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W PR 1749 A 22 H SERFAIE 0922001 5 ICESEHE L,

2. — kA
(DF & (d&iX)
R¥H v o 2Vt (JAN)
2Q#F % (@g&%)
Doxazosin Mesilate (JAN)
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B)R T L
7T RS © -azosin

3. BEXANITRMER

H
K\N | O
o N NQ O
- X
Hs€ | Y . HsC-SOsH
HSC\ N
o)
NH2 R UG BAMEIR

4. RFRRUDF=
533K 1 C2sHasN505 « CH4O3S
& 547.58

5. {LFH (B%K)
1-(4-Amino-6,7-dimethoxyquinazolin-2-y1)-4- {[(2RS)-2,3-dihydro-1,4-benzodioxin-2-yl Jcarbonyl} piperazine
monomethansulfonate (IUPAC)
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7. CAS Bi&E 5
77883-43-3 (Doxazosin Mesilate)
74191-85-8 (Doxazosin)
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(1) Z DthD E AR HEE
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1. #|

i
OFEOREA, NERUHER
s T -
WRoE4 Rz Al & iR = X wX ;PF
(mm) (mm) (mg)
e e | LEETR REH Y T A AR
A aAdde (R 06img| #6 | A @ 3 | nsso0
Mg (K¥4Y 32 & LT 0.5mg)
TRy, 15E R v v X VLRt b -
1mg TNS, (AR) 1.21mg R W%R) Ha NS507
g (F%4 Y2 L LT 1mg) ™
. ae s 18EF R0 v v A U VERE " m —
At ) zaome | S| |\ Gos) =] wssos
2mg INS] (K%Y & LC 2me) (FEIRAN) | 720720
70 | 27 | 120
e e g | 1EERTRE Y LA L m
g sy () as5mg | g, | B . — s
9 (K%HY & LT 4mg) "
80 | 31 | 200
QQHEFI DM
Hek R L
Q)FAla—~

K4 v 6 0.5mg NS

K> v 8 1lmg [NS)
K> o 8 2mg [NS)
K> o 8 4mg [NS)

B4

2. WHIDERK

LFEHKS (EERS) 0=

K4 o U 8E 0.5mg fNSJ

R4 U6E 1mg (NS

R34 2 6 2mg NS

R4 2 U BE 4mg NS

: NS500 (BéAlZm, PTP o — h3&m)

: NS507 ($gAlZE, PTP v — &)
: NS508 (§gAlZH, PTP >~ — &)
: NS509 ($gAlZE, PTP >~ — &)
(4)pH. BBEELE. #HE. LE. BREOERURER pH HF

1 EERICAAREKR T R0 v A VOViEgE 0.61mg

(RH L TC05mg) 284
C1EETICHARER S REVY v AUV 1.21mg
(F*HyrtLTClmg) 284
C1EERICHARSER S RV v o A D VERKE 2.43mg
(REHv b LT 2mg) 254
C1EERICAASR S R4y v A L VERKT 4.85mg
(R¥HY b LT4amg) 254

i5i
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()& m
K42 8 0.5mg TNS|

K4~ v 8 1mg [NS)

R4 o 88 2mg NS

K4~ v 8 4mg [NS)

(3)Z Dt
Y LR

JLBE KT, fEmtro—2 TV a—@gr NI oL, UYL
g+ R v A, RE Ry, ZJuARE Ry, ATT Y VB~ 7 32V T A

BT, Wbt —2, FoF ) a—gr ) oA, TUUL
it hU DA, REKRY, ZuARE Ry, ATT UV~ T X7 L

LK), ik ra—2A, T a—igt R v A, TUUL
i hU DA, RERY, ZRARE R, ATT UV~ T X T A,
w55

LB KR, fEdaEro—2A FoF oV a—@gBF ) oA TU UL
T RV UL RERY, ZRAFRE RV, ATTVUB~v 7R T A

3. BEA|. AHDOSHIEICHT HEE

LR L

(1)MEEH T TOREMFER

BADZEEHTICEITHREM?

