]. 5008t [10$8 (PTP) x50]
(b < —JLOD$E50ME)

1008 [10%E (PTP) x10]. 5008 [10%% (PTP) x50]
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26. BEERGEEESE

26.1 BU¥EERETT
H AR ek 4t
SRR X T RE BTS2 FE 14

26.2 BRFGiRHE%
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