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B xv-1:B xv—2:D xv-3, D xvea,d xv3d xv-as Kxvez G CR xv-30), N, O, S
v B xve1 B xve2 D xvez3 s D oxvesa s d xvez s d xveas Koxyo 5
B xve1,B xve2 . D xve3 o D oxvea s d xv-z o d xveas Koxyeo 2 (O
B xv-1:B xv-2:D xv-3. D xv_a,J xv-3sJd xv-a, Koxyo 2 S B xv-1:B xv-2.D xv-3
D xvea s d xvez s J xveas Koxyeo 2 O S ,Bxv-1:B xve2.D xv-3.D xv-a,J x
v-3+d xv-a,  Kxyo 2 N ;
B xv-1: D xv-z D xvz I xv-zid xv-s Koxvez  Kixvez Jxv-a0d xv-a Doxveay D oxves
B xv-2 (in-ring) : : C(R xv-33)
=C(R xv_-35) N=N , ,AQ-2 5 ,
2 C(R xv-33 )=C(R xv-35) : CR xv-33
)=C(R xv-35), O, N, S N=N )
R xv-1 ;
R XV-=-2 1] ) 3 3 ) 3 ) ) )
R XV-3 ’ ) ’ ’ ) ;
Y xv ,(CH 2) 4 ( ,q 1 2 ) (CH ) j-0-(CH 3) ( ,
j k O 1 ) ;
Z xv (CH ) 4( ,q 1 2 ) (CH ) j-0-(CH ) ( ]k O
1 ) :
R xv-4, R xv-g» R xveg R xv-13 , ; ,
R XV-30 3 3 3 ) 3 ) 3 3 ) )
; v R xv-30 4 ; 3
1 2 1 2 ;
R xv-zo A xv-1 : R xv-10+ R xv-11+ R xv-12 . R xv-31, R xv-32
R wv-30 A xvyo1 - (intra-ring)
H 1 3 10
5 10 , b5 10
1 6 ;
R xv-zo A xv-1 : : R xv-10 R xv-11+R xv-10 R xv-=31+R xv-10 R x

v-32> R xvai0 Roxv-12 R oxv-1r Roxvesn s Roxveir Roxveze s Roxvein Roxve12 Roxvear R oxveazz
vRoxv-ar Roxvoizs Roxvezz Roxvere
R xv-30 A xv-1 - ; ;
3 10 , 5 10
, 5 10 2

R xv-4 R xv-5 R xvee s R xv-7 R xv-g+ R xv-9 R xv-10, R xv-11+ R xv-12+ P xv-13+ R xv-31, R xv-32
'R xv-3z R xv-za R xvezs s R xv-ze : : : :
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1 1 1 y R
xv-4 1 R xves v R xv_6+ R xv-7. R xv_g ' R xv-9 s R xv-10+ R xv-11+ R xv-12 . P xv-13 R xv-31 . R xv-32,
R xv-33+s R xv-34, R xv_zs, R xv-36 4 , 3 : 2
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R xv-9 R xv-10 R xv-11+ R xv-12+ P xv-13+ R xv-31 R xv-32 v B oxvar
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xv-115 R xv11 Roxvezr v R oxvesr Roxveze R xveze Roxvoizs Roxveiz R oxvois
, , 5 8
, 5 8 , 5
6 , 3 6
v Rxv-a Rxvss Rxvs Rxvse:Rxvs R xv7.R
xv-7 R xv_g ' R xvee R xv-10: R xv-10 R xv
11 Roxve1r Roxvest R xvezr Roxveze R xvezz Roxve12s Roxveiz R oxveis

Rxvee Rxviir R xvee Roxvei2 R xvee Roxviiz R oxvee Roxvezi s R oxvee R xvoz2 s R oxvoio
R xv-12 R xveio R oxve1z s Roxveio R oxvesi s Roxveio Roxvez2 s Roxveir Roxvei2 R oxvein Rox
v-1zs Roxveir Roxveze v Roxveiz Roxvezn s Roxvois Roxvezrs Roxvoiz Roxvese
, , , 3 8
, 5 8 , b5 8

R XV-37 R XV-38 ) ) ) ) ) ) ) ) )
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3-[[3-(3-

3-[[3-(3-
3-L[3-(3-
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1( ) 1-1.1,1- —o-
13- ) - 1 1-1.1,1- _2-
13- ) - ] 1-1,1,1- o
13- ) - 1] 1-1,1,1- -2
1[3-(1,1,2,2- ) - 1 1-1,1,1-
) I ) 1-1,1,1- 2=
) I ) 1-1.1,1- —2-
) I ) 1-1,1,1- 2
) 1IG- ) - 1] 1-1,1,1-
) 11G- ) - 1 1-1,1,1-
) 1IG- ) - 1] 1-1,1,1-
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I( 1-1,1,1- —2-
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3-[[3-(23- ) 1IG- ) -1 111a- -2-
3-[[3-(23- ) 1IG- ) -1 1-11a- -2-
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3-[[3-(3- ) I ) 1-1.1,1- -2-
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1( ) 1-1,1,1- -2-
1( ) 1-1,1,1- -2-
) 1 X ) 1-1,1,1- -2-
1(4- ) 1-11,1- -2
1(4- ) 1-1,1,1- —2-
1(4- ) 1-1.1,1- —o-
) 1 1¢4- 1-1,1,1- o
13- 1-1,1,1- -2-
13- 1-1,1,1- -2-
13- 1-1,1,1- -2-
) 1 13- ) 1-1,1,1-
1[3-(4- -3- ) - 1] 1-1,1,1- -2
1[3-(4- -3- ) - 1] 1-1,1,1- -2
1[3-(4- -3- - 1] 1-1,1,1-
) 1 1I3-(4- -3- )- ] 1-1,1,1-
13- ) 1-1,1,1- —2-
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3-[IL(2- ) -6- 1 16- )- 1-1,1,1- -2
3-[IL(2- ) -6- 1 16- )- 1-1.1,1- -
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3-LLLE- ) 1 18-(4- -3- ) 1- 1-1,1,1- -2-
3-[IL(E- ) 1 18-(4- -3- ) 1- 1-1,1,1- -2-
3-[I[3- ) 1 18-(4- -3- ) 1- 1-1,1,1- -2-
3_[[[3_(1111212_ ) ] ][3_(4_ -3- )_ ] ]_11111_
—2- ;
3-[IL(3- ) 1 18-(4- -3- )-2.2,- - 1 1-1,1,1-
—2_ -
3-[LLLE- ) 1 18-(4- -3- )-2,2- - ] 1-1.1,1-
-2- .
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RXVI-]A/ \ // e RXVI-ll
X4 Yxvi-a
RXVI-13 RXVI'12
Ny 1 4 ;
X xvi ;
R xvi-1 , , , , R
xvi-1 R xvic2  (CHR xyi_3) n =N(A xv1)Q xvi ( A xvi XVI-(11) Q XVI-(III)
) - - (Cahn-Ingold-Prelog) ;
R XVI-16 ] ’ ’ ’ ’ y y 5 10
R xvi-a s R xvi-g R xvico» R xvi-13
1 4
D xvic1: D xvic2+Jd xvic1:J xvi-2 K xvyiez G N, O, S
v oD xvic1 s D oxvic2 s 3 xvic1 03 xvic2 K oxvicr D xvi-c1» D xvi—2+ J
xvi-1 0 J xvi-2 K xvi-1 O D xvic1:D xvie2: 3 xvi-c1+J xviez2 K xvi-1 S
D oxvic1 s D oxvic2 53 xvic1 s d xvic2 Koxvier 2 o S D xvic1 D xvic2 5 d xvi-1 5 J xwvi
2 Koxviaa D xvi-1 D xvic2 0 d xvic1 0 d xvi-2 Koxvi-r 4 N
D xvi-3:D xvica»J xvi-asJd xviea K xviz G N, O, S
v D oxvica s D xvica  d xvica v J xvica K oxvicz ©
D xvi-3» D xvi-a s d xvi-z» Jd xvi-a K xvi2 S D xvi-3» D xvi-a s J xvi-z+ J xvi-a
Kxviez 2 0 S .Dxvi-a:D xvicasd xvi-z s d xvica Koxyio 2 o s , D
xvi-3» D xvi-a s J xvi-3+Jd xvi-a K xvi-2 D xvi-3 D xvi-a» J xvi-z » I xvi-
s Kxyi2 4 N ;
R XVI1-2 ] [ [ 3 3 ) ] [ ]
) ) R X