K42 88 0.5mg INS) . RE¥H Y o8 Img INS) . FE¥ Y 8 2mg INS) KO RFH v
$E 4mg NS 1. R EEERLE 2 VW72 inERER (40°C. FXHEE 75%. 6 » H) OFFER., REMREFEITB W
T3EMEETH D Z LN ST,

PTP A% (FXHYS U8 05mg INSI . K¥H YL U8 4mg TNS] )

o 40+1°C. 75+5%RH

PURILR () B A 2 % A% 4% A% 6 1 H 1%

T, BE 0.5mg (A DHKEE) it i 1t 1t

$€ 4mg (AROERRA Y #HE) 1 1 1 1

st | 2EEE i i i i

(2) BEHN AR IEHE I 1 i i i i

HABERBR (k. 30 49 LA) i i i i
SE (%) [93.0~107.0%) $€ 0.5mg 100.3 99.9 99.8 99.9
$E 4mg 100.0 100.1 100.5 100.8
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PTPE% (FXHYI U8 1Img INSI . FFH YL U8 2mg INS) )

— 40+1°C, 75+5%RH

PRI A WEE | 1s % | 3sA% | 60k
pry | Lmeg (EEOBIBAY ) i i i i
BE 2mg BV W W EDEIRA D #EE) i i 1 ST
TR ik 1 i
BN —PERRER (15.0%LA) i 1 1] ST
AHEER (pH1.2, 60 /3. 70%LA 1) i i 1] ST
AREERRER (4)  [(HJ : K. 30 5LIA) i 1 ] i
EE (%) (95~105%) 5% 1mg 100 100 100 100
5% 2mg 101 101 100 101

Q)EHRFHR

R4 v U8 0.6mg INS| RO R4 o U8 4mg INS| 13, BAEZER G 2 AW ic EIRERER (25°C.
FEXHZEE 60%., 3.5 fF) DR, AL UG &FIIHBOHMANTH V. BRRFAITIIT D 3 FROZENE
DIERS S AT,
PTP A% (FXHY U8 05mg INSI . K¥H YL U8 4mg TNS] )

o 25+2°C, 60=5%RH
BRI (s i) BRLARE | 14E%% | 2% | 34F& | 3.5 4%
PEI $E 0.5mg [(FanHE) it 1 1 it i
B 4mg (AROEFRRA Y FE) i it it it i
e (1) 226G _ ﬁ :
(2) ERAN TR B A E 15 Sl 1
BUA ) —PEER (15.0%LAN) ] 1
FEEER (%) %) 1] 1 1 ] 1
e o (BAAGIRE~2 4E% 93.0~107.0%) | $E 0.5mg 98.9 98.3 98.9 100.2 98.0
R () (8 414 LIME 95.0~105.0%) #E 4mg 99.3 100.1 99.8 100.3 99.6
% : pH4.0, 75rpm., 1543, 756%LL E (8E 0.5mg DBHAAFRE~2 1% ¥ Tl pH4.0, 75rpm, 1543, 70%LA )

R4 U8 Img INS| MOREH 2 88 2mg [NS) 1E, &R 2 AW BEUIRERR (iR

RAF, 3 4F) DR, SMBL UV B4

PTP &% (FXH VYT fEImg INSI . FFH YT U8 2mg INS) )

EHE OHEPFANTH U | FBIRRAFAICHB T D 3 FHOLEMEL R I T,

] =R
SRERIEH (A% )

B i 1 44 2 41 3 4EH
pgp |5 Lmg (OB Y ) 3 i i i
BE 2mg EWE NN EOERA Y #E5E) it it i it
ezt i i
BIFIE PR ER (15.0% LAA) i i
BE1 120 121 121 121

FHIE R (mg) =8
BE 2mg 122 121 122 122
BE1 3 3 2 2~3

W (kgf) (BEH) =8
5% 2mg 3~4 2 2 2~3
HABESBR (B9 : A, 30 2 LLN) & i
FEHEEERER (4 9% 0.8%LAT. 10 5% 1.0%LAT) ] ]
$E 1 101 100 100 98

FR (%) (95~105%) 5 1mg
bt 2mg 101 100 100 97

i7i




V. RANCBIT DIHH

QREAEKETOREMRER
R4y v 88 0.5mg INS) . RE¥H Y o U8 Img INS) . R¥H Y 28 2mg INS] KOV RFH v
¥E 4mg INS| OEAAEDORAN ST, FFESLMET TR L, EMERER (MR, fEE, E=. #EZ, &
HPE (82 Img INSJ | #2mg NS OR) ] #f7-o7=,

