JP 2005-507708 A 2005.3.24

(19) BFREREHFT (JP) 22 | F 4 |A) ()L EARES
$53%2005-507708
(P2005-5077084)
49 AXE  FR1754£3H 248 (2005.3.24)
(51) Int.CL." Fl F—va—F (B%)
AB61F 2/06 AB1F 2/06 4C0O76
AG1K 900 AG 1K 9/00 4C081
AG61L 31/00 AB1L 31/00 4C097
AG61M 29/00 AB1M 29/00 4C167
SEWR RWK FRBSWR FEEX (£ 153 B)
(2l HEES $5FE2003-539571 (P2003-539571) |(71) HEA 304040670
(86) (22) BEEH SERL14£E10H 250 (2002.10.25) FTITE NAAF1T— I—RBlL—¥
(85) BIRRCiRHH ERE165E5H6H (2004.5.6) 3
(86) B HEES PCT/US2002 /034350 TAVAERE HV 7T H=
87 EELHES ¥02003/037223 —_A N F—= ApRV—F 1049
(87 EEEAHA SERL15EE5 A 8H (2003.5.8) (74 A 100102978
(Bl) BEETESE  10/002,50 #E+ @k P
(32) & H ERE135FE11H1H (2001.11.1) (74) 1A 100108774
(3) BEETER  RE (US) #E+ WE —F
(31) EAEEEHEE  10/017, 500 (74 A 100128048
(32) ®%xH SERLI3EE12H14H (2001.12.14) £EH+ R E—
(32) BRETER  RE US) T HFE S v—ny TADL
FAYHERE HVTHASTH ¥
—_A N UIA Zwh—Ryh—
ko147 794
BAE ¢

64 [RAOEM] BHEIALALREE»SOERARICHHMIALNEOIEOLHOREL L UHE

GNHOOOD
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
00000000000001300000000000
01300000000000000000000000
0000000000000000000000000
0000000000000000000000000
0000000000000000000000000
O




(2)

o oo

oonf
uod

o oo

ogagaod

gi1ooo0gz2000

JP 2005-507708 A 2005.3.24

goooano

googao
goodaao

a o

sgooano

ooroooooano

roboogooad

ugbooogboofod

oooooao

oboooboobooboooboobobooboobooooobobooboao

oooooooao
goooboooboboobobooboboobooboboobobooboboDbDao
unboooboobobooilooooooboobooboobooboi1boobooboobao
oooooooooooooooooooboooooil0oocoooooobobDbOOobooo
goooboobobogobgobobooboobooboi1bboobobooboobobod
unbooboouoboboobdooboooboooboobo1boobobooboobooboda
ooooobobobooooooooooboobooogd

gooogooad

oooooooooooooooooooooocoooooooao

gooobooan
gbooobooboboobi1cobooboooboooboboogobaoalg

O

oooobooobobooboobooboboboboobobooboobao
ugbooboobuobooboobobooboooobooboobooobad
ooooooooooao

gooogooad

oooooooboooocoooooooooboooboi10b0020b000000

googbad

ooooooooooooouooooooboobooooooboiloooan

oooooao

obooobooboboobo0olloboz20000000

goboodgbad

oooooooobooooooooooobooobooooooooDboDoao

oo

oooooao

gboooboooboboobobogobooboooboogobao

gooooad

ooooooooboooooooooooooooooooan

gooogbad

ugboobooboboobooobobooboobooboooboaobn

ooooooao

oboooboobooboooboobobooboobooooobobooboao
ooooooooooooouooooooboooboooooooooboDoao
goooboooboobooboobogoboboboobooboboobao

uon

ooooooooooooooooooobooooooooooooDoao
10o0oooboooooobooboonnb

ugboooboado

oooooooobooooooooooobooobooooooooDboDoao

10000000

ooooooao

goooboooboobooboobogoboboboobooboboobao

0000000

ooooooao

oooobooobobooboobooboboboboobobooboobao
oooooooboooooooooooobi1oobooooOoano

ooooooao

10

20

30

40

50



e R ey [ s R s [y |

OooooooogoQgoo
OoooooogoQgogoaoQg

Oooooooogooooao
O
O

O
O
O

Ooooooooooooogodg
OO0 o0oooDoooogooooooo
O

O0Ooo0oooao
O 0Ooo
O 0ooo
O O0ooo
O 0Oooo

O

oad

uo

oo

OO0 ooDooo4o0oooooo oo oDoDoooUooooDoDooDoggogooooog
e s e e s e e e e O R v

OOo0oooooooooooooooooooogod

O
O
O
O
O
O

e e [ e e e e e e [ sy |

Oo0oooogogooooodg
OO0 oDooo4gogooooodg
Oo0ooooooooood
Oo0oooooooooodg
Oo0oooooooooog

O Ooooo

(3) JP 2005-507708 A 2005.3.24

gbooogbosoobooboobooobooboooboooboobood

oooooooboobiloooooOoonoan

ooooooooOoocoooooooooao
oogoloo0o0DbDDOOOn

ooooooooOoocoooooooooao
ooooooooboi1o0ooonoano

ooooboobobooboooboghbaro

goozo000b0000

ooooooooboooooooooooao

ugboobooooboobooobooaobad

l0o0ooo0oooooobooboobobooogoz2220b0b0000

oooooooOoococooooooboboboobno

O 0Ooo
O 0ooo
O O0ooo

OJ
O
O

uoooboobobooboooboobaoad
gili0o0ooooooooboobooobooogaln
ooooboobobooboooboobodo
oooooooooooooooao

obooobooboobooboobooobdd

oooobooboboobooboboo

igboogbooobobooboobobooiloan
oooooobooboooboooooooooDboao

O

O

O

O

100

O

O

O

O

O

O

O

O

O

O

O

O
O
O
O
O

OJ
O
O
O
O

O

O

O

O

130

O

O

O

O

O

0

looooooobobooooogooboooooao
oooooooboooooooooooboboboooooooao
ooooobi1ioooobobobOobooooooobobooon

1000 o0obo0oo0obooboobobooboz22000230000000

O
O

O
O

l0o0o0o0ooooobobOobooo0ouooooboDb0obO22000230000000

0160

170 O

uond
O

O
O

ooooooooooooooooooboooooooooboDboOoooooan
OOo0o0ooo0oooDoOb0Ob022000230000000

O
O
O

OJ
O

10

20

30

40

50



Oo0oooDooooooooogogooao
O Ooooo

OO0 ooDoogogoooDooodgogooao
Ooooooooooooooogogogoooao
Oo0oooooo o ooooogogoooao
Oo0oooooooooooogoooao

Ooo0ooooooo oD ooDooooo0ooDoooogooao
OOo0oooooooooDoDooooooDoooogooao

OOo0oooooooooooooooooood

O
O

e e e e e e e e s |
O

OOoooooooooooo4o0 oo oDoooooooDoooggogoao

e R ey [ s R s [y |
Oo0o0ooooUogUoooDoDoDoUgUooDoDooogogooao

(4) JP 2005-507708 A 2005.3.24

Oooo1ooooooob27r000o280000D000

gbooobo0olgoboobobo2ybboo28000 00000

oooobolooooooboz2y0c0ogoz280000000

oooooooooooooooooo2roooooOoan

oooooooooooooooooobo2r00ooonn

goooboobobogobooboobon

ooooooooooooooooooobooao

gligobooobooboobooboobooi1loog
gbooogboobobooboobooobaoaodan

O
O
O

ooogoogao
ooooao

O
O O
O O
O

oooooooDbDooo0oo0ooooooboboboooOos4poooan

gboooboobooboobooobooobooboooboooboooban

10100220 00027y00000O0oo0ooOooOOOOO

ooooo3y0ooooboDo

gooobo3ybgooogno

oooooo3soooooao

ooooooobos3soooooan

oooo3r0ooooboao

go3roboooboo

oooooo3yoooboooo

ugboobooboboo4400 0000

OoooooobDoooo0oo0oooi1loi0022027y0000370

oooooooboODooooooooobDoboOoooOononndé4ennn

oooooooobooocooogooiloil1og2202y0oo0o0O3700



L~ s e e e e e [ R o

SN

Oooooooooooooogooooao

e e e e e e e e s |
e Y e L e e e e e e e e e s e Y i O |
e A s e e e s e e e e e ) ey e e s e e ) e e Y i
Oooooocoo0o0 oo oooo0o o0 oo oooo oo oD oo oooDoDoDooo0oo0ooDoDoDoooogooooao

OoOooooooooooDooooooDoDoooooooooaoBo
OoooooooooDoooooooDoDoooooooooao

O
O
O
O
O

O oOooo
O oOooo

Ooooooooooooodg
Ooooooooooooodg

O
O

OoOoo0oooao
O 0Oo0oooo
O0Ooo0oo0ooao
O0Ooo0o0ooao
OoOoo0oooaoo
OoOoo0oooao
O0Ooo0oooo
O0Oo0oo0ooao
Oo0Ooo0ooao
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O o0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Ooo
O o0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O o0Oooo
O o0Oooo
O 0Oooo

O
O

O
O

O
O

O Oooooao
O Oo0oooao
O 0Ooo0oo0oo0oao
O0Ooo0oooao
OOoo0oooao
OOoo0oooao
O Ooo0oooao
O 0Oo0oo0oo0oao
O0Ooo0ooo0oao
O 0Oooo

O Oooo

O Oooooao
O Oo0oooao
O 0Ooo0oo0oo0oao
O0Ooo0oooao
OOoo0oooao
OOoo0oooao
O Ooo0oooao
O 0Oo0oo0oo0oao
O0Ooo0ooo0oao

()

ooooooooboooogogoao

cboooboobD48D0n0nDOnD

ooooooboobooooooao

O
O
O
O
O
O
O
O
O

[ |
O O
[ |
O d
O d
[ |
[ |
[ |
O

Oood
540

O
O
O
O
O

O 0Oooo
O Oooo

O

O

O

460

O

O

goao
gbooboobooboooboobooobobDbDo

ijgboobobooboobooboobooad

O
O

O
O

O

0

480

O
O

|

O
O

O

O

JP 2005-507708 A 2005.

O

oogdad

O
O

0
O

O
O

460

O
O

O

O

0

oogaod

470

O
O

O
O

O
O

3.

24

460

O
O

gboobooobooboobooboooboonb
oooooobOooboooooooobooboobono
gbooboobooboooboobooobobDbDo
gboogonboad

O

O

10

20

30

40

50



e R ey [ s R s [y |

OooDooooooooooogdg
Ooooooogogogoooao
OO0 oDooogogooooao
Oooooocooooooao

Ooo0oooogoQgdg

s [ e e e

e s e e e s e

O
]
O

O
O
O

e A e e

Oooo+s>o0o0o0o0ooodg

O 0o ooOooooooooooooogogogoao

w

O

O Oooooao
O Oo0oooao
O 0Oo0ooO0oo0oao
O 0Ooo0oo0ooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Oo0oo0oo0oao
O 0Ooo0oooao
O Oooo

O Oooo

O Oooo

O Ooooo
O OooOooo
O 0Ooo0ooo
O 0Ooo0ooo
O Ooooo
O Ooooo
O OooOooo
O 0Oo0ooOoo
O 0Ooo0ooo
O

0ooooaos3o

O
O
O
O
O
O
O
O

O O
O

I s e e
O
O

Oo0oooooooeooU oo oooOoooooooooogogooag

O

610

oo

O
O

g o

620

O
O

oad

u o

(6) JP 2005-507708 A 2005.3.24

O 0O oo
O
O
O
O
OJ
O
O
O

O
O
O
O
O
OJ
O
O
O

O00ggaoaooesn

ooooooerOODOO0OO0OOOOOOO

O
[

oad

530

O
O

oad

610

O

gbooooad
ood
goooao

O
(]
O
O

O
O

goooao
ooooao

O O
O

ooooooao

oooogao

ugoooaoodado

ooooooooooooouooooobobooocooooooooboooobon
oooooobooObODOoocoooooooosstelononobobOOOOOOn

gbooboobao
610 0 00gooano

&
wl:ll:l
I Ry |

O
O

Oo0oooogoQgg

oo

oo
uo

oo

gd

oo

g o

u o

g o

gs30e6l00O0D0OD0OO0OOOO0OOOOOODODODOO

gos3gel0bobooboobooobognn

gobooobooobooboobogoboobonb

ugoooaooadod

OooooooobDDbDoboos306100000

oooooooooboDoy3goooooooooban

gooooooboooy3gooooobooonband

gocooobooboysbooogoboobDgodnn

10

20

30

40

50



Oooooooo0ooooooo0 oo oooo oD oo oDoDooUo0DooDoDo0 x oo ooDoooooooDooogQgoQgaoQg

DOooooao
DO0oOoo0oO0o
Do0ooo0a0
00000000
0Oo0o00O0D0O00
0Do0ooo0a0
DooooOoOo
DO0o00O0D0O00
DOooooao
DO0oOoo0oO0o
DOoooQoaOo
OoooOoOoOo
0Do0o0oo0a0o
0DOoo0oO0D0O0
DooooOoOo
000
DooooOoOo
10-8y g/0 cm’sO
DOoo0oO0D0O00
Dooooao
0Oo0o00O0D0O00
Do0o0790000
DOooooao
DO0o00O0D0O00
DOoo790000
Dooooao
DOoo0oO0D0O00
0Do00790000
0Oo0oooaOo
0DOoo0oO0D0O0
0DOoooooQ0
DO0o00O0D0O00
DooooOoOo
000
DOoo0oO0D0O00
OoooOoOoOo
OOoO0010000
DOooooaOo
0Do0o0Q
Do0ooQoaOo
0Do00o00
Dooooao
0Do0o00Q0
Dooooao
00000

O

O
O

_71x

.57x%

T1x

O
O

O

O d

O d

@) JP 2005-507708 A 2005.3.24

ooooooboooooogao

ooooooobooocooooooooooooogao
gbooolgooobooboboogoboooboobioo

ooooobobooocooooooooboooobooogo
ooooooobooooogo

oooooobooooogoyroooODOOO
ooooooooocooogoao

oooooooooooooooooooooogao
loooooooobobobooobooooooloooooaon

OOoO0OO0O0O00D011.71x 10-14p g/0 cm’s0 00 1.71
oooooboboboOooooooooobooooogd

10-14p g/0 cm?s0 O O 3.43x 10-9py g/0 cn’s0 00000 O

10-12y g/0 cm?sO0 O 0 3.43x 10-9py g/0 cn’s0 00000 O

10-11p g/0 cm®s0 0 0 1.03x 10-9p g/0 cm’sO0 00 D0 0O OO

O
O
O
O

uobooobooooboonobod

goooobooboboobobooobooboobonn
ijgboobooboooboobobooilooobaado

oboooboobooboobooboooboobooonn
ooooooooooao
gbooobooooboogbao

stooooooboobocos3gooonoan

l0o0o0oo0ooooobobs3nooonoan

0.500000D000CO0OO0Os83O00ODODODOAO

gbooobooobogoboooboobogoboooboobod

iobooobooooboobooboobooboooboobooobaoada
oooooooooooooooooooobooooooooboDboOobooooooooao
gooobooboooboobooboogoloboobooobooboboobobi1bo0onn

O
oooooooao

10

20

30

40

50



e R ey [ s R s [y |

(8) JP 2005-507708 A 2005.3.24

ooooooooz200000C000000000O0
goooooooooboooooooooboobooooooooobobobooooooooao
oboboobooboboobooboobooboobooboodan

oooooao

gooobooogoboooboobooboooobsroogbonn

gobooooad
oooooooooooooooooobooboooooooooboooooooooaonasro
gooad

gboogogoad
ooooooobooooooooooooboobooooooooboooboooooos7on
oond

oooooao
gooobooboogobooboooboolobobooobobobobooboosrgbod
g o

oooooao

iooooboooobooboboobobooobooYlobooog
gboogogoad
loooooooobboobooooooobboooboooooooboeI0ooogod
gooooad
ooobolooooooooboooboooooooooooooooooooDboOoOi1I0b00n
goooboobooobooobooboogobooboboobobobobooboelbononD
a

oooooao

iobooobooooboobooboobooboobooboe1Ioogbooban

gboogogoad
ooboilooooooooboboooooooooboooooooooooboboOoi1I0Db00On
oooooooboooooooooooobobooogooooooboooboo1looooonD
oooooao
gooobobooobooboboooboO0oDbObsrdss8y 890 900 910 920 930 O O
o500 0 0O0QOoan

oooooao
gboooboboooboboboboo0obOo0OD0aserhssl 890 900 910 920 930 0O O O 95
gboogogoad

oooooao
oooooooobooboooooooo2000b0b0DbODbO0OO0OO0DO0DO0OoDOooOoDbDDbDDODOO
ooooooooooosroooooOaon

goooooao

z000o0oo0ooODODOOCOO0OO0OOoOooOooOooODbDDODOOOOoOebDODOnbODn
ooooooao

2000000000 D0O0DO0O0OO0bOO0OO0DODO0ODbDOO0ODbDODbDOODbDoYLO0O0bOOon
ugbooooado
z0b00oo0oOOOOCO0OO0OO0OO0oO0ooOoObODODOOO0OO0OOoOooOooOoboDbOOobOesDnOoOnOaDO
gooooaoaao
l0ooooooobooooooooobobboooOooOooooboesnOonoan
goooooao
loooooooooboobooobooouooooboboooooooooooesonon
ooooooao
gbooobobobogoegooebooboobooobosrbgboonnn
ugbooooado

ooooooooboooboooouoooobooobooooooooao



O

[ e e e e e e s e [ e e [ A [ I [

Ooo0ooooooooopoDoooo oo oDoooooooDoDoooogogogoooao
OO0oooooo0ooooDpoOoooooooDoDoDoooooooDoDoooogogogooao
o000 ooo0ggQoUoooDoodUooDoDoDooUUUoDoDooogogooao

OOoooooooogoooi;oo
OooooooooQgoao
O OooOooo

O Ooooo
O O0OoOgooo

O

OoooooooQogoooao

O

OoooooogoQgogoooao

O

OO0 ooDooogoQgogooao

O0Ooo0o0oood
OOoo0oood

0

ooogao
ooooooooobooooooooooooobao
ijooooooooboooooooooo1gooao
oooooooooboooooooooooooao

O

goooao

O

O

ooooooooao

O

O

ooooooooao
1060 00000

O

O

ooooooooao

gooad
ooooooooooao
gooao
gboooboobobad
liooooooano

ooan

O

Oooo0oooOoogoao

O

O

O

ooooooooao
goboooboooboao
gboooboooboad

[ B Ry |

1060 00000
ooooao

O
O

oo0oao
20010 120 140 0 O O
O O Attorney Docket
10/002,5950 0 O O OO
OoDooooDoDOoooao
O0o0oo0ao

O

O

O
O
O

O

O

O

ooooao
ooogoaod

O

oooao
oogoao

[ |

ooooao
ooooao

PTAO O O O O PTAO

googao
googano

(9

O
O
O
O
O

O
O
O
O
O
O

o600 0000

gboooooagboad

106000000

JP 2005-507708 A 2005.

ooooooao
ooooao
ooooooao

gbooooado

ooooooao

gbooogbodaoan

oooooooao
goooobooan
gobooobodaoan

(]

O

O
O
O
O
O

ocooOo0oooooOO0oOoooboDbDOoaoailo/o17,5000 0
No.[O 0O 20460-001000USO O O 0O 0O 20010 110 10
0O000020460-0016000 0000000000
ooooooooboOoocooooooooooao

oooao
ooogao

0O O

oooao
ooogao

(]

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

ooogao
ooogoao

O 0o oo
O 0o ogoo
O 0o oo
O Ooogoo
O OooOgoo

oonoao
googano

O

O

|

O ood

O

O 0o oOoo

O 0o oo

O 0o oo

O O oo
OO oOgooo
O Ooo0ooo
O Ooooo
O Ooogooo
O Ooogoo
O OoOgoo
O Ooo0ooo
O OoooOoo
O Ooogooo
O Ooogoo
O OoOgoo

O

O

O

O

O 0Oooo
O o0ooo
O o0ooo

.24

10

O0000DOOOCdirectional arthrectomyD OO DO ODODOODODOT
otational arthrectomy0 0 00D 0D OO0 O0OOO0OO0DO0DDDDOOODOOODOODDODODODODO

ooo0D0oo0oo0oD0oDo0ooooDOoDo0Do0ooo0Do0D0Do0oooODoDo0DoDoo0oODoDOoDOoo0DoODDOoDoOooOooOao
OPTAOCOD0OIDOODODUOIODDDODODODODODODDODUOODDDODODODODODDODOOODOPTAD

10

20

30

40

50



e = [ O e [ e e Y Y

O

Oooooooooooo oo oooooooooooooooooogood
N e e I I Iy

e e e e sy s
Ooo0ooooooo o0 oo oooo0 oo oD oD oo oo0o o0 oD oD oo o oo oDoooooQgoogoo

O
20840
Ooogaod
oo
oo

O

OoOooooooooooooo0 oo oDooooDooDoDooooooooodg

O

OOoo0ooooaog
OOoo0ooooaog
OO0Oo0ooooaog
O0Ooo0oo0oo0ooao
OoOoo0ooooao
OOoo0ooooaog
OOoooooaog

O 0Ooo0oooao
O OooQgooao
O O0OoQgooao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooao
O Ooogooao
O OooQgooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooo
O Ooogooao
O O0Oo0oogoao
O 0Ooo0oo0ooao
O 0Ooo0oooo

O OooOooo

O Oooo

O Oooo

O
O

O 0o oo
I [
O 0o oo
O 0Ooogoo
O Ooogo
O 0o oo
I Y [
O 0o o0oo
O 0o oo
O Ooogo
O Ooogoo
I [ [
I [
O 0o oOoo
O 0o oo
O Oooo
O O oo
I ) [
O 0o oOoo
O Ooogoo
O Oooo

O Oooo
O 0Ooogo

O d
O d

g o

ooogao
0 20000
ooogao
oooao
5,624,4110 0 0O 5,609,6290
oooooobDoooogao
O0ODo1/019570 0000 0O
5,997,4680 O O 5,980,5510

0O O O 0Oooo
O O O 0Oooo
O O O Oooo

ooano
ood
50 40
uoano
oogd

O Oooo

O
O
O
O
O

O
O
O
O
O

O Oooo
O 0OooOooo

OooOoo0oooogodgQg

O

O OooQgooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
Oo0oogoo9ad

O Ooogoo

O 0ooo

O

O 0Oooo

Ooo0oooogQgdg
[ L R s [ Y |

O

O Oooo

O 0OooQoooao
O Ooogooao
O O0Oo0oogoao
O 0Oo0oooao
O 0Ooo0oooo
O 0Ooo0oooao
O Ooogooao
O O0OoOgogoao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooo
O Ooogooao

O O O Oooo
O d O Oooo

O Ooooo
O 0O oo
O oOood

O
569,

(10) JP 2005-507708 A 2005.3.24

O o0ood

O O

0

uboboobooboooooboobaoado

gooad
oooao
gooo
ogooad
ooogao
PTAD O O

O O0Oo0gogoao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Oo0oooao
O 0Ooogoooao
O OoQgogoao

O 0OooOooo

gooagao
ooooao
googao
gooaao
ooogoogao

O Ooooo
O Ooooo
O 0OoOooo
O 0Ooo0ooo
O 0Ooooo
O Ooooo
O Ooooo
O 0OooOooo
O 0Ooo0ooOoo
O 0Ooooo
O Ooooo
O Ooooo
O 0OooOooo

PTACO 0O O0OO0O0O
oooooooooaon
oooooooooaon
oooooooooao

O O oo
O O g o

PTADDODOODODO

gooboooboaoobodahb
oooooooooaon
gooobooboaoanb

O 0Oooo
O Oooo
O Oooo
O Oooo
O 0O oo
O 0Oooo
O Oooo
O Oooo
O Oooo
O 0Ooogo

O
O
O
O
O
O
O
O
O
O

oooooooooao
oooooooooaon
ooooooooboOooooooooooao

O
O
O
O
OJ
O
O
O
O
OJ

Lincoffd O O 19940 Circulation 900 207
OooooooooDooooooooooaon
0o09/565,5600 0 000000 00OODOOO
OodoooooooDooooooooooao
ooooooe,096,0700 00O 5,824,0490 O

4630 0 0 5,447,7240 0 0 0O 0O O 5,464,6500
ooooooboocoooooooectobobOO
06,099,5610 0 0O6,071,3050 0 06,063,1010 O
980,5660 OO0 O 5,972,0270 O O 5,968,0920 O O 5,9
51,5860 O O 5,893,8400 O O 5,891,1080 O O 5,851,2310 0O O 5,843,1720 0 0 5,837,00
80 0O O05,769,8830 0 0 5,735,8110 0 OO0 5,700,2860 0O O 5,679,4000 O O 5,649,9770 0O
05,637,1130 0 O 5,591,2270 O O 5,551,9540 0 0O 5,545,2080 O O 5,500,0130 0 05,4
64,4500 0O O 5,419,7600 O O 5,411,5500 O O 5,342,3480 0 0O 5,286,2540 0 0 0 O 0O 5,
163,9520 0 000000 O0ODO0O0OOO0oDbOO0OO0OObODOobOOO0DbOOG®e,051,2760 O 0O 5,879,808
0ooos5,876,4520 O 0O 5,656,2970 0O 0O 5,543,1580 0 0O 5,484,5840 0O O 5,176,9070 O
0 4,894,2310 0 O 4,897,2680 O O 4,883,6660 0O O 4,832,6860 00 00 O 3,976,0710

10

20

30

40

50



(11)

JP 2005-507708 A 2005.3.24

ocooO0oooo0oOO0oOooooObOO0O0oooDO0oOoOoo0ODbDO0OO0OO0O0DO0Odhydrocylosilox
ane0 0D ODOOOOOOO0O065,463,0100000000000000000C0000000

OooooooogoQgdg

Ooo0oo0oo0ono6os,356,4330 00000000000 DODDODO0O0ODO0OO0O0DOOODDOOO
ooooooo0ans,463,0100 005,112,45700 00 005,067,49100000000
gooobooboogoboooboobooboboobobobouobooboboobobno
00o5,488,0150 O O 5,470,8020 O O 5,428,1230 0 0O05,288,5040 0O O 5,270,0470 0
5,243,7560 0O O 5,130,8890 O O 4,788,0630 O O 3,993,0720 0 00 0O O 3,854,4800
goooobooboogobooobobooboooboobooboe,031,3750 005,928,145
0os5,735,8110 0O O 5,728,0620 O O 5,725,4940 0 0O 5,409,0000 O O 5,368,5570 0
5,000,1850 0 000 04,936,280 00000000 O0COCOO0OO0OO0OO0DODODODDOOOOO 10
ooooooobooDoboooooooobDobooogooaos,427,7670 00 5,225,2820 O

0 5,206,1590 0 O 5,069,2160 O O 4,904,4790 O O 4,871,7160 O O 4,501,7260 O O 4,3
57,2590 0O 0O 4,345,5880 0 0O O DO 4,335,040 0 000 00O0O0ODO
oooooao
oooooao
460-0009200

040

O

oo o0 oooooogoQgog

Oo0ooooooooooooooooooao

3
<

Oooooooo0oooDooooogooooao
OooooooooooDoooogooooao
Oo0o0ooDoogg4UoooDoDooo4Qgooooao
Oooooooooooooooooooao
OoooooooooDooooogoooooao
Ooooooo0oooooooogooooao
Oo0ooDoooo0oooooogoggogooooaog
OOo0oDooo4dodooDoDoogog4gooooaog
DDDDDDDDDDDDQ‘DDDDDD

OoooooogooQogooao

O

OO0 o0ooooogogoo
OO0 o0ooDooogogogao
Ooooooooogogoo
oo o ooooogogoo

Oooooooog

O

O

O

O
g
u

O

ooooooooooobano
009/783,2540 00000
0000 20460-0009400

O

O oo oooog
O 0O0Oooooao
O 0Ooo0oo0oooao
O 0Ooo0oo0oooao
O 0Ooo0ooooao
O 0Ooo0ooooao
O O0OoQgooooao
O O0Oo0oo0oooao
O 0Ooo0oo0oooo
O Ooo0ooooao
O 0Ooo0ooooao
O O0OoQgooooao
O O0Oo0OooOoooao
O 0Ooo0oo0oooao
O 0Ooo0ooooao
O 0Ooo0ooooo
O O0O0gooooao
O 0O0OooOoooao
O 0Ooo0oo0oooao
O 0Ooo0ooooao
O 0OoOo0ooooao
O OooQgooooao
O 0OO0ooooao
O 0Ooo0oo0oooao
O 0Ooo0oo0oooao
O Ooo0ooooao
O Ooo0ooooao
O O0O0ooooao
O 0Ooo0oo0oooao

O Ooogooo

O OO0 ooogao
Oo0oDooo4o0oooooo =2 4o0gooooaog

DDDDDDDDDDDD;DDDDDD
~+
o

Ooooooogooooao
Oooooooooooog =

QD
Oooooooo0ooooo=-0000a0a0.

Oooooocooooooao

O

QD
HDDDDDD

Oooooooooooo =2oo0o0o0ao0ao

O

D

Oooooooooooo s oooooao

O

D

OO0 oo oDoooooge oogooogoao

-+

O

S OO ooog o

OO0 oo oDooDoDoDoooD< Ooogooogoaog

Oooooooooooao
Ooooooogogogoooao
OoDooooogogogoooao
OO0 oDooogogoooao
Oooooocooooooao
Ooooocooooooao
Oooooooooooao
Ooooooogogoooao

Oooooooogooogao
Ooooooooogooogao

m

O
O

O
O

O 0Ooo0oooo
O 0OooQgoooo
O Ooogooo
OO oQgogoao
O 0Ooo0goooao
O 0Ooo0oooo
O 0OooQgoooo
O Ooogooo
OO oQgogoao
O 0Ooo0goooao

O
O

09/782,9270 0 O
0 20460-0009300

Ooooocooooooao
Oooooooogoogooao
OoooooogoQgooao
OoooooogogQgooao

O Ooooo
O Ooooo
O Ooooo

O

O

O

O

O

0000000000 T rotatio

O

Oo0oDooo4ogooooo =2 4d0do0ooooaog
Oooooooo0ooooo=-0000ao0a0.

a

O oaoga20
09/782,8

20
ooaoaaod
0ooddaod
Ooodgao
oogaod
0oddaaod
oogaaod
Ooodgaog

30
0ooddaod
Ooodgao
oogaod
0oddaaod
oogaaod
Ooodgaog
therecto
oooaod
Ooooad 40
Ooodgao
oogaod
0oddaaod
oogaaod
Ooodgaog
oodgaod
ooaoaaod
0ooddaod
Ooodgao
oogaod 50



OOo0oooooooDooDoooooooooodg

co

OoooooooooDoooooooDoDoooooooooaono

o e e e e o e [ e [ e [ [ i

OooooooooDooooooooDoooogogogooao
OO0 o0Dooo40ooUooDoDoogog4gooooao
Oooooooooooooogooooao
Ooooocoooooooooooooao
Ooooooooooooogoooao

O

0

O 0Oooo
O 0ooo
O 0Oooo

O

(12) JP 2005-507708 A 2005.3.24

goooooooooOoOoQgogooooboooooUgUggouoobobooooodo
oooano
googooooDoooU0o0ogoooooDoDooUo0ogoooooDoDoooooooooao
goooooooooUQoOogQgQoooooooUoUoggoooDobobooogogooooo
00o0ooooDoooo0O0oo0o0o0ooDoDooo0o0o0o0oooDoDoDoooDooooooan
goooooooooOoOogooooooDooog0oOogoooooDoDoooog1ood
oooooboDbDOoOOO0oU0U0UdpObODOOCOODUODOODODDODDDOOODUOOOODODODOO
0o0oooooDoooU0oO0ooooooDoDooUo0o0oooDoDoDoooDooooooaon
goooooooooUOoOogoooopoooUogUoggoooopoooogogoooao
gooooooboooOoOogQoooooboobogoU0ogogooopoboobobobogoOogooooo
googooooDoooU0o0ogoooooDoDooUo0ogoooooDoDoooooooooao
goooooooooUQoOogQgQoooooooUoUoggoooDobobooogogooooo
00o0ooooDoooo0O0oo0o0o0ooDoDooo0o0o0o0oooDoDoDoooDooooooan
pHO OODODOOOOOODODODODDODDODOOOODOOoooooDoooooodod
ogooano
0oo0ooooooDoooo0o0ooooooDoDoDooDUo0o0ooooDoDoDoDooDlooooOood
goooooooooi1ooooo0U0ogogOoooboDoobogUgUggOoUoooboboDoooo
gooooooboooOoOogQoooooboobogoU0ogogooopoboobobobogoOogooooo
googooooDoooU0o0ogoooooDoDooUo0ogoooooDoDoooooooooao
goooooooooUQoOogQgQoooooooUoUoggoooDobobooogogooooo
00o0ooooDoooo0O0oo0o0o0ooDoDooo0o0o0o0oooDoDoDoooDooooooan
goooooooooOoOogoooooDoDoooOoggoooDoDooooOogooooao
pled toO OO 0O OO O connected toO OO DO ODOODOGCdisposed onODO0O0OODOAO
O disposed withinO O 0O O 0O O O attached toO OO OO O O adhered toO OO OO
bonded toO O O O O O adjacent toO O OO O DO O OO entrapped inO0 O ODO0OOO

oooooooooooooooooao

O
O
O

Ooooooooooooogogoooao

Oo0DoDooo4ogUoooooogogooao

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

OooooooQogoQgQd
OoooooogogoaoQg
OooooogogoaoQg
Oooooogogodg
OoOooooooogoad
Oooo0oooOgooQgaQg
OoooooogogooQg
OooooogogaoQg
Oooooogogodg
OoOooooooOoand
OooooooQgoQgad
OooooooQgogoQg
OooooogogaoQg
Oooooogogog
OO0 ooooogogdg
OooooooOogao
OooooooQgoQgaog
OooooogoQgaoQg
OooooogogaoQg
Oooooogogodg
Oooooooogoogod
OoooooooQgoQgQd
OooooogogaoQg
OooooogogaoQg
Oooooogogog
Oooo0ooooogogoad
OooooooQogoQgQd
OoooooogogoaoQg
OooooogogoaoQg
OOooooogogdg

ooooooooobooooooooooobobocoooooooao
ioo0oooooobobooooooooo200000
000o0o0oooOODOOCcOOoOooooooao

Oooooocooo+=2000000868§600

Ooo0oooogoQgdg
OoooooogoQgog
Oo0oooogoQgdg
Ooooooggdg
OooOoo0ooooQgadg
Ooo0oooogoQgdg
Oo0oooogQgdg
Ooo0oooogoQgdg
OoOoo0oooogod
Ooo0Ooo0Oooood
I o A
Oo0Ooo0oooaoo
OoOoo0oooo
OOoo0oooao
OO0Oo0oo0ooo
O0Ooo0oo0ooao
OoOoo0oooaoo
OoOoo0oooo
OoOoo0oooo
OO0Oo0oo0ooo
O0Ooo0oo0ooao
O0Ooo0oooao
OoOoo0oooaoo
OoOoo0oooo
O0Oo0oooo
O0Oo0Oo0ooao
O0Ooo0ooaoo
OoOoo0oooaoo
OoOoo0oooao
O0Oo0oooo

10

20

30

40

50



e R ey [ s R s [y |

e e e e e e e e s |

e e e e e e 2 o e e e e e e e Y s [

OO0 oDoooggUoooooogogogao
Ooooocooooooooogoogoao
Oooooooooooooogogoao

O Oooo
OO oo
O 0ooo
O 0Oooo
O oOooo
O Oooo
O 0Ooo
O 0ooo
O O0ooo
O 0Oooo
O Oooo

O 000D oouUogg0UoooDoDoooUoUoUoDoDooogoooao
Oo0ooooooo0oooooooooDooooogoogoooao
Oo0oo0ooDooo o0 o oo ooo o0 oo oDooogoooo

OOoo0ooooao
O0Ooo0ooooao
O O0Oo0ooooao
OO0Oo0oo0oo0ooao
OOoo0ooooao
OOoo0ooooao
OOoo0ooooao
O 0Oo0ooooao
OO0Oo0oo0oooao
OO0Oo0oo0oooao
OOoo0ooooao
OO0Ooo0ooooao
O O0Oo0ooooao
OO0Oo0oo0oo0ooao
O0Ooo0oo0oooao
OOoo0ooooao
OO0O0oo0ooooao
O O0Oo0ooooao

Oooooooogdg
Ooooooogd
OOoooooogd
OoOooooood
Oooooooogod
Oooooooogodg
Ooooooogd

oo ooooogooQgog
OO0 ooooogogogdg
OO0 ooooogogg
OoooooooOodg
OoooooooQgodg

OOoo0ooooao
O0Ooo0ooooao
O O0Oo0ooooao
OO0Oo0oo0oo0ooao
OOoo0ooooao
OOoo0ooooao

O OooOooo
O Ooooo
O O0OoOgooo
O Ooo0ooOoo
O Ooo0ooOoo
O Ooooo
O Ooooo
O OoOgoo
O Ooo0ooo
O Ooo0oono
O Ooooo
O Ooooo
O OoOgoo
O O0Ooo0ooo
O Ooo0ooOono
O Ooo0ooo
O OooOooo
O OooOooo
O O o0goaog
O Ooo0ooo
O Ooooo
O Ooooo
O Ooooo

O
O
O
O
O

O
O
OJ
O
O

OoOoo0ooooao
O Ooogooo

O

(13) JP 2005-507708 A 2005.3.24

ugboobobouobooouoboobooooboaoobad
gooooobooOoocooooooobobooooooooao
gboobooboobooogobooboooooboonboao
oooooooOoocooooooooobooooooooao
oooooooOoocooooooooboobooooooooao
gbooboboobooboooboobooboz20b00000
ugboobobouobooouoboobooooboaoobad
gooooobooOoocooooooobobooooooooao
gboobooboobooogobooboooooboonboao
oooooooOoocooooooooobooooooooao
gbooobooboobooogobooboboogoboboobao
gooonboad

gbooboboobooogoboobooooboboobao
ugboobobouobooouoboobooooboaoobad
gooooobooOoocooooooobobooooooooao
gboobooboobooogobooboooooboonboao
oooooooOoocooooooooobooooooooao
-L-0 0000 bo0oobo0obooobo0ooboboobobao
gbooboobooboooobooboooooboonbad

09/5655600 OO DODDODODODOODDOOODODODODODODODDODOOO

oo

O0Ooo0oooao
O 0Oo0oooao
O 0Oo0oo0ooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Ooo0oooao
O0Oo0oo0ooao
O0Ooo0oooao
O0Ooo0oooao
OOoo0oooo
O0Ooo0oooao
O0Oo0Oo0ooao
O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0oooao
OOoo0oooao
O0Oo0Oooo
O0Ooo0oo0ooao
O0Ooo0oo0ooao
OOoo0oooao
O0Ooo0oooao
O0Oo0oooaog
O0Ooo0oo0ooao
O0Ooo0oooao
OOoo0oooaoo

O O
O O

oooooooooaon
gooobooboaoanb
oooooooooaon
goooboobognob
gooobooboaoahnb
il0o0ooooooao

SsbooooooobooobogobaOo

O0Oo0Oo0ooao
O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0oooao
OOoo0oooao
O0Oo0Oooo

gobooboouobooooboobobooboooooboobooobooboaado

O0Ooo0oooao
O0Oo0oooao

O O g o
O 0o oOoo
O 0o oo
O Ooogoo
I [ [y
I Y o [
O OO o
O 0o oo
O 0o oo
I [ [
I Y [

O
O
O
O

igooboooboobooboobooboooboboboo
ugboobobobooboobooobooobooboadan
gooooobooOoocooooooobobooooooooao

O
O
O
O

10

20

30

40

50



u o
gd
o
o
oo

O
O

Ooooooooooooooodg
Oooooogoogdg

O
Oo0oooooogogdg

OO0 ooooogoogdg

U
0
g
0
g

bulous

O

Ooooooooooooooodg
Oo0ooooooooooooodg

O 0Ooo0oooao
O OooQgooao
O O0OoQgooao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooao
O Ooogooao
O OooQgooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooo
O Ooogooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooo
O 0Ooo0oooao
O Ooogooao
O O0OoOgogoao
O 0Ooo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooo
O Ooogooao
O O0Oo0gooao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooao
O 0Ooogoooao
O O0OoQgooao
O 0Oo0ooOooao
O 0Ooo0oooao
O 0Ooo0oooo

OoooooogogoaoQg
OooooogogaoQg
OO0 oooogogdg
Oooooooogoad
OooooooQogoQgQd
OoooooogogoaoQg
OooooogogoaoQg
Oooooogogaodg
Ooooooooogoad
Oooo0oooQogoQgaQd

JP 2005-507708 A 2005.3.