VI-2 R XVI-1 (CHR XVI—S) n _N(A XVI )Q XVI - - ;

R xvi-3 , 7 7 - , , , , , : :

, + (CHR xvi-3) n =N(A xvi1)Q xvi R x
V-1 - - R xvi-2 - - :
Y xvi v (C(R xvic1a) 2) ¢ ,q 1 2 ) (CHR xvi-14)) ¢ -
W xvi =(CHR xvi-14)) p ( ,g p 0 1 )
R XVI-14 ] [} [} [} ] ] ] ] ] [} ]
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3 , 2 , 2 ;
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, 5 8
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, R xvica R xvi-10' R xvi-io R xvi-11- R xvic11 R xvi-12, R
xvi-12 R xvi-13 ;
R xvica R xvica R xvica R xvic1z3: R xvi-e R xvice, R xvi.ce R xvi-13
) ) 1] y 5 8
5 6
. R xvica R xvicg: R xviea R xviciz R xvi-s R
xvi-9»  Roxvicg R xvi-13
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(2R)-3-[[3-(3- ) IE3-(1,1,2,2- ) 1- 1 1-1,1,1- -
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(2R)-3-[[3-[3-(N,N- ) 1 1IBE( ) 1= 1] 1-1,1,1-
—2- .

(2R)-3-LLI[3( ) 1 1E-IBE( ) 1= 1 1 1-1,1,1-
—-2- :

(2R)-3-LLI[3( ) 1 1B-LIB3( - 1- 1 1 1-1,1,1-
—2- :

(2R)-3-LLI[3( ) 1 13-[[8.5- ] 1- 1 1-1.1,1- -2
(2R)-3-LLI[3( ) 1 1B-IB( ) 1= 1 1 1-1.1,1-
—2- ;

(2R)-3-[L[3-( )y 1 1E-IE5- ] - 1 1-1,1,1-
-2- .

(2R)-3-LL[3( ) 1 1E-1 1 1- 1-1,1,1- -2-
(2R)-3-[[3-(2- -4~ ) JIBE( ) 1= 1] 1-1.1,1-
—-2- ;

(2R)-3-[[3-(2- -4~ ) JIBE( ) 1= 1] 1-1.1,1-
—2- ;

(2R)-3-[[3-(3- ) IL3~( ) 1- 1 1-111- -
2- :

(2R)-3-[[[3-(3- ) 1 1IBE( ) 1= 1 1-1.1,1-
—2- ;

(2R)-3-[[3-(4-
—2-

) IIE( - 1 1 1-1.1,1-

- |
¥

(2R)-3-[[3-(3- ) IIBE-( ) 1= 1 -1,1,1-
—2- .
(2R)-3-[[3-(3- ) IIBE-( ) 1 1= 1-11,1- -2-

(2R)-3-[[3-(3- ) IE( ) 1 1- 1-1,1,1- -2
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(2R)-3-[[3-(-(- ) ) JIBE( ) 1 1- 1-1.1,1- -2-
(2R)-3-F[3-(2,3— ) JIBE( ) 1 1- 1-1.1,1- -2-
(2R).—3—[[3—(4— ) IIBE( ) 11 1-1.1,1- -2-

(2R)-3-[[3-(4- ) 1IBE( ) 1 1 1-1.1.1,- -2-

(2R)-3-[(3-(2- -5- ) IIBE-( ) 1= 1] 1-11,1-
-2 :

(2R)-3-[[3-(4- -3- ) 1L3-( ) 1 1- 1-1,1,1- -
2- ;

(2R)-3-[[3-[3-(1,1,2,2- ) 1 JIBE( - 1 1 1-1.1,
1- -2- ;

(2R)-3-[[3-[3-( ) 1 JIBE( ) 1= 1] 1-1.1,1-
—2- ;

(2R)-3-[[3-(3.5- ) IIE( ) 1 1- 1-1.1,1- -2-

(2R)-3-[[3-(3- ) 1IBE( ) 1 1 1-1.1,1- -2-
(2R)-3-[[3-(3-t- ) 1IBE( ) 1 1 1-1.1,1- -2-

(2R)-3-[[3-(3- ) 1IE( ) 1 1 1-1.1,1- -2-

(2R)-3-[[3-(5.6,7,8- -2- ) IIE-( ) 1= 1 1-11,1-
-2- -

(2R)-3-L[3( ) IIE( ) 1 1 1-1,1,1- -2-

(2R)-3-[[3-[3-(N.N- ) 1 1IBE( ) 1= 1] 1-1.1,1-
—2- :

(2R)-3-LLI[3( ) 1 1BE-IBE( ) 1- 1 1 1-1.1,1-
—-2- ;

(2R)-3-LLI[3( ) 1 1BE-IBE( ) 1= 1 1 1-1,1,1-
—2- ;

(2R)-3-[L[3~( ) 1 13-[I3-5- ] 1- 1 1-1,1,1-
—2- :

(2R)-3-LL[3( ) 1 1B-IB( ) 1= 1 1 1-1.11
- —_2_ :

(2R)-3-LLI[3-( ) 1 1E-I3-5- ] 1- 1 1-1.1,1-
—-2- :

(2R)-3-LLI[3( ) 1 1E-L 1 1- 1-1.1,1- -2-
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(2R)-3-[[3-(2-
-2

-4~ ) JIBE(

(2R)-3-[[3-(2-
-2

-4- ) JIBE(

(2R)-3-[[3-(3- )
-2 .

1L3(

(2R)-3-[L[3-(3- ) 1 IIE(

—2-

(2R)-3-[[3-(4~-
—2-

-3- ) IIE(

(2R)-3-[[3-(3- ) 1= -5-(

- —2-

(2R)-3-[[3-(3- )
_2- .

102~ -5-(

(2R)-3-[[3-(3- )
—2- .

102~ -5-(

(2R)-3-[[3-(3-(2- ) ) 12- -5-(

-2
102~

(2R)-3-[[3-(2.3- ) -5—(

—2-

(2R)-3-[[3-(4- )
-3- :

102~ -5—(

(2R)-3-[[3-(4- ) - -5-(

2—

(2R)-3-[[3-(2-
_2-

-5- ) 12- -5-(

(2R)-3[[3-(4-
—2-

-3- ) 1I2- -5-(

(2R)-3-[[3-[3-(1,1,2,2- ) ]
1-1,1,1- -2- :

102~

(2R)-3-[[3-[3-( ) 1 1Iz- -5-(

2—
112~

(2R)-3-[[3-(3.5- ) -5(

-2
12~

(2R)-3-[[3-(3- ) -5-(

2—

(2R)-3-[[3-(3-t- )
—2- .

