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I. BEICE9 5HE

1.

2.

RS DER
AANE T 7R Y — MMEERYE 2 AR &+ 2 BRIBREAITH 5,

7R % — MEEIE, HIETHEASHEDIZRSEIRG & U CHE R L, B ORER L%
RE, EVERER, AR RESEM R A M L, 1985459 A 9 HIC/KER A B, 1987 4
10 A 1 BIZHFE Lz, (I 698 5 (HEFN 55 4 5 H 30 AIZES X AGRH )

k=111

SR

R (SR FFREA) Of4ER, 2001 4F 12 A 256 A, AR 14 4 2 HA S (0K
W) DVFIUS HIRS LU & OFRHRR & B

R D%y, LT ORBGEAEEZIT T,

HAEBAFH H HR5e4 IH 54

200843 H 7H 7 F R 3 — M §E 200mg 7 F IR — ME

20134E2 A 15 B | 7 7 R¥H— NMiEisE 200mgl HET) | 77 &% — h5E 200mg

HADBRPH - WEIPHRHE

) AHNET TR — bR & AR & B BRIERAI Ch 5.

) PTP v— MR E vy Far hu— & i1, 1T LN, BREFRLE,

) ERZREWEH (BEARE) & LT, Yavy, 7F 740 7% —kRIER, IF¥RES, &
ISR : 25T AR, RECRE, J68, 2 53, IRKERE) SE ST 5,



I. &¥#ICEI HIRHE
1. B4
(1) M4
7 7 RFH— MERRESE 200mg! H[E T
(2) *4%
Flavoxate Hydrochloride
(3) AMDHEE
—xA &
2. —fg4
(1) & (4%
7 7R F Y — MERRE (JAN)
(2) #*4 (4%
Flavoxate Hydrochloride (JAN)
(3) RT L
A~
3. EEXANTTRERX

4. 2FRRUVSFE
7373 0 C24H2sNO4 - HC
Gy 427.92
5. {t%4& (4K
2-(Piperidin-1-ylDethyl 3-methyl-4-oxo-2-phenyl-4 H -chromene-8-carboxylate
monohydrochloride  (TUPAC)
6. \RA4, M4, KBS KBE5ES
W4\ T 7 AR — b
7. CAS &S
3717-88-2



m. BASI<ET HIREE
1. PELEENEE
(1) 48 - K
F DG TRt E O MR TH 2,
(2) BfEHE
Fefig (100) XIE7 v a iR/l ACR00RITIC <, KT Z 72— (95) IiEiTic <,
TR hI LIV ZF =T VIEE AT 720,
(3) Wimt
M EE R L
(4) AR (OBR) , BR, BRER
MERR L
(5) BAIEEMREER
M EE R L
(6) HEFEM
M EE R L
(7) ZDMOELRIEME
MR L
2. BRHAOEEFHTICEITEREN.
M EE R L
3. MRS OmEEABE
(1) SEShATHM N B B VA
AR DRI D EWINARY MVERIE L, KD AL ML ERFEDOSANT K
NERT 2 L&, MFEDOANT MVIERI—ERED & 2 AIZRBROTRE OWINZ§R0D 5,
(2) AW A T RVRIE
BAL A U 7 AEERNEIC L W RBR ATV, RO AT ML ERFOBIBAANLY I L% il
T5HLE, MBABDOART MUVIXR—EED & Z AIZFEBEOTRE DRI ZTRD D,
(3) EMRIS
AR DK IEA L) D EVE % BT D,
4. EMRHSDEEE
A 22T E VR
AEICHEER, 7 b= U A ROEOKEREZ N Z, EEER CHET 5,



V. RFIZEI HRAE

1. #iE
(1) FRORXR, SHEERUHER
. o] ¥R Aka— R
" HII B(mg) HAMmm EX(mm)| AfEz—pk
7 TR — NIRRT ifﬂw Q @ AfK M 659
200mg! HEEL. =T vk it @ 659
255 9.1 4.8

(2) HFEOHE
( TIV-4. KOS FICB T 2 2E M) OHEER)
(3) @Ala—F
( TIV-1.QDAE DA, SR ORI ) DIEZH)
(4) pH, REEH, HE, HLE REOERURTEL pH BE
M EE R L
2. WHIOMHERL
(1) F®ES (EERS) O
1 8 7 7 AR ¥ — NEREE 200mg 25 AT 5,

(2) &y
UNAEED woom W
i i il Trm—2
b & b1 E e e ililro—2A
i % Pl HVA B — A
1 R K| ATTVUEE~T IV T L, N7
a—7 4 U TH t7nAn—R, wrud—N, BlFrr, 7
oW b A | At unsry

