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) R - BEMSEORGEICL ) ERTL L

1.
11 ABCEVEBLFRESRETI2H TP BB E
ICEEL. PERNP I/ 71 DIRHBEH1500mg (K
Flage) 2B I SHETCRBKRET 25411, FHHIC
FripeE 2R T o E, EEICRETSE, [8.6 5
Bg]

1.2 KEEMIYRN—=IWRIET7EMNT7I/ 722052801
NEH (—HAEEREESD) EOHFAICEY. BEXR
EERBINSHBEND. ChdDESEDHE
ERFBTE, [13.1. 13.2 BE]

g

-3
=

2. B2 (RDBEICIIBELEWVNI L)

GhBELiE)

2.1 12@Emo/NNE [9.7.1 2]

2.2 7Tlva—)v, BEIRA]. $EFH. 4 A A FERHIDLL
MRS X 2 2 h a3 R AR A O-0 #p
HEESEDLBENDDH D]

2.3 /73 UBMLEEE (MAO) MHEH (L ¥ ViR
. SV AVNVERE, 74 F 3 KA VIV
PG R0 BE, I GH kB4 DNoRE [10.1
2]

2.4 FVv A7 = VIEEIE A P Gh o B xS PR 1A
MM oEE [10.1 2]

25 HRICE D FHLEHEI IR TRV TALALS
UERDTEAL T 2 B2 5] [9.1.1 BI]

2.6 EELNNEDH L EE [EELRERY L 2B
H5.] [9.3.1 3R]

2.7 RHOWA0r LBBEEOBEEEO S 5 B [9.1.5
2]

GREHROERE)

2.8 7AYY UEgH (JEATF 0 A FUHEHERERmANIC X 20
BREDFESR) L EZoMERE0» L EE [T ALY ¥
MEDORIEICTaAY 75 Y AR EEH S L
TWwheEZHN5L.] [9.1.11 BR]

3. ML - MR
3.1 #k
i7E% N7 TRy MiEAEE [wIVA V]
1§EH
Hassr  |HRE N 7~ F—)UiEEEIE37 5Smg
HE7+E M7 3/ 7x2325mg
mREVO—A, TVT7—IbT v T,
TryT ) A= VEF )T A PTE
e Ay TSy ATT) VYA Y
Nl A LTOAT—R. B{LF S Y. < s 0
~ ~ /8 N
T—)L400. Ef =T LER. R VL R—
r80. HIvFwoNary

(1

R FRTE
3.2 WA
W5E 44 T Iy MEEHE [V A V]
IR KHEEODO T 4 VL a—T 4 ¥ 7k
K FT AR T
44 <}75twh <}75twh Eiiiiiij
SR CTy BER Ty @

K& (mm) |[ B :15.6, HE: 6.4
JEX (mm) |5.1
& (mg) |441
AMEFIR | VT TRy MREASEYNVAL Y

4. FHEERIIZNR

FFEF A FEEHTRERE L TRRARBICH S HHEHE
OFED AtkI8 4 Z TS

Ot DER

5. MEERIHHRICBHET R
GED AR
IR & 7 2 A, LB - AR KA A S
EEOUEN LB 2T AR OG0T 2 HE |2
25 2 Lo

6. ARUVHAE

GED AMEIRMERRE)

WE L A, 1EIEE, 1 H4RRE %S $ 5 $5-HE
I Z4RFRI L BRI 2 &
By RERIZIE U CEE T 545, 1H288, 1H8§E % M
ATHG LawZ b, 72, BEBOFRGII8T S 2 EH
2ZE L,

(Gh1EDERE)