102~ -5-(

- 70 -
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1- 1

]_

]_

1- 1

]
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] 1-1,1,1-

] 1-1,1,1-

1-1,1,1-

] 1-1,1,1-

1-1,1,1-

1-1,1,1

1 1-1,1,1-

1 ]-1,1,1-

1-1,1,1-

1-1,1,1-

1-1,1,1-

1-1,1,1- -

1 1-1,1,1-



(2R)-3-[[3-(3- ) II2- -5-( ) 1]
2_ .
(2R)-3-[[3-(5,6,7,8- ~2- )y 1II2- _5(
1,1,1- -2-
(2R)-3-[[3-C ) 1l2- -5-( ) 1 1
(2R)-3-[[3-[3-(N.N- , 1 1I2- -5-(
_ _2o_ :
(2R)-3-[[[2- -5-( ) 1 1B-IB(
1-1,1,1- _3- :
(2R)-3-[L[2- -5-( ) 1 1B-IBE(
-1,1,1- -2-
(2R)-3-[L[2- -5-( ) 1 13-[[8.5-
-2
(2R)-3-[L[2- -5-( ) 1 1B-IB(
~1,1,1- —2-
(2R)-3-[L[2- -5-( ) 1 1E-I85-
_ 2 :
(2R)-3-[L[2- -5-( ) 1 1E-I
-2- ;
(2R)-3-[[3-(2- —4- ) 1z- -5-(
1,1,1- -2-
(2R)-3-[[3-(2- -4~ ) I2- -5-(
1,1,1- -2-
(2R)-3-[[3-(3- ) 1I2- -5-(
—2- .
(2R)-3-[[[3-(3- ) 1 1I2- -5-(
1,1- -2- ;
(2R)-3-[[3-(4- -3- ) 1I2- -5-(
1-1,1,1- - -
(2R)-3-[[3-(3- ) 1I2- -4-(
_ _2_ .
(2R)-3-[[3-(3- ) 12- -4-(
—2_ .
(2R)-3-[[3-(3- ) 2= -4-(
-2- .
(2R)-3-[[3-(3-(2- ) ) 12- -4-(

-2

- 71 -
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(2R)-3-[[3-(2,3- ) 12- -4-(
_2- .

(2R)-3-[[3-(4- ) 1I2- -4-(
—2- ;

(2R)-3-[[3-(4- ) 1I2- -4-(
2- ;

(2R)-3-[[3-(2- -5- ) 12-
-2- ;

(R)-3-[[3-(4-  -3- ) 1002- ~a(

—2-

(2R)-3-[[3-[3-(1,1,2,2- ) 1
1-1.1,1- -2- ;

(2R)-3-[[3-[3-( ) 1 II2-
- —-2- :

(2R)-3-[[3-(3.,5- ) 1I2- -4-(
—2- .

(2R)-3-[[3-(3- ) 1I2- -4-(
2- ;

(2R)-3-[[3-(3-t- ) 1I2- -4-(
-2- ;

(2R)-3-[[3-(3- ) 102~ -4-(
2- ;

(2R)-3-[[3-(5,6,7,8- -2- ) 12-
1,1,1- -2- ;

(2R)-3-[[3( ) 1I2- -4-(

(2R)-3-[[3-[3-(N.N- ) 1 1M2-
- —2- :

(2R)-3-[L[2- -4-( ) 1 1E-IE-(

-1,1,1- -2-

(2 R)-3-[L[2- -4-( ) 1 1E-IB(

1,1,1- -2-

(2R)-3-[II2- -4-( ) 1 13-[35-

—2-

(2R)-3-[L[2- -4-( ) 1 13-[3(

1-1,1,1- —2-

(2R)-3-[I[2- -4-( ) 1 1I3-I[35-

_2-

- 72 -
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1-1,1,1-

1-1,1,1-

1-1,1,1-



(2R)-3-[[[2- -4-( ) 1B3-I 1-
(2R)-3-[[3-(2- -4~ ) I[2- -4-(
1,1,1- -2- ;
(2R)-3-[[3-(2- -4~ ) I[2- -4—(
1,1,1- -2- ;
(2R)-3-[[3-(3- ) 12- -4-(
_2_ ;
(2R)-3-[[[3-(3- ) 1 IM2- -4-(
,1,1- -2- ;
(2R)-3-[[3-(4- -3- ) 12- -4—(
-1,1,1- -2-
CETP XVII
XVII
Byviz ORyyr1-3
DXVII
= X g
/I XVII-1
™ __Z Ryyrres
EXVII N
A xvi
5 ( v Roxvica R xvies
) 5
0
D xvi ,
6 10
Rxvikg  fovike
Ryviz-e— Lxvi— R’z

EE Rxvimo— v Vaxvi—Xxvi—

(
R xvi-6 + R xvii-7» R xvii-10 3 6
S,N ( )o 4
7 , - , , -
N -
, 6
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1-1,1,1- -2
- 1 1 1-
- 1 1 -
1 1 1-1,1,1-

7
-NR xvii-a R xvii-
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1] 3 1] y 6 10
- , SN ( ) O 3
- , 5 7 ) -OR yvi1-11 »=SR xvi1-12 ,=SO 2 R xvii-13 »
-NR xvii-14 R xvii-15 ( v Roxvi-11 0 R xvi-i2 R xvi-13 , , 6
2
, 6 10 v R xvicia R xvi-1s
: R xvi-a R xvi-s ) 5
R xvil-6 ( )R XVII-7 ;
S
/ O><F / \ -
N g F CF3/\o
R xvil-g :
R xvii-9 , , , . , : 6
: NR xvii-16 R xvii-17 ( v R xvicie R xvii-17
) R xvii-4 R xvii-s ) )
R xvice R xvi-o =0 =NR xvii-18 ( » R xvii-18 6
, ) ;
L xvi 8 , 2
T xvi X xwi , 8
T xvi X xvi ;
V' xvii -NR xyii-19 ( » R xvii-19 6
Eywy 3 8 , 3 8
, , 8
)
R xvic1 R xvi-2 3 8 , , ,
H] 1 1 H] ) ) 1 6
, NR xvi-20 R xvii-21 ( v Roxvii-2o R xvi-21
1 b 1 6 ) (
);
R xvicr ()R xvi-2 : , : 4
, 6-10 , ) ) )
1 1 1 b 1 1 7
NR xvi—22 R xvii-23 ( R xvi-22 R xvii-23 , , 6
) 5
, 6 ( )i
R xvi-1 R xvi-2 : : : 5
’6 H
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R xvii-3 , 20 , . ,
, 8 7
73 7 ,8 b
’6 ’ b b
C ) -OR xvii-24 ( R xvil-oa 4
) .
XVII WO 98/39299 ,
CETP XVIII  4- N ,
XVIII
Byviir g
XVIII-1 RXVIH—Z
DXVIII
Ryviri-a
EXVIII
R‘XVIII-4

A v ; 3

2 y
D xvm ;