. it S
RS — — = =
#€ 0.bmg NS] | #& 1mg INS] #E 2mg NS) #E 4mg NS)
IR | 40C. 3 » H k7L k7L
WA | 76%RH, 3 » A 27 L T EEAR T LI ke L
DT DI
| KRR . p £ i\ 207 (o
¥ | ¥eRES & 60 77 Lux - hr ) IR T ZEib7x L ke L

5. SR VBEREORTENM
A RO

6. s DEALIL (MElLFEHEIL)
AR L

7. AU
(1)BHRE
R4 v 88 0.5mg INS) . FE¥HUY U8 Img INS) . FEV VU8 2mg INS| KON RFH Vv
5€ 4mg [NS) X, ZNENHARFEFFERLERICED Sz REXHY v u X VOV O B IS A
LTWD ZENfERINTND,

T B
FORE R [EIf e~ B RF ] P R
0.5mg
1mg pH4.0% 75rpm 15 43 75% LA I
2mg
4mg

% 0.05mol/L FERE - BEEE T R U U ARRHTHR

(2) BEEEZOEMFMEFEREB A PS4 VICE D CREHE
1) F¥Y Y U8 0.5mg INS)
o B PR A O TR R IE S DO AW FRIRSEEBR T A N7 4 > (CERK 9 4F 12 A 22 HATEIESEE 487
B—E - PRk 18 4E 5 H 31 AAFEESESEIEEE 786 B, Pk 18 4F 11 H 24 H JEAFA R 1124004
7)1 KO E ., B A I LT,
R GE - AARER G HEBRIED N Fvik
ARG
BRI © 900mL JRE : 37+0.5C
BRI pHL.2  HAARIRIGIEHRERE 1)
pH4.0  Ffe - FEfE ) b U U LEE R (0.05mol/L)
pH6.8 A AR 7 AR 2 1]
7K A ASE 7 7 koK
FlEZ : T5rpm



V. fANCB3 5HE

HIESEME « A FT A OHEFEMED 5 B IROFEET 2B ITHE > THEEMEAEHE L,

[pH1.2, 75rpm] . [pH4.0, 75rpm]
FRAERUF 2N 15 53 LINIZ 18 85% UL Lis i+ 2 5 &
FRERBLAI D 156 53 LANIZ ) 85% LA BIEHI T2 2>, XX 156 /7123517 2 3B A O )P R AR
HERIF DR FE L 15% OFIPFHICH 5,

[pH6.8, 75rpm]
FRAERUF 25 30 7y AT 45 85% UL LisH L e W&
FUE S U7 BRI N o U TR MBS O SRS R AN 85% LA B L 7e D & & | FRUERUH O S50 H
DY 40% KLY 85% AT D 2 72 2 REAIZISWN T, BRER LA D S H R ) EEYE R D S H
1% DOFFIZH D7, X f2 BT 42 U ETH D,

[7. 75rpm]
FRAERIAI 23 30 47 LANIZ P4 85%LL HIEHI L2a 556
FUE S U7z BRBRIG L do U TR MBS O SRS AR A 50% LA E 85% 1258 L 72wy & & AR VERAI
FE SN B 1T 2 P R0 1/2 OB EZ R TE Y 2R, KOBE I
FRERIRF [ o U CRRBR LA O A SR DR E R O SEIEA R £ 12% DI & 57, X £2
BI%c s 46 LLLETH D,

ARG R © T AT O HRBREMICE O TR E R O AW FRFREERBR T A BT 1 > OYE R

WA L,

BHEERICH T HBLUME (FFY YL U8 0.5mg INS] RURERFOFEAHEDLE)