~
[EEN
N
o’
N
SN

Oooooooodg
Ooooooodg
OOo0oooood
Ooooooood
Ooooooood
Oooooooodg
Ooooooog
OOo0ooooodg
OO0 oooood
Oooooood
Oooooooodg
Ooooooodg
OOoooooodg
OO0 ooooodg
Ooooooood
Oooooooodg
Oooooooodg
Ooooooodg
OO0 ooooodg
Ooooooood
Ooooooood
Oooooooogdg
Ooooooodg
OO0 oooood

O oOooQgoooao
O O0OoQgooao

giigooobooouoboobobouobooboooboobooobaoaodan
oooooao
gbooobooboobooboobooboobooobooboboobooboooboobooboao
conformalOODDODOOOOODOOOOODOODOODODODOODOODODDODOOODOOOOGO

goooboooboboobobooboboobooboboobobooboboDbDao
oooooooooooooooooobooboooooooboobooOoOoOoOoOooaoncoNn
porFOOOOOOOOOODODOOOOOODOCOOODOOOODODDOOOOUOOOOODOODO
goooboobobooboboobobooobooboboobooboooboboDbDao
ugboobdooboboobobooboobooobooboboobooboouobooboboao
oooooooooosSADODDODOOOUOOODOOODODDODOOCOOOOOOODODDDOOGO
gbooobooboobooboobooboobooobooboboobooboooboobooboao
oooooooboooocooouooooooboooboooooooOooboobooOoOoboooOosBsA OO
goooboooboboobobooboboobooboboobobooboboDbDao
ugbooobdoobooboobooboobooboooboobobooboobooobooboboao
oooooooooobooooooooooboobooooooooboboobooooooooao
goooboobobooboboobobooobooboboobooboooboboDbDao
ugboobdooboboobobooboobooobooboboobooboouobooboboao
ooooooooooooooooooboboooooooobobobooooooooao
oboooboobobooobooobobooboobooooobaoadao

oooooao
goooboooboboobobooboboobooboboobobooboboDbDao
ugbooobdoobooboobooboobooboooboobobooboobooobooboboao
goilooieo0OO0OOCO0OOOOOOODODDODOOOOOOOODODDODOOOOOOOOOOO
goooboobobooboboobobooobooboboobooboooboboDbDao
ooooooooooooooooooooooooooobobooooooooooaoDa?
goleo0coooooooobobOOObOOO0OOoOooOooboDbOObObOOoOoooobobDbODbOOon
gbooobooboobooboobooboobooobooboboobooboooboobooboao
oooooooooobooooooooooboobooooooobooDboobooooooooao
goooboooboboobobooboboobooboboobobooboboDbDao
ooooooooboooooouo2000o0o0ooobooooooooan

oooooao
goooboobobooboboobobooobooboboobooboooboboDbDao
ugboobdooboboobobooboobooobooboboobooboouobooboboao
ooooooooooooooooooboboooooooobobobooooooooao

10

20

30

40

50



e R ey [ s R s [y |

e e e e e e e e s |

e Y i

OO0 ooDoogogoooDooodgogooao
Ooooooooooooooogogogoooao

ooooooooobooooooooooboobooooooooboboooooooo

oo oooooo o0 oo oooo o oo ooogoogooo

OO0 oooogoggUoooDoDoogogUooUooDoDooogoggogoao
OO0 o0DooDoooo oo ooooooooooo

O

parylastOd
ooooao
ooooao
ooooao

Ooooocooooooooogooooao

(15)

JP 2005-507708 A 2005.3.24

uboogbooboboobooboadao

gboooboooobooboobooboooboooboobobooboooan
ooooooooooooooooooboobooocooooooboboobooOobon
gooobooboogobooooboobobooboobobooboobao

O

gooobooooboooboobooboboooboobobooboobonn
ugboobooouoboobobouoboooboooboobooboobooaod

loooooooooboobooobooooooobboobooooooobooboDoon

O

O 0OooOgooo

O

O OooQgooao
O O0OoQgooao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooao
O Ooogooao
O OooQgooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooo
O Ooogooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooo
O 0Ooo0oooao
O Ooogooao
O O0OoOgogoao
O 0Ooo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooo
O Ooogooao
O O0Oo0gooao

od

oodd
obooobooboboobooboobooboobooboboobooboDboao

od

O

O

ooooao

O

O

goooao

od

O

O

oon
oo
oonf
uond
oogaod

ogagaod

O

O

a
O
g
a
O

O

a
O
g
t
O

O

O 0OooOooo

O

gooobooobooboobobooboobooboobobooboboDboao
uobobooboobooooobogan

O

O

Oooooogdg

OoooooogogoaoQg
OooooogogoQg
Oooooogogdg
Ooooooooogoad
OooooooQogoQgQd
OoooooogogoaoQg
OooooogogoaoQg
Oooooogogodg
OoOooooooogoad
Oooo0oooOgooQgaQg
OoooooogogooQg
OooooogogaoQg
Oooooogogodg
OoOooooooOoand
OooooooQgoQgad
OooooooQgogoQg
OooooogogaoQg
Oooooogogog
OO0 ooooogogdg
OooooooOogao
OooooooQgoQgaog
OooooogoQgaoQg
OooooogogaoQg
Oooooogogodg
Oooooooogoogod
OoooooooQgoQgQd
OooooogogaoQg
OooooogogaoQg
Oooooogogog
Oooo0ooooogogoad
OooooooQogoQgQd
OoooooogogoaoQg
OooooogogoaoQg
OOooooogogdg

O
g
a

Ooooooggdg
Oooooogogdg

O
g
u

OOo0o0oooogod
OooOoo0ooood
OooOoo0oood
Oo0o0ooood
Oo0oo0oooogod
OoOoo0oooogod
Ooo0OooO0ooood
OooOoo0oood

OooOoooooOodg

OooooooQgodg

OoooooQgdg

Oooooogoogdg
OOooooogogdg

OooOoo0ooooQgodg

OooooooQgodg

OoooooQgdg
OooooogooQgdg
Oooooogogdg
OooOoo0ooooOgoadg
Oooo0oooQgdg

ooooao
ooooao

OooooooQgdg

O
O

OooooogooQgdg

O
O

OoOooooogogdg
OO0 oooogoogdg
OooooooQgdg
OoooooooQgdg
Ooooooogdg

goooao
ooooao

polytetrafluorethylenel
OooDoooooDoooo
Oo0o0oD0o0d2-000000
OooDoooooDoooo
OooDoooooDoooo

Oooooogogogdg
Oooooogoogdg

oo
ood

OooOoooooOodg

O
O

PTFEDO

o
Ood
oo
od

O
O
O
O

OooooooQgdg

O
g
u

-N-O0000000

OoOoooooaoo
OOoo0ooooao
O Oo0ooooao
OO0Ooo0oo0oo0ooao
OoOoo0oo0oooao
OoOoooooaoo
OOoo0ooooao
OOoo0ooooao

O
g
O

O

O

O

O

gooao
goooooaao

O

O

O

ooo

gbobooboobood
ugboooboobod
ooooooooao

10

20

30

40

50



e R ey [ s R s [y |

OoOoo0oooao
OoOoo0oooao
OO0Oo0oooo
O0Ooo0oo0ooao
Oo0Ooo0oooao
O Ooooo
O Ooooo

e e e e e e A
e e e e e e e e
e e s e e e e ) e e e s e e R v

OOoo0oo0oo0ooao
OOoo0ooooao
O 0Ooo0oooo
O Ooo0oooao

Ooo0ooooooo o0 oo oooo0o o oD oDooo o0 oo oDooooooooofdg
Ooo0ooooooo o0 oo oooOo0 oo oDoDooo0o oo oDoooo0ooooodg

O Oooo

Oooooooog
Ooooooodg
OO0 ooooodg

Oooooooooooooogogoao
Oooooooogrrooooogogoao
OoooDooOoogoo® o000 ooogoao

OooOoooooQdgdg

O
O

O
O

O
O

O Oooo

e

(16) JP 2005-507708 A 2005.3.24

OD0DO0OON-OD0D-2-000000000000

Oo0D0O0ooDODO0o0ooooDoDoooooDooo
OO0CABOOOOGOoouooDDOoODOoODOoOoooaog

oo0oao
ooooao
parylastO
ooooao

OO oo

O0Ooo0Oo0oood
Ooo0oo0oood
Ooo0ooood
OO0oo0ooood
OO0Oo0oo0ooogod
O0Ooo0Oo0oood
Ooo0oo0oood
OoOoo0oood
OoOoo0ooood
O Oooo
O Oooo
O oOooo
O oOooo
O Oooo
O Oooo
O Oooo
O oOooo
O oOooo
O oOooo
O Oooo
O Oooo
O oOooo
O oOooo
O oOooo
O oOooo
O Oooo

I ) [
O Ooo0ooo
O Ooogoo
O Oooo
O O oo
O O o0
O 0o oOoo
[ Ry |
[ Ry |
O O o
I Y o [
O OO o
O 0o oo
O 0o oo
I [ [
I Y [

O Ooao
O polyphosphazenel O O O O O

O-L-0000000-e-000000OO
Oo00oDO0Do0oo0ooDOoooooDOooooao
0Oo0ooDOo0Do0oooDoDO0OO0O0ooaOosS,610,241
0o0O0oooOO0D0OdoooDoUoooooDoooooDooooooo

lee0 D0 O0O0O0DDODDDOODODOOODODODDODDDDODODOOOO

O O0DO00oo0DODO0D0DoooDoDooooDoDooao
00000 o0o0DO00DooooDoooooooao
HOODOOOoOoOODODODOoDOooooDooooooao

0 oooao
oooao
oooao
O

OoOoo0oo0oooogod
Oooooooogod
Oooooooogd
OOooooogd
Oooooogd
OoOoo0oooood
Oooo0ooooogod
Oooooooogd
Ooooooogd
OOoooooogd
OoOoo0oooood
Oooo0oooogod
Oooooooogd

O OooOooo

O OooOooo

Ooo0oooogoQgdg
OoooooogoQgog
Ooo0oooogod
O0Ooo0oooo
Ooo0Ooo0oood
OooOoo0ooood
Ooo0ooood
OoOoo0oooogod
OoOoo0oooogod

O o0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Ooo
O o0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo

O
g g
a u
O O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
OJ
O
O
O
O
[
O
O
O
O
(]
O
O

oo
ogoaod

O d
0O O
O O
O O
O d
O d
0O O
O O
O O
O O
O d
0O O
O O
O O
O O
O d
O d
O O
O
O
O
O
O
O
O
O
O
O
O

gbooboboobobobogoboobooboobooboogoboboobDao
gboobobouoboobobouobooboobooboooboouoboooboaa
gooooobooocooooooobbooboboooooobobDboooo
oooooooboooooooooobbDboobooooonon0DbDbBSsAd
gbooobooboobooooobooboobooboooouoboobooboao
gooooobooOoocoooooooboooboboooooobobDbooood
gbooboboobobobogoboobooboobooboogoboboobDao
gboobobouoboobobouobooboobooboooboouoboooboaa
gooooobooocooooooobbooboboooooobobDboooo
oooboz200o0ooooOoboboo0oooooobobobooooooonD
gbooobooboobooooobooboobooboooouoboobooboao
gooooobooOoocoooooooboooboboooooobobDbooood
gbooboboobobobogoboobooboobooboogoboboobDao
Oo00DO0D0OO0OO0OD0O0OObulk integrity0 000 O0O0O0OCDOOODODOO
gooooobooocooooooobbooboboooooobobDboooo

10

20

30

40

50



u

e e s e e e e Y A A [ O [

>
<
e e . e e e e = Y Y A [ A

OooooooogogQgogooQo

OOooooooooooooogoggogooQg

(=2
~

a

r

(17) JP 2005-507708 A 2005.3.24

oo0ooDo0Do0ooo0oDo0DU0o0ooDoODOo0D0DO0o0oDDO0DUO0o0Do0DDO0DO0DO0o0DODODO0DO0OOo0DoODDoDOoDOOo
oooDoDoooooDOooo

oooao
oo0ooDo0Do0ooooDOo0DU0o0oooODO0oD0DO0oo0DDO0DUO0o0Do0DDO0DOoDUO0ooDODODO0DO0oOoDoODoDOoDOno
000000 ooO0DU0o0ooDO0DU0O0o0o0DDO0DU0oo0oOoDoDO0DoDUOoDOoDO0Do0DOoooDoDoOOao
0o0DoDo0Do0ooooDo0DO0Do0oooODOoDo0Do0ooDoDo0DOooDoDoDO0DoDOo0oDoODOoDo0DOoooODoDOoDoOon
oo0ooDo0o0ooooDO0DU0o0oooODOoD0DO0ooDDODO0oDUOoo0DOoDDO0DU0DUo0ooODODODO0DOoOoDoODoDOoDOOo
0000000000000 U0DO0o0o0DDO0DU0o0oo0DDoDO0D0DUOo0DOoODO0D0DOoo0DoDOoDOooOo
oo0ooDo0Do0ooo0oDo0DU0o0ooDoODOo0D0DO0o0oDDO0DUO0o0Do0DDO0DO0DO0o0DODODO0DO0OOo0DoODDoDOoDOOo
oooDo0o0ooooDOoDU00oooODOoDU0oO0ooDDO0DUOo0DOoODO0DU0DU0OoDODODO0DOoOoDoODDOoDOOo 10
00o0Do0Do0ooooDO0D0o0o0ooDoDU0DU0o0oo0DoDO0DU0DO0o0DoDODo0DO0oo0ooDDOoDoDooDoODDOO?l
oo0ooDo0Do0ooooDOo0DU0o0oooODO0oD0DO0oo0DDO0DUO0o0Do0DDO0DOoDUO0ooDODODO0DO0oOoDoODoDOoDOno
000000 o0oo0oO0DU0o0o0o0oo0U00l000oo0o0o0Do0oDo0oo0ooDoDooooDoOooOooao
0o0oDo0Do0ooooODo0D0Do0ooDoDoDoooDoDoODoDooDoDoDooOo

oooao

0000000000000 U0DO0o0o0DDO0DU0o0oo0DDoDO0D0DUOo0DOoODO0D0DOoo0DoDOoDOooOo
oo0ooDo0Do0ooo0oDo0DU0o0ooDoODOo0D0DO0o0oDDO0DUO0o0Do0DDO0DO0DO0o0DODODO0DO0OOo0DoODDoDOoDOOo
IMla 0000000 0DODO0OO0ODO0ODO0DO0DQO0OO0ODODO0DODO0DODODO0DUOOoOOoODDODODOoODOoODOO
oooao 20
000000 ooO0DU0o0ooDO0DU0O0o0o0DDO0DU0oo0oOoDoDO0DoDUOoDOoDO0Do0DOoooDoDoOOao
0000000000000 O0D0DO0O0o0DDO0D0DO0D0DODO0D0DO0OO0OO0aO0adCerticand O
oo0ooDo0o0ooooDO0DU0o0oooODOoD0DO0ooDDODO0oDUOoo0DOoDDO0DU0DUo0ooODODODO0DOoOoDoODoDOoDOOo
0000000000 0OAscomycin0 0000 DODDDODODOOOOOORDODLY2940020
O0D0D0O0D00OD0D0O0OO0D0DD0OO0OTopotecanD DD 0D ODODDODODODOODDOOODODO
O0DO0O0OO0OFrKSBOODODODODODO0ODO0ODODO0DODO0ODODO0DOODODDODOODDODOOOOdacli
bOODODODODODODDODDDODODODOOODODDODDDDORDROGemcitabined DO ODODODOADO
OO0OD0OO0OPletalOD0D0OO0OODODODOOODODODODDODDODODODODODODODODOODODOOO
ooooDoooooDooooooo

oooao 30
oo0ooDo0o0ooooDO0DU0o0oooODOoD0DO0ooDDODO0oDUOoo0DOoDDO0DU0DUo0ooODODODO0DOoOoDoODoDOoDOOo
0000000000000 U0DO0o0o0DDO0DU0o0oo0DDoDO0D0DUOo0DOoODO0D0DOoo0DoDOoDOooOo
oo0ooDo0Do0ooo0oDo0DU0o0ooDoODOo0D0DO0o0oDDO0DUO0o0Do0DDO0DO0DO0o0DODODO0DO0OOo0DoODDoDOoDOOo
oooDo0o0ooooDOoDU00oooODOoDU0oO0ooDDO0DUOo0DOoODO0DU0DU0OoDODODO0DOoOoDoODDOoDOOo
00o0Do0D0o0oo0oDo0DU0o0o0DoODO0oD0DO0o0o0DDO0D0DOo0Do0DDO0DO0DO0Oo0DDODO0D0DO0O0DOoODDoDOoDOOo
oo0ooDo0Do0ooooDOo0DU0o0oooODO0oD0DO0oo0DDO0DUO0o0Do0DDO0DOoDUO0ooDODODO0DO0oOoDoODoDOoDOno
000000 ooO0DU0o0ooDO0DU0O0o0o0DDO0DU0oo0oOoDoDO0DoDUOoDOoDO0Do0DOoooDoDoOOao
0o0DoDo0Do0ooooDo0DO0Do0oooODOoDo0Do0ooDoDo0DOooDoDoDO0DoDOo0oDoODOoDo0DOoooODoDOoDoOon
0000000000000 D0DO0O0OO0D0DOOKathryn UhrichDO OO 0O OO O Polyan
ides With Therapeutically Useful Degradation ProductsO0 OO0 O OO DOODOOO 40
099/129900 00000 0DODODODOODDODDODUODODDODDODODODOODODDODODOODODOOO
oooDo0o0ooooDOoDU00oooODOoDU0oO0ooDDO0DUOo0DOoODO0DU0DU0OoDODODO0DOoOoDoODDOoDOOo
00o0Do0D0o0oo0oDo0DU0o0o0DoODO0oD0DO0o0o0DDO0D0DOo0Do0DDO0DO0DO0Oo0DDODO0D0DO0O0DOoODDoDOoDOOo
oo0ooDo0Do0ooooDOo0DU0o0oooODO0oD0DO0oo0DDO0DUO0o0Do0DDO0DOoDUO0ooDODODO0DO0oOoDoODoDOoDOno
0000000000000 o0o0o0o0DDoDOoOO0OONSAIDD D000 0DO0DDDODDOOOO
0o0DoDo0Do0ooooDo0DO0Do0oooODOoDo0Do0ooDoDo0DOooDoDoDO0DoDOo0oDoODOoDo0DOoooODoDOoDoOon
oo0ooDo0o0ooooDO0DU0o0oooODOoD0DO0ooDDODO0oDUOoo0DOoDDO0DU0DUo0ooODODODO0DOoOoDoODoDOoDOOo

00

oooao
oooDo0o0ooi10ooooDo0oo0ooooDUoooooDOooDoooDoDoDooDooDooooao 50



I [ e s sy |

o
o
e [ .~ el e e s [ e o e e s e [ Y I

=~ O0Oo0o0o0ogoQgoao
Ooooo*T oogogg

OooOoogoooog w
O oOoooo

OoooOoooOooooooooooooooooooogoodg
OooooooOhooobD oo oD oo oo oo ooooooogoodg

O

u o

cm?sO
O O

OoOoo0oooao
O 0OoOooog

Oooooooo0oooooooooDooooooooood

0

O0Ooo0oo0ooao

Oooooooo0oooooooDooDooooooooood

Oo0o0o0oood
OoOoo0oooaoo

O

OoooooogogoaoQg
OooooogogoQg

O OoOgooo

O 0Ooo0oo0oo0oao
O0Ooo0oooao
OOoo0oooao
OOoo0oooao
O Ooo0oooao
O 0Oo0oo0oo0oao

O Ooooo
O Ooooo
O 0OooOooo
O O0oo0ooOoo
O 0Ooooo
O Ooooo
O Ooooo
O 0OooOooo
O 0Oo0ooOoo
O 0Ooo0ooo
O 0Ooooo
O Ooooo
O Ooooo
OO oOooo
O 0Ooo0ooo
O Ooooo
O Ooooo
O Ooooo
O 0OoOooo

OoooooogoQgogoaoQg
OoooooogQgogaoQg
Oo0oooooggogodg
OoooooooOooOgoo
OooooooogooQoogoo
OoooooogoQgogoaoQg
OoooooogQgogooQg
Oo0oooooggogog
OoooooooOooOoo
OooooooogoQoogoo
OoooooogogQgogoog
OoooooogQgogooQg
Oooooooggogaog
OO0 oDooogQgogdg
OooooooogoQooOgoo
OoooooogogQgogooQg
OoooooogQgogooQg
OooooooggogaoQg
OO0 oooogQgogog

OooOoo0ooood

oooao

O oo

oo

oo
oo
oo
od

OoOoo0oooogod

flexO

ooogao

O
O

O
O
O
O

Oo0o0ooood
OoOoo0oooogod
OoOoo0oooogod
Ooo0Ooo0Ooood
OooO0oo0oood
OoOoo0oood
OoOoo0oooogod
OoT Oooogod

O 0Ooo0ooo

(18)

JP 2005-507708 A 2005.3.24

giligooobooobooooboobooboouobooboobooboadnn
gooooobooocooooooobbooboboooooobobDboooo
lgboooboooboooboobobooobobobilooobooobooobaoan

ooooooobooocooooooooobooooogoao
gooobobobogoboobobooboboobas
ioboobooboobooboooboooboooboaadab
ooooobobooocooooooooboooobooogo
oooboobooboobilogonn

gooooobaoao

ooooooooao

oo
oad
aad
00
gad
g/0d
00

O

OoOoo0oood
OOoo0oooao
O0Ooo0oooao

O

O

O000Do0ooooDooooooao
Oo0oo0D0ooooDooooooao
O00O0O0O00O00dwmpPAO OO
methyprednisoloned MPO O O O
OoDoooooDooooooao

oooooooboooooogano
l0o0o0oooooobobobodo

O

Oo0oooogoQgdg

g
O
g
a
O
g
u
2

OOoooooaog
OO0Oo0ooooaog
O0Ooo0oo0oo0ooao
OoOoo0ooooao
OOoo0ooooog
OOoo0ooooaog
OO0Oo0ooooaog
O0Ooo0oo0oo0ooao
OoOoo0ooooao
OOoo0ooooao
OOoooooog
OOoo0ooooaog

oooooooao

ooooooOoOOooo0ooggo.ip gO

O

O

OOooo0ogao
O oOoo0o0ooOoano

0

Ooo0oood
OOoo0oooao

O

OOoo0oooogod
OO0oo0oooogod
OoOoo0Oo0ooao

sO 0 01.03x10-9p

0

Ooo0oood
OoOoo0ooood
OoOoo0oooogod
OoOoo0oooogod
OoOoo0Oo0ooao
OoOoo0Oooao
OoOoo0oooao
O0Ooo0oooao
O0Ooo0oooo

0

O

O

O

0g000000.1p g0 010mg0 000000 1p g0 O010mg0 000000001y gO
mgD 10p g0 OO0 2mg0 000 DO50p g0 01mg0 00 O00O00O0O0DO0O0DO0O0OO
0ooao
000000000000 00D0O00O00000O00DO00O00O0DO0O0O0o1000o?2
0D100045000000700021000000000000000000
0DOo
0000001000000 00000000000000000.001000000
g0 0 O 1000p g0 O 0 0 0.001p gO 0 200p g0 00 0 0.5p g0 0200u g0 00O OO
D001y g0O60p g0 00000000000
000
D000000D0O00O00D0O00O00O00O0O0D0O00O00O0O0D0O0O0O00O0O00O
000000000000 000O00000O0DO00DO00O0DO0DOoDOoooood
fluxOOODOODO1.71x10-14u g/0 cn’sd O O 1.71x10-8p g/0 en’s000001.7
x10-14p g/0 cm?s0 O O 1 3.43x10-9p g/0 cm?s0 0 0 O O 8.57x10-12pu g/0 cm’sOd O O
.43x10-9p g/0cn’s0 0000000 O00DO1.71x10-11p g/0 cm®

g/
O

10

20

30

40

50



O

OooDooooo0ooDooooogooooao
Oooooooooooooogooooao

OooDoDoDoooooeooooooOooooooodoag

u
O
g
O
g

u
O
t
O
g

750

O
g
u

O
g
u

Oooo0oogooogogo

O -
=
«
O

Oooooogoogdg

O

O

OooooogQgogoao

O

O

Oooooood

O

O
O

O 0Ooo0oooao
O Oooo
O Ooooo

O

O

OO oo

O

g
O
g
g

O

(19) JP 2005-507708 A 2005.3.24

uboobooboboobooboobooobao

0000000000000 o0oDo0Do0Do0ooDoDo0DoooDoDooOoo
0o0oo00o0ooo0oo0D0Oo0oooDoooooDoooooDoDoooooOo
o009 0D o000 OoooooDoDoODDDYeD 00O OnOnOnog
0Oo0oo0D0ooooDo0Do0oooDoDoDooooDoooooDoDoooooOano
0.0010 0000 0Ong0d /mgh 0O 00O 100p g/mglD O O O O 1ng/mg

100p g/mgd0 O OO DO 1ng/mg0 00 0010pg/mg0 000000 DODOO0ODOO
ocooooooOooOO0oOoooboDOoooobooOoooooOOboO0Oo.00lng/mgd 00O
600p g/mg0 00D O0O0O0OCDODOIng/mg00OO0O0010pg/mg0O0O0D0ODO0O0O0DODOOO
ooo
ooo
ooo

O

0000000000000 01000000.00lng0 050p g0 00100000
O30py g0 0000000010000 01pg0l0000020wg0 000000
0000000000100 0000.01p g0100 00 O0200p g0 00100

O

O

1p gO
ood
ood

O
0
O
O

O

O

g
g
O
g

O

g
a
O
a

igobogbilopg D00 O0DDO0OODOOODODODODODDODOODORD
ugboobooouoboobobouoboooboooboobooboobooaod
oooooooobooooboooooooobDbooocooooooobDbooOooo
OO0OD00O0ODOADOendothelializationDO OO ODOODODODODODOOODOOORO

0oooo0oDoooDooDoooDoDoDoo0ooDoooDooDoooDooDoooDoonano
0o0o0o0bOO0o0Do0Do0oDbOO0oo0ooDOoDbO0oO0ooDOoo0Do0DOoDbDOoOoDoDOobODOoOOooDOo0Oano
000000000 OoOooDDOoO0ODddecellularizationO OO O O0ODODOend
othelialization0 OO OO ODODODODODODODOODOODDODOODODOOODODOODOGO
000000000 DO0O0D0DO0OD0DD0DO0ODO0OO0ODOO0ODO0OODOO0OD0ORDAOOcellularization
O0000OD0O0OO0ODOendothelializationD OO D ODODODOODODODODODODODODOODOODOOO
I o A o A A A A W A2 M A W AR R
000001000 DbO8s0o0DoODO0oOobOOoO0oDO0i120000400 012000020 00100
200 00001000100 00a0

ogooao
gboloobooboobooboboobooboboo4000Db2400 01000120
20008 oooooOoOOO03bDbOOsSc0oooboboobobOOobooooooooaD
goooooobooobooooooobiloooobDbooocbooooooboDbDbDOood
gboobooobooobooobooooobooboboobi1ocobooobooobooodnn
ooooooobooobooboi10o0boboooooooobooobo2000000000020
gbobooobooboobao

goaoaao
gooooobooboooobooooobilooooooboooocoooooobobDboOobono
goboooboooboobooboogoboobobooboboogobooboboobodnb
ugbooboobouobooouobooboboobooobooobooboobooboadnn
goooooobooboooooooooboooboooooooboobobobooooooooaob
gobooobooobooboooobooboobooboooboooboobooboobaodnb
oooooooooci1ocoooboboooooooboooboooooobobDboOoon
gboobooboz2003sogooooboobooobz200b0obooooboognb
gbooboboobobi1ibo4s00b0oobooobooboonboaa

ogooao
goboooboooboobooboogoboobobooboboogobooboboobodnb
ugbooboobouobooouobooboboobooobooobooboobooboadnn
goooooboooobooooooooboobooooooboboDbDbOOO0O0OOOaoePEG

10

20

30

40

50



e e e e = e Y B

S

o [ e o e L e [ e e S [ e [ i

o

e e e e e Y Y Y Y O

(o}

=

Y Y O O e Y Y Y Y Y

Ooooooooogooao
OoooooooQgooao

r
p

O o0o0oooo0oQgoooao

(W)
ocoooooooDooooooooonoonod

O

Oooooooooogoogo-g

O

if
g
O
g
g
O
g
u
O
g
O
g
g

OooooooooQgoao

O Ooo0oooo
O Oooooao
O Oo0oooao
O 0Oo0ooO0oo0oao
O 0Ooo0oo0ooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Oo0oo0oo0oao
O 0Ooo0oooao

O
O
O
O
O

O oOooo
O oOooo
O 0Ooo
O 0Oooo
O oOooo

N OOoOoQg

Q

O0Ooo0oooo

O

O

O oOooo

OoOoo0ooood
OO0oo0ooood
OO0Oo0oo0ooogod
O0Ooo0Oo0oood
Ooo0oo0oood
Ooo0ooood
OO0oo0ooood
OO0Oo0oo0ooogod
O0Ooo0Oo0oood
Ooo0oo0oood
OoOoo0oood
OoOoo0ooood
OO0oOo0oooogod
O0O0o0Oo0ooogod
Ooo0Ooo0o0oood
Oo0o0o0ooood
OOoo0ooood
OO0O0Oo0oooogod
OO0Oo0oooogod
O0Ooo0o0oood
Oo0oo0ooood
OoOoo0ooood
OoOoo0oooogod
OO0Oo0oooogod
O0Ooo0o0oood
Oo0oo0oood
OoOoo0ooood
OoOoo0ooood
OO0Oo0oooogd

O
O
OJ
O
O

O OO0

O0Ooo0oooao
O 0O0Oooooao
OoOooooood
Oooooooogod

O

O

I R |
O OO

S OO oo
I [y |
I [ |

PlavixO
ADPO DD 000000 DDDOOOOOOOOODOPIetalOOOODODODODAO
Oo0oDooonIiooo0oo0o0Do0DO0D0DOoOODabciximabO DO OO OODOODOOO
OoodoooooDoDoooooolrik/Nlla0000ooooDoDoDooooooao
ibatideO

0

O Ooo0ooOoo
O Ooo0ooOoo

(20)

JP 2005-507708 A 2005.3.24

ooprPEOOO0OO0O0OOO0OODODODOOOOOOOOODODDODOOO

oooooooao
oooooobooooogao
gooobooboogobobonn
gooobooooobaoond
oooooobooooogoao
gbooogbooooboaoad
ooooooboooogao
gooobooooobaooan
oooooobooooogao
gobooboobogd
oooooobooooogoao
gooobooboooboonn
gbooogbooooboaoad
ooooooboooogao
Oo0ooooo0oo0DaDPDGF-BO
oooooobooooogao
gooobooboogobobonn
gbobooboooooboooand

O 0Ooo
O o0ooo
O 0Oooo
O oOooo
O Oooo
O 0Ooo

OO oo
O 0Oooo
O 0Oooo
O oOooo
O Oooo
O 0Ooo

OoOoo0oogoood

OoOooooood
Oooooooogod
Oooooooogod
OoOoooooogd

O 0Oo0OooOoooao

O

oooooooooaon
goooboobognob
gooooboobdzl
oooooooao

gooboooboaoobodahb
oooooooooaon
gooobooboaoanb
oooooooooaon
oooooooooan
gooobooboab
gooboooboaoobodahb
oooooooooaon

EGFO DO D OO0OO
O0000dzafurinO O
Oooooooooao
OO0dTiclidDDOODO

OO0oDO0DO0OO0OO0ODOOOIntegrilind000DO0O0OO0ODOOODO
oboooboobobooboobooboboobooboobooboooban
oooooooobooocoooooooooboobooooooooao
igooooobooboogoboooboooboogoboobooboobonb

gboooboobooboobooobooobooboooboooboooban

O Ooo0oooao
O Ooo0oooo

O
O
O
O
O
O
O
O
OJ
O
O
O
O

ooooooooDbTgO OO

OJ
O
O
O
O
OJ

O

gboobooboobooboobooboooboad
uoooooobOoobooooooooboboobo
gboobooobooboobooboobobooboao
20000000C0CCO00O0O0ODODDODOOOO

gbobooboobogoboooobogobobooboao
gboobooobooboobooobooobooboDboao

O 0Oo0oo0oo0oao
O 0Ooo0oo0ooao
O Ooo0oooao
O Oooooo
O Ooo0oooao

O
O
O
O
OJ
O
O
O
O
O

10

20

30

40

50



gl:lDDDDDDDDDDDDDDDDDDDDDDDD

Oooooooooooooo0ooooooogoooao

OO0 oooooo4o0ooDooogogooooDooogogooQg

OO0Oo0ooood
OO0Oo0oo0ooogod
I A

OoDoDooooogogooooood
OO0 o0DoDoooggooooood
Oooooooooooooood

O

O

0

0

(21) JP 2005-507708 A 2005.3.24
0000000000000 D0000O00000D0O0O00O0D0O0OO0OODO0an
0000000000000 0000D00000D0000000000000
0000000000000 D000OC0O0O000O0O0O0O0DO0OOO0O0OoOoOoOooaon
0000000000000 D0000D00000D0000000000000
0000000000000 O00D0OC0OO0O00D0OOO0O0ODO0OOODO0OoOoOoOooan
0000000000000 O0000O0O0000D0O0O00OD0O0OoOOoOOoOoaon
0000000000000 0000D00000D0000000000000
O
0000000000000 00000000D00010000000000
0010000000000 0000000000000000000000
0000000000000 D0000D00000D0000000000000
0000000000000 O00D0OC0OO0O00D0OOO0O0ODO0OOODO0OoOoOoOooan
0000000000000 O0000O0O0000D0O0O00OD0O0OoOOoOOoOoaon
0000000000000 0000D00000D0000000000000
0000000000000 O00D0O0OO0O000OOODO0ODOoOOODO0OoOooOooan
0000000000000 D0000O00000D0O0O00O0D0O0OO0OODO0an
0000000000000 0000D00000D0000000000000
0000000000000 D000OC0O0O000O0O0O0O0DO0OOO0O0OoOoOoOooaon
0000000000000 D0000D00000D0000000000000
0000000000000 O00D0OC0OO0O00D0OOO0O0ODO0OOODO0OoOoOoOooan
ooooo
O
000
1A-1C00000000002A-20000000000000000001300000
0000000000000 00020000000000000280000
00160 000000025000000019000000000000000
00001600000010000000000000019000000000
0000200000000 0000000000000000000000
0000000000000 O0000O0O0000D0O0O00OD0O0OoOOoOOoOoaon
0000
O
0000000000000 D0000O00000D0O0O00O0D0O0OO0OODO0an
0000000000000 0000D00000D0000000000000
0000000000000 D000OC0O0O000O0O0O0O0DO0OOO0O0OoOoOoOooaon
0000000000000 D0000D00000D0000000000000
1000000000000 000000pHOODOODOCOOOODOODOODOO
0000000000000 O0000O0O0000D0O0O00OD0O0OoOOoOOoOoaon
0000000000000 0000D00000D0000000000000
0000000000000 O00D0O0OO0O000OOODO0ODOoOOODO0OoOooOooan
0000000000000 D0000O00000D0O0O00O0D0O0OO0OODO0an
0000000000000 0000D00000D0000000000000
0000000000000 D000OC0O0O000O0O0O0O0DO0OOO0O0OoOoOoOooaon
0000000000000 0000D0000D00000000000
O
0000000000000 O0000O0O0000D0O0O00OD0O0OoOOoOOoOoaon
0000000000000 0000D00000D0000000000000
0000000000000 O00D0O0OO0O000OOODO0ODOoOOODO0OoOooOooan
0000000000000 D0000O00000D0O0O00O0D0O0OO0OODO0an
000000000 000-L-000000000000000000000