(3) Dt
MR L

3. BEH, FOHBEICHT IER
Y LW




4. HEDBEEHTICETEIRER"

(1) RERESR
RHIRAFABR

(
W H OHHIIE T2V T 5 FHEETH D Z LR ST,

25C, 60%RH) OfEF XV, 77K F¥— MNERIESE 200mg THE T 1%

OEWIRERBR 25°C - 60%RH [k adEEae (PTP a1dk) ]
W ETE H 7k LRA7 3]
< B> &5 BA hh 12 % A 36 » H 60 » H
Btk DP19A1
e DP19B1 A [RZE i A2
<HABDOT g a—TFT 4 T EE> KP15A1
TR aR R DP19A1
(RS, RES, #E2 7| DP19B1 BNy A /e [R 2 A /e
< NT5T7 ) KP15A1
e (o DP19A1 87.0~93.9 83.2~89.5 86.2~92.4 85.8~92.0
<4ﬁﬁ”ﬂioﬁ//"&i> DP19B1 86.4~94.1 85.6~91.6 79.8~87.2 83.8~90.1
79 ? KP15A1 86.7~95.3 84.6~90.2 74.2~85.2 73.8~84.1
N DP19A1 99.1 99.7 99.7 97.7
DP19B1 99.2 99.5 100.6 96.6
<93.0~107.0% > KP15A1 97.1 98.7 100.9 99.2
¥ RRRICHTIERE (%)
(2) JmABEOREMHER
OMepldt  40°C [, [UEBEREE]
HEE A 7k PRAT IR
<> HE BH AAIRE 2 3 1% H 3»H
PR
<HEBOT 4 Va2 —TF 1| DU25B1 Bk [R 2 R [R 2
THE>
WHIME (%)
<455y, TO%LLE> DU25B1 70.3~85.1 77.4~84.1 78.0~82.1 79.0~90.2
a8 (%) *
£ 93~107%> DU25B1 100.3 100.1 100.1 101.7
(BEM) #E (N)
196N B> DU25B1 78 77 79 72
¥ FRRICHTIEAR (%)
Q@Y 25°C - T5%RH  [HOL, BAAKL
HEE A 7k PRAT IR
<> HE BH AAIRE 2 3 1% H 3»H
PR
<HEBOT 4 Va2 —TF 1| DU25B1 A G R [R 22
THE>
WHIME (%)
<455y, TO%LLE> DU25B1 70.3~85.1 78.2~86.4 80.4~86.4 79.1~88.3
a8 (%) *
£ 93~107%> DU25B1 100.3 101.0 100.8 101.7
(BEME) wWE (N)
196N B> DU25B1 78 62 60 60

Ko RTRBICHTOEAE (%)




Ot =i, Bt (D65 LR, XA e

<Ktk > %% BAAGEE 40 Jj Lx-hr 80 Jj Lx-hr 120 /j Lx-hr
MR
<HGBDTZ 4NV 2ha—7F 4| DU25B1 e B4 R A
T HE>
EHYE (%)
457 7w > | DU2SBL|  70.3~85.1 77.9~89.2 77.0~84.7 76.9~85.0
PN =N D3
a8 (%)
Z93107% > DU25B1 100.3 99.9 101.0 99.5
(&) wE (N)
<19.6N BLE > DU25B1 78 80 82 81

% RRICHT B EHE (%)

AFBIT, T (fh) HAIRFRIEAIANSS « 825K « 1 K OEAERIE TOLTEMRERIEICOWNT (KH)
RE 114E 8 A 20 H] #&EIZFHME LT,

5. RHERUVBEREOREN
L
6. fiFlEDESZELL (MEELFENEIL)

LR
7. A%
(1) BHBE

7 7 RxY— MERESE 200mg [HET] 13, AAREFEHIERLBKE 3 HIcEDHN
727 7 AR ¥ — NMERBEFEOWHBKICES L TWAD Z LRI TVD
(BRIIZK 900mL & vy, JEHIEBRESR 2751280, 50rpm *@ﬁ%ﬁ%ﬁ )

P AR
TN B RF R
200mg 455y 70%L L




(2) BHHER
<7 T RFY— MNERESE 200mg THET] >
BIRIEI L OEYFHIRSGEHRBR T A R 74> (PR 9412 A 22 B [EIRFEFRF 487 &)

ABR L
1L AARERS EHRBE N RE
[Alisg M OVRBRTR - 50rpm (pH1.2, pH4.0, pH6.8, 7/K)

CHIE]

- pH1.2 (50rpm) T, FEAERIFIA 120 52 BIT 5 EHEHERD 1/2 OB R 2 Rd
2 72 RE R Y 120 7238V T, ARG O S EIER H 3R I3 HERLA D S PR H 3 £ 8% K Y
T 15%DFPHICH > 72,

- pH4.0 (50rpm) Tix, FEAEREOFEIAEHFED 40% K% Y 85% LD 2 FEAIZIBWT, K
i O P81 FH SRV R YE R O SR H R £ 15% O HFR T B o 72,