RXVIII-S
RXVIII-G
Forvraz-s ®E  Ryyrrr-g~CH-0-CHy-;
( )
R xvii-s R xvii-e =0 ;
R xvii-s » R xvin-e ;
R xvii-s R xvii-e ;
R xvii-z R xvii-s : : , : :
,=S0 , -CH 3 NR xvii-o R xvin-10 ( v R xvince R xvin-10 3
) 4
] ] ] I )

E xvin 3 6 8
R xvii-1 ;
R xvii-2 ;
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R xvii-z R xvii-a , 3
R xvin-z R xvii-a 2 4
XVIII WO 99/15504 ,
, CR [2R,4S] 4-[(3,5- - - )-
- 1-2-  -6- -3,4- —2H- ~1- (
AC ) : A (CETP)
A
< XX>
FaC
0 CFs3
MeO/“\N
FsC
Et
N
o)\oa
A , Gl A 0.04 mi
crogm/ml A Gl A
, A Gl -
! ' - I - - ( y
) . CETPI, A -
- CETPI, A .
, 2000 8 3 60/223,279 ,2001 7 30
09/918,127 2002 2 1 10/066,091
, CETPI - ' CETPI -
, CETPI ° ! 60 % C
ETPI . , CETPI
. ' CETPI 25 %
, CETPI CETPI 10 %
: : CETPI X~— , (SEM) (D
SC),
CETPI - 1 80 % CETPI
, CETPI 25 40 % , C
ETPI , CETPI
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CETPI , CETPI
CETPI
CETPI CETPI 20 % ,
10 %
CETPI- ,
(T g4) , CETPI ,
2 T g4 CETPI
. T, ,
( , 10 100 , ,
Ty (DMA), , (DSC)
10 30 , T 4 ;
CETP - CETPI
(MFD) (PBS)
) PBS NaOH pH 6
5 20 mM (Na , HPO 4), 47 mM (KH , PO ,),87 mM NaCl, 0.2 mM KClI
. MFED 7.3 mM 14mM 1- -2- -sn-
-3- PBS . , MFD PBS
, CETPI 10 100
CETPI CETPI ,
, , CETPI
10 (MDC) . ,
1 microgm/mL , 10 microgm/mL MDC
CETPI( : ,
CETPI) , CETPI MDC
1.25 . , 10 50 ,
200 , 500
, MDC MDC
270 90 AUC ,
1.25 . AUC 5 , 25 ,
100 , 250 . CETP
, AUC
()] CETPI .
, MFD PBS , CETPI
1 (2) CETPI , CETPI 10 ) 100
CETPI , ( , CETPI )
; (3) MDC  ( ) AUC
¢ ) : ,
CETPI CETPI 10 .
100 . CETPI PBS MFD , C
ETPI -
CETPI , , CETPI MDC
. MDC CETPI
. CETPI AUC (t( )=0)
270 (=270 ) 90-
' MDC 30 ) , AUC

- 77 -
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0 90 , 90- AUC
CETPI , . CET
PI' 0.45
TITAN( ) (Scientific Resources) 13 mm, 0.45
13,000 G 60
(10-40 %) ,
' CETPI' CETPI ,
/CETPI , CETPI , CETPI
. (micelle), , , /CETPI ,
CETPI- . CETPI -
CETPI CETPI . ,
CETPI
CETPI ,
, CETPI -
- CETP
, ’ pH( ’ 1_8)
,1-8 pH 0.1 mg/m
L
- CETPI CETPI
CETPI MDC .
, CETPI , CETPI
MDC 1.25 , 10 ,
50 , 200 , CETP
I MDC 500 , 1000 CET
P , A
, - CETP
CETPI AUC - , CETPI -
270 90
(AUC) , CETPI 1.25
. AUC 5 , 25 , 1
00 , 250
( ) , CETP ,
/
/
, / CETP
CETP
(cluster) , CETP ,
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MDC

279

Inc.)

(

) AUC

, CETP

50

CETP

EUDRAGITS(

(BASF)

, CETP

CETP

CETP

CETP

’

(2000 8 3

PLURONICS

- C )

).

CETP
CETP

EUDRAGITS

0.1

'(CAP)

(saccharide)
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CETP

CETP
60/223,

10

(Rohm Tech

0.1 29



pH

pH

- 80 -

10-2004-0083493



10-2004-0083493

, CETP ,
MDC AUC
(enteric)’ ,
50 1000 . , - ,
CETP
, (HPMCAS),
(HPMCP), (CAP),
(CAT), , ,
(CMEC) . CETP
CMEC CMEC
. 3 T g
, CMEC , CMEC
, CMEC , , (Freu
nd Industrial Company, Limited)( )
, CETP CMEC
CETPI CEP HPMCAS
( ) , CETP
CETPI T g
, CETPI T4 40 , 60
: ’ . 1] A T g 30 . -
CETPI , , - 40
70 , 100 T T

HPMCAS, HPMCP, CAP, CAT, CMEC
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MDC  AUC
CETPI, A - (60 % ) CETP
, - (melt-congeal) ; ,
_ , 5,456,923
5,939,099 4,801,460 ; (milling)
5,340,591 4,673,564 ; /
5,684, 040, 4,894,235 5,707,646 ,
CETP
, , CETP
. , CETPI , A )
CETP )
, CETP - -
CETP 200 , 150
, CETP
' ' CETP -
10 . CETP ,
CETP ;
. CETP
, 10
, , CETP ( 50
200 ,
’ ( )
: ( ¢ ) )
30 % ,
CETP CETP
- , CETP -

, CETP
, (overhead mixer),

- 82 -

(stir bar),



(planetary mixer),

2
, CETP
, ETP
CETP ,
, CETP
CETP
( )
CETP
CETP -
, 1
, , CETP -
CETP -
()
(pan)- , (fluidized bed) ),
) , CETP
() CETP
(droplet) ( )
«( - )
(1) (

(in-line)

, CETP

()

, 0.01

- 83 -
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CETPI,

. CETP

Co,, ,

CETP
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CETP

CETP
CETP



1 (2) ; 3)

- CETPI
150 - 7
(International Committee on Harmonization; ICH) (guideline)
, , 50 % 50 %
CETPI
10 % , 1 %
1 / -
500 .5 100 . - -
1 O-l
0 , , 1
) 100
, 5 60 -
0 % , 2 % )

W. Green, J. O. Maloney, eds.) McGraw-Hill Book Co. 1984, pages 20-54

em. Eng. Prog. Monogr. Series 2 (1954)]

CETPI . - CEP . CETPI , CEP
HPMCAS , -
A . - CEP A , CEP
HPMCAS , -
CETP - CETP
,0.01 4 ( 7 80 % CETP ) CETP - -
. , , CETP - - 0.05(4.8 % CETP
) 25(71 % CETP ) L, CETP
CETP - - 1(50 % CETP ) 0.
11 (10 % CETP ) . , 033(25 % CETP )
CETP- - - 0.11 (10 % CETP ) CETP- - -
CETP CETP CETP , ( )
CETPI , CETPI- - 0.05(4.8 % CETPI) 25(71 % CETPI)

-84 -
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, CETP
100

CETP

[Perry's Chemical Engineers'Handbook, Sixth Edition (R. H. Perry, D.

to 20-57]

[Marshall '‘Atomization and Spray-Drying' 50 Ch



CETPI

PIP

(erodible)

60/119,400
09/495,059

- 0.05(4.8 %

CETP
' CETPI
CETPI
- (CEP) 2
CETPI
, CETPI/
CETPI -
(MW < 2000 )
, 900 nm
5,145,684 (
, PIP -
60/300,314 (
2000 12 20
)
CETP -
,2000 1