WE L A, 1E2EEF BG4 5,
BB, BINRST A%AE. 5 HRE A 4R DLE 220
1m28E, 1H8SEA M CTHG LA &, T, EHEFEED
PG B 2 D E Ly,

7. BEARVHEICEET 38
GED® AR IR
7.1 5Ok
ARFNB GG 4 2 A8 LT 2 BEIRE T 2880 5
N waEid, Mo 2 ERA~NOET 2 HE§5 2 Lo
7z, EMENER K ORR 2 MR L 25 OGO N E
TEZOWTHR T 5 2 Lo
7.2 5OHIE
KR DG 2L L o l2ha1R,
R CDITR AR T B 2 o
7.3 7AE ) Y ZORAIED S B BE I L TARHA
ERGTLmA. e 352 &, [9.1.15 22|]

8. BEELEANER

8.1 AHN. 18 ic b5~ F—ViEMIE (37.5mg) KRO°T
th73I /72> (325mg) #&EGEAERTHY., bI<
F=NeTE T 72N OBWERPRILT 2 B%
NDH 5720, BMYNAKIOFH BT &,

8.2 WX WVEWKEZELLZEDNHILDT, BlE+
SATV, EEICRG 352 L, [11.1.4 &)

IBHIE o D FEB



8.3 ML, MEM:, HRSEOREIRDDH SDLNDL I ENHLDT,
[ 78 3o VAN 2 NN 711 o N e PS8 G <ol a1 1|
DUEH % R 20K E L TR THIOMH %2 /-7
L&, BMYBMEEIT) Z L,

8.4 fIREA. I, ElHEIEZLZZEDHDLDT, KH
Be G- o B B BB O ER S B & 2 O B ORI
RIS LVWEIEET LI L, B, THNEICLIVE
BRI ICE S 2B ME ST b,

8.5 JBYIE & RIAMEALT A BENDH LD T, HERE 4512
792 &,

8.6 MELITHEENRETAIBEINNHLOTHEET LI L,
T b7 I 7 2y DIHEENIS00mg (KFI4$5E) %
EHETENRS T 254 I EN IR e A % 17\
BEORELZ THICBIRTAI L, HETRELEM
B 5-3 a5 - UL EMMICIFRERAE 217 2 &
EFE L, F/0, BHETES T4 % SIEHICEED
WeEZicEgT s, (1.1 11.1.9 ]

8.7 BURAIC L 2 WHHITERBETIE R . HERETH S
CEIHETLZ L,

9. HFENERE2ET2BEICHEHT EE

9.1 AfHHE - IEEZEDH 2 8FE

(hEEHE)

9.1.1 TAPAFDEEMRBIIEChSDEREEEREDH 58
. HhOIVIIEEREOBKRREF (CEIPIME. KBEE.
FIVA—=IVRISEYOBERER, PRMERESE) 257
2EE BEICLUTDLEEEINFINTVWEVWTADPAR
EZx k<)
RAENFGHIIBSR L T T 2 ke BEREZFRT D
CENDH D, [2.5 5]

9.1.2 MEIRINEIIREE(CH 2 BE
WIS % B8R 2 BENDH S

9.1.3 BHICHRENEEDH 2 EE
AR R HENED LA T BEND D D,

9.1.4 EYOEAXIEYEKEERDH 3 BE
EE R R OFE IS, MRS TS5 35 2 &, K
R E TRV,

9.1.5 FEF 1 FEFBHICH UABEDCBREEDH 32 8&
(FF DA X UBBEDEERED H 3 BEEZRL)

[2.7 ]

9.1.6 a3 v 7IREICH B EE
PEBRAS G R0 M- & 38003 2 B2 DD 50

9.1.7 HLMEER I ZDEREEDH 5 BE
FERAEAL NIRRT BZNDD 5.

9.1.8 MKNEERITZDERFREDH 3 EE
FERAEAL IS 2 RT BEZNDD 5,

9.1.9 HIMERD H 3 BHE
MR DS Z B 2 E D 5o

9.1.10 DIREERBEDH 5 EE
JERDSEAL UL O EDVIEEST 2 B2 D 5,

9.1.11 BEXREDH 3 BE
JERDSEAL ST 2 BE 0D 5. [2.8 K]

9.1.12 ZIaA— IS EFEHE
JFEEEND S b3 b, [10.2 ZH]

9.1.13 & - BEXRBRE - BREEZ LTIV EFF R
Z. RKERDH 2 8%E
HFBEED D 5 bR b,

9.1.14 18mRimD L. FAEMIEREFRFIREREIEE
LiRBEETHEE
BH5LawZ &, EERNRIIHO ) 27 H#Ind 5 8%
ndH 5,

GED AMIBMER)