Ooooooo0oooooooo0DooDooooooooao
OooooooooDooooooooDoooogogogooao

Oo0o0ooooUUoooDoDooUog4dUooDooogogoogoao

Ooooooo@T oo ooooooooooooooooao

10

20

30

40

50



oooooooood
ocooooooood
O0D00oo
ocooooooood
oooooooood
Iib/11la0 OO O 0OO
O

O00o0ogao
oooooooood
ocooooooood
oooooooooaod
ocooooooood
oooooooood
Oooooooao
zumab

ooooaod

ooooaod
OoDo0oo0ooo
oooooooooaod
ocooooooood
oooooooood
oooooooood
ocooooooood
oooooooood
oooooooood
ocooooooood
oooooooooaod
erapeutically Useful
oooooooood
oooooooood
ocooooooood
oooooooood
oooooooood
ocooooooood
oooooooooaod
Oo0Do0oo0ooo
OO00oooooaoilen
oooooooood
ocooooooood
oooooooood
oooooooood
ocooooooood
oooooooooaod
ocooooooood
oooooooood
oooooooood
Oo0Do0oo0ooo

O
O
O
O
O
O
O
O
O

O O0ooo
[ |

O

OooooooogooQgodg

D

‘J‘:I:I OoOoo0ooooao

Oooooooogod

OO oDoooo®Oo0oOooo0ooOooogoao
Oo0ooooo T oooooogogog
oo o0 oo ooe oooo0oooogooag
OoOooooo+so0ooo0ooooaoo

Ooooooooogogog

g

u
O
a
O
g

Oo0oooooogogg

a

u
O
g

oo, O0O0o0o0ooogogg

a

w
OOo0oooooooodg

u
O
g

u
O
a

OoOoo0ooooao
OOoo0ooooao
OOoooooaog
OO0Ooo0ooooaog
O0O0o0ooooog
OoOoo0oo0oooao
OoOoo0ooooao
OoooooogoQgg
Ooooooogogg
Oo0Dooooogogdg
OooooooogoQgdg
OooooooogooQgdg
oo ooooogoQgg
OooooooogoQgg
v OoOooooogogg

O

u
O
a

O

u
O
g

O

O

O

Kathryn

(22)

O

ood
oono
uoano

ood
gooao

0

O

O

O

O
O
O

O

O
O

UhrichO

O
O

O
O

O

O

O

JP 2005-507708 A 2005.3.

ugbooboooooboado

oo
ooof
uod

oo
ooogogao

ooooooooao
goooboobao
goooboonboad

Ooooooooao
O 000dCerticand
JooooooooooUOoUoooooDoDoDooao
AscomycinD OO OO OO0ODODODDDODOOOOOOLY2940020
0000 0TopotecanD DO OO OOOODODDDDODODOO

g
O
g
g
O
g
u
O

oly
ion Products0 00D O O0OOOOOOOOOOY99/129900

a
O
g
a
O
a
u
O
an

goooooao
Oooocoooao
gooooogad
goooooad
Oooocoooao
goooooad
goooooad
Oooooooao
hydrides With

24

O

O

0
O

FKS060 O O OO O0OO0OCDODOOOOOODOODOODOOODOODAOdacli
O0ODODO0D0O0OD0ODOD0OD0O0O0OD0ODO0DO0OO0OD0ODDOO0ODDODGemcitabineD ODODOOOD
OPletalD 000 OCOO0OOOOODODDODDOOOOOOOODODDODOODODOOO
gboooboobooboaond

OO0 o0o0o0googoo-g

ooooboooboobobogobooboobogobobooboog
cbooobooboobooboobooobooobooobod
oooooooooooooooooboboobooogao
ooooboobooboboobooboobogoboboboao
NSAIDO OO ODODOOOoOoOooooooooooogoano

ooooooooboooooouooooobobooboogogao
gboooboobooboobooboooboogab

OoooooooooQgg

OO0 oooooogoQgg

Oo0oooooogogg

OO0 oooooogogg

OooDooogogood
OO Ooooogoo™NO

(ve)

Ooooooooogogg

Oo0oooooogogg

OO0 oooooogogdg
OooDOooodgogood
OoOooooooooQggdg

Ooooooooogoogg

Oo0oooooogogg

OO0 oooooogogg
OO0 oooooogogog

OoOo0ooooooooQgdg

Oooooooooogg

Ooo0oooooogoogg

OO0 oooooogoggdg
OO 0Oo0oogd

O O

OOo0ooooooooQgdg

(@}

Oo0oooooooQgdg

OO0 oooooogoogg
OO0OoOooooao

310
370

13

O 0o ogogog

igooooobooobooooboobooboboogoboboboboobobooboboobodao
ooooooboo20000oooobboObocb0o0oogoz2A0bbbO200000000DO0O0D0O0
goooobob40000000000O01600000000O0DODOO2000000D0000

10

20

30

40

50



e R ey [ s R s [y |

Oo0oooooo0ooooooo0 oo oDoooooooDoDooogogTE ooao

OOo0oooooo0ooooooooooDoDooooooooodg

Ooooooooooooooggog
Oooooooooooooggg
OoDoDoDooog4gogooo®©s ogogdg

(23) JP 2005-507708 A 2005.3.24

ooooooboOobooouoooz2sooococooooboleb00boDoboooooODOO
gooooobole00ogo3y0O0ODO0OCO0OO0O0OooOooOobODODOOCOO0OO1e0O0DOOD00
ooooooDbDooo2s0000000001000000000A0O0O0Gb0DD0O0RO
mbooleooooooOOOOOz20000000C0C010000C0000000¢0:100O
goosoeoo0obogbooboOobosboboboobooboooovysooogobO
z0000ooooobooOooooOogoao

O

) A Ay [y

Ooooooooooooooooooooooooao
Ooooooooo0ooooooo0ooDoooogoogoo

O Ooooo
O Ooooo
O OoOgooo
O Ooo0ooOoo
O Ooo0ooOoo
O Ooooo
O Ooooo
O OooOooo
O 0Oo0ooo
O Ooo0ooOoo
O Ooo0ooo

Q

oad
2CO
u

O
O

O
O
O

O
O

O

OOoo0ooooao
OOoo0ooooao
OO0Oo0ooooao
OO0Ooo0oo0oo0ooao
OoOoo0ooooao
OOoo0ooooao
OOoo0ooooao
O O0Ooo0ooooao
OO0Ooo0ooO0oo0ooao
OOoo0oo0oooao
OOoo0ooooao

SO 00O 0O
O O

<
= 0O 0OoOoo0
O

[
DDDDDDDDDDﬂ

Ooooooooogooao
OoooooooQgooao

O Ooooo
O OoOooo
O 0Ooo0ooOoo
O 0Ooo0ooo

O

0

O

O

O

O

400

O
O
O

O

O
O
O

O

O OooOooo
O 0Oo0ooo
O 0Ooo0ooo

O

gooooooao

O

Ooooooooooooogodg
OO0 oDoDooog4gogooooogod
OOoo0ooocoooooood
OooooooooooooOodg
Ooooooooooooogodg
OoooDooooooooogodg
OO0 ooDooog4gogooooogod

0

O

O
O

OOo0ooooooooooood
Ooooooooooooodg

Ooooooooogogg
Oooooooogogg
OO0 oooooogogg
OO0 ooooogogg
OoooooooogooOodg
Do oooogogooogm™S

O
O

O

O
O

gboobobogo43000gobooooboonn
ooooooooos3rooooooooboooganoeas
gdglebbOOOOCOOO0OOoOoOoOOODOODOOOO
gbobooboboobobooboooboooooboobaodnnb
oooao

ooooooooooooouoooooobooboooboo
ooooooooOooocoouooooobDboobo

gbooobooboogobosssAD DO DbO0oOOOoDbDOoOObDOoOObOODOoDbDOoObODO
BSAD 00 O0O0O0ODODODOOOoOouoooobbooooooooobooDoon
oooooooobooooboooooooobDbooocooooooobDbooOooo

goooboboobooboooboooboobonob
gboboobobobooboobooooobooboaodanb
ooooooooOooocoouooooobDboobo
goooboboooboobooboooboobonb
ugboobobobooboobooobooobooboadan
ooooooboooooooooboooiloao
gboooboobooboad

goooboboobooboooboooboobonob
gboboobobobooboobooooobooboaodanb
ooooooooOooocoouooooobDboobo
gboooboboooboobob0O0ogchoNDDD FO
coooooobOobooouoooooboobooonnd

ooooooobooooocoooooooboDboooboo
oooooooobooooooooooooboboooo

polytetrafluorethyleneO PTFED OO O OO ODOOO

O

oooooooboooooooo-n-00000D0OGOC

g o ooooboobogogbao
gboogoooboobad
ooooooboooobano
-2-0000000D0a0

O oooooooooooboano
cCABOODODOOOODOODOObOOO

gbooooooobooboobooboad
ooooooobooocoooooooao
gboooboooogobooboboDbDao
uboobooooobooboobooboad

OoooooooogoQgodg

a
4
O
O

O o oo

g
u u
O O
g N-
O O

O oOooo
O OooOooo

10

20

30

40

50



OOo0oooooooooDooooooooDoooogoooao
Oo0oooooo oo oDoooogooooDoooogogoooao
OO0 oooogogoooDoooUggUoUooDoDooogog4gQgoooao
Ooo0ooooooooooDooooooooooogoooao
Ooo0ooooooo o0 oo ooooo0 o oDoooOoQgoooo

ooooao

Oooooooooooooogogogdg
OO0 oooDooogogoooooao

O
OO0 oDoDoooggoooooogogdg

OoooocoooooooooooooooOodg
Ooooocoooooooooooooooodg

N
o
O
O

0 430
oo
2E0 O
uod
ogagaod

000000 o0DoDo0o0o0Do0Do0DO0o0Do0DOo0o0o0Do0DOo0OO0>*» 0000000 00000000 D00 O0DOoODOoO0O00Oo0Ogogao

e

OOoooooogd
OOooooogd
OoOoo0oo0oooogod
Oooooooogod
Oooooooogd
OOooooogd
Oooooogd
OoOoo0oooood
Oooo0ooooogod
Oooooooogd
Ooooooogd
OOoooooogd
OoOoo0oooood
Oooo0oooogod
Oooooooogd

Oooooooooe oo0Qgooogoao

Oooooogogdg
Ooooooggdg
OooOoooooQdgdg
OooOoo0oood
OoOoo0oooaoo

[ Ry |
I R |
O OO
I Ry |

O Oooo
O Oooo
O 0Ooogo
O 0Oooo

O 0Ooo0oooo
O Ooo0oooao
O O0Oo0gooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao
N O OOOOd

OOoo0ooooao
OOoo0ooooao
OO0Oo0ooooao
OO0Ooo0oo0oo0ooao
OoOoo0ooooao
OOoo0ooooao
OOoo0ooooao

O
O
O
O

O
O

oo
0 g 4o0

(24)

O OooOooo
O OooOooo
I ) [

JP 2005-507708 A 2005.3.24

OooooooDooo
OooooooDooo
OooooooDooo
Oo0ooooooooad
O O polyphosphazenesOd
O-L-0000000-e-00
Oo0ooDOoooooDoogooao

OOoooOoooao
OOooOooooo
O0Ooo0Oooao
O 0O0o0ooooao
O O0Oo0OooOoooao

O

ooooooobooboobobs,610,2410 0

ooooooboooobooooooooobobobocooooooboobooOooo

LeeD D ODODOODOODOODODOOOODOODODODOOODODODODO
ooooooooobooooooooobooboobono
gbobooboobogoboooobogobobooboao
HOOOooOooOoobOoobOooooboooooad

O

I Ry |
[ Ry |

O 0Oooo
O Oooo

O
O

O
O

Ooo0oooogod
OoOoo0oooogod
Ooo0Ooo0oood
OooOoo0ooood
Ooo0ooood
OoOoo0oooogod

[ R |
O OO

O Oooo
O Ooogoo

O Ooooo
O 0Ooooo
O 0Oo0ooOoao
O 0Ooo0ooao
O 0Ooooo
O Ooooo
O 0Ooooo
O 0Oo0ooOoo
O 0Ooo0ooao
O 0Ooooo
O oOoooo
O Ooooo
O 0OoOooo
O 0Ooo0ooo
O 0Ooooo
O Ooooo
O Ooooo
O 0OoOooo
O 0Ooo0ooOoao
O 0Ooo0ooo
O oOoooo
O 0Ooooo
O 0OooOooo
O 0Oo0ooOoo
O 0Ooo0ooo
O 0Ooooo
O Ooooo
O 0Ooooo

O0Ooo0oooo
O0Oo0oo0ooao
Oo0Ooo0ooao
OoOoo0ooaoo
OoOoo0oooao
OOoo0oooao
O0Oo0oo0ooao
I o A
Oo0Ooo0oooaoo
OoOoo0oooo
OOoo0oooao
OO0Oo0oo0ooo
O0Ooo0oo0ooao
OoOoo0oooaoo
OoOoo0oooo
OoOoo0oooo
OO0Oo0oo0ooo
O0Ooo0oo0ooao
O0Ooo0oooao
OoOoo0oooaoo
OoOoo0oooo
O0Oo0oooo
O0Oo0Oo0ooao
O0Ooo0ooaoo
OoOoo0oooaoo
OoOoo0oooao
O0Oo0oooo

O
O

250
u o
oad

O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O

O
O
O
O
O
O
O
O

O 0ooo

O
O
O
O
O
O
O
O

O 0Oooo

O Oooo

O Oooo

O

g
u
O

O Oooo

O 0Oooo
O o0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Ooo
O o0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O o0Oooo
O o0Oooo
O 0Oooo

O 0oo o

O 0Oooo

O Oooo

B Ry |
o R |
O OO
Iy |

O Oooo
O Oooo
O 0O oo
O 0Oooo

280 O O

g led O
0 g 430
gooao

O
O
O
[

O
O
O
O

O Oooo

O
OJ
O
O

O Oooo

O Oooo

O 0Ooogo

O
O

[ |
[ |
[ |
O d
O d
[ |
[ |
[ |
O O
O d

O 0ooo
O Oooo
O Oooo
O Oooo
O Oooo
O 0ooo
O 0Oooo
O Oooo
O Oooo
O O

gboobobooogoboobooboobooobooboobaodab

10000 oogobao
goooooaoan

gooooboobol
oooooooaoa?2sn
ooggz2so00000

10

20

30

40

50



;DDDD
I [ |

O
O

h

e [ [ [ [ B e e e e e e e e e e [ [ Y O |
e e " [ A e e e e e e e e o e S s e e [ [ Y Y |

(0]

(25) JP 2005-507708 A 2005.3.24

ugbooboobouobooouobooboboobooobooobooboobooboadnn
gooooobooboooooooao

gooao
oooooobz2rO0002c000000CC0CO0O0000O0D0ODODO430000000000
goboooboooboogogboooboooboogobobob46b0bbD0DbO0oO0bDOobOOoDbOO
oooooobz2s0c00ooooooDOo4EuUuoooooOboObobooooooooDboan
o220 cooooooobooboooooooboobooOobobooooooboboDboDOobon
goboooboooboobooboogoboobobooboboogobooboboobodnb
ugbooboobouobooouobooboboobooobooobooboobooboadnn
goooooobooboooooooooboooboooooooboobobobooooooooaob
gbobooboooboobooooboobooboooboobobooboobao

oooao
gbooboboz2hib000obo0obobobosbooboobooboooboobooboo
ooooooobooooooooooobooboo4e0000DbDOOO0OOO0OOOOODODDOOO
oooooobOoocoooooboooboobooz2000o0OO0OO0cOCcOoO0oOoOooOooOODOO
gbooboooboooboobooboogoz22d0000DbO0O0DO0ODOODODO0ODA46D OO
gbooboobdaoan

gooao
ooooooobo2i00o0oooooboo20000000000490D000001000
oooooob40000O0obobobOObOOO0OO0oOoOooOobobODbOObOOoOoOoooooaD
gboooboobogoboooboobog20b0b0ooboo0obOo49b0b100O0DbDOO
o430 00o0o0o0coo0ooooooobooobobooooooooboooonb

ogooao
gbo2joo0obo2ktbgooogobooobobobooboobobbilooboobogonn
2800 0 000ooOooOODODOOCOOO0OOoOoOOsDObOO0OO0OoOoObODbDODoGeIDO2NO
goooooboosooooobobobooboooooooboboboooooooooboao
oooooooboobooooooooDbobo2kiooobDbDbDOO10DDDOODOOO
2000 00u0oOobp40o000C0OCO0OO0OOODODODD2000D0000000500002
gbooboobosoboooz200b0oobOobOoOgssgobnooboooboobo2000
oggos20 000000000 O0O0O0ODO0CO4300068O0000000000O0DO0O0D00A0
oooooooao

gooao
ugbooboobouobooouobooboboobooobooobooboobooboadnn
goooooobooboooooooooboooboooooooboobobobooooooooaob
gobooobooobooboooobooboobooboooboooboobooboobaodnb
ooooooobooocooooooooooboooooooboobooboboooooooao
gbooboooboooboobooboogbPGF-BODODODODDODEGFO OO ODOODO
oooOoOooooO0OU0oOoooOoOoOooooDOoO0oOooDoODOoDO0O0oOoOODOOdzafurind O
goooooobooooooooooooobooooooobooboobooooooooao
OOO0OPlavixDOOOOOOODDODDODDOOOUOOOOOODODOOOOTIiclidDDO OO
OoDADPODOOOOCODOOOOODOOOODODOOODOOCPItalOOODOOOOO
Oo0oDO0DO0OoODoOOoOO0OIMMIoDo0o0oooODO00O0oo0OD0O0OabciximabOODDOOOOODOO
pro0 00000000 CDODOOOOCTHWINNaOOODODODOOODOoDOoOoooDoOOd
eptifibatideD D OO O0DOO0OO0ODOOOIntegrilind00000O0O0O0CDOOOODO
gobooobooobogobobobogobooobgobooboboogoboboboboobonb
gboobooobooboooobooboobooboooboooboboboobooboaoadnb
goooooobooociocooboobobocoooooobooooboooooobobDbooOoboo
goboooboooboobooboogoboobobooboboogobooboboobodnb
gooaoan

gooao

10

20

30

40

50



ooag
0 580

O
O
O

Ooo0oooooo0oooDoooo00 oo oooo oD oooDoDooo0oooDoDooooooooog
e e e e e o ey s e A
e s e e s e e e e e s e s ) [y o

oad

e e R e e s e ) s e Y Y I Y
[ [ i = e i B e e i Y [ A [

OoooooooQooooao

O Ooooo
O Ooooo
O 0OooOooo
O O0oo0ooOoo
O 0Ooooo
O Ooooo

C

O 0Ooogoogoog

Ooooooooooooood
Oooooooogdg

O

OO0o0oooaoe2Lo
000001600
oooooooao
oooooooao
0ooooooao
O00O0og2Nno D00
Jooooooao
610 000 OO
0ooooooao
oooooooao
oo2800000
o28000000
oooooooao
1nmO O 100nmO O

(26)

=

I [ |
I |
[ W B
OO ogogog
Iy |
I [ |

OooooooQgoao
OoooooogogQgoao
Oooooogoggogoao
Oo0oooogQgogaog
Oooo0oooQgoOoao
Ooo0ooooooQgoao

O 0Oooo
O O0ooo

Oooooooogod
oo O0o0oo0ogood

O

[N
Ooo0oO0ooooOoooOoad

OooooooQgoOoao
OoooooooQgoao
OoooooQgoao
OooooogogQgogoao
OOooOoooggogoaog
OooooooQgoao
OooooooQgoao
Ooo=0O00oQgoao

oad
od
580

JP 2005-507708 A 2005.3.24

O Oooo
O Oooo
O 0Oooo

O oOood

O o0Oooo
O 0Oooo
O Oooo
O 0Oooo
OO oo

w
Ooooooggoao

OO0 oooogoggogoao
Ooooooogoao

O

O
0

280

430 O

Oood
oad

oad
oo
uo
2NO
g
oad
oo
ao
oad

O 0Oooo
O 0Ooo
O O0ooo

OOooooood

ogoao

01TO0 02100 0DOO0O0DO0ODOO0OO0WWRBODOLODOOODODODOODLODODODODODOnGSGL
ubooboouobobooboobouoboobooboobobooobooboaa
oooooooooboooooooooobobobooi13goooobobODoboOoOobooOoOoo

O Oooo

O
O
O

OooooooQgogoao

oo
oad
oo
280

[ |
O O

O Ooooo
O Ooooo
O OoOgooo
O Ooo0ooOoo
O Ooo0ooOoo
O Ooooo
O Ooooo

O Ooogoo
O 0O oo
O O0ooo

gogao
ooao

O

O

O O0Oo0gooao

O Ooogoo
[ I R |
[ R |

O O0ooo

O
O

O

O 0Oooo

ogoo
ugod
ogoao
ugoo

oooao

0.05W/cm

O

O 0Ooooo
O Oooo

a
O
g
a
O

O O0Oo0goaog
O 0Oo0ooo

U
u

g
g

ooooboooboobobogobooboobogobobooboog
cbooobooboobooboobooobooobooobod
ooooooooooooXxoooooooooooao

oooobooDbDao

0O O 20kHzO 100MHzO O 0 OO0 O O O O 0.1MHzO 20MHz
‘giow/em’00000000ODOO0.5Wcm?05W/em?0 00
0000000000000 D0O000D000001mmO030cMmO0 000000
D20eM0 0 0000000000130 00000000000000S500300

360 0O 480 O
oooooao
oooooano
oooooao

gooogobao
gooaogoad

O
O
O
O

g
a

O oOooo
O 0Oooo

g
a

O
O
O
O

oo
g o

oagaod
oodd
ooagd
odd

oono
uoano

O
O
O
O

g
u

O o0Ooo

g
t

oo
g o

goao
0 130
uod
ogagaod

oonf
uond

oo
g

igoisgoboobooobooobobooobooboooooboonboag
130

130 0O
ood
oo
ogagad

ooo
uon

oooooobOoococooooboobbObO0OoO0OgdanoePEG
PEODOODOODOODODOOOODOODODOOODOODO
gboogooboad

0ooo0doDooDoooDoooDooDoooDoooooDoooad
S5mmO O0100mmO0 000 0O0O00ODOOODOS8mmd O 50mmO O

0o0o0o0doDoDoDoo0oDoo0ooDooDoooDooDoDooDoooaag
go.5mmO0 0 10mmO0 000 0D0OO0O0OOO0.8mmO O 8mmd O O

ODoooDOooOO0o1.ommOO100mmO0OOCODOOZ2.0mmO O 3
ommO OO0 D0DO00ODODODODOODODODDOODODOODOOOO0.025mmO2.0mmOO0ODOODOO0DONO0.05m
mOOOo0.5mmO0 0 00O00O0OCODOOO
Ooooooad

10

20

30

40

50



27) JP 2005-507708 A 2005.3.24

oooooooooobooooooooobobilecoDoDbobobOOOOOOOoOooOooOoDODOOO
ooooooooooooooooooboboooooooobobobooooooooao
o0 0ODOOOODO0OO0OOoOoODbODbODDODODODODO0OOoDOoDOoODbDDOODODODO0OOoOoDoOobODbDDOD

O

Ooroo0oooogQgodg
Ooo0oooooogoogodg
OooDoDoooogooooogodg

terp

oo oooooo o oooooogoQgooo

O

oooooobooooooooao
40500 0000000073080

O

~ Oo0o0o0oogoQgoao

O

=

t

O

OO0 oooooogog4Qgooooog
OO0 o0oDooo0o0ddoooooUUdUoUoDoD 2o ooDoooogoggoooao

O O0Oo0ooooQgoooao
Oooooooooooooogooao

o

= O0Oo0oOooooooooood

Q

a

Ooooooooooooogodg

=
[¢°]

Oooooooooooooogooao

OoooooooogooQgoao
O>~Ooooooooogoao

OoooooogogQgooao
OoooooogogQgooao

Ooooooodg
Ooooooogod
oo oooooge

ONOOoODOoOOooogoaog

\‘
O Oo0oo0QoooQgoao

3

Ow ooooooooao

OO0 ooooogogg
OoOooooooogoOodg
OoooooooogogQgog
OooooooogoQgog
OooooooogoQgg
OO0 ooooogogg

o
]

O
oo

O
g
a
O
a
u
O
a
O
7

O
O

O
O

Niti
oo
g o
od
g o
u o
od
g o
od

O
O

nolD 00 0O0DODODO0DOOODOO0OOO0OODOOOOODOO

gobooobooobobogoboooboooboooboobodnb
goboooboboobooboboobooboooooboooboaadnnb
oooooooobooooooooooboooooooao
goboooboooboboooboobooboooboobodnb
uoobooboobobobooboobooooobooboadnnb
oooooooobobooooooooooboooooooao
gobooobobooboboboobooboooooboooboaoadanb
ooooooobbOoO0Oo0oogaos,195,4170 00 5,102,4

gboboobooboogboooboobooboboboboobodnb

OOooooooogoOodg
OoooooooogogQgog
OoooooooogoQgg
OooooooogoQgg
OO0 ooooogogg
OOoooooooOod
OoOooooooogogOodg
OoooooooogoQgog
OoooooooogoQgg
Oooooooogogg
OO0 oooooogogg
OoOooooooogoQgodg
OoooooooogoQgog
OoooooooogoQgoog
Oooooooogogg
OO0 ooooogogg
OoOooooooogoQgodg
OoooooooogoQgg
OooooooogoQgog
Oooooooogogg
OOo0ooooogogg
OoOoooooooOodg
OoooooooogogQgog
OoooooooogoQgog
OooooooogoQgg
OOoooooogogg

grouooooOoODOoOOO0oO0oOoooooobooooooooao
gob1e0 00300000000 D0O0OO0ODbO0OO0O20000

ooooooooboooooysoooooOobocooooooooDoao
A0 0000050607080 10000000000000OD0OO0C00O0
gooboooboobobooboobooboobooooboobonb
uboboobooboboboobdoobooboobooboobooboodno
oooooooooboooooooooooboooobooooooooao
gooboobooboboooboobooooobao

gooooooboooboobooboboooboobobo7o0DOboobooboOoOnD
0879683190 0 00 0O0O0CDODOOODODODODOOOODODOODODODODODODODODOOD

u o
gd
o
o
700
g o
oad
g o
u o

60 O

oooao
gooao
00730
g7e0 O

g
g o
od
g
1
O

O O

O

O oOoo0ooo
O 0Oooo
O oOooo

O

u
O
g
O
g

100s
g 730
ooano
ood
700 O

ogoao
ooao
ood
goao

O
O

g
O
g

O oOooo
O oOooo
O 0Oooo

0

O O ogo

I [y

oooooooooooooooooboboobooogao
ooooboobobobooboobooobooyy3gbon
oodor7e00O0D0O0OO0OO0OO0OOOOOODOOOOOOOO
ooODo0oooo0O0ebO0/00000000O0O00DDOO
OoDoOoooedODO/ODOOODODODO200 O0s0O0O0
oooooooobOoooogscoooooooooao
goooboobobooboobobogobao

oooooooobooooooooooboooooooao
goboooboooboboooboobooboooboobodnb
ubobobooboobobooboobooooobooboadnb
oooooooobobooooooooobobooooogoao

10

20

30

40

50



e R ey [ s R s [y |

Oooooooooooog

OoOooooooo0oooooo oo oDoDooooo oo oDooDoooooooog

(S]
>
Oo0oooooo0ooooooo0oooDooD oo UoooDoDoDooD oo oDoDoDooUoUUUoDoDooogogogooao

e e e e e e e e R Y e Y Y I Y

O
O

O
OJ

O 0ooo
O 0Oooo
O oOooo
O Oooo
O 0Ooo
O 0ooo
O O0ooo
O 0Oooo

Ooo0ooooogooOgod
oo ooooooogogoo-g

O

OooooogoQgoao
OooooogQgoao
OO0 ooooggogao
Oooo0oooQgoao
OooooooQgoao
OoooooQgoao
Oooooogogdg
O 0OooOooo
O 0Oo0ooOoo
O Ooooo
O Ooooo

oooao
gooao
oooao
gooao

160 O O
le0d O

O

O

O

(28)

JP 2005-507708 A 2005.3.24

oooooboobooocooooooooooooogao
oooooboboooooooooobobooobooogo
le00DDODDODOOO0OO0O0OoooobDDbDOobOOooOoOoooao
ooooooooOooooooosoooooooao

ooooooboooococoooooooboooooao
gboboobobooobooboobooboobobao
NitinolOOODDODOOOODODODOODODODDODOOODODOOO
goooooooooobao
gboobooboooaoab
gooleboOO0OOOOOOd
ilegdoooboooboano
gbooobooboooboaaanb

O

OOoo0oooao
O0Ooo0oooao
O0Oo0Ooo0ooao
O0Ooo0oooao
O0Ooo0oooao
OOoo0oooao
O0Ooo0oooao
O O0Oo0Oo0ooo

O0Ooo0oo0ooao
O0Ooo0oooao

O
O
O
O
O
O

ood

s0o0b4A00 040 0000DODDODDOOOOOOOOODODDODDOOOOvYOOOO
820

oad
880

O
Oo0oooooooooooooogodg

Oo0ooooooooooooooQgodg
O

©

a
u

O

OoOooooood

O
g
a

O O
O O

Ooooooooo0ooooogogogoao

5B0
sA0009yO0oocoooooobooboboOoOobooooooooboDbDOoboboooooooao
gili0 0000000 o0oobobOOoO0Oo0oO0o0oOooeADDGFOD OO OOOODODODO

g
u

730

O

O
g
a

Oooooo4ogooooooogogoao

Oo0DoDooo4gogoooooogdg

od
910

O
O

Oo0oooooooooooOod

Ooooocooooooooogoogoao
Ooooooooooooooogog XYoo

goooano

OOoo0ooooaog
O Oo0ooooao

g
u

O

O
g
g

a
u

760

O

O
g
a

OoOoo0ooooaoo
OOoo0ooooao
O 0Oo0ooooao
© OO0 ooQgo
OoOoo0oo0oooaoo
© OO0 ooogao
OOoo0ooooao
O OooOooooao
OO0Ooo0ooo0ooao
OoOoo0oo0oooaoo
OoOoo0ooooaoo

w

Oooooooooooooogogogao
OO0 oD ooooXNoooooaog

O

O

Oooooooooooooogogaog

O

w

O

O

Ooooocooooooooogoogooao
Oooooooooooooogogoao
Oooooooooooooogogdg
Oo0Dooooo4ogoooooggd

O

850

Oooooooooooooogoogooao
OoooooYNOooooooooogooao

gooogao

w
Ooooocooooooooogogoao

Oooooooooooooogogoao
Oo0ooDooo4ogoogoooogogogao
Oo0DoDooogdge ooooogogogoao

OooOoo0ooood
Ooo0oo0ooogod
Oo0oo0oooogod
OoOoo0oooogod
OOo0o0oooogod

O

oo

g o
u o
od
a o
od
6B0
g o

O

Oooo0Oogoood
OoOoo0oo0oooao

O O

Ooo0oo0ooogoQgoao
Ooo0oooogoQgoao
Ooo0oooogogQgoao
N OO oogQgogaog

(o]

O

oo

Oo0ooooggg

oo

790

Ooooooodgaog

Ooo0oooogoQgoao
Ooo0oooogogQgoao
OooooogQgogao
Ooo0ooggogao
Oooo0oooogoao
Ooo0ooooQgaog

O

Ooo0oooogogQgoaog
P O0O0o0o0ogQgogaog

O

o OO0 ooogdg

oooooooobooboboggs

oooooooooaon
sooDooogoboao
uond
oogaod
oonf
uod
ogagaod

g
O
g
u
O

O

a
O
a
u
O

O

oonf

O

O

a
O
t
u
O

O

t
O
g
u
O

O

1gobo0oobooooboooboognb

uo
od
6A0
oad
g o
g o

O

O 0Oo0oooao

a
0
g
a

970

O

g
O
g
a

O Ooo0oooao
O Ooo0oooao

OoOoo0Oo0gogo
O 0Ooo0oo0oo0oao
O 0Ooo0oooao
O Ooo0oooao
O Ooo0oooao

O

Oo0ooOoood
O 0Oo0oo0oo0oao

O 0Ooooo

O

10

20

30

40

50



JP 2005-507708 A 2005.3.24

~
N
©
o/

ugboobdooboboobobooboobooobooboboobooboouobooboboao
ooooooooooooooooooboboooooooobobobooooooooao
gbooobooboobooboobooboobooobooboboobooboooboobooboao
oooooooooobooooooooooboobooooooobooDboobooooooooao
gooooboooboobogoobgoobooboobooboogoboobobobollooobooboo
ugbooobdoobooboobooboobooboooboobobooboobooobooboboao
oooooooooobooooooooooboobooooooooboboobooooooooao
goooboobobooboboobobooobooboboobooboooboboDbDao
ugboobdooboboobobooboobooobooboboobooboouobooboboao
ooooooboobooooooooooobooooogogao

gooogooad
gr7A007p0000CCO0OO0OO0O0O0O0OOODODOOOOOOOOODODDODOOOOOOOOOGO
gboooboobobooboobooboobobo43b0bboboobooboobo
uoboooboobooboobdoobobooobooboooolooobooboooorA0O
ooooo2s00o0o0o0oo0ooooooooobooogs00bOO0OOCOOO0OOOOODODODOO
goooboobobooboboobobooobooboboobooboooboboDbDao
ugboobdooboboobobooboobooobooboboobooboouobooboboao
ooooooooooooooooooboboooooooobobobooooooooao
gbooobooboobooboobooboobooobooboboobooboooboobooboao
oooooooooobooooooooooboobooooooobooDboobooooooooao
goooboooboboobobooboboobooboboobobooboboDbDao
ugbooobdoobooboobooboobooboooboobobooboobooobooboboao
oooooooooobooooooooooboobooooooooboboobooooooooao
goooboobobooboboobobooobooboboobooboooboboDbDao
ugboobdooboboobobooboobooobooboboobooboouobooboboao
ooooooobooboooogoooao

gooogooad
gsaigspooooooooooooooobocoouoooobobooobooooooooao
goooboooboboobobooboboobooboboobobooboboDbDao
ooooooooooboooooouoboboocoooooobobobobooooooooDaoO
oooooooooobooooooooooboobooooooooboboobooooooooao
goooboobobooboboobobooobooboboobooboooboboDbDao
uboobooboboobdoobouobooboobood

oooooao
gbooobooboobooboobooboobooobooboboobooboooboobooboao
oooooooooobooooooooooboobooooooobooDboobooooooooao
goooboooboboobobooboboobooboboobobooboboDbDao
ugbooobdoobooboobooboobooboooboobobooboobooobooboboao
oooooooooobooooooooooboobooooooooboboobooooooooao
goooboobobooboboobobooobooboboobooboooboboDbDao
uboobooboboobobouoboooobooboboooboonb
oooooao
oooooooobDooooooooooboboooooooooscocoDooooDbDDODA
oogsooo0ooODO0OpmbbODbD10000000C0O000O0200000000010000000
gboobole0DobOoOoDbDOoDbseoobobboobOoboDbDOosobOoboOobOoOoDbDagrTso
opooooOOOOOO0OO2c000O0O0ODODODDOOOOO

oooooao

gooobooboboobooboao goooboooboooboonn
ubooboobooooboooboado gbooobooooobaoad
ooooooooooooooooooboboooooooobobobooooooooao

O O
0O O
O O
O O
O O
O O
O Od
O O
O O



e R ey [ s R s [y |

Ooo0ooood
OoOoo0oooogod
OOo0o0oooogod
Ooo0Ooo0ooood
OoOoo0oood
OoOoo0oooaoo
OoOoo0oooao
O 0Oo0oooo
O0Ooo0oo0ooao

OoooooooooDoooooooooogogoogoaoQg

(2]
>
e s e e e Y A

OO0 oooooogogogogooQg

OoOoo0oooao
= Oo0Oo0ooao

O

0

O Ooo0oooo
O Oooooao
O Oo0oooao
O 0Oo0ooO0oo0oao
O 0Ooo0oo0ooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Oo0oo0oo0oao
O 0Ooo0oooao
O Ooo0oooao
O Ooo0oooo
O Ooo0oooao
O O0Oo0oo0oo0oao

g
u

OOo0oooooggogog
OoooooooOoogoo
OoooooooQgooQgQd

g
u

g
u

O

O

O

uoano

g
u

g
u

g
u

g
u

O

(30)