B R (%) P E
MBS | R | par o ooge | R uEsu) 5 fg [ HIE | (R348 0.5mg
(%) | 0.5mg INS| |(EAl, 0.5mg)| GibstiE) | BI%k INS| OISR
H1.2| 15 99.4 95.8 3.6 ]
P : >85% i+ 15%
pH4.0| 15 94.9 85.1 9.8 1
5 61.7 36.1 25.6 . »
75rpm | pH6.8 52 | i | £15% % f2 Bi%k=42
120 95.3 84.0 11.3
5 48.8 35.6 13.2 . »
7K 49 | dHE | £12% X3 2 BI=46
360 92.5 79.7 12.8
(AHBh#R)
pH1.2/75rpm pH4.0/75rpm
100 + 100 |-
’—— ______ _‘_:8: ------ :8 e e 43
75 | B e O
i Vi il
tH t
50 50 ¢
o | —— P4 E0.5mg [NS) 2% | —— [ E0.5mg [NS)
-=-O--- EHERFE] (5279, 0.5mg) ---0--- [EHERIA] (BEA]. 0.5mg)
0 1‘0 1‘5 0 0 5 16 1‘5
i (min) 5 (min)




V. RANCBIT DIHH

pH6.8/75rpm 7K/75rpm
100 F 100 +
75 e 15T
E i 50
25 | e FEYY/ A0 5mg INS) 2 —e— [ ¥ 21 4#0.5mg [NS)
---0--- [ZHERLA] (§E4I. 0.5mg) —--O--- [EHERIF] (5EFl. 0.5mg)
0 ‘ ‘ ‘ ‘ 0@ ‘ ‘ ‘ ‘
0 30 60 90 120 0 90 180 270 360
#fE (min) 5 (min)
f2 B o= 42 f2 B o fii = 46

2) F¥+4 YL U8 Img TNS)
AL RN B OY T2 58 R 3R 5 O B BRI SRR T A BT 4 > CFRK 9 4F 12 A 22 AfFEEIRESE 487
HE - PRk 18 4E 5 H 31 AAFEESESEIEEE 786 5. Pk 18 4F 11 H 24 H JEAFEARE 1124004
) L ACHESE . MBRAE I LT,
RER T E © BARSER T —MERBRIEE HERBRIESE 216 (O RLE) 12Xk D,
N ENE
ARERIE R © 900mL IR : 37+0.5C
OB WK pH1.2  AARIEREHREREE 1k
pH4.0  FFf - FEfE T b U U L8R (0.05mol/L)
pH6.8  H A7 fs ek e 2 ik
K H ASE 7 57 R K
7] 5 % : T5rpm
FIERYE - A FTA COHEREEED 5 B IROFEYE T 2 HA - TR ZHE LTz,
[pH1.2, 75rpm ] . [pH4.0, 75rpm]
FEERLAIAY 15 53 ANIZ ) 85% UL LT 256
FRERBUAIAS 15 53 AN 4 85% LA F¥EHIT 2 03, T 15 S0 38 1) 2 sk Bl o F 1R H S 3 S
HERUA D SRR £ 15% OFFHICH 5.,
[pH6.8, 75rpm] . [/K. 75rpm]
FEHERLAIAS 30 43 LANIT 14 85% LA BV H L 72 W56
FE S 7o s BRI do\  THEAERLA O SRS HH 3R A% 50% LA E 85% 1T L7220 & & AR HERUH 7S
BUE SN BRIERT 2381 2 PR RO 1/2 O PR R EZ R TH Y 2R, ROHE Sh iz
FRBRIRE R 2 o CRABR U 00 SR HH R SR YRR O SEE PR R R +12% ORI & 57>, T £2
BRI 46 LA ETH 5,
ARBRRE A« TN T OB HRBREIEICI N T, TRBEEES DLW PRI RSN T A R 7 A ) OHIERE
e\ A LT,



V. #5NICBI9 5 HH

BHERICETH8BLUME (FFY VYLV Img INS] RIRERF O FHFHED LK)