9.1.15 7XEU UIgE GEXFO4 FHEHRERBEICL 3F
BREOHEHR) IZOBREFEOCH 3EE
AFZHCF, @7 T 7 o EEE W
B AZET LI, TAYY UEEEZFOBERED
HLEETE, TEIT I/ 72 0lHldH720) O KR
1Z300mgll T &35 8L ENTWAD, AFANILIGEFIZT
7372y %32mgE AL TWwD, TAKEY) Uk
DRFENTAAY 7T 0T VARBEERPES L Twa

(2)

EEZON, HERPEANIFEL2R T BENSDH S,
(7.3 K]

9.2 BgEERE

9.2.1 BEENH2EEH DI ZOREENDH B EE
B EORE, HSHMBOLEEYERT 52 L. ERIE
EEFHELRTBENDNDH L. £72. BV REED R
Bl TEH RO EWERDEMRT 2BENHD0H 5D, [16.6.2
2]

9.3 fHggeESRE

9.3.1 ERLITEENH 28%E
B LAhnwz e, BERERE L2 BENEH L, [2.6
1]

9.3.2 FEENHI2EBEEH IV ZTOHRERNH 5EE (B
ELfEEOH 2BEFKR])
FFHERENEAL T 2 BEZNDEDH S, T2, B EEDF
B TEH R OEWERDSHER T 2 B2 N0 b b, [16.6.1
2]

9.5 TR

9.5.1 G ISR L CTW AW EEMED & 5 ekicid, L
OEFZUEDGHMEE LR 2 L HE SN D HEIZ0 AR
HT L,
b= F— VMG P % ol L, B B, &
PRERAE T OB SRE P, 36 O R BB T T ONFE RE A3y &
NTWVb, T2, BWERT., P~ F—VIZREFK.
FAL R O AR OEFIZEE L KITT 2 LS s N Twb,

9.5.2 IHEHHOLE~DT LI T I 72051280
JRBICBIREIGRZRE T2 Ed 5,

953 7 73/ 7 VIFIFEEM O v N CIRIBICERE
OEIRE G Z RS T P EENTWw 5D,

9.6 ®ILB
THAEMITEELI L, I F=ViE, AR ARTT
DT EDNHESNT WD,

9.7 NRZ%

9.7.1 12@EKimDNE
BE LW b, BIMcB VT, 12 ARmo/NETHE %
SUEELITRIEI D) 27 BEvEoHErH b, (2.1
2]

9.7.2 12 LD/ R
125 VL Lo/ NRICK 2 AR R R e A R & L7z
IRERBRIZER L T\,

9.7.3 BB, FEMEREMETRERMEIIEELMERS
BT BHNE
BG LAawZ b, EERFRINHO) A7 N 287
b5,

9.8 SiE
BEOREZBR L APSMEEICHEG T2 b, ABHEE
PIETLTWw2 I EAE <, RE - IRt L EI1EH 2
HHEDOLNRT .
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TEh. R, EE,
B, BUR) . MG
F (FEWLns]) % o8
OIME R (RIILE
EILTE) OEE%El
TER A SN T
%o MAOF%E#] % #
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13.1 fER
Mo F— Vo EG I X A EE R, R,
WEIR., SRR, EEISE, MEIETH B,
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Hbo F00 TERNT I 7 v OBELGECT - &
g - O OEAFEE 572 & OMEDH L, BRIEGIC X
B EZERE. BHEEUE. BRI, O, EHE, BE
B, BH. TS Th D, [1.2 2]
13.2 @
BEMLE L LT, SEEER L. GERIZIE U7 R o
TEBROEFZITH 2 &,
o< F— o512 X A M4 o itk 235 b
DA, FOF Y Ul EMRAD D DA, BRI
EFRTLBENDE DD, /20 PIF—=IVITENIC L
NIZEAEHREEN LN,
T b7 I T2 OMBRGI K BERPEEDN S BE
i, 7TEFIVTATA oG 5EETLI L, [1.2 5
s