JP 2005-507708 A 2005.3.24

ubobooboobooboobooboooboad
oooooooobooooooooooao
ooooboooboobobboobooboobooboao
oooooooobooobooooooooao
oooobooboobogoboobobooboao
goooabad

goooboboooboobooboooboobonb
gleo0cooooooooOosonoooobOOoOoOoOod

ooooooooboooooooooooboboobooogooleooooooOoDOaO

gobooooobooboooboobobooboooboooboobooboooboaodn
oooao
gooao
gooad
ooogaod

Oooooooao
ooooooo
coooooo

O
O

OoooooooQooooao
O

Ooooooooooooooooogogoooao

OO0 Do oDooo oo ooooggoooao
O oOooo

O

O
O
O
O
O
O
O
O

O
OJ
O
O
O
O
O
O

O

O

O
g
g
O
g
u
5

O0Ooo0oooao
OOoo0oooao
OOoo0oooao
O e Ooood

ood

.50 0 50

gooad

O 0Oo0oooao
Oo0OoOooge o

0.500s000O00oO0oOODOO0OOoO0oOoooao

LSOoooooboosooboobooboobogoao

uoooboobooboo1goboooboasgboadan
ooooooooboOooooooooooao
oooobooboobooboobooboo
ochoooououooobobooooogoano

oooooboleOOoooOooooooaon

ooooooooooooouooooobobooooooao
ooooboooboobobogobooboobogobobooboog
ogooad

obooobooboboobobobooboobobood
ubboobooboboobdoobobouobooobod
stoooooooboooan

goeAl9DOD OO O OOOOOOODODDODOCOOOOOOODODODOO
gobooobooobogoboboogobooobooboogoboboboboobodnob
oo oooooOoODoOOooOoOooooboboooooOoooobooDoOoDn

goooao

ioooboooooOoOoOOoOoooooobooboooooOooooooboboooooOoOoo
gooooobOooocoooooobboeoboeCconoobbOoOOoObOOoOoOoooOoan
gboooobooboobooboobobobooboobooboobooboogobobooboao

oo

gooobooboad

goooboobao
gboooboobod
ooooooonbi1o

9bO

a
O
a
u
O

a
O
a
u
O

O
0
oooooooOooano
0
0
0

OoOoo0oooao
OOoo0oooo
O0Oo0oo0ooao
Oo0Ooo0o0ooao
OoOoo0oooaoo
OoOoo0oooao
OOoo0oooao

O 0OoOooo
O 0Oo0ooOoao
O 0Ooo0ooao
O Ooooo
O 0Ooooo
O 0OoOooo
O 0Oo0ooo

O0Oo0Oo0ooao
O0Ooo0o0ooao
OoOoo0oooaoo
OoOoo0oooao
OOoo0oooo

uboobooboobooboooboaoadanb
oooooooooooooooooao
gooobooboobooboobonb
ugbooboobogoi1iobooooobd
guoooooOoocoooooooobao

O 0Ooo0ooao
O oOoooo

gooboobooboobooboognb
300 oooooooooobooao

ooooooooboooooogoao
gooboooboooboobooobobonn
gobooboboobaoooobooaoad

10

20

30

40

50



e e ey e [ = A s [y |

e e e e e e s e e e s e s ) A [ i

e s e e e e e e s e e e e i s o Y |

OO0 oDoDooogog4gogoooooogod
Ooooooooooooood

0

O Ooo0oooao
O 0Oo0oooao
O 0Ooo0oo0ooOoao

OOo0o0ooooU0UoooDooDoUUUoDoDooooUogooooao
OooooocoooooooooooDooooooooooaoo

Oooooooooooooo0oooooogooooao

O Ooooo

O
ooooooooobooan
oooooooooobooao
oooooooooooan
O
O

gbooobooooonoad

ooooooboOoooogooagosy

000000000000
ODOO0s5pg00000000
O

OoooooogoQgg
Oooooogogdg
Ooooooggdg
OooOoooooQdgdg
Ooo0oooogoQgdg
OoooooogoQgog
Oo0oooogoQgdg
Ooooooggdg
OooOoo0ooooQgadg
Ooo0oooogoQgdg
Oo0oooogQgdg

Ooooooogdg
OOoooooogdg
OOooooogdg
OOoo0ooooOod
Ooo0oooQgodg
Ooooooogdg
OoOoooooogdg
OOooooogdg
OO0Ooo0ooO0oo0ooao
OOoo0oo0oooao
OOoo0ooooao
OOoo0ooooao
O Ooo0ooooao
OO0Oo0oo0oo0ooao
OOoo0oo0oo0ooao
OOoo0ooooao
OOoo0ooooao
O Ooo0ooooao
O 0O0o0OooOoooao
OOoo0oo0oo0ooao
OOoo0ooooao
OOoo0ooooao
O Ooo0ooooao
O O0Oo0ooooao
OOoo0oo0oo0ooao

ooooooobooao
oooooooooao

oooooooboooao
ooooooboooao

ooooooooooao
gooooooboogobao
gooad

O
O
OJ
O
O
O
O

goaoao

O
O
O
O
O
O
O

O
g
a
O
a
u
O
a
O
g
a
O
a
u
O

Ooo0ooood
OoOoo0oooogod
OOo0o0oooogod
OooOoo0ooood
OooOoo0oood
Ooo0ooood
Ooo0oooogod
OoOoo0oooogod
Ooo0Ooo0oood
OooOoo0ooood
Ooo0ooood
OoOoo0oooogod
OoOoo0oooogod
Ooo0Ooo0Oooood
OooOoo0oood
Ooo0oood
OoOoo0ooood
OoOoo0oooogod
OOo0o0oooogod
OooOoo0ooood
OooOoo0oood
OoOoo0ooood
OoOoo0oooogod
OOo0o0oooogod
OoOoo0ooood
Ooo0o0o0oood
OoOoo0ooood
OoOoo0oooogod
OoOoo0oooogod
OooOoo0ooood
OooOoo0oood
OoOoo0ooood
OoOoo0oooogod
OoOoo0oooogod

(31) JP 2005-507708 A 2005.3.24

oooooooboboooocooooooobDbooo
oooooooobooooooooooobDbooboo
oooooooooooban

0000000000000 O0O0O0OO0O0O0O0O0Oo?2
g0 000000000000 00000O010p gOo
000000000000 O00O000S50pgd00n
0O0O002pgd 0000000

Ooo0oooogoQgdg
Oooooogogdg
OooOoo0oooodgadg
OoooooogoQgdg
Oo0oooogQgdg
OoooooogoQgg
Ooooooggg
Oo0oooogogdg
OooooooQgdg
Oo0oooogoQgdg
OooooogQgog
Ooooooggdg
Oo0oooogogdg
Ooooooodgdg
Ooo0oooogoQgg
OooooogQgg
OooooogoQgdg
Oooooogogdg
OooOooooodgadg
OoooooogoQgdg
OoooooogQgdg
Oo0oooogoQgdg
Ooooooggdg

gooooboooboao
oboooboonboad
ioooooooao

gooooboonboao
ugboooboobod
ooooooooao
oboooboonboag

ooooooboiloAdloDOD OO O ODDODODDODOOOOO
ooooooooOooocoouooooobDboobo

loe0 00D O0ODOO0OODOO0OODDODODOO0OOOOODODbDOObODDODODbDODODO

oooooooooocooouoooooboboDboooboo
oooooboooooilecooooooooDoao

gobooooobooboooboobobooboooboooboobooboooboaodn

ooooooobooooocoooooooboDboooboo
oooooooobooooooooooooboboooo

gbooobobil1iA00b1iBgbooooboooyoc0oboooobOO

ugbooagooad

O
OJ
O
O
O
O
OJ
O
O
O
O
OJ
O
O
O
O
O

gooiloeoonoan

10

20

30

40

50



OO0 ooooUUoooDooUooUddUoooDoDoDoUgUoUooDooogogogaog

OoOoooooo0oDoooooo00oooDoooYOooUoonoDooooDoooDoDoooo4oDoooDoDoDooooooDoDooogoQgaoQg
e e S Y

e R ey [ s R s [y |
O D oD oDoOo0DoDooOooooooogooogao

Oooooooodg
Oooooooodg
Ooooooood

O
O
O

O

u
O
a

u
O
g

TgO

O
0
O
O

JP 2005-507708 A 2005.3.24

Oooooooogod
OOoooooogd
Oooooooodg
Ooooooood
Ooo0oood
OoOoo0oooogod
O0Ooo0oooao

O
O
O
O
O
O
O

ooooooao
stooooano

ooooooDao
ooooooao

gbo2000000000O3000020

goooobooboboogobooboobonn
gboobooooboobooobooaobad
ooooooooboooooooooooao

gbobooboobobogboobooboan
gbooobooboobooboooboobooboobooboboooboobao

gbobobooboobooboooobooboobobooboboboobooboadnn
ooooooobobooooogao

go
oooooooobooooooooooobooboooogoeonnn
goooboobobogobooobooobooobooobgodnb
oooooobi1lgoboz200000000080o00020
ooooooobooOoooooooooboooooooao
gooboobooboboobooboooboooboooboodnb
uboboboobooboobooboooboooboooadnb
ooooooooboboooooooooobooooOogoao
gobooobooboobooobooboooboooboooboagadnb
oad
goooboobobogobooobooobooobooobgodnb
ubobooboobooboobooboooooboooboaadnb
ooooooobooOooogd oooooooooaon
oo

ubobooboobooboobad ugoooboobodanb
ooooooobooooogod ooogolooo00000
iooooooooDbo.s500DO goooooooogan
oooooooobooooogog oooooooooao
gooobooobooboobao o1

gooad

oad

goooboobooboobao
uboobooboobodobddTgd
ooooooobooooogod
gooobooboobooboao obooobooooadg
oad

gooboooboooboooboobogbao

g

ooooooooooooooooooboobooooooooobobooooooo
oooooooboooboooooooao
BSAD 0 O OO0OoODOoODOoOOoooooano

oo ooooogooQgog
OO0 ooooogogogdg
OO0 ooooogogg
OoooooooOodg
OoooooooQgodg

Oo0ooooooooooooooQgodg
Oooooooooooooogooao
Ooooooogd

= 00 o0oooogd

O

OoooooQgdg
Oooooogoogdg
OOooooogogdg
OooOoo0ooooQgodg
OooooooQgodg

OoOoooooogd
OoOoo0ooooogod
Oooooooogod
Oooooooogd
OoOooooogd
OOoooooogd
OoOoo0oooood
Oooooooogod
Oooooooogd
Oooooooogd
Oooooogd
OoOooOoooood
OoOoo0ooogd
Oooooooogd
Oooooooogd
OOooooogd
OOooooogd

OoooooQgdg
OooooogooQgdg

Oooooogogdg
OooOoo0ooooOgoadg
Oooo0oooQgdg
OooooooQgdg
OooooogooQgdg
O Ooooo

O 0OoOooo

o

O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0oooao
OOoo0oooao
O0Oo0Oooo
O0Ooo0oo0ooao
O0Ooo0oo0ooao
OOoo0oooao

OoOoooooogod
Oooooooogd
Ooooooogd
OOoooooogd
OOooooogd
OoOooo0oooogod
Ooooo@ oo0godg

T
Ooooooogdg

ooooooao
goboboooaoao
ooooooao
gooooboogao
gbooooaoao
ooooooaon
ooooooao
goboboooaoao
ooooooao
ooopHDOD OO
gbooooaoao
ooooooaon
gobooobooao
gomson OO O

c,0ooouooooooboboooboouooooooboboboOooboooooooboDbODODon



R e [ B

O

O

Ooo0oooogooQgoo

Ooooooooo~yNOoOUODUOOOoODoOoOoOoOoooOoOo oo oo oDooooogooog

Ooooooogod
OO0 ooooogod
Ooooooood

O

OoooooooooDooooooooDoDooogogogoooao
Oo0o0ooooUogUoooDoDoDoUgUooDoDooogogooao
OooooooooooooooooooooogogoooOoao

O

0

O

Ooooooooooooooo0ooDoooogooooao

O O

OoOoo0oooaoo
OoOoo0oooao
O 0Oo0oooo
O0Ooo0oo0ooao
O0Ooo0o0ooao
OoOoo0oooaoo
OoOoo0oooao
O0Ooo0oooo
O0Oo0oo0ooao
Oo0Ooo0ooao
OoOoo0ooaoo
OoOoo0oooao
OOoo0oooao
O0Oo0oo0ooao
I o A
Oo0Ooo0oooaoo
OoOoo0oooo
OOoo0oooao
OO0Oo0oo0ooo
O0Ooo0oo0ooao
OoOoo0oooaoo

OoooooogooQogoooao

O

O O
O d

OoooooogQgoooao
OO0 ooDooogQgoooao

u o

O
O
O

O
O
O

OooooooogooOoooOoao

OoooocoooQogoooao

OoooooogooQogoooao

uoano

O O
O d

OoooooogogQgoooao
OO0 oooogQgoooao

u o

O
]
O
O

O
O
O
O

OooooooooOoooOoao

O

Oooooooooooao

O

OoooooogoQooooao

Ooooooogogogogoooao

OO0 ooooggoooao

(33)

O
(]

OooooooooOooOoooOoao

Oooooooooogoao
Ooooooooogogogogoao
Ooooooooogoogogoao
Oooooooogogogoao
OO0 oooooogogogaog
OooooooooQgogoao
OooooooooQgoao
Ooooooooogoogogoao
Oooooooogogogogoao
OO0 ooooooggogaog
OooooooooogooOgoao
OooooooooQgogoao
Ooooooooogoogogoao
Oooooooogogogogoao
OoDoooooogogogaog
Oooooooooogogoao
Oooooooooogoao
Ooooooooogogogogoao
Oooooooogogogogoao
OoDoooooogogogaog

ooooao
oooooooobooobooooooooobooooooooooboboooooOoOoao

uo

u o

JP 2005-507708 A 2005.3.

uod

O

O Ooooo
O OooOooo
O OoOgooo
O Ooo0ooo
O Ooo0ooo
O OooOooo
O Ooooo
O OoOooo
O 0Ooo0ooOoo
O Ooo0ooo
O Ooooo
O Ooooo
O OoOooo

uoano

O

O

0

0

ugoooaooboadd

O

O

O

O

O

O

O

uod

O

O

O

O

uo

24

0

gboooboooboooboooooboobooboobooobooobooobooboobao

oooooooooOooooo1200b0b000O0O0o0oOoobobobDOoOoboboOoo
gooobooobooboobobooboobooboobobooboboDboao
gbooobooboobooboooboobooboobooboboooboobao
coooboooooouooooobobooooooooobobobobOoOoooOoOon
gooobooooboooboobooboboooboobobooboobonn
ugboobooouoboobobouoboooboooboobooboobooaod
gooooooooOoocoooooNpocoODDODODFRFOOODDDODOOOOO
ooooooobooobooooooooobooboooooooocecooooboDO
sgoooooooocooooooooobooobooooooooDbO0Oan-40

a
u
O
a

O

100mTorrQ
oooooad
0o0o0o0bOo0oo0ooDOoDbO0oo0ooDO0oDODO0DO0DO0OOo0Do0DOoDbODO0oOo0ODoDOoOOo0DOoDOobODOoOoOoDOoD?y oD O 20
opoODOoO0oDOs8spD0DO0O0OoDOoDO0OOoDDODOoOO0DDODOoOO0OOoDOoODO0ODDODOoODoDDODOoOOoDDODOoOOooODoOoOooOan

OoooooogoQgogooQg
OoooooogQgogoQg
OOo0oooooggogog
OoooooooOoogoo

O Ooo0ooo
O oOooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O oOooo
O oOooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O o0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Ooo
O o0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O o0Oooo
O o0Oooo
O 0Oooo
O 0Oooo

O 0Oooo
[ Ry |

gbog40015mTorrd 00000000 O0OODOO

O

O Oooo
O 0Ooo
O 0ooo
O O0ooo
O 0Oooo
O Oooo
O Oooo
O 0Ooo
O O0ooo
O 0Oooo
O 0Oooo
OO oo
O 0o o
O 0Oooo
O O0ooo
O 0Oooo
O Oooo
OO oo
O 0Oooo
O 0Oooo
O oOooo
O Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo

10

20

30

40

50



e R ey [ s R s [y |

Ooooooooooooo4o0 oo oooooooDooogogooao

Oo0oooooooooooogogogoooao
Oo0oooDooooooooogogooao
OO0 ooDoogogoooDooodgogooao
Ooooooooooooooogogogoooao
Oo0ooooooooooooogoQgg

OoooooogoQgg
Oooooooggg
OO0 oooooggg
OoooooooQgodg
OooooooogooQgodg
OooooooogoQgg

OOoooooooooooo4o0 oo oDoooooooDoooggogoao

OO0Oo0oooo
O0Ooo0oo0ooao
Oo0Ooo0oooao

OO0 ooDoogoggoooDooodogoooooogdg
OoooooooooooooooooooooOodg
Ooo0oooooooo0ooDoooooooooooQgodg

O 0Ooo0oooo
O Ooo0oooao
O O0Oo0gooao
O 0Ooo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooo

O Ooo0oooao
O Oooooao
O Oo0oooao
O 0Ooo0oo0oo0oao
O0Ooo0oooao
OOoo0oooao

O
O
O
O
O
O

a
O
g

O
O

O Oooo
O Oooo
OO oo
O 0ooo

u
O
g

O

0
0

O

O
O
O

(34) JP 2005-507708 A 2005.3.24

gbooboobogogbooboobouoboooobooboaadnb

ooooooooocoooooooooboooboooooooao
gboobobogobocobouoboboDbDOgnDbi1od D 40mTorr
gboobooboobooboobooboobooobooboaadab
ooooooooocoooooooooboooooooooao
gboobooogoboobooboobobobooboobaodnb
u
ooooooobooboogocooooooooooboDoDoDOoDboDboo
ooooooooocoooooooooboooboooooooao
goboobooboogbooobooboobobobooboobonb
gboobooboobooboobooboobooobooboaadab
ooooooooocoooooooooboooooooooao
gboobooogoboobooboobobobooboobaodnb
gbooboobogogbooboobouoboooobooboaadnb
goooooobooocoooouoooooboobooooooooao
gbooboooogoboobooboobooobooboobaodnb

O
O
O
O
O
O
O
(]
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
(]
O
O
O

O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O

oooocoboouooooobbooooooooooboobooooooano
oooooooobOooooooooobobooooooosobonOan
gesonoboobDobOOi1smTorr i D0O0D0O0O0ODO0ODOOODODOO
200mTorr0 0 00O0COOO0OOOOOODODDODOOOOOOOOODODDODOOGO
oooooooobooooboooooooobDbooocooooooobDbooOooo
gboobooboobooboogbOiisnTorrd0o0oooobooooobO

O

O

O
O

O

20mTorr0000COCOO0OOOOODODODAO

ooooooobooooooooA0ooooooooooao

ooooobobnz20o0oo000co0co0o0ooooobobooood

gboobooogoboobooboobobobooboobaodnb
gbooboobogogbooboobouoboooobooboaadnb
goooooobooocoooouoooooboobooooooooao
gbooboooogoboobooboobooobooboobaodnb
gboobooboobooboobooboobooobooboaadab
ooooooooocoooooooooboooooooooao
gboobooogoboobooboobobobooboobaodnb

10

20

30

40

50



e R ey [ s R s [y |

[ e e e e |
e s e e e e ) e ) Y A |

(35)

ooooooooooooooooooobobooooooobobobOobooooooooao
goooooobOoobooooooooboDboobooo1lsccooooboobobDbooOoboOoao

ooooooooobooogoooooobooboboooooooobobooooooooooD
ooooooooooooooooooboobooooooooboobOobooooooooao

O

goooano
130 000ooobooOoocOoo0o0oooooboobooocooOoooooboDboooooOogan
gooobooooboooboobooboboooboobobooboobonn
ugbooobooboboobodoboooboobooad
ogagad

O

O

3

Oo0ooDooogoggoooDooYedUooooDooogoggQgooao

Oo0DoOooDoogog4gogooDooogogdg
Oooooooooooooogoogdg
OooooooooooooogoQgdg

Ooo0ooood
OoOoo0oooogod
OOo0o0oooogod
OooOoo0ooood
OooOoo0oood
Ooo0ooood
Ooo0oooogod
OoOoo0oooogod
Ooo0Ooo0oood
OooOoo0ooood
Ooo0ooood
OoOoo0oooogod
OoOoo0oooogod
Ooo0Ooo0Oooood
OooOoo0oood

Ooooooooogooao

OoooooooQgooao

O
O

O oOooo
O oOooo

O
O

gbooagooad
oodd

O

O
O

O

O

0
0

ood
oono
uoano

ood
oodd

O

O
O
O
O

O

O
O

0
O

0
O

O
O

O
O

O
O

O
O

oo
oo
oon

uond
oooooboboooooooooobobooobooogo
ooooooooboooooooooooboobooboboo0oo0oooooDbDDD0Dasco

oooggao

O
O
O
O
O
OJ

oooooooboooooogano
gooobooboboobonb
gboooboobooboooboaoadab

0O O
O O
O O
O O
O d
O d

gobooooobdoobooboobooboadnb

ooooooooooooouooooboboooooooooboboooooOoao

goooboooboobooboboobogobgooboboobobobooboobonb
ooooooooobooooooooooobis0OooocooooooooDao
1210000000 O0COCO0O00O0O0DO0DOODDODOCOOO0OOoOoOoOODDbODOOOOOan
gooobooooboooboobooboboooboobobooboobonn
ugboobooouoboobobouoboooboooboobooboobooaod
uoooooooobooooooooooobooao

O

O 0ooo

O

O

u
O
a
O
g

ooooooooooooooooooboobooocooooooboboobooOobon
ooooooooooboOoUogooooobooooUoooooooboDoooo
ziboooooobooooooooooobooboooooOoooooboboooooOoo

ooooooooboboOoooouoooooboooooooooobooooboooOooao

ooano

O

O

O

Ooo0ooood
OoOoo0oooogod
OOo0o0oooogod
OooOoo0ooood
OooOoo0oood
Ooo0ooood
Ooo0oooogod
OoOoo0oooogod
Ooo0Ooo0oood
OooOoo0ooood
Ooo0ooood

O OO
O O o

gobooobooao

O

0

O

O

O

O

0

g
u

g
u

goooobooboboobobooobooboobonn
gooooesOeb DO OOOODODDOOOOOO

O

ooooooobooooocoooooooboDboooboo
gbooobobogou400b0o0bobooobO
1240 000000000000 14A0000000

O

O

oooooooooboooooooooooao
ooooooooobobobooooooooao
400 0Dooooooobcoouoooooao
ooooooobbi12zr00DO0O0CO0OO0000

OOoo0oooao
OOooooao
O Oooooao
O Oo0ooogoao
O 0Ooo0oo0oo0oao
O0Ooo0oooao
OOoo0ooooo
O Oooooao
O Oo0oooao
O 0Ooo0oo0oo0oao
O0Ooo0oooao
OOoo0oooao
O Ooo0oooao
O Oo0oooao
O 0Oo0oo0oo0oao
O0Ooo0oooao
OOoo0oooao
OOoo0oooao
O Ooo0ooogoao

JP 2005-507708 A 2005.3.24

10

20

30

40

50



e R ey [ s R s [y |

e [ e e e e e o e e L [ [ e e e e i

e e e e e e e e = [ o e i

e e A s e [ e e e e e e e e e s s [ |

Ooooooooooooooooooooooooao
Oooooooooooooo0ooDooooooooao

Oooooooooooooooooooooogoogao
Oo0ooooooo0 oo oooooooDoooQge o>

ol

Ooooooogoo »=
OOoo0ooooaog
O Oo0oooao

O 0Ooo0oooao
O OooQgooao
O O0OoQgooao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooao
O Ooogooao
O OooQgooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooo
O Ooogooao
O 0Oo0oo0ooao
O 0Ooo0oo0ooao
O 0Ooo0oooo
O 0Ooo0oooao
O Ooogooao
O O0OoOgogoao
O 0Ooo0oo0ooao

OO0o0o0ooooao
O 0Ooo0ooooao

OoooooogoQgg
Oooooooggg
OO0 oooooggg
OoooooooQgodg

Oo0oooooogogodg

O
O

O
O

0 158B

Oo0oooooogogdg

O
OoOoo0oo0ooood
OO0 O0oooognNO

200
g
oo

OO0 oooooogogg
OoOoooooooOod

O O
0O O

OOoo0ooooao
OOoOo0ooooao

Ooo0oooogoQgdg

OoooooooogoOog

O
O

O
O

oo

Ooooooogd
OOooooogd
Ooooooogd
OoOoooooogod
Oooo0oooogd
Ooooooogd
Oooooogd
Oooooogd

OoooooogoQgog

O OO

Ooo0oooooogoogog

od

O

O

(36)

OoOooOooooogod
Oooo0oooogd
Oooooooogdg
Ooooooogd

ooooao
gbooboooogoboobooboobooobooboobaodnb
ioooooooboooooos000000pp mOOODO1i10000
gboobobieoobboboobobiloobobooobO
gs0b0o0ooooooovyseobbooooooo2000000
ooooooooocoooooooooboooooooooao
gboobooogoboobooboobobobooboobaodnb

O

O

O O0Oo0ooooao
O O0Oo0Oooooao
OO0Oo0oo0oooao
OOoo0ooooao
OOoo0ooooao
OO0Oo0ooooao
O O0Oo0OooOoooao
OO0Oo0oo0oo0ooao
OO0Ooo0oo0oooao
OOoo0ooooao
OOoo0ooooao
O 0Oo0ooooao
OO0Ooo0oo0oo0ooao
OO0Oo0oo0oooao
OO0O0oo0ooooao
OO0Oo0ooooao
O O0Oo0ooooao

o

O

JP 2005-507708 A 2005.3.

O 0Ooooo
O Ooooo
O Ooooo
O 0OooOooo
O 0Ooo0ooOoo
O 0Ooooo
O Ooooo
O Ooooo
O 0OooOooo
O 0Oo0ooOoo
O 0Ooooo
O Ooooo
O Ooooo
O 0OooOooo

oad

od

oad

od

O

O

O

od

24

O

gbooboooogoboobooboobooobooboobaodnb
gooooooboooobooooooooos3soobobboooooao

goboobooboogbooobooboobobobooboobonb
203-0000O00COO0OO0OO0DOOODODDODOOOOOOoOooOOaD

ooooooooboooooooooooao
o-0boobobobooboobobogan
uboobooboboobooboadnb
ooooooboooobooooooooao

O

O 0Oooo
O 0O O

Oo0oooooogogdg
OO0 ooooooggdg

O O
O O

O

OoOoooooooOod

O
O
O
O
O
O
O

O
O
O
O
O
O
O
O
O
O O ©
O O o

O 0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo

OoOoooooooQodg

OoooooooogoQgodg

Oo0oooooogoQgg

OO0 oooooogogdg

OoOoooooooOod

O
O
O
O

Oooooooooodg

O
O

OO0 ooooooQgdg

O 0OooQgoooo

goboobooboobooboobonb
iobooboooboooboobooobod

O

O O0O0gooooao
O 0O0OooOoooao
O 0Ooo0oo0oooao
O 0Ooo0ooooao
O 0OoOo0ooooao
O OooQgooooao
O 0OO0ooooao
O 0Ooo0oo0oooao
O 0Ooo0oo0oooao
O Ooo0ooooao
O Ooo0ooooao
O O0O0ooooao
O 0Ooo0oo0oooao
O 0Ooo0oo0oooao
O OoOo0ooooao
O 0OooQgooooao
O O0goooao

O

O
O

O O
0O O

O
O

O
O

OJ
O
O

O
O

O O

10

20

30

40

50



ey e e s [ [ |

O

I I I I A

O

OooOoo0oood

e s e e s e e e A
OO0oooooo0ooooooo4oDUoooDoDoDooUooUoooDoD oo oDoDoooggogoaog
ODo0oo0ooo0ooo0o0NOoDooooooooooDoooDooooooogogooogoodg

Oo0oooooooooooooooooooao
OOo0oooooooooooo oo ooooao

O

Ooo0oooogQgg

OooooogoQgdg
OOo0o0oooogod
Ooo0Ooo0ooood

Ooo0oooooOooOooOooao

O
O

O
O

O
O

OoooooooQooooao

O Ooooo
O Ooooo
O OooOooo
O 0Ooo0ooo
O 0Ooo0ooo
O Ooooo
O Ooooo

O Oooo
O Oooo
OO oo
O 0ooo
O 0Oooo
O Oooo
O Oooo

O Oooo
O Oooo
OO oo
O 0ooo
O 0Oooo
O Oooo
O Oooo
O Oooo

OoooooogoQgooao
OoooooogQgooao
OO0 oooooggogooao
Ooooooooogooao
OooooooogooQgooao
OoooooogoQgooao
OoooooogogQgooao
Oo0oooooggooao

O
g
a

O
O

0
O

O
O

O
O

goaoao
10000000o0i1d
gooogbad
ugboobdooboboobobooboobooobooboboobooboouobooboboao

O oOooo
O oOooo
O 0Ooo

g
0
U
u

O

(37) JP 2005-507708 A 2005.3.24

gobooobooobdp-00b0obb0oobO0oboboboOognn
ooooooooboooooooooooboooooooao
gobooobooobobogoboooboooboooboobodnb
g

goboooboooboboooboobooboooboobodnb

ijgbogobobooboobooobooboobooobooad

O
0
0

oooooooobobooooooooooboooooooao
p-0 00000000 O0OODODOOODOOOoOoOooOoODO
ooooooooboooooooooooboooooooao

O
O
O
O
O
(]
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
O
(]
O
O
O

gobooobobooboboboobooboooooboooboaoadanb
ooooooooboooooooooooboooooooao
gobooobooobobogoboooboooboooboobodnb
goboooboobooboooboobooooobaoadao
goboooboooboboooboobooboooboobodnb
gobooobooboboobdoobobi1coooaobd
oooooooobobooooooooooboooooooao
goobooobooobobooboloboilooboobaoald
2000020000000 00CC0O0O0O0O00O00O0D0OODO
gobooobooobobogoboooboooboooboobodnb
goboooboboobooboboobooboooooboooboaadnnb
oooooooobooooooooooboooooooao
goboooboooboboooboobooboooboobodnb
uoobooboobobobooboobooooobooboadnnb
oooooooobooooogoao
ooooooooboooooooooooboooooooao
gobooobooobobogoboooboooboooboobodnb
goboooboooboboobooboboobooboilbad
7200 000000002000 024a000000000

10000oooobi1oo0obvy2000000000D020000240000000
oooooooooOoocooooooobobooocoorPTCADDDODDODOOOOO
gboooboobobogoboobobo

g
a
O
a
u
O

oooooooooooooooooobDobooocooooobooboboDobooOobond
oooooooooboogogooooooboboooooooooboooo-oo0
obA-l74000000O0DODOCOOO0OO0OOOODODDODOOCOOOOOOOOD
oooooooobooooboooooooobDbooocooooooobDbooOooo

10

20

30

40

50



O 0Ooo0oooao

T
N

Oooooooo0ooooooo00 oo oDooo oD oo onDoDoDoDoo0D oo oDoDoDoo0oooDoooogoQgog

e e ey e e s e e e e e sy |

e e e [ ey e e s e e s e s s [ [ |

e e A s e e s e ) e e e e s e e s e R s s [ |

Oooooooo0ooooooo00 oo oDooo oo oo oooo0o oo oDoDooo0oooDoDoooogogooooao

(38)

JP 2005-507708 A 2005.3.24

Ooodooooilooolooo2000 000D UDODODODDODOODODOOOOOOOO
Oo0oo0ooooi0oo0o000o0oo0oDoDoDooo0oO0ooooDoDoilIo0Oo0Ooooan
IPAODD000ODODDODOOOOOODODODODDOOOOOOOUOODODDODODOOOO
oooaod
Ooodaog
oodgaod
dimmerQO

O

O

Ooo0ooooooo oD oo oooo0 oD oo oDoDooo o0 oo oDoDoooDoooDoDooo4oooooao

OoooooQgogoao
OoooooQgogaoQg
Oooooogogogaog
OoOoo0oooOooOgoao
OooooooQogogoao
OooooooQgogoao
OoooooQgogoao
Oooooogogaog

O 0Ooo
O O0ooo
O 0Oooo
O 0Oooo

OOoo0ooood
O0Ooo0ooood
OO0Oo0ooood
O0Ooo0o0oood
OOoo0oood
OOoo0oooodg
OOoo0ooood
OO0Oo0ooood
O0Ooo0Oo0oo0ood
OoOoo0oood
OOoo0ooood
OOoo0ooood
O0Oo0oooodg
O0Oo0Oo0oo0ooad
OoOoo0o0oood
OOoo0ooood
OOoo0ooood
O0Ooo0oooogod
OO0Oo0ooood

O Oooo
O Oooo
OO oo
O 0ooo
O Oooo
O Oooo
O Oooo
OO oo
O 0Ooo
O 0Oooo
O 0Oooo
O Oooo
O 0Oooo
O 0O oo

O Ooooo
O Ooooo
O 0OooOooo
O O0oo0ooOoo
O 0Ooooo
O Ooooo
O Ooooo
O 0OooOooo

O 0Ooogooog
[ Y |
OO ogogog
I [y |
I [y |
[ |
O Ooogogoog
OO ogogog
I [ |
I [y |

O
O
O
O
O
O
O
O
O
O

g
a

g
u

g
u

g
g

g
a

g
a

g
a

U
u

O

O 0Ooo
O 0Oooo
O Oooo
O Oooo
O Oooo
O 0O oo
O 0Oooo
O Oooo
O Oooo
O Oooo
O 0O oo
O 0ooo
O Oooo
O Oooo
O Oooo
OO oo
O 0ooo
O 0Oooo
O Oooo
O Oooo
O 0Oooo
O 0ooo
O 0Oooo
O Oooo
O Oooo
O Oooo

g
g

O

g
a

O

O 0Oooo
O 0Oooo
OO oo
O 0o o
O 0Oooo
O O0ooo
O 0Oooo
O Oooo
OO oo
O 0Oooo
O 0Oooo
O oOooo
O Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Ooo
O 0Oooo
O 0Oooo

g
a

O

g
a

Ooooooggogaog
OoOoo0ooooOooOoano
Oooo0oooQgogoao
OooooooQgogoao
OoooooQgogoao
OoooooQgogaoQg
OO0 oooogogaog
OooooooQogogoao
OooooooQogogoao

g
u

g
g

O
O
O
O
OJ

O
O
O
O
O
O
O
O
O
O
O
O

g
g

ooooooboobooobooooooao
cbooboobobooboobobTgd DO ODOso0d 1000
ugbooobooboboobdooboobooboodad
ooooooboboooooooooobooooogd

g
a

g
a

O

O

O

O 0Ooo0ooOooao
O 0Ooo0oooao
O Ooo0oooo
O Oooooao
O O0Oo0gooao
O 0Ooo0oo0ooao
O 0Ooo0oooo
O 0Ooo0oooo
O Ooo0oooao
O O0Oo0ogooao
O 0Oo0oo0ooao
O 0Ooo0oooao
O 0Ooo0oooo

O

O

Oooooooodg
Ooooooogod
OO0 ooooogod

O

ooooao
oooooooao

g
u

OO0Oo0oo0ooo
O0Oo0oo0ooao
O0Oooo0ooao
Oo0Ooooaoo
O0Oo0oooo
O O0Oo0oo0ooo
O0Oo0oo0ooao
O0Oooooaoo
OoOoooooo
OO0Oo0oooao
O0Oo0oooo

Ooooooood
Oooooooodg

O

OoOoo0ooood
OOoo0oooogod
OoOoo0oooogod
OooOoo0ooood
Oooo0oood
OoOoooood
OoOoo0oooogod

O 0Oooo

-ubooobooao

O Ooo0oooo
O O0Oo0gooao

O
O
O
O
(]
O
O
O

O 0Oooo
O Oooo

cooooonoano

10

20

30

40

50



OooooooQgoQgaog
OoooooogoQgogooQg
OoooooogQgogoQg
OOo0oooooggogog

O

u
O
g
O
g
g
O
g
u

OoooooooQgooQgQd

O Ooo0oooo
O Oooooao
O Oo0oooao
O 0Oo0ooO0oo0oao
O 0Ooo0oo0ooao
O Ooo0oooao

g
u

O

(39)

O Ooo0oooao
O Ooo0oooao

JP 2005-507708 A 2005.3.24

uoobooboobobobooboobooooobooboadnnb
oooooooobo-40000000000-196000

gobooobobooboboboobooboooooboooboaoadanb
25000 00O0DOOO20O00CC000000O0O0ODO0OOG
gobooobooobobogoboooboooboooboobodnb
gobooboobooboooboaado

gboboooboobooboocboobooboobooboooboboDbogodnb
gboobooobouoboboooiobooboouoboobobooboobad

000020000000 000400006000000O0O0O00O00O00O0OD0OOA400000O90

oo0b0DOoOoDOoOoos00bOOeOODO I DODOODDODODDOCODODOODOOTYS0OOnOO
O000O0DODO0O0-400200mTorr 00000 ODO100mTorr 00 00O0D0D0OODOOODOODOGO
OoDODoOooooonoOozomTorr D O00DOODOOODOO-=-19600000000000OO
500000000000 OoDOo-1000b00O0D0DO0D0ODO0DO0ODO0OO0DDoDOoOO0ODOoDOoODOODOan
0o0Do0o0oDOo0oOo0DoDbDOoocOhoooDOoOoODDoDO0ODOOoDDOoODbDOoOODODnDaO
0oDoo0oDoooDooDoDooDooaon
120mTorrd O O OO O O 135mTorrd

oad
Oood
o
gd
Oood
600

O
O

OoOoooooo0o0oooooo oo oDoDoooo0 oo oDoooo0ooDoooogdg

Ooooooo0oooooooo00 oo oDooooooDoooogogo-g
e e e A e e e e e Y e o Y [ o Y |

e

Ooooooooogoogoao

0

e [ Y R e Y A [
OoooooooooooooooogooOoO

oo ooooooogog

Ooooooooes2O0o0oooooogoQgg

O

o
Ooooooogodg
Ooooooogod
OOoooooogod

O Ooo0ooooao

O
O

Oo0oooogoQgg

O

O
O
O
O

O
O

Oooooogogdg

O

0
0
0
O

0
O

Ooooooggdg

O

oooogao
ooogogao
oooogao
oooggao

oooooooboboooogod
ooooooooboobooooogoo
6500 0 000000 15mTorrO
oogaod

ooooooobooOooogod
oooooooobooooogoo

OooOoooooQdgdg
Ooo0oooogoQgdg
OoooooogoQgog
OOoooooaog
OO0Oo0ooooaog
O0Ooo0oo0oo0ooao
OoOoo0ooooao
OOoo0ooooao
OOoooooaog
OO0Ooo0ooooaog
O0O0o0ooooog
OoOoo0oo0oooao
OoOoo0ooooao
OOoo0ooooog
OOoo0ooooaog
OO0Oo0ooooaog
OoOoo0oo0oooao
OoOoo0ooooao
OOoooooaogo
OOoooooaog
OO0Oo0ooooaog
O0Ooo0oo0oo0ooao
OoOoo0ooooao
OOoo0ooooog
OOoo0ooooaog
OO0Oo0ooooaog
O0Ooo0oo0oo0ooao
OoOoo0ooooao
OOoo0ooooao
OOoooooog
OOoo0ooooaog