v TG (%) I A
MBS | R | prx oot Fr ERLA 7 HIE | (R 2 6 Img
(%9 | 1mg [NS] BEAl, 1mg) | G INSJ DA
pH1.2| 15 96.0 86.0 10.0 1t
N =85% X1L£15%
pH4.0| 15 87.4 86.7 0.7 1t
5 48.3 40.2 8.1 .
Torpm | pHE.8 = 70.7 70.3 0.4 i
. . . +12% X1 f2 B9 =46
10 37.2 44.7 7.5 R
VIS 3]
360 70.4 76.6 6.2
(BB
pH1.2/75rpm pH4.0/75rpm
100 100
—— —e
6]
_____ O
) 75 + o--=="""" 75
i %
H H
50t H 50 ¢
25 L —— XY T U fElmg TNS) 25 o F%4 L b 1mg NS
—--O--- EHERIE] (527, 1mg) ---O--- [FHERA] (FEA], 1mg)
0 ‘ 0 15 °¢ 5 0 15
R (min) R¢f] (min)
pH6.8/75rpm 7K/75rpm
100 f 100 |
e 15
i i
H =
£ B0t
= 25 —— XY T fElmg [NS) 25 —— Y L fEImg [NS)
-=-O--- [EHERA] (B24). 1mg) -=--0--- [EHERLAI (524, 1mg)
0? % ‘ 210 30 °9 % 180 270 360

180
R§f] (min) 5 (min)

3) F¥H YL ofE2mg NS
o B PRI A O TR R IE S DO AW PRI R EMEBR T A N7 4 > (CERK 9 4F 12 A 22 HATEIESEE 487
B—HE - SFEk 18 4E 5 H 31 BAFEESESEIEEE 786 B, Pk 18 4F 11 H 24 H JEAFA R 1124004
) LTS E . RBRAE FEM LT,
ABR G E © BARSER T — MERBIEE HEBRIES 216 (O FLE) 1Tk D,

RS
BRI © 900mL JRE : 37+0.5C
OBR R pH1.2 AARIRGIEHREREE 1)
pH4.0 e - FEfE ) b U U LEE R (0.05mol/L)
pH6.8  HAR)E 5 AR 2 WK
K H AR ey 5 kK

] #5 %X : 75rpm



V. ®HICBI9 5HH

HIESERE A FTA L OHEFEED 5 B IROFEET 2B ITHE > THEUEMEZHE Lz,

[pH1.2, 75rpm ] . [pH4.0, 75rpm]
FRAERUF 28 15 53 LINIZ 18 85% UL Lis i+ 2 56
FRERBLAI D 156 43 LANIZ ) 85% LA BIEHI T2 2>, X% 156 71236517 2 3B HRA O )P H D3R
HERLAI D SEEPR N £ 15% O#EPHICH 5,

[pH6.8. 75rpm] . [/K. 75rpm]
FRAERUF 25 30 7y AT 45 85% UL LisH L e W&
FUE S U7z BRBRIG L Fo U THRE MBS O SERUS IR AN 50% LA E 85% 125 L 72w & & AR VERRIY
HUE SRR BT 2 FRE IR D 1/2 OSBRI FELZ R Y e R m, KOHE Ihi
FRBRIRE R 2 o U CRABR U 0 S35 HH R SR YRR O SRR R+ 12% DI & 57>, X £2
BB OED 46 LLETH D,

ARBRTE R« TN T O HRBREIECI N T, TRIEEES DLW PR FEMERER T A R T A ] OHEH
HFEICHEE LT,

BHEHICHE T HELME (FEY YU 2mg NS RUBRERFOFHAHEDLE)

Bt TR (%) HE
v - SU T IS G R RE SRR Ry 8 v B 5 HE | (R¥EHY 8 2mg
(43 2mg NS (e, 2mg) | GiExHi) INS| DRI
H1.2| 15 92.1 85.3 6.8 1
P : >85% XIE+15%
pH4.0| 15 92.9 90.4 2.5 1
5 49.0 38.1 10.9 .
7orpm | pHE.8 =) 75.4 79.5 41 i
' ' ' +12% X1 £2 B =46
5 40.0 38.7 1.3 .
7K ]
360 75.4 80.4 5.0
(B #R)
pH1.2/75rpm pH4.0/75rpm
100 |
m
Y o---"
w o e "
i - i
50 ¢ =
B —— XYL fE2mg [NS) I —— ¥ v bE2mg [NS)
---0--- [HHERLA] (F24]. 2mg) —--O--- 1EHERLE] ($25). 2mg)
°? 5 10 15 °e 5 10 15
el (min) ¢ (min)



V. fANCB3 5HE

pH6.8/75rpm 7K/75rpm
100 | 100
Bt w1
# 50 )
% %
25 \ A 25 . .
—— X fE2mg NS ——— X fE2mg NS
‘e -‘--O--- *P"f(ﬂﬁf\"iﬁll (FEAl 2pg) ‘ 0 -=-0--- t&fﬁﬁﬁgﬁﬂ (BEAI, 2rr}g) ‘
0 90 270 360 0 90 270 360