14. BREOEE

14.1 EEIZFEDEER

14.1.1 PTPAEEDEFNIPTPY — M2 60 L TR %
IIRET LI L, PTPY — FOEMKIZK ) . WWELALE
MEEREARIA L. FIZI3EILE B2 L CHERIA &5 0
BELAEEZHET LD D,

14.1.2 NEOTFOSER R OIS T2 L) 88T 52 &,

15. ZOMHOEE

15.1 EER{ERICED 154

1511 7 73 72 08LEw (7252 FY) @
F#%GI2L ), mMeEREE2RITIEDVxD D,

15.1.2 R OENESOBRZZRE L /2L 25, U LE
W (7xFtFr) BHEEY - K= (B R
#1.5~27kg. IRTFEIM4~304E) LTz ADBL W E D
EVD D,

15.1.3 JEA 7 0 4 NPEM 988 # % BR G- s v bk
IZBWT, —BNRAEDTRD LN OW|EDDH S,
15.1.4 BIZMIZCYP2DODE A5 E T 5 & & AV L T
W5 #E¥E (Ultra—rapid Metabolizer) Tld, P F—L®D
EPEACH Y O M AT A L. IRIRINHI S o BIVE T 255
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16. EYEE M F— VIR - 72 M7 2/ 7 2 VEAHELRILI2

16.1 MEE Fea1H4R (6FFH &) RAERITHRSG (b7~ F—) Vg
16.1.1 BREIKZES W72 b7 7o VAL SHB., FT Y F—b
EERABMEIC NS F— VEERE - 7R 73 ) 72> EWRIE - 7R T3 7o vEAEE2%E 3HR) Lok &
BlAdEl~3%8™ (b I~ F— VikEERNE & L T37.5. 75/ O° OfEEGHomEER (£) ~-TRAM. (=) -MIKEKD
112 5mg. 7t r73 /72> (APAP) ¥ LT325. 650% APAPD#EMBIE ST 2 — &
'975mg) FHEREIHES Lz &, BB DS T, N5 =
FI< F—=N [(£) -TRAM] K UTAPAPIZER 2> 12 F— g
B, (£) -TRAMM O'APAPO #E i 13 2 h 2 ik Bt - 7| Come tuwe | AUC, ts
5881 ~ 2T O TR BTV o2 L 7. 2 25 HE ek 7 3 mgm)| ) || R | )
~5 SEFH L O SHER Dty T L 720 M 3EM O S BjfE VA
EHERBIEZ R Lz 720 (£) -TRAMIZ#ER 21215 e
PERBWO-TEAF NV N F< F—)v [(x) -M1] 12fR# & . 2906 1.0 |11412] 131 6.6
(£) -MLO M P I 5 A2 Conae T3 L 72 () | ¥ | 72.9) | 0515 (265.8)| 0.5 1.0
96 . 5EER Ot T L7z Mg () -TRAMME D TRAM . 5426 1.3 |2355811.3] 6.5
(£) -Mlo&GFEGEEE [(+) AR (-) k] o 28 (114.4) | (1.0~2.0)| (5633.3) [ (0.3) | (0.6)
RS B OSSR BIRE /S 5 A — & 1L L T 7z, . 78.5 1.3 32520974
) AHOKES WS EEE28ETH 5. (=) | ¥ | a8 |0560] 68.0) | 01|10
o ) M1 . 1420 13 6666|0967
I P VR - TR N T I 7 = VAL BEL~38ET 25 (29.3) (0.5~2.0)| (103.8) | (0.2)] (0.9)
FHEZROKS Lz ZoliEd () -TRAM., (=*) 6..7 -0_5. 17.44 1:0 4:3
"ML UAPAPORMIBE NT A — 2 BE 6 +l0s-10| 28 *lon] e
D APAP oge | 110 | 0.8 [ 304 10933
s [ 7| Cow |t | AUC |t Y (2.9) | 0.5~1.5 ] 4.9) *|0.1)]Q.1)
P73/ 7 ng/ml)| (b)) g Wal)| () (N=8, FIMH (S.D.) . tme : Ll (HEFH))
CEAESE a: ug/mL
- 1198 | 1.8 938.2 | 5.1 b g h/ml
o B R LA Ra © B (RAHE S HOAUC /A 5O AUC.)
N 2% : : : : 16.1.3 EERICL B RE
TRAM (45.6) |(0.5~1.5)| (580.5) |(1.0) B AT F S F— Vil - TR T I ) Ty