(o]

Ooooooood
OooooooQgogoao
OooooooQgogoao
OoooooQgogoaoQg
Ooooooggogaog
Oooo0oooOooOgoao
OooooooQgogoao
OooooooQgogoao
OoooooQgogoao
OooooogoQgogaog
OO0 oooogQge O
Oooo0oooQgogoao
OooooooQgogoao
OoooooQgogoQg
OooooogogQgogaoQg
OO0 oooogogogaog
OooooooQgoogoao
OoooooQgogo
OoooooQgogoQg
OoooooQgogoQg
OO0 o0oooggogaog
Oooo0oooOoogoao
OooooooQogogoaoQo
OoooooQgogaoQo
OoooooQgogoQg
Ooooooggogaog
OoOoo0oooOoogoao
OooooooQgogoao
OoooooQgogao
OoooooQgogoQg
Oooooogogogaog

O

O o0oo0oogao
O Ooo0oogao
O 0Ooo0ooo
O Ooooo
O Ooooo
O o0oo0ogao

O
O

O
O

O

O

O

ooano
ubooboouobobooboobouoboobooboobobooobooboaa

O
O

1400 0O O OO O O 6900
Ooooooooooao
oocoooooooano
ooooooooooao
20mTorr0 O O 0O O O O

oooooooooobano
ooooooooooao

toooooooooooouooooboboooooooobobooooOoOoao

lularizationD O OO O0ODODODODOOOODOOOoOOoODoODODOOOoDOoOoooooOoaO
gooaao

0odoo0ooooDoDooUoU0UoUUoOoDoDoDoooDUoUoooooOooao
0oo0oooooDoDoDooOoo0oooooDoDoDoooooooooaon
0odooooooDoooUoU0UoUooUooooDooooUoOooooOooao
O00OO0OD0O0OO0OD0OOdendothelializationO OO ODODOOOODOOORDO

oooooooooooano

10

20

30

40

50



OooooooQgoQgaog

e

n

e e [ e e e e e o e e s s e A [ i

s e s e e S e Y O Y e e O Y O Y

Oooooogogaog

O
O
O
20
O
O
Onm
O

O

OO0 oDoOO0oYooooooogao

40
oo

0
O
O
0
4
O
O
50
0
O
O
0
4
6

0

(40) JP 2005-507708 A 2005.3.24

oooDOo0O0oOooooDO0oOooooDoOoOoo2smg/MIDOO0OOODOOOOO
.ommx 14mmO0 0000000 O0COOOOCDuraflexB ODOOODODOO
gbobooobooboobobobogobooobogobooboboouobobooboao
0000750250 PLLA/PCLO O O O O PolysciencesO O OO OOODOO
01,400 000 0O Aldrich ChemicalsOUDDODDOOOOODOOODODOO
gbooboobooboboobobooobz200rpm 0000 O0obDOO

a
O
g
a
O
g
u gloo030000000O000CDOOO0OOODDOOODODOBINks Manufactur

O0Ooo0oo0oo0oao
OOoo0oooao
Y A

goooooooooooooooooboobooooooooboobooboooooooao

O0oo0ooooobDDOoOO0oo0oO0og2s03s00000020000D000000000

oad
ood
OOO0OO0OOOCDuraflexd OODOO3.0x18mmO O OSSO O0O0ODOOOOOODOO
ooooooooboboOoooouoooooboooooooooobooooboooOooao

goooobooobooboobobooobooboobooobobobooboobodnb
u snmmO0b0o0obooobooboooboooobooboooooboooboaadn
O od

O

O 0Oo0Oo0ooao
O0Ooo0oooao
O Ooo0ooo
OOoo0oooo
O0Ooo0oooao
O0Oo0Oo0ooao
O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0oooao
OOoo0oooao
O0Oo0Oooo
O0Ooo0oo0ooao
O0Ooo0oo0ooao
OOoo0oooao
O0Ooo0oooao
O0Oo0oooaog
O0Ooo0oo0ooao
O0Ooo0oooao
OOoo0oooaoo
O0Ooo0oooao
O0Oo0oooao

O
go4s500 000 0000Db00o0bOO0b0obDOonn

O O0Oo0ooooao
OO0Oo0oo0oo0ooao
OOoo0ooooao
OOoo0ooooao
OOoo0ooooao
O 0Oo0ooooao
OO0Oo0oo0oooao
OO0Oo0oo0oooao
OOoo0ooooao
OO0Ooo0ooooao

O
g
O
g
u
O
1

Ooooooodgdg
Ooo0oooogoQgoao
O 0Ooo0oooao
O OooQgooao

00000000000 o0Do0Do0Do0oooDo0Do0DoooDoDOoDoDooDoDoDoDoooaon
0oDO00oooOo0D0OdoooD0oo0ooooDoDU0oooDoODoDoDooooDooDooooOo
0000000000000 o0oooooDo0Do0oooDoDoDooooDoDoooooOoao
O 00O polytetrafluorethyleneO OO O OO ODOparylastO OO O ODOOODO
0oo0o0oooOo00doooDO0oo0ooooDoDU0oo0ooDoODoDoDooooDoooooOoo
Ooodgoloo0000ooooDD200000000001004500000000

oad
oboooboooboobooboooboooboobooboobobooobooboao
ooooooooooooouooooobooooooooooboboooooOoao
goooboooboobooboboobogobgooboboobobobooboobonb
gboobooboobooobooboobooobooboooboooboboboobooboaodnnb
ooooooooboboOoooouoooooboooooooooobooooboooOooao
goooobooobooboobobooobooboobooobobobooboobodnb
gbobobooboobooboooobooboobobooboboboobooboadnn
oooooooao
go
cooooooooboooo200c0ocoooooooboOoOOocbOooooobooboDOoao

goooboobobooboboogoboobi1looboboooboboobooDbao

oooooooobo200o0o0o0b0OO0cO0O0oO0ooooooooOoooooooooao

ooooobolgs3socoooouooooobo20000000C000O0O0O0O0O0DODOO

gooobooboboonnb

uo
toooooooooooouooooboboooooooobobooooOoOoao

10

20

30

40

50



5

OO0 oo oo oo ooYNenoooookR,roUooDoooDooooogoag

(41) JP 2005-507708 A 2005.3.24

giz20b00oOooOobODbODODOOCOOADOOBOODODOOOOOO20000000
gbos3ogb0boooobooboboboboobobAb0Dbnb0OobOo0Oonn

ugboobdooboboobobooboobooobooboboobooboouobooboboao
ooooooooooooooooooboboooooooobobobooooooooao
gbooobooboobooboobooboobooobooboboobooboooboobooboao
oogFrTYy7200 000 00O0O0O0oooooOoOobOcOoo0oooooOobobObOOoboOoooooooao
goooboooboboobobooboboobooboboobobooboboDbDao
gbooobooboboobooobooobooobad

oooooao
goov7oobo0ooooboobooooobooboboobobobooboo0obocAsD O
oooooooooooooooooooboovyooosoooobobobooooooboDboDOaO
OCO15mg/mI0000C000O0ODOC0ODOOOOOCDOOODOODODGOI15mg/mlO 0 0D0CABODO
oooooooooOoboooooooobDoobooocABOD D DD DDbobDbDDODODOO
gsgi1ooooooobooooooooooboobooooooooboobooooboobol0DbobOOO
oo U2mg0 00D O0OO0ODeOODDO0DOO0DODODOODDODODDOODDODODDODODODODDOODOO
g o O0O00o0oooOO00O0ooODbOO0oO0ooocoODO0O0O0ooobODbO0OOO0oOaDEFRD manufacturer
oad oooooooobOoOoooogoz2c00ooooOoooOoDODOOOADOCOBODODOOO
oo gooooboooboboogobobooboboobolobooboogoboobobod
uo oo200000o0oooooooboOOoboooOooooooboDoDOoo0oO01.lpmbDbODOO
oad oooooooooboooooooooobobooooOooooobobooobooOogoao
oo pbbOooooooobooobooobooobobobooboobooboooboooboaodan
oad Oo.lpgmOlo0pmOOOOOOOO0ODODOBOOOODODOOOOOOOODODOIL0p m
oo goooboooboboogobobobobooo.o3b20bbooboboOoDbDO
g o gobooooobobobooboobooobooobooboobooboad

oad ood

oo goooobooobooogoboboboboobobooboboboobi1oy/y0o0bOO
uo OooooooooboboDOoOoOoO0ooooobobDDoOxRPLCOODODODDODCOOOAL7AO
odil7vys0000O0OoOooOooOODODOOCADDOBOODODDODOOOOOOOODODDODOOOGO
oo goboooboooA0DbOoDbO0oo0obOoobooobooobooboobooooobooDbao
oad oosOO0OOOO0OOOOOoOODODDODOOOUOOOOOODODODOOOOOOOOOO
oo gobooobooobooboooboao

g o a oo

oad

g2

ul.

oad

oo

oad

oo

g o

oad

oo

uo

oad

oo

oad

oo

g o

O

ugbooboobouobooboooboouoobosboboobobooboobooobooadnb
oooooooobobooooooooooboooooooooobooboobol.s
gooooboooboooogobobobooboobooboobobooyocobobOoan
I Oy I N B M O W W '
180 0000000 bo0oo0obooboobo0oboAC0DBODODOODOODOOORD
uoboooboooboobooobooboboooboocooobooboboobooban
oooooooooboooooooooobobooooOooooooooboooOoOoao
goobooobooobobooobooboboobooboogoboobobooboobno
goboooouoboooobuoobobooboocooobooboobooboonao
oooooooooboooooooooobobooooOooooobobooobooOogoao
gooooboooboooboogan
ood
oo ogobooooobooobobobobooboboobooboobooobobonn
goboooboooboooboooboboboobosobooboooobooboooboodd
O oooooooobOoocooooooooboboooooOooooboboDbODOoObOOoOogA
= 2 I A I I R O B B W O W A W O R WA
ugboobdooboboobobooboobooobooboboobooboouobooboboao
oooooooobooooooooooobooboooooooooDbo0O0Oo.o00300.03100.31

10

20

30

40

50



= O0O0Oo0oogoaog
OO0Oo0oo0oooao

0

(42) JP 2005-507708 A 2005.3.24

.e0000O3.100b0000O0O0o0ooooboboboooo0oo0ooooobooboboooobooOooao
OUO0O0O019A-9E0 0000000 U0DAODEDOOOOOOOODODDOCODOOO
oooooooooooiucsooooosob00booooobobDbDOoObODbDOO
ooooooooooooooooooboooooooooboDboOoooooan
gooe0o0booboooboboobogobooboboooboboboboobodnnb
gbooobodaoan

O

g

goooboboobo0olooooboobob0O0o.0030.03100.3101.6
g31gooobike00bbbOO0ob00o0ooooboboboboOoboboooobobobbDbooond

o1l

ogagad

oon

oogagd

oono

uon

oogad

oono

03.1
ooooooboobz0A-10BO0O000COCOO0OO0OO0OO0OOODODDODOOCOOOOODOODODDOOOGO
oooooooooobooooooooobooboooooooooDoDoOoDiacsoon0t.od
oooooooooooan

googbad
ooolnoooooobooooooooooboobocooooooooooobooebDbDbOi100O0
oooooooooobooooooooooboobooooooooboboobooooooooao
gbogb21A-21B00 0000000000000 DOD0OODODOOODODODOODOTOODOO
ugboobdopobouoboobooomobobobooboboobovMAa oo nOO
ooooooboboooooogooooobooboooOoooooDooOoOooOoilucsooboooboonoan
oooooooobooooogosob0bobDbOObobOO0oooooooDbDDaO

oooooao
gboo1200000bo0ooboo0obooboboobooboobooboboooboboDboo
OCoOO0O1mg/mMIDC0D0O0OOCODOOOOCDOOODODODDOOOOO.1p g0 O2mgd OO
boddeOpgObODOOCOOO0OOOOOODODOOOOOOOOSDODOODODODDODDOOOOO
Oo0oooooDoDoo0O0oO0oO0oo0oooooDboDOoO0O0O0OgOgaOeEFRD manufacturerd OO DO OO
ugboobdooboboobobooboobooobooboboobooboouobooboboao
ooooooooboPprcCAO0OD0DODOOODODDODOOOOOOOODODODOOOOOOOOODOGDO
I o o O O I =Y o0} i (=D
oooooooooobooooooooooboobooooooobooDboobooooooooao
goooboooboboobobooboboobooboboobobooboboDbDao
oboooboobooobooobooan

oooooao

gbo113b0o0obgoboobobobooboobooooboobobsesAD D DODOO
ooooooooowAODODDOOOOOOOOODODODDODOOOOOOBSAO OOO DO MPA-

BsSA DD 0D 0ooooOooouogogouooooobooooooooooboooooooooaon
oooooooooDooooooooobDDOO0OOMPA-BSADD DD ODODDDDOODODOO
oooooooooobooooooooooboobooooooobooDboobooooooooao
ooooooooooboooooooooboDoao

[

U iife 7= 135840 BSAEEE (%) A (T) (5)
[

[ 1 76

[ 2 121

[ 4 364

[

[ 6 1924

b

000000

O0014003.5mmx 18mmO0 0D 00O O0OO0OO0OOO0O0O0ODODODOCOCOO©DuraflexDODOOOOOO
copo0o00O0O0COO0OO0OOODOLmMg/MID0OO0COCDODOOODODODDODOOOODDOOOESO
pgbOOOooooObODOOOCOO0OO0OODO0DOODDODOOOOOO0OOOoOOODODDODODOOOOOn

10

20

30

40

50



Oooooooo oo oooooooDoooogogoooao

«
~N
e e [ Y |

OoooocoooooooooooDoooogoogooao

OooDooooooooooogdg
Oooooooooooooogod

O
O

w OoO0o
]
O Oooo

OOo0ooooooooooooo4o0o Toooooooooogogaog

O Oo0gooao
O 0Oo0oo0oo0oao
O 0Ooo0oo0ooao
O Ooo0oooao
O Ooo0oooo
O O0Oo0oooao
O O0Oo0oo0oo0oao

(43)

uon
oagdad
ooano
oo
HPLCO
ooano

O 0Oo0oooao
O 0Oo0oooo
O0Ooo0oo0ooao
O Ooo0oooao

JP 2005-507708 A 2005.3.24

oooooooocobobobOooooOoao
ooooooboooobooooooooao
/0000000 Q0cbooo0ooooood
oooooooboooooooooooao
gboobgoz2z200000000b0000
gboboooooboooan

Smmx 18mmO 00000000 DDOOCOOOOOODuraflexB OOOOOO

oooOo3oooooooooOmg/MIDOD0OO0OO0DODODODDOOODOGO
g7oomgb00booooobOOoOObocoo0oooooobobooooooooan
oooooooboooboooooooooboboooooooooboDoDOoOoD
cooooooooooooooooboobooooooooboobooboboooooooao

JAODobooboboogobooboboobooboooboogobobooboao

opg0 0 0Do0uooooobooOoObocooOoooooboo.o0cosDonooOOO
goooooooococoooooobooboobooi1ocbobooooooooao

1gobooboobooboobooob3coboobooboonn
goecoooooODODOOOOO3roboooO0nOan
oooooooobooooooooooao
23A0 0 0000000000 00oon0aD23sO
oooooooobooocooooooooao
gooobooobooboobooboobooboao

0

O OoOgooao

O 0Oo0oo0ooao
O 0Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao

u
O
g
O
g
g

O

O 0OoQgoOooao
O 0Oogooao
O 0Ooogooao
I I B
O0Oo0oogoo

3.5mmx 18mmO 0D OO O0OOOOO0O0O0DODOCOCOODuraflexDODDODDOODOOO
4cC0booooooooooooobooboobooooooooooobooooogoo

gooado
ooogoao
gooaao
ooooao
googao
gooaao
ood

150 0O 3
700 OO
ooogagd
gooad
gooogd1l
gooaao
ooooao
googao
gooado
ooogoao
LCODODODO
ooooao
googao
gooaao
ood

le0 O
ooogoao
gooaao
ooooao
googao
gooaao
ooooao
googao
gooado
ooogoao
ood

170 O 3.5
gooaao
ooooao
googao
gooado
ooogoao
gooaao
ooooao
googao
gooaao
ood
googao
gooado
ooogoao

OoooogQgogao
Ooooooogoao
Ooo0oooogoQgoo
OoooooogogQgoao
Oo0oooogQgoo
Oooooggogao
Oooo0ooogoao
Ooo0oooogooQgoo
Ooo0oooogogQgoo
Oo0oooogQgoo
Ooooooggogao
OO0 ooogoQgogao

I o A
Oo0Ooo0oooaoo

0

OOoooooogd

O
O
O
O

OJ
O
O
O

D000
300p g0
0000
cO O 20

O

g
O
g
g

O Ooo0ooOoo
O Ooooo

O

O

OoOoo0ooood
OOoo0oooao

oooo
600p g

O

Oo0oooogoQgoao
Ooooooodgaog
OooOoo0oood
OoOoo0ooood

gleo00ooooooOoODaO15m

O

g g

O

t
O
g
ao
oad
oo
uo
oad

Ooooooggdg
OoOoooooggag
Ooooooodgaog

coO1.10

oooao
gooao

O

goaoaao
g 240 0O
gooao
gugoaoaaod
ggooao

Oo0oooogQgaodg
Oo0oooogQgdg
OoOoo0ooood

mmx 18mmO0 O 000 0D0D0OOCOOOOO0O0O0DOODuraflexB OODODODOAO

golooCOOOOOCODOOOI1GMg/MIODDOOOOCODOO
oooooooobooboooooooooobooooooooao
gbooboboobooogoboobooooboboobao
giooooOoOoooouooooooboobocoooooooao

oooooobooooao
200000000020
ooooooooooano
goooobooboaob
gooooboooaoadao

U
u

O

goooobooboanb
gooboooboobodano
oooooooooao

O O o0goog
O Ooo0ooo
O Ooooo

O
O
O

OJ
O
O

|

oooooao
10 0O 0O 1450
oooooao
gooooao
a

gooooao
ugoboogogoad
oooooao

ooooooao
ooooooao
g25000000
B0 OO OGOoano

gobooobooao
ugbooodoaano
ooooooao

10

20

30

40

50



Ooo0ooooooo0ooDoooo o0 oo oDoooo0ooDoooogogoooao

OOooooooo0oooDoooooooDoooogooao
Oooooooooooooogoggooao

OO0 oooogogdg
OoooooooOgoad
OoooooooQgooQgQd
OoooooogogoaoQg

O Ooo0oooao

O
OJ
O
O

O Oooo
OO oo
O 0ooo
O 0Oooo

OOoo0ooooaog
O O0Oo0ooooao

Oo0oooogoogdg
O0Ooo0oo0ooao
O0Ooo0oooao
O0Ooo0oooo

O
O
O

O 0Ooo0ooOoo
O Ooooo
O Ooooo
O Ooooo
O OooOooo
O 0Ooo0ooo

O
O
O

O Oooooao
O Oo0oooao
O 0Oo0ooO0oo0oao
O 0Ooo0oo0ooao
O Ooo0oooao
O Ooo0oooao
O Ooo0oooao
O 0Oo0oo0oo0oao
O 0Ooo0oooao
O Ooo0oooao
O Ooo0oooo
O Ooo0oooao
O O0Oo0oo0oo0oao
O 0Ooo0oo0ooao
O Ooo0oooao
O Ooo0oooo
O Ooo0oooao
O 0Oo0oooao
O 0Ooo0oo0ooao
O 0Ooo0oooao

O
O
O

(44)

JP 2005-507708 A 2005.3.24

ubboobooboboobdoboboobooboooogagbad

ooooooobooooooouooooooobooocoooooooao

2-2000001A0DICOOD0DO0DO0DOOODODOOOOOOOOODODO

oo
uo
od
4A0
oad

O O
O O

gboooboobooobooboobooboobobao

ooooooobooobocoouooooooos3socbobooooodo

od

O

gboobooobooboooooboogan

oooooobOoocooouooo4A0OODODOODOODODOO

ouoooooOooooooooooooooooooooao

gboobooboooboooboob4A0D0D0DO0ODO0ODODOODO

od
4A0

4A0
g o
4A0

4A0
oo

O
O
O

O oOooo
O Oooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O Oooo

O

4A0

4A0

10

20

30



(45) JP 2005-507708 A 2005.3.24
0000 00000

I

oooggao

16— 37; 7 31

sa—

Dal i

oooggao

ooooao oooogao
_§:25
\\\\}% 40

43 Q\Q\\ AN W :
55K N|
3R SMMAMMRMN y 40
16 28
16

49

goodaao

50

iy (
R RIAIAAAR
gg \\\\ N k\\é\\\ 3/40

16

oooogao

43-\ 28




(46) JP 2005-507708 A 2005.3.24

ooooo ooogad
43 28

0,4

ooooao

L .
I TR
oooao oooao

L~ 170 73
88 76
= == :
73

A

97
94&

94




(47) JP 2005-507708 A 2005.3.24

25

A

25

)

43

25

ST
N
N
N
N

N
N

7
NS

43

SN
N N
%

16

43

s




2%

16

AR
SSEIDN
I\

N
N

NEESEEEREEED

2

JP 2005-507708 A 2005.3.24




(49) JP 2005-507708 A 2005.3.24

goboodgbad goodaao

\\\‘

S
-
(=]
~
]
3
®
O

AR

- WAL

T ] .
e k.. ) N
\_ N S .
DAY o0 S

Huligipupng 124

-

24

gooogbad

ooooao oooogao

>
Bl ss b

NG

Bepho i
PN i




(50) JP 2005-507708 A 2005.3.24

ooooao ooooa
. ] ]
[ = :
N
iy
0 2 4 -] a a 1 2 El . H 5 7 ] 9
WA 1Ty WS (1)

A A

400

350 ]
120

300
% . ~ 100 ———
= / & BN
° Z 80
= 200 / = 1‘/
3 60
3 a0
£ 20 L
5 o
o 0 1t 2 3 4 5 6 7 8 9 10 11 12 13
0 2 4 6 8
I (1) M
B B

oooooao oooooao

1eoo00 200000
90000 v 180000 z
£ 80000 :\ \;\ 160000
00
§ 700 v ~_; 140000 = >
£ 60000 ,\ % 120000 -
: < .
= 50000 S 100000 .
S apoco N S goooe
N N » e o
& 30000 v 60000
" \“ = *
20000 40000
10000 ‘ 20000
™ °
0
0001 oot o ) 0 0.001 0.01 0.1 1 10
e o (umoliL) AR 3 0 AR B (umoliL)

oooooao oooooao

80000 60000
70000 .\ . 50000 \
E
60000 g \
~ £ 40000
50000 2
L S 30000 ™
40000 \ = \
A
30000 \ \ 20000 Xt_
. i
7 20000 \ 10000 <]
10000 \ 0 =
o - 0.001 0.01 0. 1 10
0.001 001 01 ) 0 R 25 d 5 A (umoliL)

M 1343 2 OB (umol/L)



(51) JP 2005-507708 A 2005.3.24

140000.0 70000
—  120000.0 L
cEL - 60000 S|
8 100000.0 < - =
= & so000
% 80000.0 g o \
= 600000 % 40000
N =
;400000 < 30000
. 20000.0 EN
20000
0.0 < \
0.010 0.100 1.000 10.000 10000
HHE 115 GBI (urmoliL) J e S
o T
a.010 0.100 1.000 10.000 100000  1000.000
HRTE 143 2% KMo i (umoliL)
70000
60000
E  so000
g
&
$ 40000 Y
= 30000
: V. i
< 20000
10000
a
0010 0.100 1.000 10.000 100.000 1000.000

HHIEGE /) 058 23 Al RS (umoliL)

B

oooooao oooogao

1200
100.0 % [ E
~ 80.0 % ‘ g S
< » gé E
EY) . % by
z % s
00 &
200
_ g
T D M & %
W3fumel  EB156umol  3312umol N 1248umol i E
oooooa ;
100 F{ ';’.
90 v ;
80 s <§“—A‘ Z
~ 70 / E
£ 60 P
3= e g
40 — 8
30 :
0 R 28898 8 e °°
10 (11760 Gt
0

el
MA
[9936umol  £32185umol



(52) JP 2005-507708 A 2005.3.24

goboodgbad ugoodaoad

©
912 = ©
I e
© —
~ <
2 <t
K - -
& 3 \ =
< o™~ = ~ =
1 E I g
} 8 - B
2 ~
= B % *
L. .
v - E
oo o E
19 1 1. > 0
@ — =3 -~ >{<
ih || E |2 ° 2
SR s
%g s = z \ ~ = la
3 =}
I NI °
e = g
w
\ Il 3 A s
X o T
N
>
) * - g
i )
B b : \ &
INBE ~
= o
= T TH - L
o &
o _‘ N
o =) | o
o 0O 9 9 © o a <@ ~ODONOW TN O
S © 2 & © O o O A
A L (Bn) m e

(Bn) v sy

ooooao

80

&

E)
S 40 -
0 of —
0 =
0 2 4 6 8 10

W (1)

— e 1 SR L= v R 7 SR 0

160
140 =
E mA/
2w
E 1o
<
E
=
g
z
< L
<4
2 .
—
I S
0
05 1 5 2

W) {11}



L T e T e T e T e T e T s T T T e T e T s T e T e T e T e T e T e T e T e B e R T e T e T e T e T e R e T e B e

ugbooobooodoboado

WO 03/037223 Al

(53)

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization
Tniernational Bureau

{43) International Publication Date
8 May 2003 (08.05.2003)

PCT

(10) International Publication Number

WO 03/037223 Al

(51) Taternational Patent Classification” AG1F 2/06

{21) International Application Number:  PCL/US02/34350
{22) International Filing Date: 25 October 2002 (25.10.2002)
(25) Filing Language: Linglish
{26) Publication Language: English

(30) Priority Data:
10/002.595
10/017.500

[ November 2001 (01.11.2001)  US
14 December 2001 (14.12.2001)  US

{71) Applicant (for all designated Staies except US): AVAN-
TEC VASCULAR CORPORATION |US/US]; 1049 Kiel
Streel, Sunnyvale, CA 94089 (US).

{72) Inventors; and

(75) Inventors/Applicants (for US only): SIRHAN, Motasim
[USATS]; 794 West Knickerbocker Drive, Sunnyvale, CA
94087 (US). YAN, John [US/US]; 128 Anne Way, Los
Gatos, CA 95032 (US).

(74) Agents: BAINS, Nena el al.; Townsend and Townsend
and Crew LLP, Two Embarcadero Center, 8th Floor, San
Francisco, CA 94111-3834 (US).

(81) Designated States (national): AE, AG, AL, AM, AT, AU,
AZ,BA, BB, BG, BR, BY, BZ, CA, CII CN, CO, CR, CU,
€z, DE, DK, DM, DZ, EC, EE, ES, F1, GB, GD, GE, GII,
GM, HR, HU, 1), IL, IN, IS, JP, KLi, KG, KP, KR, KZ, LC,
LK, LR, LS, LI, LU, LV, MA. MDD, MG, MK, MN, MW,
MX, M7, NO, N7, OM, PH, PI, PT, RO, RU, SD, SE, SG,
SI SK, SL, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ,
VC, VN, YU, ZA, ZM, ZW.

(84) Designated States (regional}): ARIPO patent (GH, GM,
KE, 1S, MW, M7, SD, S, SZ, 17, UG, 7M, ZW),
Tiurasian patent (AM, AZ, BY. KG. KZ, MD, RU, TJ, TM).
European patent (AT, BE, BG, CII, CY, CZ, DE, DK, EE,
ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, SK,
‘LR), OAPI patent (BI BJ, CL%, CG, CL, CM, GA, GN, GQ,
GW, M1, MR, NIi, SN, 1D, TG).

Declaration under Rule 4.17:
—  of invemrorship (Rule 4.17(1v)) for US only

Published:
with international search report
before the espiration of the time limit for amending the

claims and to be republished in the event of receipt of

amendments

For two-letter codes and orher abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations" appearing at the begin-
ning of each regular issue of the PCT Gazete.

{54) Title: APPARATUS AND METHODS FOR VARTABLY CONTROLILED SUBSTANCE DELIVERY FROM IMPLLANTED

PROSTIIESES

{57) Abstract: 'The present invention provides
jmproved stents and other prostheses for
delivering  substances (o vascular and other
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Usually, a rale-conirolling element will be
formed over the substance-containing reservoir
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APPARATUS AND METHODS FOR VARIABLY CONTROLLED
SUBSTANCE DELIVERY FROM IMPLANTED PROSTHESES

CROSS-REFERENCES TO RELATED APPLICATIONS
[01] This application claims the benefit of Non-Provisional U.S. Patent Application
Nos. 10/017,500 (Attorney Docket No.: 20460-001000US), filed December 14, 2001; and
10/002,595 (Attorney Docket No. 20460-001600), filed November 1, 2001. These
applications are assigned to the assignee of the present application. The full disclosure of

these applications are incorporated herein by reference.

BACKGROUND OF THE INVENTION
{02]) Field of the Invention. The present invention relates generally to medical
devices and methods. More particularly, the present invention provides luminal prostheses,
such as vascular stents and grafts for reducing or inhibiting restenosis.
[03] The present invention relates generally to medical devices and methods. More
particularly, the present invention provides luminal prostheses, such as vascular stents and
grafts for reducing or inhibiting restenosis.
[04] A number of percutaneous intravascular procedures have been developed for
treating stenotic atherosclerotic regions of a patient’s vasculature to restore adequate blood
flow. The most successful of these treatments is percutaneous transluminal angioplasty
(PTA). InPTA, a catheter, having an expandable distal end usually in the form of an
inflatable balloon, is positioned in the blood vessel at the stenotic site. The expandable end is
expanded to dilate the vessel to restore adequate blood flow beyond the diseased region.
Other procedures for opening stenotic regions inchude directional arthrectomy, rotational
arthrectomy, laser angioplasty, stenting, and the like. While these procedures have gained
wide acceptance (either alone or in combination, particularly PTA in combination with
stenting), they continue to suffer from significant disadvantages. A particularly common
disadvantage with PTA. and other known procedures for opening stenotic regions is the
frequent occurrence of restenosis.
[05] Restenosis refers to the re-narrowing of an artery after an initially successful

angioplasty. Restenosis afflicts approximately up to 50% of all angioplasty patients and is

JP 2005-507708 A 2005.3.24
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the'result of injury to the blood vessel wall during the lumen opening angioplasty procedure.
In some patients, the injury initiates a repair response that is characterized by smooth muscle
cell proliferation referred to as “hyperplasia” in the region traumatized by the angioplasty.
This proliferation of smooth muscle cells re-narrows the lumen that was opened by the
angioplasty within a few weeks to a few months, thereby necessitating a repeat PTA or other
procedure to alleviate the restenosis.
{06} A number of strategies have been proposed to treat hyperplasia and reduce
restenosis. Previously proposed strategies include prolonged balloon inflation during
angioplasty, treatment of the blood vessel with a heated balloon, treatment of the blood vessel
with radiation following angioplasty, stenting of the region, and other procedures. While
these proposals have enjoyed varying levels of success, no one of these procedures is proven
to be entirely successful in substantially or completely avoiding all ocourrences of restenosis
and hyperplasia.
[071 As an alternative or adjunctive to the above mentioned therapies, the
administration of therapeutic agents following PTA for the inhibition of restenosis has also
been proposed. Therapeutic treatments usually entail pushing or releasing a therapeutic
capable agent through a catheter or from a stent. While holding great promise, the delivery of
therapeutic agents for the inhibition of restenosis has not been entirely successful.
[08] As an alternative or adjunctive to the above mentioned therapies, the
administration of therapeutic agents following PTA for the inhibition of restenosis has also
been proposed. Therapeutic treatments usually entail pushing or releasing a drug through a
catheter or from a stent. While holding great promise, the delivery of therapeutic agents for
the inhibition of restenosis has not been entirely successful.
[09] Accordingly, it would be a significant advance to provide improved devices
and methods for reducing, inhibiting, or treating restenosis and hyperplasia which may follow
angioplasty and other interventional treatments. This invention satisfies at least some of
these and other needs.
[10] Description of the Background Art. Local drug delivery for the prevention of
restenosis is described in Lincoff et al. (1994) Circulation 90:2070-2084. A full description
of an exemplary luminal prosthesis for use in the present invention is described in co-pending
application No. 09/565,560 filed May 4, 2000, the full disclosure of which is incorporated
herein by reference. Method and apparatus for releasing active substances from implantable
and other devices are described in U.S. Patent Nos. 6,096,070; 5,824,049; 5,624,411;
5,609,629; 5,569,463; 5,447,724; and 5,464,650. The use of stents for drug delivery within

2
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the vasculature are described in PCT Publication No. WO 01/01957 and U.S. Patent Nos.
6,099,561; 6,071,305; 6,063,101; 5,997,468; 5,980,551; 5,980,566; 5,972,027, 5,968,092;
5.951,586; 5,893,840; 5,891,108; 5,851,231; 5,843,172; 5,837,008; 5,769,883; 5,735,811;
5,700,286; 5,679,400; 5,649,977, 5,637, 113; 5,591,227; 5,551,954; 5,545,208; 5,500,013;
5.464,450; 5,419,760, 5,411,550; 5,342,348; 5,286,254; and 5,163,952. Biodegradable
materials are described in U.S. Patent Nos. 6,051,276; 5,879,808; 5,876,452; 5,656,297,
5,543,158; 5,484,584; 5,176,907; 4,894,231; 4,897,268; 4,883,666; 4,832.686; and
3,976,071. The use of hydrocylosiloxane as a rate limiting barrier is described in U.S. Patent
No. 5,463,010. Methods for coating of stents is described in U.S. Patent No. 5,356,433.
Coatings to enhance biocompatibility of implantable devices are described in U.S. Patent
Nos. 5,463,010; 5,112,457; and 5,067,491. Porous and non-porous materials for drug
delivery, coating, and other uses are described in U.S. Patent Nos. 5,488,015; 5,470,802;
5,428,123; 5,288,504; 5,270,047; 5,243,756; 5,130,889; 4,788,063; 3,993,072; and
3,854,480. Energy-based devices are described in U.S. Patent Nos. 6,031,375; 5,928,145;
5,735,811; 5,728,062; 5,725,494; 5,409,000, 5,368,557; 5,000,185; and 4,936,281. Magnetic
processes, some of which have been used in drug delivery systems, are described in U.S.
Patent Nos. 5,427,767; 5,225,282; 5,206,159; 5,069,216; 4,904,479; 4,871,716; 4,501,726;
4,357,259; 4,345,588; and 4,335,094,

[11} The disclosure of this application is related to the disclosures of the following
applications: 09/782,927 (Attorney Docket No. 20460-000920); 09/783,254 (Attorney
Docket No. 20460-000930); and 09/782,804 (Attorney Docket No. 20460-000940).

[12] The full disclosures of each of the above references are incorporated herein by

reference.

BRIEF SUMMARY OF THE INVENTION
[13] The present invention is directed to improved devices for preparation or
treatment of susceptible tissue sites, and methods making and using the same. In particular,
the present invention is directed to corporeal, more particularly intracorporeal devices. In
one embodiment, the present devices and methods reduce the formation or progression of
restenosis and/or hyperplasia which may follow an intravascular intervention. In an
embodiment, the device provides a therapeutic capable agent to the susceptible tissue site.
Preferably, the therapeutic capable agent is provided to the therapeutic capable agent ina
manper as to become available, immediately or after a delay period, to the susceptible tissue

site upon introduction of the device to the corporeal body.