-85 -
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A) 25(71 % A)
CETP
CETPI
, CETPI ,
, CETPI
CETPI
CETPI , -
CETPI
)
5,225,192 (
2001 6 22 ,
)
09/742,785
, CETP
. 1999 2 10
31
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, , , ; (gum agar), ,
(gum karaya), (locust bean gum), (gum tragacanth), (carragee
nans), (gum ghatti), (guar gum), (xanthan gum) (scleroglucan); ,
(EC), (MEC), (CMC), CMEC, (HEC
), (HPC), (CA), (CP),
(CB), (CAB), CAP, CAT, (HPMC), HP
MCP, HPMCAS, (HPMCAT),
(EHEC) . (50,000 MW)
(50,000 MW) HPMC . HPMC
(Dow) (Methocel) E5, E15LV, E50LY  K100LY , HPMC E4MC
R, ELOMCR, K4M, K15M K100M ; ( ) K
HPMC (Shin Etsu) METOLOSE 90SH
, (MC) HPMC -
, , ( , PEO PEG)
, CMC CMC ,
MC, EC, HPC, , HPMC,
, MC HPMC
b L L (
(Rohm America, Inc.) EUDRAGITO) ,
) ) ) 1] (2_ )
b ( )
, , (osmagen), - -
: (a) CETPI - , CETP -
, PIP CETPI : (b - - (
)' - H i)
(osmagent) . , - .
1999 2 10 60/119,406 ,2000 1 31
09/495,061
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- , (osmogen) ( )
- 5 80 %T 10 50 % .
: : , (PEO),
(PEG), (PPG), (2- ): ( )
( ), (PVP) PVP, (PVA), PVA/PVP
PVA/PV , , , ., PEO
(croscarmellose), (carrageenan), (HEO),
(HPCQ), (HPMC), (CMC)
(CEC),
_ ’ PEO, PEG, PVP, ,HPMC,
2 70
%, 10 50 %
(tableting)
, » PH
; « - -) (
)
( ’ , (Explotab)( , )R (. , (Avicel)(
), (silicified) ( , ProSolv( )) (
, Ac-Di-Sol( ))
5 50 % , -
- ; pH
CETPI;CEP i -

() | .

- 87 -



(laser drilling) (in situ)
30 %, 10 20 %
()
20 800 , 100 500
() 0.1 3000 , 50 3000
(plug) (indentation)
, , 5,612,059 5,698,220 (
)
(collection)
5,612,059 5,698,220 ,
3,995,631 3,845,770 ,
5,654,005 5,458,887
5,120,548 (leachable)
4,612,008 - (pore-former)
) pH - 3
( ) (plasticized),
(CA), , , CA ,
(CAB), CA , CAP, CA , CA
, (CAT), CA , CA , CA
, CA , CA , CA , CA p- )
, , - , EC, PEG, PPG, PEG/PPG
, PVP, HEC, HPC, CMC, CMEC, HPMC, HPMCP, HPMCAS, HPMCAT, ( )
) b 1 b b b b b 1

- 88 -
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=(
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PEG
, N— ’
) 1114_
( D
12, 059 )
5,798,119 (
aching)
4,744,906
) - (
( ’ ) -

(Freund) HCT-60

(flux)

- 89 -

PEG

5 15 %

1 )
)
(inversion)
4,247,498
CA,CAB EC
EC CA
/ - -
()
()

10-2004-0083493

(le

4,490,431



, , , , PEG, PEG , PPG

| , C 8,_C 10 | | |
, , Gl
()
Gl .
2
CETPI, /
(sweller layer)
(sandwiched)’ 3 ;
- ()
- () (
( , ) - -
HPMC, PEO  PVP
’ ’CMC, PEé, ( ’ ), ( ),
, PVP, PVP,
00 7,500,000 PEO
2 : () ()
() :

(difficult-to-coat)

- 90 -
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3,845,770
(@) (i) CETPI - , (i) 300,000 1,500,000
_ , (i) ( ,
2.0 % 35 % ( 3% 20 %, 3% 15 %,
3% 10 %) , 15 % 70 % ( 30 %
65 %, 40 % 60 %, 40 % 55 %) )
- ; (b) -
(b) : -
(ductility) 100 200 Mpa , 0.8 20M
pa , 0.2 - ( , - , -
(non-gelling) , , , , (polacrin) ,
(Amberlite)( ) IRP-88), ( ) ,
il ( 1 (
) CLV), ( , ( ), ( , Pros
olv( )) ( , Ac-Di-Sol( )R
' ( ) IRP 88(
(Rohm and Haas) ) . 1-25 %;
1-15 %; 1-10 %
(X : ) -
() :
, - (< 300,000)
: ( )
(Natrosol)( ) 250H
( (Hercules Incorporated)
; MW 1M , 3,700 ). ( ) 250H
3 % . ( ) 250H
NF . 25 (Brookf
ield) LVT (30 rpm) 250H 1% 1,500 2,500 cps
300,000 1.5
- . 2.0 % 35
%, 3 % 20 %, 3 % 15 %,
3 % 10 %

(multiparticulate)
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(Glatt Air))

)
, , (spinning disk),
(
(shell)
2
(porosigen)’
, EP 378 404 A2
100 1 mm
(packaged)
ction) , , - -
CETP
)

- 92 -

CETPI

(seed)
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(spheronization)

10

HPMCAS, HPMC

(Glatt) GPCG-5

EP 378 404

, HPMC, PEG

2 mm,

. - (roller-compa
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CR ,
. 37 (simulating) 900 mL USP
2 (Dissoette) . , pH 6.8 50 MM KH , PO 4,
. (wire support) (m
oving) , 75 rpm (paddle)
100 mL . , 25 mL
, 125 mL ,
2mL , 250 mL H
PLC 750 mL , HPLC
, 37 900 mL
UsP 2 ( )
). , pH 6.8 6 mM KH , PO ,, 30 mM NaCl,60 mM KCI, 27 mL
( (Tween) 80) . ,
50 rpm , HPLC
, Gl
(1) )
( a0 @
x )
vy ) ) - (Wag

ner-Nelson) - (Loo-Riegelman)

: [

Welling, 'Pharmacokinetics: Processes and Mathematics' (ACS Monograph 185, Amer. Chem. Soc., Washingt

on, D.C.,1986)]

CETPI
CETPI
. , 16
, CETPI 5 %/hr (80
CR (IR)
, 1 1
, IR CETPI 80
, CR CETPI 40
25 %/hr
, , CR CETPI
3.5 %/hr ,
,CR
Pl
1.25
(T max) ,
C max 80% 65 %
, CR

%/16

%/hr

%/hr

25

- 903 -

)

4

CETPI

%/hr
%/hr

% ( )
CETPI 80 %
CETPI

CETPI !