424.5 1.3 3274.3 | 5.6

3G BlagEoge (Mo~ F—)VIEREE & L C75mg. APAP& LT

(146.1) | (1.0~3.0) | (1070.4) [(1.1) 650mg) . kT~ F— VHEEEE2H 72 (75mg) Xid

15 3421 18 | 3594 6.4 APAP 24 74V (650mg) % Z M2 HHEREHS L7z &

o %g'? <0'51”83'O) %68%73 (g-? XTI R— AR TR NT I T x v RARER

N 258 ' : ' ' HL7zk &0 (£) -TRAM, (=) -M1KUFAPAPOHY)
M1 (24.4) 1(1.0~4.0)| (142.2) {(0.9)

. i BEE ST A—51d, b T N VIERRIER (FAPAPE T
I o T O I P ZHHMTHS L& % ERBOBERL, (£) “TRAM,
-3) 1103, -3) . (%) “MIEAPAPOEMIIE b 7 IF— LHHEHE J O

5.0 0.8 17.1 2.8

15¢ APAPDELEZ & 2B IERRO b a0 72
(2.0) | (0.5~1.5)| (4.8) ® [(0.6) 16.1.4 £ EEMRER
APAP| 25 9.2 | 10 4 B9 ) 3.3 BT Ty MASE (VA Y] &R Aty FEAHE
(2.3) *(0.5~1.5)| (12.4) *[(0.9) DA B £ ) 2L (1 5 K SR &
C N DS R ) et B P LC37.5mglk 07 & k73 /7= ¥ & LC32%me) HEHEW
: S BT (n=23) |SM RIS LT 9 F— L ROT
(N=8, FHHE (S.D.) . tuux : RME (HEER) TRT I T Y QU R TIEL . 15 1B
a’ pg/ml 892 =8 (AUC, Cum) 122\ TR M THERT
b:ug - h/mL BT %4720 ZORE, Wi Lblog (0.80) ~log (1.25)
16.1.2 RS DN TDH ) . WA O AR ST S 1722,
fEERABMEIC NI~ F= VIR - 7R b7 3 72> (1) k5% K—J

B &dEllnll X id28 (h I~ F— ) ViEmRIE & L C37.501%
75mg. APAP& L C325313650mg) #1H4ME (6 Z &)
RERO%S (P~ F—ViEERE - 7 b7 3/ 72>
BlA$EldE - 5HM. Mo~ F—VIEERIE - 7R b7 3/
7= YEAE2SE C 3HM) Lok &, Mt (£) -TRAM
Bty (=) -MIBEEE I AT I 5B UG #2485 [ & <Lz
F 72148 AP APV SRR ¥ 5- B G #2.24F5 ] £ € L2 FT Aty FMREEE
EFREBIGELTBY ., TREEERO LN 20720,

Wi/ ST A — % BHEINT X — 4
AUCo-2 Crax T max tue
(ng - hr/mL) | (ng/mL) | (hr) (hr)
N7 Iy AR 918.7 112.1 1.72 5.7
[wIVA1 ] +317.7 +£29.7 | £0.82| =1.1
934.9 114.7 1.79 5.9
+309.4 £26.0 | £0.89| =1.4
(Mean=S.D., n=23)