3
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[14} As used herein, “susceptible tissue site” refers to a tissue site that is injured, or
may become injured as a result of an impairment (e.g., disease, medical condition), or may
become injured during or following an interventional procedure such as an intravascular
intervention. The term “intravascular intervention” includes a variety of corrective
procedures that may be performed to at least partially resolve a stenotic, restenotic, or
thrombotic condition in a blood vessel, usually an artery, such as a coronary artery. Usually,
the corrective procedure will comprise balloon angioplasty. The corrective procedure may
also comprise directional atherectomy, rotational atherectomy, laser angioplasty, stenting, or
the like, where the lumen of the treated blood vessel is enlarged to at least partially alleviate a
stenotic condition which existed prior to the treatment. The susceptible tissue site may
include tissues associated with intracorporeal lumens, organs, or localized tumors. As used
herein, the term “intracorporeal body” refers to body lumens or internal corporeal tissues
and/or organs, within a corporeal body. The body lumen may be any blood vessel in the
patient’s vasculature, including veins, arteries, aorta, and particularly including coronary and
peripheral arteries, as well as previously implanted grafts, shunts, fistulas, and the like. It
will be appreciated that the present invention may also be applied to other body lumens, such
as the biliary duct, which are subject to excessive neoplastic cell growth. Examples of
internal corporeal tissues and organs, include various organs, nerves, glands, ducts, and the
like. In an embodiment, the device includes luminal prostheses such as vascular stents or
grafts. In another embodiment, the device may include, cardiac pacemaker leads or lead tips,
cardiac defibrillator leads or lead tips, heart valves, sutures, or needles, pacemakers,
orthopedic devices, appliances, implants or replacements, or portions of any of the above.
[15] As used herein the term “therapeutic capable agent™ includes at least one
compound which is either therapeutic as it is introduced to the corporeal body (e.g., human
subject) under treatment, or becomes therapeutic after entering the corporeal body of the
subject (or exposed to the surface of the corporeal body as the case may be), by for example,
reaction with a native or non-native substance or condition. Examples of native conditions
include pH (e.g. acidity), chemicals, temperature, salinity, conductivity, contractile or
expansive changes of the body lumen/organ, and pulsating nature of the body fluids as they
flow through or come in contact with the device; with non-native conditions including those
such as magnetic fields, and ultrasound. In the present application, the chemical name of any
of the therapeutic capable agents or other compounds is used to refer to the compound itself
and to pro-drugs (precursor substances that are converted into an active form of the
compound in the body), and/or pharmaceutical derivatives, analogues, or metabolites thereof
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(bioactive compound to which the compound converts within the body directly or upon
introduction of other agents or conditions (e.g., enzymatic, chemical, energy), or environment
(e-g., pH)).
[16] In an embodiment, the device comprises a structure and at least one source of
at least one therapeutic capable agent associated with the structure. In one embodiment, the
device further comprises a rate-controlling element disposed or formed adjacent at least a
portion of the structure. The therapeutic capable agent is associated at least in part with
either or both the structure and the rate-controlling element in a manner as to become
available, immediately or after a delay period, to the susceptible tissue site upon introduction
of the device to the corporeal body. As used herein the term “associated with” refers to any
form of association such as directly or indirectly being coupled to, connected to, disposed on,
disposed within, attached to, adhered to, bonded to, adjacent to, entrapped in, and like
configurations.
17 In an embodiment, the device is implantable within a corporeal body including
an intracorporeal target site (e.g., body organs or lumens). The intracorporeal target site may
include the susceptible tissue site or in the alternative it may be a supply site such as an artery
which supplies blood to the susceptible tissue site.
[18] In one embodiment the structure may be an expandable structure. In another
embodiment, the structure may have a substantially constant size or diameter, or alternatively
depending on the application and use, may be a contractable structure. The expandable
structure may be in the form of a stent, which additionally maintains luminal patency, or in
the form of a graft, which additionally protects or enhances the strength of a luminal wall.
The device, may comprise at least in part, a scaffold, preferably formed at least in part from
an open lattice. Optionally, the scaffold comprises an at least substantially closed surface.
The expandable structure may be radially expandable. The structure may be self-expanding
or expandable by another object such as a ﬁalloon. In an embodiment, the structure includes
at least one sutface, usually, a tissue facing surface. In another embodiment, the structure
includes a tissue facing surface, another surface usually a luminal surface, and two edge
surfaces. In an embodiment, the structure may have an interior disposed between two
surfaces, usually, the tissue facing and the luminal surfaces. In an embodiment, the structure
includes portions having different mechanical stress or strain profiles upon expansion or
contraction, or areas which are substantially in the direct line of fluid (e.g., bleod or other
bodily fluids) flow through the body. By way of example, the different portions of the
structure may exhibit different stress characteristics during expansion of the device when
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implanted within the intracorporeal body. In one embodiment, the structure includes portions
having relatively lower and portions having relatively higher mechanical stress or strain
profiles with respect 1o one another. The term “having different mechanical profile” will
herein be used to refer to this characteristic of the structure or prosthesis. In an embodiment,
when the device may include an axially different coating profile such that the prosthesis
comprises a different profile of the therapeutic capable agent and/or the rate-controlling
element which will be in the direct flow of the body fluids thus subject to more turbulent
flow.
(19] The source may be disposed or formed adjacent at least a portion of the
structure. The source may be disposed or formed adjacent at least a portion of either or both
surfaces of the expandable structure, within the interior of the structure disposed between the
two surfaces, adjacent either or both the edges, or any combination thereof. The association
of the therapeutic capable agent with either or both the structure and the rate-controlling
element may be continuous or in discrete segments. In one embodiment, the source is
disposed or formed adjacent only a portion of the structure and/or the rate-controlling
element, preferably, areas having lower mechanical stress profiles.
[20] The expandable structure may be formed of any suitable material such as
metals, polymers, or a combination thereof. In one embodiment, the expandable structure
may be formed of an at least partially biodegradable material, selected from the group
consisting of polymeric miaterial, metallic materials, or combinations thereof. The at least
partially biodegradable material, preferably degrades over time. Examples of polymeric
material include poly-L-lactic écid, having a delayed degradation to allow for the recovery of
the vessel before the structure is degraded. Example of metallic material include metals or
alloys degradable in the corporeal body, such as stainless steel. An exemplary stent for use in
the present invention is described in co-pending application No. 09/565,560, the full
disclosure of which is incorporated herein by reference.
[21] In an embodiment, the device is a stent generally including a cylindrical frame
having proximal and distal ends, and tissue and luminal facing surfaces. The device usually
further comprises a plurality of radially expansible unit segments including rings. The rings
preferably have a serpentine shape. In an embodiment, the unit segments, preferably include
segments having different mechanical profiles, as for example may be exhibit as a result of
expansion. In an embodiment, some of the rings may be joined with at least one axially
adjacent ring through expansion links. The links preferably have a sigmoidal shape, more
preferably, an § shape having a relatively smooth profile along its length to minimize or
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reduce kinking upon expansion. Similarly, the links may comprise segments having different
mechanical profiles along their length. For example, the joint and/or links may have
relatively lower mechanical profile portions along their lengths with relatively higher
mechanical profile portions at bends, points, intersections, joints, or areas exposed to flow
turbulence. Preferably, the source is positioned adjacent the tissue facing surface of the
structure. Preferably, the portion is an area of the structure having relatively lower
mechanical profile.
22] Tn one embodiment, the source and/or the rate-controlling element are
independently disposed only on a portion of the structure, preferably, the portion having
relatively lower mechanical profile. In another embodiment, the source may be disposed on
the relatively lower mechanical profile areas while the rate-controlling element is disposed
over either the lower mechanical profile areas or the lower and higher mechanical profile
areas.
[23] The therapeutic capable agent may be associated with either or both the
structure (e.g., expandable structure) and the rate-controlling element in one or more ways as
described above. The therapeutic capable agent may be disposed adjacent (e.g., on or within)
the expandable structure. Alternatively or additionally, the therapeutic capable agent may be
disposed adjacent (e.g., on or within) the rate-controlling element, or in an interface between
structure and the rate-controlling element, in a pattern that provides the desired performance
(e.g., release rate). In another embodiment, the device includes an outer layer including the
therapeutic capable agent. In an embodiment, the therapeutic capable agent outer layer
provides for a bulous release of the therapeutic capable agent upon introduction of the device
to the corporeal body. In one embodiment, the source may comprise a plurality of
compounds, as for example the therapeutic capable agent and another compound such as
another therapeutic capable agent or an enabling compound. Each of the plurality of
compounds may be in the same or different area of the source.
[24] The rate-controlling element may be formed of a non-degradable, partially
degradable, substantially degradable material, or a combination thereof. The material may be
synthetic or natural; non-polymeric, polymeric, ceramic, or metallic; or a combination
thereof. The rate-controlling element may have a porous, microporous, nanoporous, or
nonpotous morphology, or any combinations thereof. Preferably, when the device comprise
a porous rate-controlling element, at least one layer of a nonporous rate-controlling element is

disposed between the source and the porous rate-controlling element.
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[25] In a preferred embodiment the rate-controlling element is formed from a
nonporous material, usually a nonporous conformal material. Example of suitable non-
porous material include, but not limited to: plasma deposited polymers; sputtered,
evaporated, electroplated metals and/or alloys; glow discharge coating; polyethylene;
polyurethanes; silicone rubber; cellulose; and parylene including parylene C, N, D, F, or
combinations thereof, usually parylene C. In an embodiment, the device comprises a layer of
another rate-controlling element which is configured to bind, at least partially, with the
therapeutic capable agent. In an embodiment Bovine Serum Albumin (BSA) is disposed
adjacent the nonporous rate-controlling element (e.g., parylene) such that as the therapeutic
capable agent (e.g., mycophenolic acid) diffuses or elutes out of the nonporous rate-
controlling element, the therapeutic capable agent binds with the BSA, further delaying or
controlling the release of therapeutic capable agent. Other examples of another rate-
controlling element capable of binding with the therapeutic capable agent include quarternary
ammonium compounds such as polyethylene imine. In one embodiment a hydrogel
compound is disposed under either or both the therapeutic capable agent and the rate-
controlling element or in the matrix. As body fluids come in contact with the hydrogel
compound, the hydrogel compound swells causing a change in the flow or diffusion
properties of the therapeutic capable agent through the rate-controlling element, as for
example by causing disruptions in the rate-controlling element layer.
126} As defined herein, “porous material” refers to a polymeric material or
structure having an open cell structure. Such material can be classified as macroporous,
microporous (e.g., having cell/pore size ranging from about 1 to about 100 microns), or
nanoporous (e.g., having cell/pore size in nanometer range and larger than the actual length
of the polymer chains making up the polymer). The typical chain length of such porous
material ranges from about 2 to about 100 angstroms (A). As used herein, “nonporous
material” refers to materials including coatings, which have no pores or have pore size less
than the normal free volume of the material. The free volume is associated with the space
between molecules in a material accessible to segmental motions. In an embodiment the rate-
controlling element has a free volume equal or less than twice the volume of the rate-
controlling element molecule.
271 At the molecular level most, if not all, of the solid and/or nonporous polymers
have at least some free volume which allows for chain motion. The dimension of the free
volume space is usually in the order of fractions of the molecular chain length, thus the term
nonporous. As temperature increases so does the chain motion and the free volume.
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28] In an embodiment, the rate of release of the therapeutic capable agent from the
source through the rate-controlling element (as an external layer covering the source and/or
as a matrix material), is affected by the “partition coefficient” and diffusivity of the
therapeutic capable agent molecule and the thickness of the rate-controlling element.

1291 The solubility of different therapeutic capable agents in the same nonporous
polymeric rate-controlling element varies greatly. Therapeutic capable agent-polymeric rate-
controlling element solubility depends on several factors including any one or more of the
following: the difference in the chemical structure of the therapeutic capable agent and the
nonporous polymeric rate-controlling element, the presence and characteristic of the
functional groups of the therapeutic capable agent and the rate-controlling element, hydrogen,
jonic, or other bonding between the two, molecular weight, stereochemical configurations of
the therapeutic capable agent and the nonporous polymeric rate-controlling element,
crystalline/amorphous state, temperature of the system, activity coefficient of the therapeutic
capable agent solute in the polymeric rate-controlling element, the molar heat of fusion
absorbed when the therapeutic capable agent crystals dissolve or solubilize into the
polymeric rate-controlling element.

[30] The diffusion of the therapeutic capable agent through the nonporous
polymeric rate-controlling element depends on a number of factors such as the molecular
energy (e.g.. vibration, rotation, translation), and intermolecular attraction/repulsion (between
the portion of the same material or that of between the two different materiaf). The
conformation of the polymer and the therapeutic capable agent and/or rate-controlling
element depends on a variety of factors including the chain length, molecular structure,
crystallinity, and degree of cross-linking.

31] In an embodiment, where the rate-controlling element is formed from a
nonporous material, upon expansion of the structure within the intracorporeal body, the rate-
controlling element may at least partially form areas of disruption on or within the rate-
controlling element. The disruptions allow the transport of either or both the elution medium
(e.g., bodily fluids such as blood, water, serum, tissue, interstitial fluid) to the source, or the
therapeutic capable agent from the source to the targeted intracorporeal site. The transport of
the body fluids to the source assists in the transport of the therapeutic capable agent back to
the targeted intracorporeal site. In one embodiment, the disruptions may be formed in the
implanted device, at least in portions of the device which are in the direct line of fluid flow.
32] By way of examples, a metallic material that at least partially degrades with
time may be used as the rate-controlling element; as well as non-polymers having large
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‘molecular weight, polar or non-polar functional groups, electrical charge, steric hindrance
groups, hydrophobic, hydrophilic, or amphiphilic moieties. It should be appreciated that the
device may comprise a plurality of rate-controlling elements, each having same or different
chemical and physical profiles and characteristics, each being present at similar or different
locations, and including none, same, or different therapeutic capable agents. In another
embodiment, the device may include areas (e.g., distal and proximal ends of the device)
having variable thickness of both the source and the rate-controlling element to allow for
slower or faster release.

[33] Suitable nondegradable or slow degrading rate-controlling element materials
include, but are not limited to, polyurethane, polyethylenes imine, cellulose acetate butyrate,
ethylene vinyl alcohol copolymer, silicone, polytetrafluorethylene (PTFE), parylene, parylast,
poly (methyl methacrylate butyrate), poly-N-butyl methacrylate, poly (methyl methacrylate),
poly 2-hydroxy ethyl methacrylate, poly ethylene glycol methacrylates, poly vinyl chloride,
poly(dimethy! siloxane), poly(tetrafluoroethylene), poly (ethylene oxide), poly ethylene vinyl
acetate, poly carbonate, poly acrylamide gels, N-vinyl-2-pyrrolidone, maleic anhydride,
Nylon, quarternary ammonium compounds including stearyl ammonium chloride and benzyl
ammonium chloride, cellulose acetate butyrate (CAB) and the like, including other synthetic
or natural polymeric substances; mixtures, copolymers, and combinations thereof, Tn an
embodiment the rate-controlling element is formed from a material selected from the group
consisting of silicone, polytetrafluoroethylene, parylast, polyurethane, parylene, cellulose
acetate butyrate; mixtures, copolymers and combinations thereof.

[34] Suitable biodegradable rate-controlling element materials include, but are not
limited to, poly(lactic acid), poly(glycolic acid) and copolymers, poly dioxanone, poly (ethyl
glutamate), poly (hydroxybutyrate), polyhydroxyvalerate and copolymers, polycaprolactone,
polyanhydride, poly(ortho esters); poly (iminocarbonates), polyester amides, polyester
amines, polycyanoacrylates, polyphosphazenes, copolymers and other aliphatic polyesters, or
suitable copolymers thereof including copolymers of poly-L-lactic acid and poly-e-
caprolactone; mixtures, copolymers, and combinations thereof. Other examples of suitable
material include polymers, as disclosed in US Patent No. 5,610,241 and issued to Lee et al.,
and incorporated herein by reference in its entirety. Lee discloses graft polymers having a
biodegradable backbone and side chains with reactive amino acid groups and/or protected
amino acid groups. The graft polymers are obtained from a biodegradable homopolymer or
copolymer starting material having carbonyl group and carbon alpha to carbon of the

carbonyl group and having H atom on carbon alpha to carbonyl carbon and consisting
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essentially of biodegradable homopolymer or copolymer backbone joined at backbone carbon
alpha to backbone carbony! group, to the chain amino acid pendant group at a carbonyl
moiety of the pendant group, which side chain amino acid pendant group contains reactive
amino acid group(s) and/or protected amino acid groups.
[35] The graft polymers are prepared by reacting amino acid halide having other
reactive groups protected, with biodegradable polymer containing carbanion on carbon alpha
to carbon of carbonyl group, and then deprotecting the protected groups.
136} Suitable natural material include: fibrin, albumin, collagen, gelatin,
glycosoaminoglycans, oligosaccharides & poly saccharides, chondroitin, phosholipids,
phosphorylcholine, glycolipids, proteins, amino acids, cellutose, and mixtures, copolymers,
or combinations thereof, In an embodiment, the rate-controlling element comprises Bovine
Serum Albumin (BSA).
37 Other suitable material include, titanium, chromiun, Nitinoi, gold, stainless
steel, metal alloys, ceramics, or a combination thereof; and other compounds that may release
the therapeutic capable agent as a result of interaction (e.g., chemical reaction, high
molecular weight, steric hindrance, hyrophobicity, hydrophilicity, amphilicity, heat) of the
therapeutic capable agent with the rate~controlling element material (e.g, a non-polymer
compound). By way of example, a combination of two or more metals or metal alloys with
different galvanic potentials to accelerate corrosion by galvanic corrosion pathways may also
be used.
(38] The degradable material may degrade by bulk degradation or hydrolysis. In
an embodiment, the rate-controlling element degrades or hydrolyzes throughout, or
preferably, by surface degradation or hydrolysis, in which a surface of the rate-controlling
element degrades or hydrolyzes over time while maintaining bulk integrity. In another
embodiment, hydrophobic rate-controlling elements are preferred as they tend to release
therapeutic capable agent at desired release rate. A non-degradable rate-controlling element
may release therapeutic capable agent by diffusion.
391 In an embodiment, the therapeutic capable agent itself is a rate-controlling
element, as for example, when the therapeutic capable agent is a polymeric material. In an
embodiment, the therapeutic capable agent, alone or in combination with a matrix material,
forms a matrix. The term “matrix” as used herein refers to an association between the
therapeutic capable agent and the rate-controlling element and/or other compounds. Inan
embodiment, the matrix comprises a matrix interface formed between the rate-controlling
clement and the therapeutic capable agent and/or other compound/s. In an embodiment, the
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rate-controlling element may comprise multiple adjacent layers formed from the same or
different material. The therapeutic capable agent may be present adjacent one or more of the
rate-controlling element layers. Additionally and/or alternatively, the therapeutic capable
agent may form a matrix and/or matrix interface with one or more of the rate-controlling
element layers.
[40] The therapeutic capable agent may be selected from a group consisting of
immunosuppressants, anti-inflammatories, anti-proliferatives, anti-migratory agents, anti-
fibrotic agents, proapoptotics, calcium channel blockers, anti-neoplastics, anti-cancer agents,
antibodies, anti-thrombotic agents, anti-platelet agents, 1Ib/I11a agents, antiviral agents, and a
combination thereof.
[41] Specific examples of therapeutic capable agent include: mycophenolic acid,
mycophenolate mofetil, mizoribine, methylprednisolone, dexamethasone, Certican™,
rapamycin, Triptolide™, Methotrexate™, Benidipine™, Ascomycin™, ‘Wortmannin™,
LY294002, Camptothecin™, Topotecan™, hydroxyurea, Tacrolimus™ (FK 506),
cyclophosphamide, cyclosporine, daclizumab, azathioprine, prednisone, Gemcitabine™,
cilostazol (Pletal™), tranilast, quercetin, suramin; metabolites, derivatives, and combinations
thereof.
[42] In an embodiment, the source of the therapeutic capable agent is a polymeric
material including therapeutic capable agent moieties as a structural subunit of the polymer.
The therapeutic capable agent moieties are polymetized and associated to one another
through suitable linkages (e.g. ethylenic) forming polymeric therapeutic capable agent. Once
the polymeric therapeutic capable agent is brought into contact with tissue or fluid such as
blood, the polymeric therapeutic capable agent subunits disassociate. Alternatively, the
therapeutic capable agent may be released as the polymeric therapeutic capable agent
degrades or hydrolyzes, preferably, through surface degradation or hydrolysis, making the
therapeutic capable agent available to the susceptible tissue site, preferably over a period of
time. Examples of methods and compounds for polymerizing therapeutic capable agents are
described in WO 99/12990 Patent Application by Kathryn Uhrich, entitled “Polyanhydrides
With Therapeutically Useful Degradation Products,” and assigned to Rutgers University, the
full disclosure of which is incorporated herein by reference. An example of a therapeutic
capable agents and a suitable reaction ingredient unit includes, mycophenolic acid with adipic
acid and/or salicylic acid in acid catalyzed esterification reaction; mycophenalic acid with
aspirin and/or adipic acid in acid catalyzed esterification reaction, mycophenolic acid with
other NSAIDS, and/or adipic acid in acid catalyzed esterification reaction. In an
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embodiment, the polymeric therapeutic capable agent may be associated with a polymeric
and/or metallic backbone. -
[43] The devices of the present invention may be configured to release or make
available the therapeutic capable agent at one or more phases, the one or more phases having
similar or different performance (e.g., release) profiles. The therapeutic capable agent may
be made available to the tissue at amounts which may be sustainable, intermittent, or
continuous; in one or more phases and/or rates of delivery; effective to reduce any one or
more of smooth muscle cell proliferation, inflammation, immune response, hypertension, or
those complementing the activation of the same. Any one of the at least one therapeutic
capable agents may perform one or more functions, including preventing or reducing
proliferative/restenotic activity, reducing or inhibiting thrombus formation, reducing or
inhibiting platelet activation, reducing or preventing vasospasm, or the like.
[44] The release rate may be further controlled by the size, quantity, location,
elasticity of the rate-controlling element (i.e., as the polymeric rate-controlling element
stretches or relaxes during flexing of the device), and the hydrophobicity of the therapeutic
capable agent. By way of example, a methyprednisolone (MP) therapeutic capable agent
being more hydrophobic than mycophenolic acid (MPA) releases at a slower rate into the
surrounding intracorporeal site or elusion medium than mycophenolic acid.
45] The total amount of therapeutic capable agent made available to the tissue
depends in part on the lovel and amount of desired therapeutic result. The therapeutic
capable agent may be made available at one or more phases, each phase having similar or
different release rate and duration as the other phases. The release rate may be pre-defined.
In an embodiment, the rate of release may provide a sustainable level of therapeutic capable
agent to the susceptible tissue site. In another embodiment, the rate of release is substantially
constant, The rate may decrease and/or increase over time, and it may optionally include a
substantially non-release period. The release rate may comprise a plurality of rates. Inan
embodiment the plurality of telease rates include at least two rates selected from the group
consisting of substantially constant, decreasing, increasing, substantially non-releasing.
[46] The total amount of therapeutic capable agent made available or released will
typically be in an amount ranging from about 0.1 ug to about 10 g, generally from about 0.1
ug to about 10 mg, preferably from about 1 ug to about 10 mg, more preferably from about 1
ug to about 2 mg, from 10 ug to about 2 mg, or from about 50 ug to about 1 mg.

JP 2005-507708 A 2005.3.24



L T e T e T e T e T e T e T e T T e T e T s O s O s O e TR s T e O e, T s T e, O e, T e, O e T e TR e O e, IO e T e T s R |

10

20

25

30

(67)

WO 03/037223 PCT/US02/34350

[47] In an embodiment, the therapeutic capable agent may be released in a time
period, as measured from the time of implanting of the device, ranging from about 1 day to
about 200 days; from about 1 day to about 45 days; or from about 7 days to about 21 days.
[48] In an embodiment the release rate of the therapeutic capable agent per day
may range from about 0.001 micrograms (ug) to about 1000 ug, usually from about 0.001 ug
1o about 200 ug, normally from about 0.5 ug to about 200 ug, and typically from about 1 ug
to about 60 ug.
[49] In one embodiment, the rate-controlling element is configured to have
properties, physical and/or chemical properties (e.g., physical dimensions such as thickness
and chemical properties such as polymer chemical structure) such that the flux density of the
therapeutic capable agent across the rate-controlling element (or through the matrix as the
case may be) to the targeted tissue site ranges from about 1.71x10-14 ug/(cm’s) to about
1.71x10-8 ug/(cm’s), usually from about 1.71x10-14 ug/(cm’s) to about 1 3.43x10-9
ug/(cm?s), normally from about 8.57x10-12 ug/(em®s) to about 3.43x10-9 ug/(em’s), and
typically from about 1.71x10-11 ug/(cm’s) to about 1.03x10-9 ug/(cm®s). The desired flex
density is affected by the total interfacial area between the therapeutic capable agent and the
rate-controlling element, the diffusion coefficient of the therapeutic capable agent across (or
through the matrix) the rate-controlling element. Thus, depending on the nature of the drug
and the desired therapeutic dosages (e.g., total flux (ug/day)) and the design of the device
(e.g., total area of the device including therapeutic capable agent), the various properties (e.g.,
physical and/or chemical) may be configured to bring about the desired result.
{50] The therapeutic capable agent may be made available at an initial phase and
one or more subsequent phases. When the therapeutic capable agent is delivered at different
phases, the initial delivery rate will typically be from about 0 to about 99 % of the subsequent
release rates, usually from about 0 % to about 90 %, preferably from about 0 % to 75 %. In
an embodiment a mammalian tissue concentration of the substance at an initial phase will
typically be within a range from about 0.001 nanogram (ng)/mg of tissue to about 100 ug/mg
of tissue; from about 1 ng/mg of tissue to about 100 ug/mg of tissue; from about 1 ng/mg of
tissue to about 10 ug/mg of tissue. A mammalian tissue concentration of the substance at a
subsequent phase will typically be within a range from about 0.001 ng/mg of tissue to about
600 ug/mg of tissue, preferably from about 1 ng/mg of tissue to about 10 ug/mg of tissue.
511 The rate of delivery during the initial phase will typically range from about
0.001 ng to about 50 ug per day, usually from about 0.1 ug to about 30 ug per day, more
preferably, from about 1 ug per day to about 20 ug per day. The rate of delivery at the
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subsequent phase may range from about 0.01 ug per day to about 200 ug per day, usunally
from about lug per day to about 100 ug per day. In one embodiment, the therapeutic capable
agent is made available to the susceptible tissue site in a programmed and/or controlled
manner with increased efficiency and/or efficacy. Moreover, the present invention provides
limited or reduced hindrance to endothelialization of the vessel wall.

[52] The duration of the initial, subsequent, and any other additional phases may
vary. For example, the release of the therapeutic capable agent may be delayed from the
initial implantation of the device. Typically the delay is sufficiently long to allow the
generation of sufficient cellularization or endothelialization at the treated site. Typically, the
duration of the initial phase will be sufficiently long to allow initial cellularization or
endothelialization at, at Jeast part of the device. Typically, the duration of the initial phase
whether being a delayed phase or a release phase, is usually less than about 12 weeks, more
usually from about 1 hour to about 8 weeks, more preferably from about 12 hours to about 4
weeks, from about 12 hours to about 2 weeks, from about 1 day to about 2 weeks, or from
about 1 day to about 1 week.

[53] The durations of the one or more subsequent phases may also vary, typically
being from about 4 hours to about 24 weeks, from about 1 day to about 12 ‘weeks, from about
2 days to about 8 weeks, more preferably in from about of 3 days to about 50 days. Inan
embodiment, the duration specified relates to a vascular environment. The more than one
phase may include similar or different durations, amounts, and/or rates of release. For
example, in one seenario, there may be an initial phase of delay, followed by a subsequent
phase of release a first subsequent rate, and second subsequent phase at a second subsequent
rate of release, and the like.

[54) ‘When the device includes the source including a plurality of compounds (e.g.,
first therapeutic capable agent and an another compound such as another therapeutic capable
agent or enabling compound), the plurality of compounds may be released at different times
and/or rates, from the same or different layers when present. Each of the plurality of
compounds may be made available independently of another, simultaneous with, or
subsequent to the interventional procedure, and may be simultaneous or sequential with one
another. For example, a first therapeutic capable agent (e.g., Triptolide™ may be released
within a time period of 1 day to 45 days with the sccond therapeutic capable agent (e.g,
mycophenolic acid) released within a time period of 2 days to 3 months, from the time of

interventional procedure.



L T e T e T e T e T e T e T e T T e T e T s O s O s O e TR s T e O e, T s T e, O e, T e, O e T e TR e O e, IO e T e T s R |

10

15

20

25

30

(69)

WO 03/037223 PCT/US02/34350

[55] Turthermore, a biocompatible (e.g., blood compatible) layer may be formed
over the source and/or the most outer layer of the device, to make or enhance the
biocompatibility of the device. Suitable biocompatible material for use as the biocompatible
layer include, but are not limited to, polyethylene gtycol (PEG), polyethylene oxide (PEO),
hydrogels, silicone, polyurcthanes, heparin coatings.

56] In an embodiment, the device further includes another compound, such as
another therapeutic capable agent, or another compound enabling and/or enhancing either or
both the release and efficacy of the therapeutic capable agent. The another therapeutic
capable agent may be associated with expandable structure in the same or different manner as
the first therapeutic capable agent.

[57] The another therapeutic capable agent may act in synergy with the therapeutic
capable agent, in ways such as compensating for the possible reactions and by-products that
can be generated by the therapeutic capable agent. By way of example, the therapeutic
capable agent may reduce generation of desired endothelial cells, thus by including a suitable
another therapeutic capable agent, more endothelialization may be achieved.

58] The another therapeutic capable agent may comprise at least one compound
selected from the group consisting of anti-cancer agents; chemotherapeutic agents;
thrombolytics; vasodilators; antimicrobials or antibiotics antimitotics; growth factor
antagonists; free radical scavengers; biologic agents; radiotherapeutic agents; radiopaque
agents; radiolabelled agents; anti-coagulants such as heparin and its derivatives; anti-
angiogenesis therapeutic capable agents such as Thalidomide™; angiogenesis therapeutic
capable agents; PDGF-B and/or EGF inhibitors; anti-inflamatories including psoriasis
therapeutic capable agents; tiboflavin; tiazofurin; zafurin; anti-platelet agents including
cyclooxygenase inhibitors such as acetylsalicylic acid, ADP inhibitors such as clopidogrel
(e.g., Plavix™) and ticlopdipine (e.g., Ticlid™), phosphodiesterase I inhibitors such as
cilostazol (e.g., Pletal™), glycoprotein IIb/I1la agents such as abciximab (e.g., Rheopro™);
eptifibatide (e.g., Integrilin™), and adenosine reuptake inhibitors such as dipyridmoles;
bealing and/or promoting agents including anti-oxidants, nitrogen oxide donors; antiemetics;
antinauseants; derivatives and combinations thereof. The another therapeutic agent may be
released prior to, concurrent with, or subsequent to, the therapeutic capable agent, at similar
or different rates and phases.

591 In an embodiment, the another compound comprises, an enabling compound
respondable to an external form of enexgy, or native condition, to affect the release of the
therapeutic capable agent. The respondable compound may be associated with the
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therapeutic capable agent, the rate-controlling element, the expandable structure, or a
combination thereof. The second enabling compound may be formed from magnetic
particles coupled to the therapeutic capable agent. The energy source may be a magnetic
source for directing a magnetic field at the prosthesis after implantation to effect release of
the therapeutic capable agent.

[60] In an embodiment of a method for making the devices of the present
invention, an implantable structure is provided with a source of therapeutic capable agent.
The therapeutic capable agent-coated structure is then heated to a temperature, usually to a
temperature about the same as the melting point of the therapeutic capable agent or less, for a
period of time. Lower or higher temperatures may also be used depending on the duration of
the heating step. In an embodiment, the heating helps in a change in the crystallinity of the
therapeutic capable agent, thus providing for a more uniform surface under the rate-
controlling element. In an alternate embodiment, the therapeutic capable agent-coated
structure is heated after the rate-controlling element has also be provided on the structure.
[61] In another embodiment, the therapeutic capable agent/rate-controlling
element-coated structure is heated to a temperature about the same or lower than the glass
transition temperature (Tg) of the rate-controlling element. Higher or lower temperatures
may also be used with appropriate adjustment of the duration of the heating step. In one
embodiment, the heating is performed under vacuum and/or in the absence of oxygen. The
heating of the coated device to this temperature, assists in reducing the residual stress of the
device, thus reducing the likelihood of formation of undesirable disruption in the rate-
controlling element coating. It should be noted, that in some embodiments, the presence of
disruptions before and/or after the device is implanted in the intracorporeal body may be
purposefully designed into the device. Other forms of energy other than heat, may also be
used in the reduction of the residual stress, for example, ultrasound, or vibrational energy.
[62] The ptesent invention still further provides intracorporeal devices comprising
an implantable scaffold having at least one source of at least one therapeutic capable agent
associated therewith and configured to be released when the scaffold is implanted. A rate-
controlling element comprising a non-porous material covers at least a portion of the source.
Preferably, the non-porous material comprises parylene, more preferably consisting
essentially of paralyne, and often consisting of parylene. Other non-porous materials,
however, may also find use, such as plasma deposited polymers, sputtered materials,
evaporated materials, electroplated metals, electroplated alloys, glow discharge coating,
polyeﬂ'lylénes, polyurethanes, silicone rubber, cellulose, and the like. Usually, the non-
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porous layers will become at least partially porous when exposed to the conditions in the
implanted region, typically a blood vessel. Alternatively, the rate controlling member may
become disrupted, e.g., crack or form holes, when implanted. Often, a therapeutic capable
agent will be present in the rate-controlling element, usually being the same substance as in
the source.

BRIEF DESCRIPTION OF THE DRAWINGS
631 FIGS. 1A through 1C are cross-sectional views of a device embodying
features of the present invention and implanted in a body lumen.
[64] FIGS. 2A through 2N are cross-sectional views of various embodiments of the
delivery prosthesis of FIGS. 1A-1C taken along line 2-2.
[65]) FIG. 3 is a schematic representation of an exemplary stent for use as the

device of the present invention.

[66} FIGS. 4A and 4B are schematic representations of an expanded view of a
portion of the Stent of FIG. 3 showing areas having different mechanical profiles.

1671 FIGS.5A through and 8D are schematic representations of different
embodiments of the stent of FIG. 4A.

1681 FIGS. 9A through 9D is a schematic representation of an embodiment of the
stent of FIG. 4A having an aperture in the rate-controlling element.

[69] FIGS. 10A through 10D are schematic representation of different
embodiments of methods for making the stent of FIG. 9.

[70] FIGS. 11A and 11B are schematic representations of an embodiment of the
stent of FIG. 4A having deliberate disrupted areas.

[71] FIG. 12 is a schematic representation of an embodiment of a method of
making the stent of FIG. 4A disposed on a rotating mandrel.

[72] FIGS. 13A through 13D are schematic representation of different
embodiments of apparatus and methods for making the stents of FIG. 4A.

1731 FIGS. 14A through 14C are schematic representations of another embodiment
of masking apparatus and methods for making the stent of FIG. 4A.

[74] FIGS. 15A and 15B are schematic representations of spray apparatus and
methods for making the stent of FIG. 4A.

[75] FIG. 16 is a graphical representation of the release of a therapeutic capable

agent over a predetermined time period.
[76} FIGS. 17A, 17B, 18A, 18B, 19A through 19E, 204, 20B, 21A, and 21B are

graphical representations of the performance of various therapeutic capable agents.
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1771 FIG. 22 are graphical representations of the performance of stents having
different thicknesses of rate-controlling element.

[78] FIGS. 23A and 23B are graphical representation of different embodiments of
stents showing the effect of apertures in the rate-controlling element on release rate of
therapeutic capable agent.

[79] FIG. 24 is a graphical representation of the stent of FIG. 4A showing the effect
of masking during coating of the therapeutic capable agent.

[80] FIG. 25 is a graphical representation of the stent of FIG. 4A showing the effect

of heating of stent on the release of therapeutic capable agent.