180 180
FEM (min) FFH (min)

4 Fx¥HJ S U8 4mg TNS)
L AR B OY T2 8 3R 5 O AR BRI SRR T A BT A > CFRR 9 4F 12 A 22 AfFEEIRESE 487
T TBCLIE - SRR 13 4F 5 H 31 HATEIESERE 786 . Pk 18 4F 11 H 24 H HAFERKE 1124004
) L ACHESE . MBRAE I LT,
ARERTIE  HARSE)R T —ERBRIEES HARBRIESS 2 15 (R FWE) 12X 5.
N ENE
ARERIE R 0 900mL IR : 37+0.5C
OB WK pH1.2  AARIERVE R 1k
pH4.0  Ffe - BEfe ) b U v 28R (0.05mol/L)
pH6.8  HAZE 7 i kR e 2 ik
K H AR 57 K
7] 5 % : T5rpm
HIEREME - A RIA COHERED S b ROFET 2T B> THEEPEEHE LT,
[pH1.2, 75rpm ] . [pH4.0, 75rpm]
FRUESLAIAN 15 53 AT 1Y 85% LA BiE T 256
FRERBUAI S 15 53 ANIC ) 85% LA FYEHIT 2 05, T 15 S0 33 1) % sk BBl o F 1R H S 3
HERUA D SRR £ 15% OFFHIC H 5.,
[pH6.8, 75rpm] . [/K. 75rpm]
FEAERLAI S 30 43 LANIZ 45 85% LA HIAH L2 WG &
FE S 7o s BRI do\  THEAERIA O SR ES RS 50% LA E 85% 123 L7220 & & AR HERUH 7S
HRE SN T-RBRIFRNC B 1T 2 FE RO 1/2 OERH R 2 79758 S 7, R OWLE S vz
FRBRIRE R 2 o U CRABR U 0 SR 7 HH R SR YRR O TR R+ 12% O & D 7>, X £2
BRI 46 LA ETH 5,
ARSI - TR T OBRHREBREIICHBNT, BB EELOEYFHIFREERBR T A N7 4 ) OHERE
e\ A LT,



V. ®HICBI9 5HH

BHERICETHBLUME (FFY VYL U8 4mg INS] RRERFI O FHFHED L)

vl TEIEHE (%) IE 1
e e s WFR] | ooedry oo b | pm s 38 fo | HIE| (F¥HY T U FE dmg
(43) | 4mg INS] (A, 4mg) | G | BI%k INSJ OB
H12| 15 91.2 97.6 6.4 i
P . >85% XIE+15%
pH4.0| 15 90.9 94.2 3.3 i
5 63.6 47.6 16.0 .
75rpm | pH6.8 260 39 9.9 w7 52 i
' ‘ ' +12% X1 £2 Bt = 46
68.9 55.7 13.2 .
K 49 | 1@
360 82.4 78.4 4.0
(AHB#R)
pH1.2/75rpm pH4.0/75rpm
oot 0 100 +
— _—
sl forT 75 |
t i
50 f 50
B —— KX T fEdmg INS) B —e— ¥V fidmg [NS)
---O--- {EHERYA] (BEAI, 4mg) —--O--- [EHEMIF] (§EF]. 4mg)
° 0 10 15 ° 0 10 15
I (min) 5 (min)
pH6.8/75rpm JK/75rpm

100 -

—— KXY T fiEdmg NS
-=-O--- FEHERLAI (8274, 4mg)

90 180 360
RFf#] (min)

270

2 B DE=46

(R) HED

—— XY 2 fEdmg NS)
-=--0--- FRHERLA] (FEA], 4mg)

0 90 180 360

i (min)

270

2 B D fE= 46

() EENELLIBROEMHURNDENFENREENA K54 VITED FHHAR
1) F¥Y Y U8 0.5mg INS)
GBS Ba7p B % N E A O AW R R SRR T A K74 2 PRk 124 2 A 14 B A E3EEF 64 5