(ng/mL)
140 -
120 —o— T Ty MiEE VA
i =-O--- b7 Ly MELASE
o 100 | i Mean = S.D., n=23
i i
DI
7
~
1]‘ 60
3 40 F
= 0
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0d
0 6 12 18 24

PG OB (hr)

(5)



2 7b7I/7z>

Sl NT A =% | BEIRT =%

W

AUCo-12 Conax Thnax tie
(ng - hr/mL) | (ng/mL)| (hr) (hr)
N7y FNEEASE 14972 4552 1.11 2.9
[=iv1 ] + 2893 +1512 | £0.79| 0.3
14814 4360 1.18 2.8
= ‘L\ ,h N /4\“""
P7Aey MRESE ey | a3t | 2072 +04
(Mean*S.D., n=23)
(ng/mL)
6000 [
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P55 O (hr)
ME RN NICAUC, CoadED /X5 X — %1%, HBRE D
BRI, ORI - BRSO RBEETIC Lo TERAR 2

THEMEDS D % o

16.2 TRIR
16.2.1 BEICL2HE

REERAIC NI F—VERBIE - 72 73 72 VRS

$E35E™ (b7~ F— VIEstE & L C112.5mg. APAP: L

TI75mg) % NI A e B ONZE I |2 72 L2 AL HL [l L

HlL7& &, () -TRAM. (%) -M1KUAPAPOIEY)E)

RICEHICIAHEELRFZEIRD N o728 (WFEA

F—=%)0

16.3 9%

b FMEEAMSEAE  (£) -TRAM (0.2~10xg/mL) K
NAPAP (280 u g/mL) #20% (in
vitro) ¥ ¥

16.4 X3

(%) ~“TRAMIZEIZIFIETCYP2D6IZ & 0 iR (=)

-MUCRRE SN S, F72, 2ofio E MR IZ, T

TOHOCYP3A4IZ X BN-FiE A F Ak, 7z o vigfas Ko

WS TH 5. APAPO TR, HETO 7 v

ra r s, kAN OICCYP1IA2, CYP2E1R O

CYP3A4IC L AN-T £ F N—p-Rv % ) v 4 3 v ~OFEAL

BOZFDTIVE FF A HE5THEY 10,

16.5 Bttt

R AR NI~ F— Vs - 72 N7 ) T2

Bt ErgEl ~35e™ & BRI 5 R O b 7~ F— VIERRE -

TR N7 I 7o rERASEIRLIIIE25E Z 1040 (68T

&) RAERORG L7z &0 (£) -TRAM, () -MIED

APAPO R SR Pkl (Hilal : #5548, KIE - &%

WAL 12481 ) 1X, FhE NG E018.2~20.3%. 9.4

~14.8% K 1U2.5~3.3%TH ), HH5ERMOREHRGIZL S

HBIIRO SN o7,

16.6 JFEDEHE2H T 28E
16.6.1 FFipepas
(1) <K=

JERIZE B E 126012 b T~ N — VIR 7 7 & )L 50mg % #% 11

TG L&, BERALIERLTmER NI F—=1o

Crnaxs X AUC 1T TEZ 12 L. 11203892 6fF ICHERE L 721

HHEAT—%). [9.3.2 1]

2 7 P/ T
ITrepem s (RS~ PR SR RE © 9B, W - 5f) 1o7 &
7372 1000mgx RS- Lz & & REERA L

WMLCTMER T N7 72 OAUCITRIL. 7THREEE L .

tl IR L7212 (WHEAT— %), [9.3.2 BHid]

(6)

16.6.2 BHEEEREE

(1) FS<Tkrk—J

Bk ER Y (7L T7F =2 )75 2 A 80mL/minkk
T) 218012 kI~ F— VIEEEHE100mg % SR N 5- L 72 &
&, MFEFR N T F= VDt CAUC-IZERER A O Z 1t
FNHMATL SR O2ETH - 7210 WEAF— %),
[9.2.1 z&]