DETAILED DESCRIPTION OF THE INVENTION
[81] FIGS. 1A-1C, and cross-sectional drawings FIGS. 2A-2N, illustrate a device
10, such as a prosthesis 13, embodying features of the invention and generally including an
expandable structure 16 implantable in an intracorporeal body, such as body lumen 19
including a susceptible tissue site 22, and a source 25 adjacent the expandable structure 16
including a therapeutic capable agent 28. The device 10, as shown, is disposed in the body
lumen 19. Tt should be appreciated, that although the source 25 as depicted in the figures is
disposed adjacent a surface of the expandable structure, the word adjacent is not intended to
be limited by the exemplary figures or descriptions.
82] As used herein the term “therapeutic capable agent” includes at least one
compound which is either therapeutic as it is introduced to the corporeal body (e.g., human
subject) under treatment, or becomes therapeutic after entering the corporeal body of the
subject (or exposed to the surface of the corporeal body as the case may be), by for example,
reaction with a native or non-native substance or condition. Examples of native conditions
include pH (e.g. acidity), chemicals, temperature, salinity, conductivity, contractile or
expansive changes of the body lumen/organ, and pulsating nature of the body fluids as they
flow through or come in contact with the device; with non-native conditions including those
such as magnetic fields, and ultrasound. In the present application, the chemical name of any
of the therapeutic capable agents or other compounds is used to refer to the compound itself
and to pro-drugs (precursor substances that are converted into an active form of the
compound in the body), and/or pharmaceutical derivatives, analogues, or metabolites thereof
(bioactive compound to which the compound converts within the body directly or upon

introduction of other agents or conditions (e.g., enzymatic, chemical, energy), or environment

(e-g» PH).
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[83] . The expandable structure may be formed of any suitable material such as
metals, polymers, or a combination thercof. In one embodiment, the expandable structure
may be formed of an at least partially biodegradable material, selected from the group
consisting of polymeric material, metallic materials, or combinations thereof. The at least
partially biodegradable material, preferably degrades over time. Examples of polymeric
material include poly-L-lactic acid, having a delayed degradation to allow for the recovery of
the vessel before the structure is degraded. Example of metallic material include metals or
alloys degradable in the corporeal body, such as stainless steel.
[84] The therapeutic capable agent may be selected from a group consisting of
immunosuppressants, anti-inflammatories, anti-proliferatives, anti-migratory agents, anti-
fibrotic agents, proapoptotics, calcium channel blockers, anti-neoplastics, anti-cancer agents,
antibodies, anti-thrombotic agents, anti-platelet agents, IIb/Illa agents, antiviral agents, and a
combination thereof.
85} Specific examples of therapeutic capable agent include: mycophenolic acid,
mycophenolate mofetil, mizoribine, methylprednisolone, dexamethasone, Certican™,
rapamycin, Triptolide™, Methotrexate™, Benidipine™, Ascomycin™, Wortmannin™,
LY294002, Camptothecin™, Topotecan™, hydroxyurea, Tacrolimus™ (FK 506),
cyclophosphamide, cyclosporine, daclizumab, azathioprine, prednisone, Gemcitabine™,
cilostazol (Pletal™), tranilast, quercetin, suramin; metabolites, derivatives, and combinations
thereof.
[86] In an embodiment, the source of the therapeutic capable agent is a polymeric
material including therapeutic capable agent moieties as a structural subunit of the polymer.
The therapeutic capable agent moieties are polymerized and associated to one another
through suitable linkages (e.g. ethylenic) forming polymeric therapeutic capable agent. Once
the polymeric therapeutic capable agent is brought into contact with tissue or fluid such as
blood, the polymeric therapeutic capable agent subunits disassociate. Alternatively, the
thetapeutic capable agent may be released as the polymeric therapeutic capable agent
degrades or hydrolyzes, preferably, through surface degradation or hydrolysis, making the
therapeutic capable agent available to the susceptible tissue site, preferably over a period of
time. Examples of methods and compounds for polymerizing therapeutic capable agents are
described in WO 99/12990 Patent Application by Kathryn Uhrich, entitled “Polyanhydrides
With Therapeutically Useful Degradation Products,” and assigned to Rutgers University, the
full disclosure of which is incorporated herein by reference. An example of a therapeutic
capable agents and a suitable reaction ingredient unit includes, mycophenolic acid with adipic
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acid and/or salicylic acid in acid catalyzed esterification reaction; mycophenolic acid with
aspirin and/or adipic acid in acid catalyzed esterification reaction, mycophenolic acid with
other NSAIDS, and/or adipic acid in acid catalyzed esterification reaction. Inan
embodiment, the polymeric therapeutic capable agent may be associated with a polymeric
and/or metallic backbone.
87] The expandable structure 16, as shown without intending any limitation, has a
tissue facing surface 31 and luminal facing surface 34, and optionally an interior 37 which
may include a lumen as shown in FIG. 2B. It will be appreciated that the following
depictions are for illustration purposes only and do not necessarily reflect the actual shape,
size, configuration, ot distribution of the prosthesis 13. The prosthesis may have a
continuous structure or an intermittent structure as the case may be with many stents (e.g., the
cross section of the stent does not entirely include a substrate forming the expandable
structure — for example, some stents have a screen or mesh like cross section). The source
may be disposed or formed adjacent at least a portion of either or both the luminal facing
surface, as shown in FIG. 1B; and the tissue facing surface, as shown in FIG. 1C; within the
interior of the expandable structure, or any combination thereof.
[88] The source 25 for making the therapeutic capable agent available to
therapeutic capable agent is associated with expandable structure, in one or more
configurations. The source as shown in FIGS. 2A and 2B is within the expandable structure
16, as for example, when a matrix 40 is formed by the expandable structure 16 and the
therapeutic capable agent 28, or when the therapeutic capable agent 28 is disposed within the
interior (or the exterior of the expandable structure 16 as the case may be), 37 of the
expandable structure 16. In an embodiment, the source 25 has a thickness typically in a range
from about 1 angstroms (A) to about 50 microns (um), from about 100 angstroms to about 20
microns, usually from about 100 angstroms to about 10 microns, normally from about 5000
angstroms to about 5 microns, and nominally from abut 7500 angstroms to about 2 microns.
891 Now referring to FIG. 2C, the device further comprises a rate-controlling
element 43. The rate-controlling element may be formed over at least a portion of the
expandable structure 16 for controlling the release of the therapeutic capable agent 28 from
the matrix 40 or the interior 37 of the expandable structure. The source may be the rate-
controlling element itself when the therapeutic capable agent is a polymeric therapeutic
capable agent.
[90] In an embodiment, the source may comprise a matrix comprising the
therapeutic capable agent and a matrix forming material. By way of example, the source may
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comprise a matrix comprising mycophenolic acid and albumin (e.g., Bovine Serum Albumin
or BSA). The presence of the matrix material for which the therapeutic capable agent has an
affinity for, as for example BSA, reduces the rate of elusion (thus release) of mycophenolic
acid to the susceptible tissue site.
91} The rate-controlling element may be formed of a non-degradable, partially
degradable, substantially degradable material, ora combination thereof. The material may be
synthetic or natural; non-polymeric, polymeric, ceramic, or metallic; or 2 combination
thereof. The rate-controlling element may have a porous, microporous, nanoporous, or
nonporous morphology, or any combinations thereof. Preferably, when the device comprise
a porous rate-controlling element, at least one layer of a nonporous rate-controlling element is
disposed between the source and the porous rate-controlling element.
192] In a preferred embodiment the rate-controlling element is formed from a
nonporous material, usually a nonporous conformal material. Example of suitable non-
porous material include, but not limited to: plasma deposited polymers; sputtered,
evaporated, electroplated metals and/or alloys; glow discharge coating; polyethylene;
polyurethanes; silicone rubber; cellulose; and parylene including parylene C, N, D, F, or
combinations thereof, usually parylene C.
93] Suitable nondegradable or slow degrading rate-controlling element materials
include, but are not limited to, polyurethane, polyethylenes imine, cellulose acetate butyrate,
ethylene vinyl alcohol copolymer, silicone, polytetrafluorethylene (PTFE), parylene, parylast,
poly (methyl methacrylate butyrate), poly-N-butyl methacrylate, poly (methyl methacrylate),
poly 2-hydroxy ethyl methacrylate, poly ethylene glycol methacrylates, poly vinyl chloride,
poly(dimethyl siloxane), poly(tetrafluoroethylene), poly (ethylene oxide), poly ethylene vinyl
acetate, poly carbonate, poly acrylamide gels, N-vinyl-2-pyrrolidone, maleic anhydride,
Nylon, quarternary ammonium compounds including stearyl ammonium chloride and benzyl
ammonium chloride, celtulose acetate butyrate (CAB) and the like, including other synthetic
or natural polymeric substances; mixtures, copolymers, and combinations thereof. Inan
embodiment the rate-controlling element is formed from a material selected from the group
consisting of silicone, polytetrafluoroethylene, parylast, polyurethane, parylene, cellulose
acetate butyrate; mixtures, copolymers and combinations thereof.
[94] Suitable biodegradable rate-controlling element materials include, but are not
limited to, poly(lactic acid), poly(glycolic acid) and copolymers, poly dioxanone, poly (ethyl
glutamate), poly (hydroxybutyrate), polyhydroxyvalerate and copolymers, polycaprolactone,
polyanhydride, poly(ortho esters); poly (iminocarbonates), polyester amides, polyester
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amines, polycyanoacrylates, polyphosphazenes, copolymers and other aliphatic polyesters, or
suitable copolymers thereof including copolymers of poly-L-lactic acid and poly-e-
caprolactone; mixtures, copolymers, and combinations thereof. Other examples of suitable
material include polymers, as disclosed in US Patent No. 5,610,241 and issued to Lee et al.,
and incorporated herein by reference in its entirety. Lee discloses graft polymers having a
biodegradable backbone and side chains with reactive amino acid groups and/or protected
amino acid groups. The graft polymers are obtained from a biodegradable homopolymer or
copolymer starting material having carbonyl group and carbon alpha to carbon of the
carbony! group and having H atom on carbon alpha to carbonyl carbon and consisting
essentially of biodegradable homopolymer or copolymer backbone joined at backbone carbon
alpha to backbone carbonyl group, to the chain amino acid pendant group at a carbonyl
moiety of the pendant group, which side chain amino acid pendant group contains reactive
amino acid group(s) and/or protected amino acid groups.
195] The graft polymers are prepared by reacting amino acid halide having other
reactive groups protected, with biodegradable polymer containing carbanion on carbon alpha
to carbon of carbonyl group, and then deprotecting the protected groups.
961 Suitable natural material include: fibrin, albumin, collagen, gelatin,
glycosoaminoglycans, oligosaccharides & poly saccharides, chondroitin, phosholipids,
phosphorylcholine, glycolipids, proteins, amino acids, cellulose, and mixtures, copolymers,
or combinations thereof. In an embodiment, the rate-controlling element comprises Bovine
Serum Albumin (BSA).
197} Other suitable material include, titanium, chromium, Nitinol, gold, stainless
steel, metal alloys, ceramics, or a combination thereof: and other compounds that may release
the therapeutic capable agent as a result of interaction (e.g., chemical reaction, high
molecular weight, steric hindrance, hyrophobicity, hydrophilicity, amphilicity, heat) of the
therapeutic capable agent with the rate-controlling element material (¢.g, a non-polymer
compound). By way of example, 2 combination of two or more metals or metal alloys with
different galvanic potentials to accelerate corrosion by galvanic corrosion pathways may also
be used.
198] The degradable material may degrade by bulk degradation or hydrolysis. In
an embodiment, the rate-controlling element degrades or hydrolyzes throughout, or
preferably, by surface degradation or hydrolysis, in which a surface of the rate-controlling
element degrades or hydrolyzes over time while maintaining bulk integrity. In another

embodiment, hydrophobic rate-controlling elements are preferred as they tend to release
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therapeutic capable agent at desired release rate. A non-degradable rate-controlling element
may release therapeutic capable agent by diffusion.
[99] FIG. 2D illustrates features of an embodiment having the therapeutic capable
agent 28 disposed between one of the tissue or luminal facing surfaces of the expandable
structure and the rate-controlling element 43.
[100] As shown in FIG. 2E, the source 25 includes the rate-controlling element 43
formed adjacent at least a portion of one of the tissue or luminal facing surfaces of the
expandable structure 16 and forming the matrix 40 with the therapeutic capable agent 28. As
noted earlier, the therapeutic capable agent 28 may itself act as a rate-controlling element, as
for example, when the polymeric therapeutic capable agent forms a matrix.
[101] The matrix may be formed between the rate-controlling element 43 and the
expandable structure 16 and forming a matrix interface 46 therebetween and/or between the
therapeutic capable agent 28 and the rate-controlling element 43, as shown in FIGS. 2F and
2G. The matrix interface may formed as a result of the physical disposition of the two layers
(e.g., rate-controlling element and the therapeutic capable agent. Alternatively and/or
additionally, the matrix interface may be formed as a result of chemical reaction between the
therapeutic capable agent and a polymer, oligomer, coupling agent, or small molecule. The
matrix interface, preferably, further provides controlling of the release of the therapeutic
capable agent to the susceptible tissue site.
[102] In an embodiment, features of which are shown in FIG. 2H, the outer most
layer of the prosthesis 13 may be formed of the therapeutic capable agent with or without a
matrix interface 46 formed between the outer most layer and the other layers. It should be
noted, that the therapeutic capable agent 28, although as shown in most figures as discrete
particles, may form a smooth layer or a layer of particles, as for example as part of matrix
interface 46 as shown in FIG. 2H.
[103] n an alternate embodiment, features of which are shown in FIG. 21, at least
one layer of a second rate-controlling element 49 is formed over the matrix 40, further
affecting the release rate of the therapeutic capable agent 28 to the susceptible tissue site.
The second rate-controlling element 49 may be of the same or different material than that
forming the first rate-controlling element 43.
[104] Now referring now to FIGS. 2J and 2K, the source may comprise, a plurality
of compounds, as for example the first therapeutic capable agent 28 and another compound
50 such as another therapeutic capable agent 50 or an enabling compound 61 (FIG. 2N).
Each of the plurality of compounds may be in the same or different area of the source. For
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example, as shown in FIG. 2K, the first therapeutic capable agent 28 may be present in
matrix 40 while the second therapeutic capable agent 50 is in a second matrix 52 formed by
the second therapeutic capable agent 50 and a second rate-controlling element 55. The rate-
controlling elements 43 and 55 may be formed from the same or different material.

[105] The another therapeutic capable agent may comprise at least one compound
selected from the group consisting of anti-cancer agents; chemotherapeutic agents;
thrombolytics; vasodilators; antimicrobials or antibiotics antimitotics; growth factor
antagonists; free radical scavengers; biologic agents; radiotherapeutic agents; radiopaque
agents; radiolabelled agents; anti-coagulants such as heparin and its derivatives; anti-
angiogenesis therapeutic capable agents such as Thalidomide™; angiogenesis therapeutic
capable agents; PDGF-B and/or EGF inhibitors; anti-inflamatories including psoriasis
therapeutic capable agents; riboflavin; tiazofurin; zafurin; anti-platelet agents including
cyclooxygenase inhibitors such as acetylsalicylic acid, ADP inhibitors such as clopidogrel
(e.g., Plavix™) and ticlopdipine (e.g., Ticlid™), phosphodiesterase III inhibitors such as
cilostazol (e.g., Pletal™), glycoprotein 1Ib/I1la agents such as abciximab (e.g., Rheopro™);
eptifibatide (e.g., Integrilin™), and adenosine reuptake inhibitors such as dipyridmoles;
healing and/or promoting agents including anti-oxidants, nitrogen oxide donors; antiemetics;
antinauseants; derivatives and combinations thereof. The another therapeutic agent may be
released prior to, concurrent with, or subsequent to, the therapeutic capable agent, at similar
or different rates and phases. '

[106] In another embodiment, features of which are shown in FIGS. 2L and 2M, the
therapeutic capable agent 28 is disposed within or on the expandable structure 16 within a
reservoir 58. The rate-controlling element 43 may be disposed adjacent the reservoir 58
and/or the therapeutic capable agent 28 for affecting the release of the therapeutic capable
agent. As stated earlier, the exemplary figures and descriptions are not meant to limit the
term “adjacent.”

1071 In a further embodiment, features of which are shown in FIG. 2N, the another
compound corprises the enabling compound 61 respondable to an external form of energy,
or native condition, to affect the release of the therapeutic capable agent. The respondable
compound may be associated with the therapeutic capable agent, the rate-controlling element,
the expandable structure, or a combination thereof. As shown in FIG. 2N, the respondable
compound is associated with the therapeutic capable agent. The enabling compound 61 may
be formed from magnetic particles coupled to the therapeutic capable agent 28. The energy

source may be a magnetic source for directing a magnetic field at the prosthesis 13 after
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implantation to effect release of the therapeutic capable agent 28. The magnetic particles 61
may be formed from magnetic beads and will typically have a size in a range from about 1
nm to about 100 nm. The magnetic source exposes the prosthesis 13 to its magnetic field at
an intensity typically in the range from about 0.01T to about 2T, which will activate the
magnetic particles 61 and thereby effect release of the therapeutic capable agent from the
prosthesis. The another enabling compound may be present in other configurations of
prosthesis 13 as described above.

[108] Other suitable external energy sources, which may or may not require another
compound or their performance may not be affected by the presence or absence of another
compound, include ultrasound, magnetic resonance imaging, magnetic field, radio frequency,
temperature change, electromagnetic, x-ray, radiation, heat, gamma, vibration, microwave, or
a combination thereof.

[109] By way of example, an ultrasound external energy source may be used having
a frequency in a range from 20 kHz to 100 MHz, preferably in a range from 0.1 MHz to 20
MHz, and an intensity level in a range from 0.05 W/cm2 to 10 W/em2, preferably in a range
from 0.5 W/em2 to 5 W/em2. The ultrasound energy would be directed at the prosthesis 13
from a distance in a range from 1 mm to 30 om, preferably in a range from 1 cm to 20 cm.
The ultrasound may be continuously applied or pulsed, for a time period in a range from 5 sec
to 30 minutes, preferably in a range from 1 minute to 15 minutes. The temperature of the
prosthesis 13 during this period will be in a range from 36°C to 48°C. The ultrasound may be
used to increase a porosity of the prosthesis 13, thereby allowing release of the therapeutic
capable agent 28 from the prosthesis 13. Other sources of energy, for example, heat or
vibrational, may also be used to increase the porosity of the prosthesis or a portion thereof, or
alter the configuration of the same.

[10] Furthermore, a biocompatible (e.g., blood compatible) layer may be formed
over the source and/or the most outer layer of the device, to make or enhance the
biocompatibility of the device. Suitable biocompatible material for use as the biocompatible
layer include, but are not limited to, polyethylene glycol (PEG), polyethylene oxide (PEO),
hydrogels, silicone, polyurethanes, heparin coatings.

[111] The dimensions of the expandable structure will depend on its intended use.
Typically, the expandable structure will have a length in a range from about 5 mm to about
100 mm, usually being from about 8 mm to about 50 mm, for vascular applications. The
diameter of a cylindrically shaped expandable structure for vascular applications, in a non-
expanded configuration, usually ranges from about 0.5 mm to about 10 mm, more usually
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from about 0.8 mm to about 8 mm; with the diameter in an expanded configuration ranging
from about 1.0 mm to about 100 mm, preferably from about 2.0 mm to about 30 mm. The
expandable structure usually will have a thickness in a range from about 0.025 mm to 2.0
mm, preferably from about 0.05 mm to about 0.5 mm.

[112] The ring segments, and other components of structures such as the expandable
structure 16, may be formed from conventional materials used for body lumen stents and
grafts, typically being formed from malleable metals or alloyes, such as 300 series stainless
steel, or from resilient metals, such as superelastic and shape memory alloys, e.g., Nitinol™
alloys, spring stainless steels, and the like; non-metallic materials, such as ceramics or
polymeric materials, or a combination thereof. The polymeric materials may include those
polymeric materials that are substantially non-degradable, such as those described in relation
to the materials of choice for the rate-controlling element. Alternatively, the polymeric
material may be a biodegradable or substantially biodegradable polymer such as those
described in reference with the biodegradable rate-controlling element material. When the
expandable structure material is formed of the rate-controlling element material, the
expandable structure may function both as the prosthesis and the direct source of the
therapeutic capable agent. Additional structures for the body or unit segments of the present
invention are illustrated in U.S. Patent Nos. 5,195,417; 5,102,417; and 4,776,337, the full
disclosures of which are incorporated herein by reference.

[113] Other suitable material for use as the structure include, carbon or carbon fiber,
cellulose acetate, cellulose nitrate, silicone, polyethylene terphthalate, polyurethane,
polyamide, polyester, polyorthoester, polyanhydride, polyether sulfone, polycarbonate,
polytetrafluoroethylene, or another biocompatible polymeric materials, or mixtures or
copolymers thereof, a polyanhydride, polycaprolactone, polyhydroxybutyrate valerate or
another biodegradable polymer, or mixtures or copolymers thereof; a protein, an exiracellular
matrix component, collagen, fibrin or another biologic agent, or a suitable mixture of any of
the material listed above, degradable, non-degradable, metallic, or otherwise. In an
embodiment, device may comprise a biodegradable structure with a polymeric source, such
as a polymeric therapeutic capable agent.

[114] The expandable structure 16 may be a stent 70 or, a graft. When the
expandable structure is a stent, the expandable structure 16 will usually comprise at least two
radially expandable, usually cylindrical, ring segments 73 as shown in FIG. 3. Typically, the
expandable structure 16 will have at least four, and often five, six, seven, eight, ten, or more
ring segments. At least some of the ring segments will be adjacent to each other but others
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may be separated by other non-ting structures. The description of exemplary stent structures
are not intended to be exhaustive, and it should be appreciate that other variations of stent
designs usable in the present invention are known to those skilled in the art.
[115] Referring back to FIG. 3, the exemplary stent 70 (embodying features ofa
stent described in more detail in co-pending U.S. Patent Application No. 08/968,319 and
assigned to the assignee of the present invention, the disclosure of which in its entirety is
incorporated herein by reference) for use in the present invention comprises from 4 to 50 ring
segments 73 (with eight being illustrated). Each ring segment 73 is joined to the adjacent
ring segment by at least one of sigmoidal links 76. Each ring segment 73 includes a plurality,
¢.g., six strutthinge units, and two out of each six hinge/strut structures on each ring segment
73 will be joined by the sigmoidal links 76 to the adjacent ring segment. Stent 70 as shown
in FIG. 3 shows the stent 70 is in a collapsed or non-expanded configuration.
[116] The term “radially expandable” as used herein includes segments that can be
converted from a small diameter configuration to a radially expanded, usually cylindrical,
configuration which is achieved when the expandable structure 16 is implanted at a desired
target site. The expandable structure 16 may be minimally resilient, e.g., malleable, thus
requiring the application of an internal force to expand and set it at the target site. Typically,
the expansive force can be provided by a balloon, such as the balloon of an angioplasty
catheter for vascular procedures. The expandable structure 16 preferably provides sigmoidal
links between successive unit segments which are particularly useful to enhance flexibility
and crimpability of the stent.
[117] Alternatively, the expandable structure 16 can be self-expanding. Structures
for use in the devices of the present invention, including the expandable structure 16 (such as
self-expanding structures) are provided by utilizing a resilient material, such as a tempered
stainless steel, or a superelastic alloy such as a Nitinol™ alloy, and forming the body segment
so that it possesses its desired, radially-expanded diameter when it is unconstrained, i.e.
released from the radially constraining forces of a sheath. In order to remain anchored in the
body lumen, the expandable structure 16 will remain partially constrained by the lumen. The
self-expanding expandable structure 16 can be tracked and delivered in its radially
constrained configuration, e.g., by placing the expandable structure 16 within a delivery
sheath or tube and removing the sheath at the target site.
[118] Now referring back to FIG. 3, and to FIGS. 4A and 4B, the exemplary stent 70
including features of the invention is shown to generally include a cylindrical frame 79
having proximal and distal ends, 82 and 85, tissue and luminal facing surfaces, 88and 91, a
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plurality of radially expansible unit segments including rings 73. The unit segments,
preferably, include segments having different mechanical profiles, as for example may be
exhibit as a result of expansion. For example, the segments, may include relatively lower
mechanical profile portions their lengths with relatively higher mechanical profile portions at
bends, points, intersections, joints, or areas exposed to flow turbulence. The areas exhibiting
relatively lower mechanical profiles, upon the expansion of the scaffold, typically do not
under substantial bending, flexing, stretching, or compression, usually being less than about
5%. Some of the rings 73, as shown, are joined with at least one axially adjacent ring
through expansion links 76, preferably having a sigmoidal shape, more preferably, an S shape
having a relatively smooth profile along its length to minimize or reduce kinking upon
expansion. Preferably, the rings 73, as shown, have a serpentine shape. Similarly, the links
may comptise segments having different mechanical profile profiles along their length. For
example, the links or joints may include relatively lower mechanical profile portions along
their lengths with relatively higher mechanical profile portions at bends, points, intersections,
joints, or areas exposed to flow turbulence (i.e., areas which are substantially in the direct line
of fluid (e.g., blood or other bodily fluids) flow through the body).
[119] Tn an embodiment as shown in FIGS. 5 A and 5B, the therapeutic capable
agent is disposed adjacent all of the surface of at least one of the tissue facing and luminal
facing surfaces of the structure on both the higher and lower stress areas, 94 and 97. As
shown in FIGS. 6A through 6F, the source may be disposed on all of at least one of the tissue
or luminal facing surfaces or only on the portions of the cylindrical frame, usually, only on
those portions of the ring and/or joints, 73 and 76, having relatively lower mechanical
profiles 97. The therapeutic capable agent may be applied in discrete portions, the pottions
having relatively larger areas (¢.g., FIG. 6A), preferably on areas having relatively lower
mechanical profile. Altematively or additionally, the therapeutic capable agent may be
present in smaller surface areas (e.g. FIG. 6B), preferably along the outer surfaces of the
structure and away from sides and/or edges of the rings and/or the links (FIGS. 6D, 6F).
[120] The source may vary in the amount of the therapeutic capable agent it
comprises. When the source is present in a plurality of segments, as for example, when
present in discrete portions, each source may comprise same or different therapeutic capable
agents, at same or different amounts, and may make the therapeutic capable agent available to
the susceptible tissue site at same or different phases and/or rates. The source may be the
therapeutic capable agent, as for example when the therapeutic capable agent is a polymeric
therapeutic capable agent, or may comprise a matrix as for example one or more therapeutic
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capable agents with same or different matrix forming material. The source may be present as
a layer, a matrix, as part of a matrix interface, on or within the structure, or combinations
thereof, The source may be present as a single layer, or a plurality of layers immediately
adjacent one another or separated by another layer (such as another source or a rate-
controlling element layer).
[121] In an embodiment features of which are shown in FIGS. 7A through 7D, the
stent further comprises a rate-controlling element 43 disposed adjacent (as for example, over)
at least a portion of the structure. The rate-controiling element may disposed adjacent the
structure on at least one of the tissue or luminal facing surfaces (e.g. FIG. 7A) or only those
areas of the stent including the source 25 (e.g., FIG. 7B). When the rate-controlling element
is disposed only in some but not all of the areas of the structure, the device may
advantageously exhibit a relatively higher flexibility as compared to a structure which is
completely covered with the rate-controlling element. In an alternate embodiment, the rate-
controlling element may be disposed only on those areas of the structure having a relatively
higher stress profile. This latter embodiment may be particularly useful when a device with
greater overall coating thickness or one having a rate-controlling element applied over the
entire structure, is desired. It should be appreciated that although the rate-controlling element
as shown in the figures covers the entire perimeter of the structure, the rate-controlling
element may cover only portions of the structure on one or both luminal and tissue facing
surfaces and/or the ends of the device. Additionally, the rate-controlling element and/or the
therapeutic capable agent may have a different thickness at various locations of the structure,
as for example, on the sides being in direct flow of the bodily fluids.
[122] In another embodiment features of which are shown in FIGS. 8A through 8D,
the device comprises segments with and without therapeutic capable agent with the rate-
controlling element 43 disposed adjacent both the segments including the therapeutic capable
agent and those which do not. Preferably, the segments including the therapeutic capable
agent are disposed adjacent the relatively lower mechanical profile ateas with the relatively
higher mechanical profile areas not including the therapeutic capable agent. The rate-
controlling element comprises portions having different thicknesses.
[123) Preferably, the thickness of the rate-controlling element disposed adjacent
those segments of the device including the therapeutic capable agent (source as for example a
reservoir) is relatively thinner than the thickness at other segments of the device. This
variable rate-controlling element thickness profile provides for lower likelihood of cracking
or pinhole formation at the higher siress areas while maintaining a relatively overall thin
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thickness. The minimization of the formation of the crack and/or pinhole formation at these
segments even though no therapeutic capable agent is present, minimizes the likelihood of the
uncontrolled rapid release of the therapeutic capable agent.
[124] The thickness of the rate-controlling element, such as the nonporous rate-
controlling element layer can range from about 50 angstroms (A) to about 50 microns (um),
from about 100 angsiroms to about 20 microns, usually from about 100 angstroms to about
10 microns, normally from about 5000 angstroms to about 5 micrens, and nominally from
abut 7500 angstroms to about 2 microns.
[125] Without intending any limitation, it is believed that the nonporous rate-
controlling layer when applied over those portions of the structure experiencing relatively
higher mechanical profile upon expansion, are susceptible to cracking and/or formation of
pinholes upon expansion. The cracking and/or pinhole formation results in gaps in the rate-
controlling layer. The gaps, in turn, will aid in the transport of the elution medium to the
source, thus resulting in a more rapid release of the therapeutic capable agent to the corporeal
body. Depending on the need and the desired effect, this effect may be desired to be reduced
or minimized when it is necessary to release the therapeutic capable agent over a period of
time. The therapeutic capable agent source may be absent from all or only portions of those
segments of the stents which exhibit relatively higher mechanical profile.
[126] In an embodiment having device segments with and without therapeutic
capable agent, the thickness of the rate-controlling element preferably ranges from about 100
angstroms to about 5 microns; preferably, ranging from about 100 angstroms to about 1
micron at device segments including the therapeutic capable agent, and preferably ranging
from about 0.5 to about 5 microns at device segments not including the therapeutic capable
agent (e.g., high stress areas). Aliernatively, the thickness of the rate-controlling element
preferably ranges from about 0.5 microns to about 5 microns; preferably, ranging from about
1 micron to about 5 miicron at device segments including the therapeutic capable agent, and
preferably ranging from about 0.5 to about 5 microns at device segments not including the
therapeutic capable agent (e.g., high stress areas). Preferably when the rate-controlling
element comprises parlylene, more preferably, parylene C., the stress area thickness of the
rate-controlling element ranges from about 0.5 microns to about 10 microns.
[127] In another embodiment, the device may include areas (¢.g., distal and
proximal ends of the device) having variable thickness of cither or both the source and the

rate-controlling element to allow for slower or faster release rates.
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[128] In an embodiment such as that shown in FIG. 6A and 6B when the source is
not present in the areas having relatively higher mechanical profile, the thickness of the
nonporous rate-controlling element layer, preferably, range from about 50 angstroms to 5
microns.
[129] In another embodiment, as shown in FIGS. 9A through 9D, the device may
include apertures or orifices 100 in the therapeutic capable agent reservoir, made and used by
similar processes as those described below, allowing for controlled release of the therapeutic
capable agent to the targeted intracorporeal site.

[130] The apertures 100 may be positioned in the rate-controlling element (e.g.,
nonporus rate-controlling element such as parylene) either or both directly above and offset
from the therapeutic capable agent source, as for example shown in FIGS. 9B and 9C,
respectively.

[131] The apertures may have depth running the entire thickness of the rate-
controlling element layer or one shorter than the entire depth depending on the desired release
rate. A single device may include similar or different apertures, sizes, locations, patterns, and
depths in order to effectuate the desired release rate of the therapeutic capable agent. The
aperture may range in opening from about 1 angstrom to about 100 microns, usually from
about 1 angstrom to about 8 microns.

[132] n an embodiment, as shown in FIG. 9D, the source and the rate-controlling
element have at least a portion emerging out of the structure surface. The emerged portion
103 may include an aperture (surface or one having a more substantial depth) allowing for a
capillary-like fonction. The emerged portion, advantageously, will be relatively more in
contact with the tissue at the targeted intracorporeal site allowing for more direct release of
the therapeutic capable agent to the tissue and less into the blood stream thus minimizing
wash out of the therapeutic capable agent.

[133] The amount and type of the therapeutic capable agent in each source (€.g.,
reservoir) may be the same or different. In an example, to minimize or reduce edge effect,
the therapeutic capable agent is present at a greater amount at the ends of the device.

[134] The embodiments including the at least one aperture may particularly be
helpful in controllably increase the release rate of the therapeutic capable agent to greater
than 2 ug/day, preferably greater than about 5 ug/day, and more preferably greater than about

10 ug/day; where the rate without the apertures may have been less than 50ug/day, preferably
less than 5 ug/day, more preferably less than 2 ug/day.
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[135] When using devices according to the present invention and including apertures
in the rate-controlling element, greater consistency in the release rate of the therapeutic
capable agent may be achieved. Typically, the rate-controlling element produces a relatively
higher degree of variation in the release rate from device to device. Examples of factors
bringing about such variation include, but are not limited to, the polymer’s physical and
chemical parameters which may vary lot to lot (e.g., structure, molecular weight, orientation,
crystallinity, glass transition temperature, porosity, moisture content). Furthermore, as the
therapeutic capable agent permeates through the polymeric rate-controlling element, phase
separation and swelling of the therapeutic capable agent and the rate-controlling element may
oceur changing the porosity of the rate-controlling element, and thus resulting in a change in
therapeutic capable agent release characteristics.
[136] The apertures and holes may be made using a variety of tools and methods,
including but not limited to: physical piercing tools (e.g., needle, wire, thin wall or sharpen
edge tube, tube with different cross-sections and sharpen edge, beveled tube, pick); beams
including laser, electron beam, or jonic beam bombardment, jon implantation, or the like to
create one or more holes or orifices at precise locations or randomly on the rate-controlling
element; inducing the formation of pinholes or orifices by applying a thin layer of rate-
controlling element such that the pinholes are created during application of the coating and/or
use of the device.
[137) In an embodiment of a method of creating the orifices, as shown in FIGS. 10A
through 10 D, a small diameter wire, plastic or wax (e.g., bee wax), beading, tube, or similar
object 106 is attached on the desired location of hole/orifice before applying the rate-
controlling element. During the coating process, the object will be conformally coated along
with the structure and becomes fixed to the structure. The object is then either partially (FIG.
10C) or fully (FIG. 10D) cut or removed (e.g., with a cutting tool), resulting in the exposure
of a portion of the structure which is no Jonger coated. The object can be coated with
microsoap, oil, detergent in water, or other release agents if it is desired to remove it after
coating, leaving an orifice in its place.
[138] In another embodiment, as shown in FIGS. 11A and 11B, the device 700
includes deliberate disrupted areas 109 created as a result of expansion during the implanting
of the device and/or subsequent exposure to targeted intracorporeal site environment.
[139] By way of example, when a hydrophobic therapeutic capable agent layer is
applied at the device areas having relatively higher mechanical profile profile, in particular
when the at high therapeutic capable agent concentrations, the therapeutic capable agent
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and/or the rate-controlling element layer disposed adjacent (e.g., on the exierior surface of the
therapeutic capable agent layer), may crack, disrupt, and/or form pinholes during as the
device is expanded or exposed to the targeted intracorporeal site environment. Consequently,
the therapeutic capable agent is released at a higher rate in this disrupted areas. As device is
aged upon usage, the profile of the rate-controlling element may change (e.g., change in the
size of the disrupted area, porosity increase as a result of movement of elution fluid to and
from the therapeutic capable agent).
[140] In yet another embodiment, the therapeutic capable agent has a degree of
crystallinity less than about 90%, usually less than about 50%. The lower crystallinity may
be achieved by heating any of the embodiments of the therapeutic capable agent-coated
device (before or after the application of the rate-controlling element) to higher temperature,
usually about or greater than the melting point of the therapeutic capable agent, for a period
of time sufficient to bring about the desired degree of crystallinity, usually from about 1
minute to about 24 hours, typicvally from about 30 minutes to about 2 hours. As the
therapeutic capable agent melts, it becomes more amorphous, thus less brittle. The
amorphous (or semi-amorphous) nature of the therapeutic capable agent reduces creation of
pin holes or unwanted interruptions in the rate-controlling element layer, thus a more
controlled rate of release.
[141] The heating of the therapeutic capable agent-coated device with or without the
rate-controlling element may additionally serve to change, as for example, reduce the residual
stress of the device due to the molecular rearrangement of the therapeutic capable agent
and/or the rate-controlling element.
[142] In an embodiment, the therapeutic capable agent/rate-controlling element-
coated device is heated to a temperature for a period of time sufficient to change, usually
reduce the residual stress in the rate-controlling element to about less than 10%, usually to
about less than 5%, typically to about less than 1%, normally to about less than 0.5%.
Typically, the device is heated to a temperature about or greater than the Tg of the rate-
controlling element, usually between the Tg and the melting point of the rate-controlling
element. The period of time ranges usually from about 1 minute to about 24 hours, typically
from about 30 minutes to about 2 hours.
{143] The residual stress of the coated device due to the rate-controlling element
and/or the therapeutic capable agent may be also be reduced by other means such as: heating

the device to a temperature below the Tg of the rate-controlling element or the melting point
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of the therapeutic capable agent, respectively, for a longer period of time; and using other
sources of energy including ultrasonic, magnetic, or vibrational.
[144] n an embodiment, the device comprises a layer of another rate-controlling
element which is configured to bind, at least partially, with the therapeutic capable agent. In
an embodiment Bovine Serum Albumin (BSA) is disposed adjacent the nonporous rate-
controlling element (e.g., parylene) such that as the therapeutic capable agent (e.g.,
mycophenolic acid) diffuses or elutes out of the nonporous rate-controlling element, the
therapeutic capable agent binds with the BSA, further delaying or controlling the release of
therapeutic capable agent. Other examples of another rate-controlling element capable of
binding with the therapeutic capable agent include quarternary ammonim compounds such as
polyethylene imine. In one embodiment a hydrogel compound is disposed under either or
both the therapeutic capable agent and the rate-controlling element or in the matrix. As body
fluids come in contact with the hydrogel compound, the hydrogel compound swells causing a
change in the flow or diffusion properties of the therapeutic capable agent through the rate-
controlling clement, as for example by causing disruptions in the rate-controlling element
layer.
[145] The expandable structure may incorporate the therapeutic capable agent and/or
the optional another compound, by coating, spraying, dipping, deposition, or painting the
therapeutic capable agent onto the prosthesis. Usually, the therapeutic capable agent is
dissolved in a solvent prior to its application. Suitable solvents include aqueous solvents
(e.g., water with pH buffers, pH adjusters, organic salts, and inorganic salts), alcohols (e.g.,
methanol, ethanol, propanol, isopropanol, hexanol, and glycols), nitriles (e.g., acetonitrile,
benzonitrile, and butyronitrile), amides (e.g., formamide and N-dimethylformamide),
ketones, esters, ethers, DMSO, gases (e.g., COy), and the like. The therapeutic capable agent-
structure is then allowed to dry. Alternatively, the therapeutic capable agent may first be
prepared into a matrix by mixing or dissolving the therapeutic capable agent and matrix
material, alone or in combination with a solvent, prior to its incorporation to the structure.
[146] In an exemplary method of making the devices of the present invention, a bare
or uncoated stent is first fabricated and/or processed (e.g., descaled, electropolished,
passivated using conventional methods prior to the incorporation of the therapeutic capable
agent. By way of example, the bare stent is optionally treated with coupling agents such as
silane, plasma deposited coating, plasma treatment, coronary discharge, and/or other means
to promote and/or enhance the adhesion of the rate-controlling element to the bare stent in
subsequent steps.
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[147] A bare structure (e.g., prosthesis) or a coated therapeutic capable agent-
structure may be placed in vapor deposition chamber or plasma deposited coating chamber.
A therapeutic capable agent in solid or liquid form can be placed directly under the structure
in a container or dish in the same chamber. The container may be heated to a desired
temperature (i.e., the boiling point or sublimation temperature of the therapeutic capable -
agent), simultaneously or periodically while the rate-controlling element (e.g., parylene) or
plasma deposition occurs. Since the chamber is in vacuum, the gaseous therapeutic capable
agent will, by line of sight, coat the structure. The dish configuration (round, square,
rectangular, depth, cover with holes), the therapeutic capable agent amounts/distribution,
presence of a perforated shield/fence, and other factors will control the thickness,
distribution, and uniformity of the therapeutic capable agent dispersed or deposited directly
or indirectly onto the stent. Alternatively, nano-size deposition techniques may be used to
selectively apply the therapeutic capable agent and/or rate-controlling element to or onto the
structure.
[148] By way of example, herein is described a more detail process for applying
rate-controlling element and/or therapeutic capable agent on or within a structure. A small
diameter mandrel 112 or other means is inserted into the stent. The mandrel-stent structure is
then placed in the deposition chamber. Preferably, the mandrel-stent structure may be
removably affixed on a rotating device inside the chamber to get more consistent coafing, as
for example shown in FIG. 12. The deposition chamber is sealed. The rate-controlling
element material or its precursor (e.g., parylene C, in its dimer form) is Joaded into the
ambient temperature vaporizer zone through a load door. The door is then sealed. The
amount of rate-controlling element or its precursor loaded depends on the desired or required
coating thickness, total surface area of the substrate, deposition chamber size, and type of the
rate-controlling element (e.g. parylene N, C, D or F). In an exemplary embodiment, the
amount of rate-controlling element precursor (e.g., parylene C dimmer) loaded was about 3
grams. The sealed system is then pumped down by a vacuum pump to a steady state base
pressure of for example about —4 to about 100 mTorr, usually from about 4 to about 15
mTort.
[149] Once the system base pressure has been reached, the vaporizer zone is then
heated to an appropriate temperature, as for example from about 70 to about 200 °C (e.g.,
80°C). The vaporizer heater is cycled on/off by the chamber pressure controller in order to
maintain the pressure in the chamber. As the pressure reaches the chamber-pressure set
point, the power to the vaporizer heater is reduced to prevent the chamber pressure from

36

JP 2005-507708 A 2005.3.24



—
L T e T e T e T e T e T e T e B e N s T e T e T e, T e T e TR e, T e, TR e T e, T e T e T e T e T e TR e T e T e B e |

10

15

20

25

30

(90)

WO 03/037223 PCT/US02/34350

overshooting. The vaporizer heater is then maintained at a temperature where the chamber
pressure is at the pressure set point to aid in the gradval vaporization and/or sublimation of
the solid rate-controlling element or its precursor (e.g., parylene dimer).