CETPI 80 %

30
CETPI
’ 3

%/hr ,

%/hr ,

- CET
, CR

(C max)
50 %

. T max C max



, CR
3
1.25 3
(crossover)
(washout)
AUC
(AUC) .
. AUC
vy )
CETP
)
( )
( )
( )
( )
( )
( )
( ) -
( )
( )

( )

—94 -

.CR

(AUC)

10-2004-0083493

1.25



(lined)

, (
. (
(
A’)
1
)
10

40
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)
)
)
)
(angioplastic restenosis)
: ( )
)
: ( )
)
)
<1 /ml Clog P 75 CETP , [2R,4S] 4-[(3,5- -
- 1-2- -6- -3,4- -2H- -1-
. (ClogP - lo
, 25 % A 75 %
(medium fine)' (AQUOT-MF) HPMCAS(
. 2.5 % A 75 % HPMCAS,
, 150 g/min 2.7 bar (37 psig) 2-
155 70 (Niro) PSD-
- . 1
- ,lcm
- (Gruenberq) -
24
% A, 1.0 % A, 9.0 % HPMCAS-MF, 90 %
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[ 1]
AEA L T8 3w ag g 4%
ana | AE | saa [FRAEH e Bt | v e
1 100 HPMCAS-MF | 300 OHAIE 3600 PSD-1
2 100 HPMCAS-MF | 900 oAl & 9000 PSD-1
eS| 0.0018 A - - - -
1 A 1.8 mg
3
1 2 -

. , - 1000 /ml ( 1 7.2 mg, 2 1,
18 mg) A 37 (sonicating bath) ,
pH 6.5 290 mOsm/kg 1.8 mL (PBS) 60

13,000 G 37 1 . ,
1:6( ) , (HPLC) .
, 37 4,
10, 20, 40, 90, 1200 2
1 , 1.8 mg A
2
[ 2]
k= A

A7k e AUC
A A4 (D) (pg/mL) (% -pg/mL)

1 0 0 0

4 328 660

10 701 3,700

20 781 11,200

40 805 27,000

90 780 66,600

1200 439 743,200

2 0 0 0

4 925 1,900

10 923 7,400

20 910 16,600

40 890 34,600

90 858 78,300

1200 623 900,200

gz 1 0 0 0

4 <1 <2

10 <1 <8

20 <1 <18

40 <1 <38

90 <1 <88

1200 <1 <1,200

1 2, 1 3 , 90
A (C max0 ), 90 (AUC oo) 1200 (C 1200)
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25

3
( 1)
889
1 2
80,000

4
HPMCAS
A

Drive 2000 High-Pressure Gear Pump)

SK 71-16)
D-1')

0.2m

) 106
%

—-pass)
RH)

10-2004-0083493
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[ 3]
PR F
oF% A AUCq
fl:%"g L ‘/F%‘i'“ Cmax,SO - C‘IZDO
A S A (% %) 59 (ug/mL) | pg/ml) | (ug/mL)
1 HPMCAS-MF 25 PBS 805 166,600 | 439
2 HPMCAS-MF 10 PBS 925 [78300| 623
EE B NA PBS <1 <88 <1
(244 okg)
1 2 '
C max.90 805 925 , ( 1) AUC o 756
A 0.01 /ml
1 A C max,90 0.01 /ml .
80,000 92,500 C max.90 70,000
AUC 4
% A 75 % HPMCAS-MG -
, 2.5 % A, 75 % HPMCAS-MG, 90 % 10,000 g
. HPMCAS-MG 2
2 , 250
. - (Zenith z-
(Spraying Systems Pressure Nozzle and Body)(
(Liquid-Feed Process Vessel Niro XP - )(PS
.PSD-1 9- (extension) . 9-
- ( 08m )
1% 1.7 mm
40 %
100 psig 195 gm/min ( ,
45+ 4
- , 8
5cm 3 /gm (bulk) 3
25 40 - (single
- ) ( ,20 /50 %
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[ 4]
EERCE! 40l A
@Az 3 Axg Ego]
EERIERNC) 5.0
B°3 H(tapped) ¥ A A (cc/q) 3.2
Bt A4 A4 {um) 80
D10, Dso, Dgo ) (].lm) 25, 73, 143
-9 (Dgg-D10)/Dso 1.60
" 10 A9 %] FAE Dyt &2 J42 7haleh:
50 A% YAE Ds Ut A2 A4S M
90 AH %9 YAE= DgoHrt 22 A& 7hch
[
5
2 - A
HPMCAS A 4 .
2.3 % A, 6.8 % HPMCAS-MG, 90.9 % 2
25 psig 185 gm/min 96
¢ ) 33
3 40 -
- , , ( , 20 /50 % RH)
- , 148 % (25 % A/75
% HPMCAS), 600,000 23 % (PEO), 23 % ( XYLI
TAB 200), 5 % ( EXPLOTAB), 1 % -
, 20 TURBULA
( 0.065 ) , 20
) ) - 4
- , 175 % ( AcDiSol
), 24.4 % ( PROSOLYV 90), 0.5 % ,
0.1 % (Red Lake) #40. AcDiSol PROSOLV , TURBULA 20
( 0.033 ) , 20
13/32- (standard round concave)(SRC) (die) 375 mg -
(level) , 125 mg -
- , 14 (Kp)
: 2 500 mg 9.0 % A (45 mg), 27.0 % H
PMCAS-MG, 17.25 % XYLITAB 200, 17.25 % PEO 600,000, 3.75 % EXPLOTAB, 18.75 % A
chiSol, 6.1 % PROSOLYV 90, 0.87 % , 0.03 %

- 908 -



(Vector) LDCS-20

10-2004-0083493

(

(Eastman Fine Chemical) CA 398-10), (PEG 3350, Union
Carbide), , 3.5/1.5/3/92( %)
25 40 ft 3 /min . 20 psi -
- 2 20 rpm
50 15 %
, - 900
5A :
(50 mM KH
PO ,,pH6.8,37 ) 1000 mL USP 2
. 75 rpm . ,
) ' 100 m
L , 25 mL
, 125 mL ,
2 mL , 250 mL HPLC 750 mL
. uv 256 nm (Waters Symmetry) C8 15% (0.2 % H
3 PO ,)/85 % HPLC
uv
5
[ 5]
ol & 34 ol 24
A2k °hg A oF A
D (mg %) %% V=)
0 0 0
6 19 43
12 36 80
20 41 92
12 80 % A
5B:
5 2
A 90 mgA , 12
. 6 , 0,%,1,2,3,4,6,8,12,2
4 28 20
6 mi 3000 rpm 5 G )
2 mi ez (-20 )
, HPLC A
1 , 90 mgA A (OPC) .OPC 0.5
% ( ) (Dow Chemical Co.))
. , 7549 ( ) , 90 100 490 mL
( ) ( ) .
. , 1000 mL ( ) , 2.5
549 80 , . , 400 mL 500 mL
, 90 mgA A (mortar) 20 mL (
) , (pestle)
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400 mL

90 mgA

max

4 OPC

C max

6]

10-2004-0083493

9 AUCo.24n (NG-

hr/mL)

Chax (ng/mL)

Tmax (1)

A4l 5

=
=

4209 * 3088

’\Eu
=

376 + 225

156.3+8.5

z
Zin(=Z

5623 + 1774

535+ 85

9.3+3.0

gzt 1

b~
"

(2]

e

<LOoQ*

<1L0Q

<L0Q

(444 %= A) 928 * 641

fiak] Zad sl
‘JZ‘J
l|9

191 + 55

23%13

gz 2 (OPC#A
A A o] 4 BAH)

1725780

Ell

481

»H

Tl = ozl oli|zl] ol

ol [Ny Z ok | Ziok

+179 1.4+1.1

(2]
—

Z

6673 + 1255

1281 + 610

1.0+0

*LOQ =4 Fst=

6-8

, 75 % HPMCAS-MG ( 4

1 (
90 mgA A
A/HPMCAS-MG, 3.375 g

%

g 25

ULA . 20
,0.15¢g

, 720 mg

8 Kp 7

7 8

7]