@2 7EbT7I/ 71>

Bk E RS (7L T7F =22 7T 2 A 30mL/minkk
T) 1367k b7 I/ 72 1000mg &35 L& &,
P G8~ 24 BoMIEF T N7 2 7 v Dty IR
N (4. 98] & s LTI 7RI IER L. AUCsom b #Y
1.9 L 722 (WHEIAT— % ). [9.2.1 2]

17. BRPREKIE
17.1 BEMEROREMICEET 3 HER
GED AtEIRMER)
17.1.1 EINE T HEHER
TSR RE AT VR BRI EIE & B S v, FERA T o4 R 4%
FUFRHI ORI 512 & ) 0 BRI EE S L wig
EREH1STH (M I~ F—) Uil - 72 73/ 72>
Bl A SEIR94B). 7T L AREEO3M) 2 xR, EFEMKRTTH
T N—=VIEEE - 72 b7 2 7 2 VERASELRIL~28E %
THAR2EMI S Lok, —HERH~OBITHEY M L
BB, PO P VIERRE - TR YT I T2 VEE
BTSSR E S U ACE VAT CHERMES Lz s &,
CHERT COEBMERTGEANY NE LA NS b
FEETOMMIE T T L REEL KL b T~ F— VIR
W7 N7/ 7 VIRARBECTHEEICE -7 (07
Z v 7 HsE. p=0.0001) ¥,
17.1.2 ERREAHR SR
KAd A (BRE. ZRMMEE. BEY v ~F. ek
JEMERE, RREE AR . BE R R E R e &)
WZRED B 2 L. JERA T O A YT S8R A o #%
Be G2 &) 45 IR E DS S e v EE19061 & 5t Gz,
NI F—)VIEERIE - 7R b7 3 7 = VECAEELIN~28E
1HAR, BEMEMK L CHEMRT CRES2HEMALS L7
EDOVASTHO L. il 065.80mmizx LT, &
FEHI28 121329 .93mm KT L, Z 0k, HELG2H £ ©
EZ—EDOMETHERS L 720
BIVE SR, 96.3% (183/19061) TH »72. LEIE
. 10260 (53.7%) . fEFL746B1 (38.9%) . MEiH:7141
(37.4%) . FEED 5160 (26.8%) . R38BT (20.0%)
ThHo721,
GREBOER)
17.1.3 EINE I HERER
BIER R O HE T E e B L3 2 T SRR s R A %
T, TR0 2 3 72 83280 (~ 9~ F— LIk
W72 N7 37 7o VEAEREL260. bT < F—)VIEER
YRGB, T N7 I 7o VEELS0M) AntSic. CEY
MFChI~ = VIR - 72 b7 3/ 7 = VA SE28E.
b= F— VIERRIE 75 mg X ix 7+ F 7 2/ 7 = »650mg%
HAPG Lz e &, 558K F CORfRADUEE DO
FEGHOFAOLELZ [GEL L] ~ [E4ed#] 05
BeBy . 0.5~ 8HFf & TR AIIZEEM L 72 & & 0 BRHE)
OFHfEIX, DI F—VIEERE - 7R b7 2 72 VIR
CEERELT T, I~ F— VEBRIER2.4, TR T3
7 H13.3CTHY). NI N—VERE - TR N7 I
T REEEZFHEAEOMICEEENBD LN
(Fisher®LSD#:, W1 dp<0.0001)s F72. FIF~ F—
WERERE - T2 b7 I 7 2 VAR S HRICENT A F
TOWEE (FEAOREAD [2 L] i [BEF] 128 5
FCTOMR) OHmREIZHI305TH Y. FORISERIE
FELBHIIBI D BEGIR (BRI A DORE D
[y | Jd [l 2B LT 2 £ CORM) o frfiid
#2705 T » 7219,
BIVEIZEBIERIL, 57.6% (76/13261) T o720 FHEIWEH
1. EIR396I (29.5%). FEL186 (13.6%). iFEitED v
1261 (9.1%). WEH:961 (6.8%) TH 7217,