- pH6.8 (50rpm) Tid, FEAERIAIONETEHZD 40% K& O 85% D 2 K sl T, K
i O P41 HH SR VR YE R O SR H 2R £ 15% D HRIZ B o 72,

« 7K (50rpm) TliE, FEAERIFIOFEPRHRD 40% K O 85% (T D 2 BFSIZHB W T, A
DL R VTR YE R O SR R £ 1% O FEFRIZ o 72,

PUE, ROV B 2 YA & Hl LT, TS CORBRIRI BT (R EIER O
IR SERBRAT A F T4 1) OHERAECES L,

(Vs H it )
A ) pH1. 2 (50rpm) AR ) pH4.0 (50rpm)
100 100

—e— U 5 /REH— MMEFEIEHF200mg THET )
80 r—o—jmmm (5. 200mg)

—e— T 5RFY— MEEEESE200mg TRETI)
—Oo— 1ZHEHF| (FeHl, 200mg)

80

80 Q) A4 v
60
40
20

—o— U SRFH— MEEIEH200mg [HETL )
—o—RHERF| (F5, 200mg)

0 60 120 180 240
Al (93)

60 60
40 40
20 20
0 : : : : 0 : : :
0 30 60 90 120 0 15 30 45
BEFE (93) FERE (53)
13‘1&1@ ) pH6. 8 (50rpm) :foﬂjzg ) 7K (50rpm)

—e— 7 SRFH— FEREIESE200mg THETL )
80 F—o—jmamE (§2%, 200mg)
60

40
20

0 15 30 45
Bl (43)

(n=6)
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. EMFERNFEE

R L
RHPOHMRS OREBHERE

(1) RELE

KREBEE L, A% ) —VEMATEIRY REELIHET 5, EBRICHB L O~ 7
RUYNEMZTHES S & X, HEkar 25,

(2) WBEEOS

KinaEREEL, 7Rt bz CELLIRVIBE%, ART5, AIRO 7 aakL
LERELTEREMIKREMZ TIENL, 74 Xy R REINZ 5 &%, WREOILE
U5,

(3) s~ /o7 4—

10.

11.

12.

13.

14.

FRBHA M OB D DAFTZ AR~ RO ReEIFEE L,
HEPOEDHS DEEE

Wik~ 777 40—

T« SRAMBOLE R R

BEFE . 72 b=V, UL, TUUAERET Y T LRK
bl

GAS BT

BATHTREMDH SR

M EE R L
ABEMNDELRSE - BB ERERBRICET S1FER

GAS BT

T Dith

Bric7e L



V. AEICEET 5EE
1. FEXIEHR
TRLERBICLE O SR, FRIRER
RERRPEARDR, IBMERTSIARSE, BB SE
2. BERUVHEE
WE, RA 1LE 18 (77 RF4— MaEfg & LC200mg) % 1 B 3EEA#KELET 5,
ks, ES - ERICE Y EEEKT 5,
3. EREKRTE
(1) BET—421\v45—o
M EE e L
(2) EBERME
MR L
(3) ERERFEIRAER
MBI L
(4) BREMHER
M EE e L
(5) BRI
1) BELALETHERGHRER
MBI L
2) HEEGEAER
MBI L
3) REMRR
M EE e L
4) BE - WEBANEER
MBI L
(6) ampIfsEA
1) EABERE - REFARERET G35
MR L
2) BRRBREHL LTREFEORNEXIIRE L -HRBROBE
Y LW

AE) - MERTHRERSER (TRERKGR)



VI. E33EEICEAT HIRE

1. REZNICEEDHHILEMITILEDEH
FX T F =R, Ta v IR

2. EEEH

(1) R - FRBF
BERIRIESEE, Pra U AERITH5E <, FIBMIE~D Ca® A DMEIRCH AR VA
7 7 —BHEERC L0 MR & ik <& 5, 5, FEmHEBEERIC XV RO BiE
RO DTIEFRPER IR END EEZ BN TS,

(2) ENEEMITHEBRAAE
M ERR L

(3) {EMRBRRE - FinbkRE
M ERR L
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VI. EMBIEICEET B
1. MEREOHS - Bk
(1) AREARELABE
LB L
(2) BEMPREDERRE

( THRARGAER CHERR Sz iR E ) DIHS M)
(3) BREKBBRTHEAShIPRE"

W IR R BRI B T 2 R BR L e (WFn 55 4F 5 H 30 H

HREHE 718 )

7 7 RFx Y — MEMESE 200mg [AETLT] ROMEERAZ, 7o X —"—JE Ik £h
Zh 188 (7 7RFY— MEREE L LT 200mg) @M A S FICHEHER O%S L TE
RFWETHD 3-AFNT TR -8 TR (MFCA) oI EELZHIEL, S50
7 EhRE XS A —% (AUC, Cmax) (ZOWTHEHERNT 21T - 725558, W0 4EWF1E

EMEDHERR S T,
(ug/mL)
10 ¢ ]
i 8 r —— U S ARTH— MEEEIEHFE200mg THETI ]
%E —N— REHEBF (52%], 200mg)
6 L
M (152435, Mean=S.D., n=16)
F
C 4
A
=
E
on — RAl
0 2 4 6 8
BEME (hr)
MR GR) /8T A — X ]
HIE/RT A—H BEINTG A —K
AUCwx Cmax Tmax t1/2
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