2 BCEF%)

, 3.975g XYLITAB

(c,aplet)

) 25

(XYLITAB 200),
, 7.5

TURB

K100LV),

, 20
, 20
4
(0.3300 x 0.6585 )

6,7 8 90 mgA

A el

ErT
(25% k% A/ 75%
HPMCAS-MG)

METHOCEL XYLITAB

w5

ZHol#lo]| =

50.0 22.5 26.5

-0

50.0 15.0 34.0

50.0 12.0

37.0

1
1.0
1.0

6 mM KH , PO ,, 30 mM NaCl,60 mM KClI,
80)(pH 6.8, 37 C) 900 mL

27 mL

(autosampler)
1

HPLC A

HPLC

- 100 -

50rpm
1,2,3,4,5,6,7,8, 10,
, 0.5 mL

12
, 0.5 mL
8



[ 8]
A7 AN 6 Fa A | AT FEA Al 8 oFE A
( ,\]L) &FF% ¥ EF% B=) %% =
0 0 0 0
1 19.1 26.4 277
2 27.3 39.0 455
3 343 46.4 65.3
4 40.0 55.8 88.7
5 47.0 63.1 99.4
6 51.8 704 101.0
7 58.1 77.9 102.2
8 63.9 84.6 101.3
10 71.8 93.0 102.2
12 80.5 102.4 101.4
A .
A 6 12
, 7 7.5 80 % , 8
0%
9.
120 mg A , ,
- A . 4
15 min 2- (compartment) PK (fitting)
) -
Ka = 2.27 (1/hr)
K12 = 0.017 (1/hr)
K21 = 0.002 (1/hr)
(clearance)(Cl)= 13.05 ( /hr)
(Vd)=173.7 ( )
Kel( ) Cl/vd = 0.042 (1/hr)
A (
A ) . A 0 ( )
A 80%
0.5 500 14
) A A
A 80 % A
1 1 (QD) , 3
0 %, 30 %, 80 %
A
» CR 4-6
6-8
15 1
, 2-4
A
CR A 5-60 mg 1
9 12 70 ng/mi

- 101 -
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XYLITAB
80 %
3.5 8
A ’
(gastric emptying)
(PK
A
A
14 (
4
2 (BID)
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A , 9 12 CETP 5
0%
[ 9]
BID ol gt ¢, Fo] 14AA ] oF 1213} o] <t 70ng/ml 23}0] A obe A] 51
2 50%0] 4] CETP 1§ @4ahis ok A Fol3 2 iz £50] 2%,
2% e A dhe Ao R e
ol [ 80% a4 oFi A 517} = o o
(mg) |¥W= x4 Azt 12213k <t 70ng/ml2- %ﬁoiiﬁg;;}iﬂi)m*]ﬂ s
D ) 50% 5 Zoh=F
5 2 o] 2. ENEY
10 2 o q
10 4 <
10 6 o< SEREY
10 8 o] o]
30 2 o o
30 4 9 o
30 6 9 o
30 8 o q
40 2 o o
40 4 q <
40 6 o q
40 8 o o
60 2 ] o
60 4 q <
60 6 o o
60 8 o o
CR A 10-60mg 1 1
10 16 70 ng/mi A
) 10 16 CETP 50%
30 %
[ 10]
QD Fol g A5, o] 140l 2k 16412k 0] F<F 7T0ng/ml 2340] G & A9 ¥ =
9 50%0]/39] CETP A& @As= % A o3 L W& &9 44,
24 A °) &F 45 & 30%F Pk
el ) 80% 8% 4 A T A4 CETP ol417} 16412 <k
m WE T A7k 16217 %2k 70ng/mlS o e e
9 (A ] ;%_3]}6}%7}‘! ¢ 50%= 23tsk=rk?
10 2 ol Q. R
10 4 ofH 2 oL
' [10 [§] ol o2
10 8 ol oL
30 2 o o
30 4 o a
30 6 o o
30 8 o ql
30 12 op e oL
40 2 o ]
40 4 ql ql
40 6 o o]
40 8 o ]
40 12 o o
60 2 o o)
60 4 o ]
60 6 <l q
60 8 o o
60 12 q 9
60 18 9 o
10 60 mg , 60 mg 2-18 80 %
QD 10 A CETP



CR A 10-60mg 1 1
11 16 70 ng/mi
, 11 16
80 %
[ 11]
QD Folgt A, Fo] 14849 oF 16413t o]°F 53¢k 70ng/ml 279 B4 o= A9 5%
2 50%°]°3] CETP A& @43t oF % A 5o 2 & &0 24,
27 WA o) &5 5 °F 80%7 /P w}
ol | 80% a4 obz A9l a7t &4 CETP 217} 1647 B2t
(mg) | W& xg Az 1622k %59 70ng/ml2 50% 2 235 7] .
D B i 50% 2 z3a8h=717
10 2 o2 ol Q.
10 4 op e op 2
10 6 o2 op 2
10 8 R o2
30 2 o o
30 4 < 4
30 8 o o
30 8 o o
30 12 o o
30 16 o o
40 2 o o
40 4 o o
40 6 ol ol
40 8 ol ol
60 2 o o
60 4 o °
60 6 9 9
60 8 o q
CR A 10-60mg 1 1
12 16 70 ng/mi
, 12 16
0
[ 12]

QD ol gk B¢, Fof 149 o 16412t o]F 2t 70ng/ml 230 D7 & A9 Flo
% 50%0°1°2] CETP A5 943l o A Fo3 ol e 520 24,
v
T

A4 WA o1 §8 FFE 00% gt

FogF | 80% A7 kB A9 &I} A -
MHE =gk A7 Al ol o 974 CETP A7} 16412 B¢
(mg) an A gﬂg{%‘;ﬁ 7Ong/ml% 50%< #3aH=712
10 2 ofe ol e
10 4 ol DR
10 6 oS oje
10 8 o oo
30 2 q o]
30 4 q o]
30 6 oL ol <
30 8 ofQ oo
40 2 o 9
40 4 9 o
40 6 q ol
40 8 ol oo
40 12 oh]e oo
60 2 o o
60 4 o] o]
60 6 o] o
60 8 o o]
60 12 op 2 oj<.
60 18 ol e oo
CR A 10-60 mg BID
13 12 160 ng/ml

- 103 -
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A
CETP 50 %

A
CETP 50%



BID Folet A9, o] 14dA o] oF 12A3F o] 52t 160ng/ml 279] A k& A°] 5%

13

[ 13]

CETP 80 %

% 80%°1/32] CETP 2xl& GAsh= o A Fol# U 3% &0 24,
A% AA o] $F A5E 007 A4 ET

ol | 80% A4 ob= A9 vt ]
= \ o 244 CETP A7} 1243k 5
}= =g Az 3 Fet & b
(mg) Ff\]) Az 112;] ;};};}? 160ng/ml 80%-S. Z3hal s
10 2 ol Q. o %
10 4 o] Q. ol g
10 6 S oo
10 |8 o] e SR
30 2 o o
30 4 o o
3|6 op e oo
30 8 ol Q. o e
40 2 < o
40 4 o ]
40 6 9 q
40 8 ol oy <.
60 2 o ql
60 4 ) o
60 6 o ql
60 8 9 o
CR A 10-120 mg QD
14 16 160 ng/ml
) 14 16
% 30 %