TR DTN BT % SRR e

P Px G-148KE ] F T A DCLIERE DA
SEHIHE e SEIE e fiE Fisher®
e EmE Gk k) | LSDE
o< K=
WERIE - T 132 17.7 18.5
A +7.91 (0.0532.0)
A BE2SE
Fo< F—o 12.4 125
WaRetaTomg | 0 | +8.36 | (0.0:29.5 |P=0-0001
TERT I 13.3 14.0
7 x> 650mg| 20| +8.07 | (0.0:30.5 |P<0-0001
18. Hexhskig
18.1 {EFIHRRF

18.1.1 P22 F—=JL
F v MiE AWz vitro R EEOKE RS, I F=)bid
HFARSR TR L. b 9= F—= )V R ONEHEACEIML @ u
-F A FZHEERANOKAE, T I~ F—= itk s/
V7 RLF) ROt a b= OFRY A M HEEH A
FUREHICES T A2 61519 19,
18.1.2 P 73X/ 7z
v ez vivoiBOER NS, TR NT I 7 2
VT FEICHIRAREARTIER L. N-AF V-D-7 A/8F F
BZTARR O T A Y v APZEAR T A L 7 — R b as SRkl
OMHEEH, oo = v ZREE A LM 2 10E
M7 &A%, BURIERICHS 35 LEZ 5N 50 2,
18.2 $EEEH
18.21 XY ADTEF NI VFERITA T L TIZBNWT, b
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TAYVKRAT T LK BBITORER, MHEMIZTA Y VT
O EMHIT 5 2 EPRBEN2, 72720, e MZBWw
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18.2.2 7V 2N MU LT v MIBWT, MY F— Vi
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BEAREOHRS Tk, A RO &Y Al 512 T, iR
Bl K OSSO ST i S s A, I8 DML B MR 7 1 7
=7 &R L 722,

19. BRI ACEET 2E{LFRIFR
19.1 MZ Y F—ILIEEIE
—kE&F - T~ F—)VIEEE (Tramadol Hydrochloride)
¥4  (1RS,2RS)-2-[(Dimethylamino)methyl]-1-(3-
methoxyphenyl)cyclohexanol monohydrochloride
SFR - CisHsNO: - HCI

DFE 0 299.84
{bEE
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H
¢ HCI
ROESETTERS
O«
CH,

$ HBORSEOR K TH S,
KIHBD THEITR T, AF /=), =¥ —)
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IRVETE (1-20) W EHEREMEZ IR S v,
FESE RO BND
RS 0 180~184TC
19.2 7&b73I/7z1>
—#§EEFR : 7t b7 3/ 7= (Acetaminophen)
{t%4% : N-(4-Hydroxyphenyl)acetamide
BFR - CHoNO:
SFE 151.16
EZBER -
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5) Gazzard BG, et al. : J. Pharm. Pharmacol., 1973 ; 25 :
964-967
6) M~ F=LofR#omsr (b7 a4ty MOERAE 2011
HF4H22HAFE. CTD2.7.2.2.1)
7) P I P VORBELZOBE (M7 4ty MURAEE
201144 H 22 H AR, CTD2.7.2.2.1)
8) Thummel KE, et al. : Biochem. Pharmacol., 1993 ;
45 : 1563-1569
9) Raucy JL, et al. : Arch. Biochem. Biophys., 1989 :
271 @ 270-283
10) Goodman&Gilman's the pharmacological basis of
therapeutics. 11th ed., The McGraw-Hill Companies,
2006 ; 693-695
11) SEWEHREI R 3 2 NIRPE R OFMRPEZER (T A4y b
Bl A$E - 20114E4 H22H KR, CTD2.7.2.3.3)
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