FEH#> 8 0.6mg INS) 1&, EREHA RT A IS F,

R4F o0 A LV 1mg % e

AlL Lizd &, WHEENELS, AWFNICRFE L RSN,

2) RF¥FH YL U8 4mg TNS)
(G| B2 58 0 BRSO AR SRR T A KT A > Rk 124F 2 A 14 AfTEZRES 64 =)

RE¥ Y o8 dmg INS) &, EREATA T4 ko,

R4 20 A VR 2mg BE % FE YRR

L& &, WHEEDE LS, AVENICRS L ARSI,




V. 85I BI9 5 HH

8. AMFHEERE
BB

9. "HAIhDEMRS DHERHARE
ARG REH 20 A U VERIESE OERRBRIEIZ L 5,

RO AR R E I

10. 8FIPDEYMH ST DEE

HASER T ¥ v AV VBESED ERIEIZL D,

SO AR R AE 1

1.5
L

12BAT DRTREIE D 8 5 2R3 9

RIET 2 W RetE 0 & 2 E & LCid, RO (1) ~ (8] REDRD D,

K\NH

o) N /N N o)
Hsc” \\'fN N—F ~cH
. | / |

3C =N Nao _CH
o) 0
2 NH2

NH

(1]

3
0
3 Hsc”
H3C\O

BB RELGRS - HMESFRCERICEHT S HF®

AR L

14. 2 DAt

N N
g
PN
NH2

(2]

o

0] N Cl
HsC~ N
HsC ~o | )N/



V. IBRICEET HIEH

V. JBEICEEY 5IEH

1. BEERIHE
i LS
ey LS K B @ LR E

2. HERUHAE
BE . KA RSH Y8 LC1 H1R0.5mg L V#5210, WRNBA 0705613 1~2 B OME %
BWT 1~4mg [Z@i L, 1 H 1 ERAOKET S,
7RE, AEER, ERICE D EEIET 528, 1 Hixm& 5 &L 8mg £ TET 5,
72 L, BRI X A EnEEICH LT 1 BikEEE5E%L 16mg £ TE1 5,

3. ERPREUAE
LVERRT—2 /Xy 5—2
BRI L
(2QERIRZNR
BRI L
(3)ERPRZE TR S ER
M EE R L
(4 IRFRHEER
M EE R L
(5)1&EERIELER
1) EEBILILITRERGHER
M EE R L
2) HEEGEAER
BRI L
3) REMHER
BRI L
4) BE - REAHER
BRI L
(6):a Y F
1) FEARERE - HEEARERE GERAE) - RERFGTEHEBRER (TREBRRKRHR)
MR L
2) EABEEUHELELTERFENDNEXITER L -RBOME
M EE R L



VI. S FEMIZ B4 55

VI. E3EEICEHT 5I1EH

1. FEEZPHICEEH DILEYRIIILEYEE
o JEHER . T UL
VY UREEIK T T UERRE KR, T Y VR, T L RS

2. REER
(VIERERML - 1EFRKRF
REHF U RAVABIEIZ, 7 LT Y 2 a1 ZREOBINIERE TH 5,
TRV D o ZRERIBAERCHTIL . R IE B O a1 BERZ BT 2 2 LIk b | KMmE %
LR L, BEERZRT,
(2)FEh &= BT 5 HERAE

o L
Q)EFARIREFAE - ik
B L



VIL_EYyEhielc B4 5 HH

VII. ZEMEREICEET 51EH

1. M REDHR - AlEE
(Q)RELEEM G ILTEE
MR L
(2)F = Ml R E FIE R
RN B F 1 SEd G-Iy
R4 88 0.5mg INS| %4 &Re L

REH v
REH v

1mg INS|  : 2.75 R¢f]

FE
BE 2mg INSJ  : 2.70 FffH]

R4 v 88 4mg INS) - iZ4ER e L
QEERAB THRAIN-IDRE Y

1)

2)