- 104 -
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CETP 80



15

16

[ 14]

10-2004-0083493

QD ol A9, Fo] 14dA o °F 16412t 0] &2k 160ng/ml 27 0] A% oF& A9 51
9 80%°14] CETP olAl5 dshiz obe A Foli 4 3% &0 24,
A%} A o] &E AT 30%= e

Fol=F | 80% g4 o A9 FT - . o
(g | Mr e an | 60 e o | 2 CETP S 1611 ek
%) Z a9 80% < i-“]‘o]"c:ﬂ“?
10 2 ofHe of e
10 4 o2 ol
10 6 oL oj] Q.
10 8 oy L. ol %
30 |2 e S e
30 4 ol Q. ol
0|6 oFe ofTe
30 8 o ol
30 12 oL of
40 2 ol ofi] Q.
40 4 o] 2. of e
40 6 o] 2. ofH Q.
40 8 ol Q. ol Q.
40 12 ofH L ope
60 2 ] 9
60 4 ) q]
60 6 ) q
60 8 oy ojL]
60 12 ofH. o
60 18 o ofy e
80 2 o q
80 12 ofe of e
100 12 q d
100 18 o2 op 2
120 6 o <
120 8 q o
120 12 d o
120 18 d Sl
CR A 10-120 mg QD
16 160 ng/ml A
, 15 16 CETP 80%
80 %
[ 15]

QD Folg 74, o] 144409 oF 16A13F o] §2t 160ng/ml Z32] 7 % Al T
= 80%°]°}9] CETP A& 2dshs o5 A Tl 3 W= &0 24,
a7 A o] §E A5 80%E /MR

2ol | 80% 974 & A9 T} A4 CETP A7} 1647+ S0t
W= wg Az | 162%F 59 160ng/mle o & = sl o
(mg) A 17} 16 ﬂ}%‘bi}? Ong/ 80%% 238712
10 2 oji] Q. otye
1014 o< o2
10 6 o Q. o e
10 8 ol Q. ope
30 2 ol Q. ol
30 4 o2 o e
3|6 o2 b2
B oo ohe.
40 |2 ol e o2
20 ] ol Q. g
40 6 ol o]
20 |8 Q] il
680 |2 ol ol
60 |4 Q] il
60 |6 o il
60 |8 o il
120__[6 ol ]
120 |8 A el
CR A 10-120mg QD
16 160 ng/ml A
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[ 16]
QD Fole A4, Fol 14LA0 oF 16413t o4 53k 160ng/ml 2742 D7 ohir A9] 512
= 80%°1°3°] CETP 7l& @4 ke A Fol7F 2 g 59 23,
A4 QA ol &8 A= 0o U

TolZ | 80% g oFE A9 L) 5
(mg) |we g A | 1643 5ot 16ong/mis | o8 CFT E’}fﬁﬂj}hw”@ s
D %3872 0%= sl
10 |2 Ry e oIS
10 4 oL o<
10 6 [ o2 o 9.
10 8 oL o
30 2 o o2
30 4 o2 o2
30 6 REE o
0|8 op] ¢ o e
40 2 o o
40 4 ol oft e
40 6 DR DK
40 8 ol] Q. ol Q.
60 2 o o)
60 4 o °l
60 6 oo o
60 8 ofy e oty e
80 2 o) <l
80 4 < 4
80 6 o o
80 8 o L. o
120 |2 o o
120 |4 o o
120 |6 o o
120 8 o o
CR A 5-60 mg BID
17 12 325 ng/ml
, 17 12
0
[ 17]
BID 7o g -4, Fof 14249 o 1243k o] ¢k 326ng/ml =310 E4 oFE A9 F=
2 90%°]°49] CETP A& @A3= oFE A Foj=F 2 & 459 24,
A A ol &5 By 0o=m 7Pt
ol [80% A of A9 Fi7) 94 CRTP 1A e
mg) |u= wa A 1242t %9} 325ng/ml-& ;go;z gfg;}i‘jl,}“{ <
Q) BN e R
5 2 ojy & o e
10 2 oh]e ol
30 2 o o
40 2 o2 oy e
60 2 o) a
60 4 o o
60 6 o8 o2
60 8 oy oL
120 [ 4 o o
120 |6 o o
120 |8 o o
10.
9 CR A A
QD , 14 16 70 ng/ml
CETP 30 %
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CETP 80%
A
CETP 90 %
A 50 %
, CR



4 ( ) 18
[ 18]
A% o] Azkol A QD Fol @ 5, Fof 142A 0] °F 16413k 0] ¢ Fe T0ng/ml 3.7)
A% obE A9 B U 50%0]4e] CETP olAl & @4 ahs obe A Fole @ i &) 44,
A A 0188 dE 30%= 7Hg vt
Eo]ek b
*Fol 3 (mg) N A4 obE A9l $57F | @ CETP 9417}
o)) 16A17F 52t 70ng/ml2| 16417k H<t
ZF 38k =r1? 50%% 298712
10 2 ohie. o e
10 4 ol ol Q.
10 6 o o
10 8 ol e oo
30 2 q <
30 4 <l <
30 6 d o]
30 8 d o
40 2 d o
40 4 o ol
40 6 < o)
40 8 d o
40 12 q o
60 2 d o
60 4 o q)
60 6 < o
60 8 d o
60 12 < o
60 18 d o
11.
9 CR A
QD BID 14 A
30 50 % 70 ng/ml A
30 % 19
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(57)

CY
(b)

(i) 12

(i)
80 %

(iii)
(iv)

CY
(b)

[ 19]

F 3H)9) A17kolAl QD E= BID Fol e 4, ol 142l FA et ol ol A
2% oFE A AGol gl 655 2} oF 303 7 50%01 3¢ CETP oA 2
Ong/miE a1 A4 0% A0 F1e2 GAal: o A Fold @ e Saeo] A4,

o] (mg) A A Fol W 8} opm A e =k
%7 70ng/ml
& =32 50%
%279 CETP
1A= w]
AdE Az
10 IR QD A —
10 243 CR* QD 2437 o
10 IR BiD 52)¢ —
10 247 CR BID 12 4z q
10 447 CR BID 12 Az o
10 647 CR BID 417 o)
10 874z CR BID iy ol
30 IR QD 20 A3k —
30 274z CR QD 24 Nz ]
30 442 CR Qb 24 Nz q)
30 6417 CR QD 21.57%t o
30 84z CR Qb 17.5A% ol e
* 273k CRE 80%9] °HE A7) 2213k ol W32 ojv] e}
(CETPI) - ;
50 % ;
CETPI -
1.2 8 HDL
90 % 8 LDL
(CETPI) - ;
2
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CETPI

80

%
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4,
3 , - - CETPI
5.
1 2 , CETPI
6.
1 2 , - :
a) CEPTI 2 :
b) CETPI 1.25
270 90 (AUC)
7.
1 2 , , (multiparticulate)
8.
1 2 , , :
a) 12 CETP 50 %
b) 50 %
9.
1 2 : : CETPI -
1.25 T max
10.
1 2 7 : : CETPI -
80 % C max
11.
1 2 ; . : CETPI -
1.25
12.
1 2 , 40 %/hr
13.
1 2 , CETPI I, I, 1, VA Vv, VI,
VI, VIII, IX, X, XI, XIl, XIIl, X1V, XV, XVI,
XVII, XVII
14.
1 2 , CETPI
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14

15.

70 ng/ml
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