F¥HY S U8t 0.5mg INS)
MG BN 72 D8 0 B RA O LW FINRIEMRR T A R4 2 A 12 4 2 A 14 B ESRGESE 64 =
(—HBLLIE @ Rk 18 45 5 A 31 HAFEIRFERE 786 &) |
R4 88 0.5mg NS X, EfEH A RTA S E, REV Y U0 A VVERE 1mg B8 & A Edl
Al Lo x, WHBRENEL, EMFHICR%E L sz, TV.7.8H1%Q3)1)] DHEESR,
FE49v S U8 img TNS]
A YFRREE SRR
BREE G OEY TR EMERBR T A R A4 2 0 SRk 94 12 H 22 AfFTERRSE 487 5 (—H#dE « Pk
1345 H 31 RATEFAEIES 786 77)
R¥H Y v U6 Img TNS| CHEHREIZ, 7o A4 —"—JEZL0ZENEFN 18 (FXHYy e LT
1mg) ZHERERA S A RRFHLERE 05 U CIMAE R RE(LRIRE 2 HE LTz, /oK mEie 7
A—2% (AUC, Cmax) (22T 90%IEHE K MIEIC THEGHIRIT 21T o 7oA B, Wi/8T A — 4 & bl
DEHEDFED 90% 1 HE X B A3 10g(0.8)~1og(1.25) DHIPH TIH VW . K¥H ' T 8 Img NS (HrEvER
Bl & DEFRIFRZEEDS R S e,

EMBEE /NS A — 4

AUCO-48 Cmax Tmax tie

(ng-hr/mL) (ng/mL) (hr) (hr)
R4 o 88 Img INS) | 102.74+20.71 7.35+1.35 2.75+0.72 11.12+2.01
FEVERLA] (BEA]. 1mg) 105.27+26.34 7.96+1.72 2.65+0.81 10.03+2.99

(Mean*+S.D., n=20)



VIL_EYEhielc B9 5 HH

3)

(ng/mL)
12
10 . R vy
—— XV U BEImgI NS
o ® - O=- 1R HERLFH] (BE/], 1mg)
1 (Mean+S.D., n=20)
Ho6
i
e 4
2
0 L L L L ‘6
0 8 16 24 32 40 48

DATREMED B D,

FEHY S U8 2mg TNS]
EYFERRF SRR

et (hr)
B ONT AUC, Cuax B 00/37 A — 5 13, Wi OBR, (KRORIELL -« He % ORBAIFIT L > TR

BREEGOEYFIRIEERR T A 74 2 0 FR 9 4F 12 A 22 HATESESE 487 5 (—#okE : Rk
1345 H 31 AfFEIEFEIESF 786 5)
R4 o 88 2mg NS SHEHERIAIZ . 7 o 24— =Lzt ZzhEFh 18 (RxH v e LT
2mg) AR S FITHE R R R A& 5 U Tl P R AL IRIREE 2 IE L7z, 15 D3 ERe <7
A—%4 (AUC, Cmax) T2V T 90%IEHEXENEIC THMEHEIT 21T o 7o /bR, M7 A —& & HITxHEE

DIFEIEDFED 90% 5 FE X [E 23 10g(0.8) ~1og(1.25) DHEFHTH Y |

Fil & DA FREE SRR ST,

RYBE/NS A4

R4 v U8 2mg NS (T HERL

AUCO'48 Cmax Tmax t1/2

(ng-hr/mL) (ng/mL) (hr) (hr)
R4 o o8 2mg INS) | 211.79+51.71 | 15.47+3.31 2.70+0.80 10.42+1.64
FEAERLA] (524, 2mg) 213.50+56.10 | 14.70*3.35 92.55+1.19 10.90=2.00

(Mean=+8S.D., n=20)



VIL_HEAdEhielZ B4 2 H H

(ng/mL)
20

—— X 8E2mg NS
- O-- 1 HERLA (BEA, 2mg)
(Mean+S.D., n=20)

0 8 16 24 32 40 48
btz (hr)

M3 FHEREEW NS AUC, Cmax FF0D/3T A — 213, #ERHE QBN (RIE ORI - B S ORBRRMIC L - TRz
DATREMED N B D,

4) F¥HY S U8 amg INS)
(G BN 72 D88 0 B RA O P RIEMRR T A R4 2 A 12 45 2 A 14 HAFESRGESE 64 =
(—HBLIE @ Rk 183 4E 5 A 31 HATEIRERE 786 5) |
RE¥ P oo AV 2mg SEAIEVERIFI L LT, LRV A R4 CESEHBREZIT oo/ R, Bl
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