[150] As the vacuum pump operates, the precursor gas flows downstream through
the pyrolysis zone. The high temperature pyrolysis futnace cleaves the dimer gas to form the
rate-controlling element (e.g., parylene monomer) gas. As the reactive monomer gas exits
the pyrolysis zone and enters the deposition chamber containing the structure (¢.g., the
prosthesis structure) deposition takes place. The monomer will deposit and polymerize on all
or substantially all of the ambient temperature surface within the deposition chamber which
are available for coating.

[151) As the monomer gas flows into the deposition chamber, the additional gas
causes the pressure in the chamber to rise. Typically, the desired rise ranges from about 10 to
about 40 mTorr above the base pressure for Parylene C. The growth rate of the rate-
controlling element (e.g., nonporous parylene film) in the deposition chamber is proportional
to the partial pressure of the monomer gas. A feedback control system may be used to
rmaintain the desired pressure within the deposition chamber by controlling the rate at which
dimer is vaporized.

[152] Concurrently and/or sequentially with the rate-controlling element monomer
gas (e.g., parylene C monomer gas) depositing onto the structure surface, the dish containing
the therapeutic capable agent is heated to above the beiling point or sublimation temperature
of the therapeutic capable agent causing the gaseous therapeutic capable agent to flow
upward in the vacuum chamber. Since the structure is in the line of sight with the therapeutic
capable agent gas, the structure is also coated with the therapeutic capable agent. The
therapeutic capable agent, thus, may be coated on the structure as part of a matrix (e.g.,
therapeutic capable agent with rate-controlling element) or as a separate layer. It should be
appreciated that in the latter case, the therapeutic capable agent may be coated onto the
structure first followed by a coating of the rate-controlling element or vice versa. The
separate layers, may of course, form a matrix interface therebetween.

[153] Because of the gas flow dynamics associated with the vacuum pump, any rate-
controlling element monomer gas and therapeutic capable agent gas that flows into the
deposition chamber and which does not deposit onto the structure, will tend to flow through
the cold trap and toward the vacuum pump.

[154] When the dimer and/or therapeutic capable agent have been completely
vaporized, the pressure in the deposition chamber will decrease and approach the base
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pressure. At this point, the deposition cycle has completed, the system can be brought back
to atmospheric pressure and the coated stent removed.
[155] The process parameters for applying parylene (e.g., parylene C) onto a
strueture, in an exemplary embodiment, were as follows. The parylene process parameters
were: vaporization (sublimation) temperature of about 80 °C, pyrolysis temperature of about
650 °C, base pressure (vacuum) of about 15 mTorr or less, pressure (vacuum) set point of
about 20 mTorr above base pressure. The therapeutic capable agent evaporation parameters
were: dish temperature before evaporation being below boiling point or sublimation
temperature, dish temperature during evaporation at or above boiling point or sublimation
temperature, base pressure (vacuum) of about 15 mTorr or less, and pressure (Vacuum) set
point of about 20 mTorr above base pressure.
[156] In an exemplary embodiment of a method of making the devices of the
invention, as shown in FIG. 13A, a mandrel 112 having an outer diameter, preferably, similar
to that of the inner diameter of the stent is positioned within the frame of the stent. To beiter
maintain the stent onto the mandrel, the stent may be sufficiently crimped onto the mandrel
s0 as to prevent the stent from slipping off the mandrel. The mandrel, when formed of a solid
material or one having a closed exterior surface may optionally serve as a mask to shield the
inner surface of the cylindrical frame (i.e., the luminal surface of the stent) during subsequent
coating steps.
[157] Optionally, a mandrel having an outer diameter sufficiently smaller than the
inner diameter of the stent and/or one being formed of a sufficiently open lattice structure
(the pattern preferably designed to prepare the desired coating pattern on the stent) may be
used to allow for the coating of the luminal surface of the stent duﬁng the coating process.
[158] Optionally, an expansible balloon 115 having a generally cylindrical expanded
shape and formed, preferably, from a material such as silicone rubber, polyurethane, nylon, or
the like, may be used as the mandrel. The balloon in its expanded configuration, preferably,
has an outer diameter, similar to that of the inner diameter of the stent. Use of the balloon as
the mandrel allows for easier removal from the stent after the completion of the coating.
[159] As shown in FIG. 13B, the balloon may be formed so as to include a series of
longitudinally spaced apart areas of larger diameter (such as a centipede shape). The larger
diameter areas are sufficiently spaced apart so as to come in contact with the luminal surface
of the stent being of relatively higher mechanical profile, thus masking the relatively higher

stress areas during the coating process.
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[160] In yet another optional embodiment, the balloon comprises an exterior tubing
formed from a soft material such as soft rubber such that the balloon can be positioned in the
spaces between the struts and links to mask the edges of the same, thus, allowing coating only
on the tissue facing surface of the stent while masking the edges (e.g., thickness) of the rings.
[161] In yet another embodiment of a process of making the devices of the present
invention, to avoid or minimize the coating of the stent at the relatively higher mechanical
profile areas, one or more washers shown in FIGS. 13C and 13D, such as silicone rubber
washers (or of other material in other shapes as may be desired), are disposed over the
relatively higher mechanical profile areas of the tissue facing surface of the stent, thus
masking the areas during the coating process. After the application of the rate-controlling
element, the the washer, such as that depicted in FIG. 13B, which may be torn across a tear
121 to allow for easy removal from the device. The washers may have an inner diameter
substantiatly the same, slightly larger, or more preferably, smaller than the inner diameter of
the stent. Preferably, the washers have a width greater than the width of the relatively higher
mechanical profile areas of the stent.

[162] In yet another embodiment, the structure may be masked by creating a
negative image of the structure on another material such as a plastic or metal tube. The tube
can be slitted into two halves. The slitted tube is then clamped onto the stent. Only the outer
surface of the stent is exposed. The sides and luminal surface are not exposed. When the
therapeutic capable agent is sprayed onto the stent, therapeutic capable agent is only on the
outer surface of the stent. This would result in figure 6B, 6D, or similar embodiments.

[163] To mask desired portions, such as structure areas having relatively higher
mechanical profile, the stent structure may be masked, as shown in FIG. 14A, by a variety of
ways such as a flat plate, curve plate, a tube, or other surfaces 124 having exposed apertures
or slots, such as FIGS. 14B, such that the aperture and/or slots expose the desired areas to
coating (e.g., low mechanical profile areas) while masking the other areas (e.g., high
mechanical profile areas). Alternatively, a flexible tape 127 as shown in FIG. 14C may be
used to cover the tissue facing surface of the stent at the high stress areas.

[164] In another embodiment, the stent is either not masked or is minimally masked
during the coating. If desired, unwanted areas of coating may be removed by way of
application of fine tip sand blaster, high pressure air nozzle, high pressure spray nozzle with
an appropriate solvent (e.g., methanol, ethanol, isopropanol acetone, water), low power laser,

electron beam, or the like. Alternatively, a very fine spray nozzle or nano-size deposition
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100l may be used to selectively apply the therapeutic capable agent and/or rate-controlling
element to or onto the structure.
[165] The stent is then exposed to a source of therapeutic capable agent, as shown in
FIGS. 15A through 15B. The therapeutic capable agent 28 is preferably dissolved or mixed
in an appropriate solvent(s) and/or matrix, and applied by methods such as spraying.
Preferably, the stent is removably fixed to a rotating device so that the stent may be evenly
disposed with the source (therapeutic capable agent as dissolved in a solvent and/or matrix
material). Preferably, the width of the source application device is sufficiently long so as to
apply the source onto the entire length of the stent. The therapeutic capable agent is
dissolved in appropriate matrix material and is then, preferably, sprayed onto the stent
(masked or otherwise).
{166] Alternatively, the stent may be coated with the source using other techniques
such as powder coating while the stent is in a vacuum deposition chamber or plasma
deposition/glow discharge chamber, pulse laser assisted deposition technique, vacuum
deposition with the therapeutic capable agent being vaporized in the high vacuum chamber
and thereafter deposited onto the stent. After the completion of the coating, the masks are
removed from the stent. Excess therapeutic capable agent, if necessary or desired, may be
removed from the coated stent as described earlier.
[167] The thickness of the therapeutic capable agent and/or the matrix coating may
be controlled by the time period of spraying and the speed of rotation of the mandrel. The
thickness of the therapeutic capable agent and/or matrix coating is typically in a range from
about 1 angstroms (A) to about 50 microns (um), from about 100 angstroms to about 20
microns, usually from about 100 angstroms to about 10 microns, normally from about 5000
angstroms to about 5 microns, and nominally from abut 7500 angstroms to about 2 microns.
Once the stent has been coated with the therapeutic capable agent and/or the matrix, the stent
may be placed in a vacuum, oven, or vacuum oven to complete the evaporation of the
solvent.
168} A nonporous parylene coating is clear, transparent, and has film-like qualities.
It is resistant to solvent and will not swell more than about 3% in film thickness in organic
solvents such as alcohol (isopropanol, methanol, ethanol), ketones (acetones and 2,3-
pentanedione), aliphatic hydrocarbons (iso-octane), aromatic hydrocarbons (xylene, toluene),
chlorinated olefins (trichloroethylene), chlorinated aromatics (chlorobenzene and O-

dichlorobenzene), heterocyclic bases (pyridene), and fluorinated solvents
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(trichlorotrifluoroethane). In addition, after swelling, nonporous parylene swelling is
completely reversible once the sotvents have been removed by vacuum drying.
[169] In an embodiment of a process for making a partially rate-controlling element
coated device the process may comprise any one or more of the process steps discussed
above. By way of example, the structure may be coated with nonporous polymers by means
other than vapor deposited coatings (i.e., nonporous parylene) or other than nonporous
plasma deposited or glow discharge coating. Alternatively, a portion of the vapor deposited
coating or plasma deposited/glow discharge coating at the stressed areas may be removed
with a laser, electronic beam, or other means; masking the areas where rate-controlling
element is not desirable. In another embodiment, after the therapeutic capable agent is
applied, the stressed areas (with little or no therapeutic capable agent) may masked before the
stent is coated with the rate-controlling element. The mask is removed after coating.
[170] The desired areas of the stent may be shielded with fences (cold or heated) to
prevent flow of parylene reactive intermediate, mono(p-xylylene), during vacuum deposition
of coating or the plasma free radicals during plasma deposited/glow discharge coating to the
stressed area of the stent.
[171] Heated films, wires, or the like may be brought in contact with the desired
areas of the stent such that the stent resists condensation of the parylene reactive
intermediate, mono(p-xylylene), during vacuum deposition of the coating or the plasma free
radicals during plasma deposited/glow discharge coating on the siressed area of the stent.
[172] In yet another embodiment, one or mote tubes carrying a flowing heated fluid
may be brought into contact with the desired areas of the stent during vacuum deposition of
the coating or plasma deposited/glow discharge coating. These shielded areas of the stent are
heated and resist condensation of the parylene reactive intermediate, mono(p-xylylene),
during vacuum deposition of the coating or the plasma free radicals during plasma
deposited/glow discharge coating on the stressed area of the stent.
[173] Non-contact sources (e.g., convection heat source, infrared, ultra violet, or the
like) and may be directed at desired areas of the stent, or films, wires, tubes, and the like
which are in contact with desired areas of the stent.
[174] Areas of the stent which are not coated with nonpotous parylene or plasma
deposited/glow discharge coating rate-conirolling element can be coated with therapeutic
capable agent by masking the areas of the stent with the nonporous polymer rate-controlling
element and then applying the therapeutic capable agent on the unmasked area as described
above.
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{175] If desired, the nonporous rate-controlling element can be infiltrated with
therapentic capable agent(s) or small non-active molecules by placing the stent, the
therapeutic capable agent, and the rate-controlling element (e.g., nonporous rate-controlling
element) in one or more solvents that will swell or can transmit into and through the
nonporous rate-controlling element, for a period of time, as for example ranging from about 1
second to about 1 week, usually from about 1 hour to about 72 hours, and often from about 2
hours to about 24 hours. The solvent(s) may or may not contain the therapeutic capable agent
or non-bioactive molecules that are dissolved in the solvent(s) depending on whether the
source of the therapeutic capable agent or non-bioactive molecule is from the therapeutic
capable agent reservoir or from an external source or both. The temperature of the solvent(s)
during swelling can range from room temperature to elevated temperatures, up to and
including the boiling point of the solveni(s).
1176] The stent with the therapeutic capable agent reservoir and nonporous rate-
controlling element are heated to a temperature below which the nonporous rate-controlling
element will not be damaged or at temperatures below which the therapeutic capable agent
will not significantly degraded, for a period of time, usually ranging from about 1 second to
about 1 week, often from about 1 hour to about 72 hours, and nominally from about 2 hours
to about 24 hours.
[177] The stent with therapeutic capable agent reservoir and nonporous rate-
controlling element can come in contact with one or mote vaporized solvents, which are
preferably organic, for a period of time, usually ranging from about 1 second to about 1
week, often from about 1 hour to about 72 hours, and nominally from about 2 hours to about
24 hours. The coated therapeutic capable agent stent may then be crimped onto a balloon of a
PTCA catheter and deployed into the targeted intracorporeal site.
[178] In another embodiment of a method of making, the expandable structure is
first pre-treated by silane treatment, such as methacryloxypropyl-trimethoxysilane (A-174) or
other silane coupling agents, to minimize the formation of cracks and/or pinholes during the
expansion of the device. By way of example, in a method of making the device, the
expandable therapeutic capable agent-coated structure is immersed into a solution of
methanol: water: silane having a ratio of about 100:100:2 for a petiod of time, preferably, 15
minutes. The structure is then removed and let dry for about 10 minutes and is then rinsed
with IPA. The treated structure is then processed as described above to further include the
rate-controlling element. The silane treatment helps promote the adhesion of the rate-
controlling element, such as the non-porous parylene, to the structure material, such as

42

JP 2005-507708 A 2005.3.24



L T e T e T e T e T e T e T e T T e T e T s O s O s O e TR s T e O e, T s T e, O e, T e, O e T e TR e O e, IO e T e T s R |

10

25

30

(96)

WO 03/037223 PCT/US02/34350

stainless steel. Alternatively, a nonporous plasma deposited/glow discharge coating (e.g.,
methane, CoF, xylene, silane dimmer) can also be applied to the structure surface to help
promote the adhesion. The pre-treatment of the structure with adhesion promoting agents
helps enable the application of relatively thinner thickness of rate-controlling element, at for
example the high stress areas of the structure. The pre-treatment may be provided in any of
the other embodiments. By way of example, the pre-treatment may be applied over the
therapeutic capable agent source (¢.g., reservoir). However when rate-controlling element-
structure adhesion profiles of lesser strength are desirable, the pretreatment may not be
necessary.
[179] It may, alternatively, be desirable to have a thicker rate-controlling element
coating adjacent the therapeutic capable agent source while having a stable yet thinner
coating thickness at the stressed areas of the device. The thicker coating of the rate-
controlling element produces a deliberate decrease in the release rate of the therapeutic
capable agent to the targeted intracorporeal site. Inan embodiment, the coating of the rate-
controlling element at those device segments not including the therapeutic capable agent,
preferably the higher stress areas, comprises a relatively higher thickness to belp minimize
formation of cracks and/or pinholes.
[180] To accomplish the variable or selective coating of the rate-controlling element,
processes similar to those described earlier may be utilized. To effectuate the controlled
coating, factors such as the flow rate of the rate-controlling element monomer gas (e.g.,
parylene) may be reduced and/or its location may be controlled.
[181] In an embodiment, a removable physical fence (e.g., wires, bars, tube having
the same width as the therapeutic capable agent reservoir, slotted plate), may be positioned
adjacent the areas desired to have a smaller thickness of the rate-controlling element
deposited thereon (e.g., the stent therapeutic capable agent reservoir) to controllably limit the
deposition of the rate-controlling element.
182] Alternatively, low temperature heat (e.g., above room temperature) may be
aimed at the desired thin area to minimize and/or reduce the reaction between the rate-
controlling element monomer gas and the material at the desired thin area. Examples of such
heat sources include infrared, ultra violet, heating coils, heating elements, or any small source
of lighting that can be aimed at the desire area and generate differential amount of heat.
[183] In yet another embodiment, a deliberate smaller quantity of rate-controlling

element may be applied when using the appropriate processes such as spray coating.
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[184] By way of example, porous tate-controlling element may be obtained, such as
a porous parylene C layer, using any of the following exemplary methods.
[185] In an embodiment for creating a device having a porous rate-controlling
element, such as porous parylene or plasma deposited/glow discharge film, the temperature of
deposition may be substantially below the glass transitional temperature of the rate-
controlling element material. By way of example, for parylene C as the rate-controlling
element, the glass transitional temperature, Tg, is approximately 80 to 100 °C. Asthe
deposition temperature increases, the crystallinity of the film increases. Higher temperatures
allow rearrangements and molecular motion possible after the coating is deposited on the
surface of the substrate. The polymeric chain becomes more conformationally ordered. As
the deposition temperature decreases, the crystallinity of the film decreases, becoming more
amorphous. When the temperature is decrease further, from for example, —40 °C to near
liquid nitrogen temperatures (-196 °C), the rate-controlling element film becomes
increasingly amorphous and porous. Tt should be noted that the porous films may be changed
to a targeted percentage, or usually change to a nonporous morphologyby annealing the thin
films at suitable temperatures for a length of time such as 205 °C in Nitrogen gas for about
two hours.
[186] In another embodiment for creating a device having a porous rate-controlling
element, porous parylene C layer, any one or more combinations of the following parameters
may be used: vaporization (sublimation) temperature of about 20 °C to about 200 °C,
preferably about 40 °C to about 60 °C; pyrolysis temperature of about 400 °C to about 900
°(, preferably about 500 °C to about 650 °C, and about or greater than 750 °C for porous
parylene C; base pressure (vacuum) of about -4 to about 200 mTorr, preferably about 100
mTorr or greater; pressure (vacuum) set point of about 0 to about 200 mTorr above base
pressure; stent temperature of about ~196 °C to about 0 °C, preferably about -50 °C or lower,
mote preferably at about -100 °C. By way of example, in an exemplary embodiment for
making the porous parylene C rate-controlling element layer at higher base pressure and or
pressure set point, the parameters were set as follows: vaporization temperature of 140 °C,
pyrolysis temperature of 690 °C, base pressure of 120 mTorr, pressure set point of 135
mTorr, stent temperature at room temperature. By way of example, in an exemplary
embodiment for making the porous parylene C rate-controlling element layer at lower
pyrolysis temperature and or vaporization temperature, the parameters were sef as follows:
vaporization temperature of 60 °C, pyrolysis temperature of 650 °C, base pressure at 15
mTorr, pressure set point at 20 mTorr, and stent temperature at room temperature.
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[187] In another exemplary embodiment, porous rate-controlling element may also
be obtained by using the methods described above for making a nonporous coating but
changing the parameters to those described with respect to the parameters for making a
porous rate-controlling element, and forthermore modifying one or more of the process steps
as follows: reducing the flow of gaseous parylene or plasma deposited/glow discharge
reactive monomers into the stent loaded chamber by blocking inlet port to coating chamber;
placing fences around the stent to decrease the rate of deposition; adding impurity to parylene
dimmer; introducing gases into the chamber during coating; concurrently plasma depositing
of coating during parylene coating; having plasma coating having heat labile groups;
releasing gas above a post-treatment temperature; concurrently plasma depositing of coating
during parylene coating; having plasma coating with groups which are susceptible to
degradation when exposed to solvents or enzymes found in the body.
[188] Referring now to FIG. 16, a graphical representation of an exemplary
embodiment of therapeutic capable agent release over a predetermined time period is shown.
The predetermined rate pattern shown in FIG. 16 of the present invention improves the
efficacy of the delivery of the thetapeutic capable agent to the susceptible tissue site by
making the therapeutic capable agent available at none to some lower delivery rate during an
initial phase. Once a subsequent phase is reached, the delivery rate of the therapeutic capable
agent may be substantially higher. Thus, time delayed therapeutic capable agent release can
be programmed to impact restenosis (or other targeted conditions as the case may be) at at
least a partial formation of the initial cellular deposition or proliferation (hyperplasia). The
present invention can further reduce the washout of the therapeutic capable agent by timing
the release of the therapeutic capable agent to occur after at least initial cellularization.
Moreover, the predetermined rate pattern may reduce the loading and/or concentration of the
therapeutic capable agent. The predetermined rate pattern may further provide limited or
reduced fo no hindrance to endothelialization of the vessel wall due to the minimization of

washout of the therapeutic capable agent and the increased efficiency of its release.

EXAMPLES
[189] Example 1 - A stainless steel Duraflex”™ stent, having dimensions of
approximately 3.0 mm x 14 mm was sprayed with a solution of 25 mg/ml therapeutic capable
agent in a 100 % ethanol or methanol solvent. The stent was dried and the ethanol was
evaporated leaving the therapeutic capable agent on the stent surface. A 75:25 PLLA/PCL

copolymer (sold commercially by Polysciences) was prepared in 1,4 Dioxane (sold
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commercially by Aldrich Chemicals). The therapeutic capable agent coated stent was loaded
on a mandrel rotating at 200 rpm and a spray gun (sold commercially by Binks
Manufacturing) used to dispense the copolymer solution in a fine spray onto the coated stent,
as the stent rotated for approximately a 10-30 second time period. The stent was then placed
in an oven at 25-35°C for up to 24 hours to complete the evaporation of the solvent.
190] Example 2 - A stainless steel Duraflex stent (3.0 x 18 mm) was laser cut from
a SS tube. The surface area of the stent for receiving the therapeutic capable agent was
increased by increasing the surface roughness of the stent. The surface area and the volume
of the stent can be further increased by creating 10 nm wide by 5 nm deep grooves along the
links of the stent strut. The grooves were created in those stent areas experiencing low stress
during expansion so as not to compromise the stent radial strength. The drug was loaded
onto the stent and in the stent grooves by dipping or spraying the stent in the therapeutic
capable agent solution prepared in low surface tension solvent such as isopropyl alcohol,
ethanol, or methanol. The stent was then dried with the therapeutic capable agent remaining
on the stent surface, and in the grooves which served as a reservoir for the therapeutic
capable agent. Parylene was then vacuum deposited on the stent to serve asa rate-controlling
barrier. The drug was eluted from the stent over a period of time in the range from 1 day to
45 days.
[191] Example 3 - A therapeutic capable agent was dissolved in methanol, then
sprayed onto the stent. The stent was left to dry with the solvent evaporating from the stent
leaving the therapeutic capable agent on the stent. A matrix or barrier (silicone,
polyurethane, polytetrafluorethylene, parylast, parylene) was sprayed or deposited on the
stent covering the therapeutic capable agent. The amount of therapeutic capable agent varied
from about 100 micrograms to 2 milligrams, with release rates from 1 day to 45 days.
[192] Example 4 - A matrix solution including the matrix polymer and a therapeutic
capable agent was coated onto a stent, as described in Example 2. The stent was then coated
or sprayed with a top coat of a rate-controlling barrier (and/or a matrix material without a
drug so as to act as a rate-conirolling barrier). Alternatively, the therapeutic capable agent
may be coated on 2 stent via a rate-controlling barrier, and then covered with a top coat
(another barrier or matrix). Use of topcoats provides further control of release rate, improved
biocompatibility, and/or resistance to scratching and cracking upon stent delivery or
expansion.
193] Example 5 — The therapeutic capable agent may be combined with a second
therapeutic capable agent (cytotoxic drugs, cytostatic drugs, or psoriasis drugs). One agent is
46
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in or coupled to a first coat while other agent is in or coupled to a second coat. The
therapeutic capable agent is released for the first 1-3 weeks after being implanted within a
vessel while the second therapeutic capable agent is released or continues to be released for a
longer period.
[194] Example 6 - A combination of multiple therapeutic capable agents that are
individually included in different coats can be used as the matrix. The coats may release the
multiple agents simultaneously and/or sequentially. The agents may be selected from a
therapeutic capable agent class of inhibitors of de novo nucleotide synthesis o from classes
of glucocorticosteroids, immunophilin-binding drugs, deoxyspergualin, FTY720, protein
drugs, or peptides. This can also apply to any combination of agents from the above classes
that are coupled to a stent with the addition of other cytotoxic drugs.
[195] Example 7 - A matrix including the therapeutic capable agent, mycophenolic
acid, and matrix polymer, CAB (cellulose acetate butyrate); at a mycophenolic acid loading
of 70 % to 80% by weight was prepared by dissolving the therapeutic capable agent in
acetone at 15 mg/ml concentration, dissolving CAB in acetone at 15 mg/ml concentration,
and thereafter mixing together the mycophenolic acid and CAB solutions in 3:1 portion
matrix solution. The amount of therapeutic capable agent varied from about 0.1 microgram to
about 2 mg, preferably, at 600 microgram. The matrix solution was then coated onto two sets
of stents (Sets A and B) by spraying them with an atomizer sprayer (EFD manufacturer)
while each stent was rotated. Each stent was allowed to let dry. One matrix-coated stent was
then coated with parylene as the rate-conirolling barrier (about 1.1 um) using methods similar
to those described in Example 2. Orifices were created on the top surface (parylene rate-
controlling barrier) of the stent of Set B by subjecting the surface to laser beams or needle.
The orifice size can range from about 0.1 um to about 100 um in diameter. The orifice in Set
B stent was about 10 um in diameter. An orifice can be about 0.003 to about 2 inches apart
from the next orifice (measured as the curvilinear distance as you trace along the stent strut
pattern).
[196] The mycophenolic acid loaded stents were placed in an elution solution of
porcine serum and allowed to age for a period of 1 to 7 days. Samples from the serum were
taken at regular time intervals and analyzed by HPLC. As can be seen from the data
represented in FIGS. 17A and 17B (corresponding to stent sets A and B, respectively), Stent
Set A showed a linear release rate for the mycophenolic acid while stent Set B showed a
relatively slow linear release rate at the initial phase, followed by a relatively more rapid
release in the subsequent phase.
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[197] Example 8 - Two sets of stents, Sets A and B, were coated with 250 and 300
DOg of mycophenolic acid, respectively, according to Example 2. Set A was then coated with
1.7 micron of parylene as the rate-controlling barrier. Set B was first coated with
mycophenolic acid followed by a subsequent coating of methylprednisolone as the rate-
limiting matrix material, and thereafter coated with 1.3 micron of parylene. The coated stents
were then subjected to in vitro elution test as described in Example 7, and the amount of
mycophenolic acid eluted was measured. As can be seen from the data represented in FIGS.
18A and 18B (corresponding to stent Sets A and B, respectively), both Sets showed a
relatively fast linear release of the mycophenolic acid in the intial phase followed by a
relatively slower release in the subsequent phase. This may suggest that the more
hydrophobic methylprednisolone may act as a rate-controlling element for the more water
soluble mycophenolic acid, and can act to contro} the release rate of mycophenolic acid along
with the Parylene coating. This is useful when the diseased area needs a large bolus of the
drug initially and then a sustained slower release.

[198] Example 9 - In order to assess the effect of therapeutic capable agents of the
present invention on cell cultures, samples of 5 sets of therapeutic capable agents, as listed
below, in varying concentrations were prepared and added to different groups of porcine
smooth muscle cell cultures according to standard procedures. Set A, B, C,D,and E
corresponded to therapeutic capable agent sets: Mycophenolic acid & Dexamethasone;
Mycophenolic acid & Triptolide; Wortmannin and Methotrexate; Triptolide; Mycophenolate
Mofetil; respectively. The amount of incorporated thymidine for the different samples of
varying concentrations (0.003, 0.031, 0.31, 1.6, and 3.1 micromolar) was measured. As can
be seen from the data represented in FIGS. 19A-9E (corresponding to Sets A-E, respectively)
the IC50 (defined as the concentration at which 50% of the cells are prevented from
proliferating) for the various sets occurred at different concentrations. As can further be
noted, Mycophenolate Mofetil (reference E) may not be as effective in the absence of a bio-
condition (e.g., subject to bodily fluids such as blood).

[199] Example 10 - In another group of therapeutic capable agents, the amount of
incorporated thymidine for samples of varying concentrations (0.003, 0.031, 0.31, 1.6,3.1,
31, and 156 micromolar) was measured. As can be seen from the data represented in FIGS.
20A-10B, and corresponding to Mycophenolic acid and Methylprednisolone, respectively,
the IC50 for these therapeutic capable agent was 1.0 micromolar.

[200] Example 11 - In order to assess the effect of various therapeutic capable
agents, cell cultures were subjected to some therapeutic capable agents, using methods
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similar to those described in Examples 9 and 10. As can be seen from data represented in
FIGS. 21A-21B, and corresponding, respectively, to Triptolide (T), Dexamethasone (D),
Methotrexate (M); and Mycophenolic Acid (MA); the therapeutic capable agents did not lead
to significant cell death. In addition, it can be seen that at the IC50 concentrations, most of
the cells were alive yet 50% proliferating.

[201] Example 12 - A therapeutic capable agent, mycophenolic acid, was prepared
by dissolving the therapeutic capable agent in acetone at 15 mg/ml concentration. The
amount of therapeutic capable agent varied from about 0.1 ug to about 2 mg, preferably, at
600 ug. The drug solution was then coated onto or over a stent as described in Example 8 by
spraying them with an atomizer sprayer (EFD manufacturer) while the stent was rotated. The
stent was allowed to let dry. The stent was then placed over the tri-fold balloon on a PTCA
catheter and crimped thereon. After crimping, the drug remained intact and attached to the
stent. Expansion of the stent against a simulated Tecoflex vessel showed no cracking of the
drug. Exposure of fluid flow over the stent before stent deployment against the simulated
vessel did not result in drug detachment from the stent.

[202] Example 13 - In an embodiment when BSA is disposed adjacent an exterior
surface of the rate-controlling element, mycophenolic acid (MPA) was bound to the BSA
forming a MPA-BSA complex which is more stable than mycophenolic acid alone, thus
decreasing the metabolism of mycophenolic acid to its glucuronide derivative (which is
biologically inactive). The MPA-BSA has an increases half time (as measured by assaying
methods such as liquid chromotography) as compared to mycophenolic acid alone and as

shown in the table below:

Blood or Tissue BSA Half Life (T)
Concentration (%) {minutes)
1 76
2 121
4 364
6 1924
[203] Example 14 — A series of stainless steel Duraflex™ stent, having dimensions

of approximately 3.5 mm x 18 mm were sprayed with about 600 ug of therapeutic capable
agent using a solution of 15 mg/ml therapeutic capable agent in a 100 % methanol solvent.
The stents were dried and the solvent was evaporated leaving the therapeutic capable agent
on the stents surfaces. Parylene C was then vacuum deposited on the stents to serve as a rate-

controlling barrier. The amount/thickness of the parylene was varied so as to create stents
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having different rate-controlling element thicknesses. The coated stents were place in
porcine serum at 37°C. The therapeutic capable agent was eluted {rom the stents over a
period of time and the amount eluted was measured using HPLC. As can be seen from FIG.
22, the elution rate for the stents decreased as the thickness of the rate-controlling element
increased.
[204] Example 15 — A number of stainless steel Duraflex™ stents, having
dimensions of approximately 3.5 mm x 18 mm were sprayed with about 700 mg of
therapeutic capable agent using a solution of 15 mg/ml methylprednisolone in a 70 % acetone
: 30% methanol solvent. The stents were dried and the ethanol was evaporated leaving the
therapeutic capable agent on the stents surfaces. Parylene C was then vacuum deposited on
the stents to serve as a rate-controlling element, at varying thicknesses. One series of the
stents having a rate-controlling element layer thickness of about 1.1 micron was then further
processed to include apertures, having nominal diameter of about 0.0005 inch, in the rate-
controlling element layer similar to embodiment in FIG. 9B, in configurations of: one
aperture on every strut, one aperture on every other strut, 3 apertures on every strut, and a
controlled distuption on every strut (e.g., FIG. 9C). The coated stents were place in porcine
serum at 37°C. The therapeutic capable agent was eluted from the stents over a period of
time and the amount eluted was measured using HPLC. As can be seen from FIGS. 23A
(with aperture or distuptions) and 23 B (without apertures or disruptions), the amount of
therapeutic capable agent eluted increased for both series (with and without apertures) with
increase in the elution period, with the eluted amount increasing as the number of the
apertures increases.
[205] Example 16 — A series of stainless steel Duraflex™ stents, having dimensions
of approximately 3.5 mm x 18 mm were first masked on the higher stress areas of the stents,
according to the embodiment described with respect to FIG. 14C with a tape. The stents were
then sprayed with 600 ug of therapeutic capable agent using a solution of 15 mg/ml
mycophenolic acid as the therapeutic capable agent in a 100 % methanol solvent. The stents
were dried and the solvent was evaporated leaving the therapeutic capable agent on the lower
stress areas of the stents: The mask was removed and Parylene C was then vacuum deposited
on the stents to serve as a rate-controlling element with a nominal thickness of about 1.1
micron. The therapeutic capable agent was eluted from the stents over a period of time. As
can be seen from FIG. 24, the stent having been coated with the therapeutic capable agent

only on the low stress areas (using masking) elutes at a lower amount than the one coated

JP 2005-507708 A 2005.3.24



L T e T e T e T e T e T e T e T T e T e T s O s O s O e TR s T e O e, T s T e, O e, T e, O e T e TR e O e, IO e T e T s R |

20

(104)

WO 03/037223 PCT/US02/34350

with the therapeutic capable agent on both the high and low stress areas, allowing for a more
controlled release of the therapeutic capable agent.

[206] Example 17 — A series of stainless steel Duraflex™ stents, having dimensions
of approximately 3.5 mm x 18 mm were sprayed with 300 ug of therapeutic capable agent
using a solution of 15 mg/ml mycophenolic acid as the therapeutic capable agent in a 100 %
methanol solvent. The stents were dried and the solvent was evaporated leaving the
therapeutic capable agent on the lower stress areas of the stents. Parylene C was then
vacuum deposited on the stents to serve as a rate-controlling element with a norminal
thickness of about 2 to 8 microns. The therapeutic capable agent/rate-controlling element-
coated stents were then divided in two groups with the second group further being heated to
about 145 °C for about 1 hour. The therapeutic capable agent was eluted from the stents over
a period of time. As can be seen from FIG. 25, the stent having been heated (Group B) after
the final coating of the device had a lower amount of therapeutic capable agent released over
the same period of time.

[207] Although certain preferred embodiments and methods have been disclosed
herein, it will be apparent from the foregoing disclosure to those skilled in the art that
variations and modifications of such embodiments and methods may be made without
departing from the true spirit and scope of the invention. Therefore, the above description
should not be taken as limiting the scope of the invention which is defined by the appended

claims.
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WHAT IS CLAIMED IS:

1. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at least one source of at least one therapeutic capable agent associated with the
scaffold and configured to release the therapeutic capable agent within the patient’s body ata
controlled rate; and

a rate-controlling element layer covering at least a portion of the source and
including at least one therapeutic capable agent and providing for an initial relatively more
rapid release of the at least one therapeutic capable agent therapeutic from the rate-controiling
element layer as well as a sustained, controlled release of the at least one therapeutic capable

agent from the source.

2. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at least .one source of at least one therapeutic capable agent associated with the
scaffold ; and

a rate-controlling element disposed adjacent at least a portion of the source
and being configured to control the release of the therapeutic capable agent in the patient’s
body at an initial rate and at a subsequent rate relatively slower than the initial rate.

3. A device as in Claim 1 or 2 wherein the rate-controlling element

covers the source.

4. A device as in Claim 1 or 2 wherein the rate-controlling element

covers only a portion of the source.
5. A device as in Claim 1 or 2 wherein the source comprises a reservoir.

6. A device as in Claim 5 wherein the reservoir s at least partially

disposed over the expandable structure.

7. A device as in Claim 1 or 2 wherein the scaffold comprises a tissue

facing and a luminal facing surface.

8. A device as in Claim 7 wherein the reservoir is disposed adjacent the

luminal facing surface.

JP 2005-507708 A 2005.3.24



—/
L T T s T e T s T s T e T e T s T s T e T s T s T e T s T T T e T e T s R e Y e O e O e Y e R e, RO e R |

= N7 I N R SRR

(106)

WO 03/037223 PCT/US02/34350

9. A device as in Claim 7 wherein the reservoir is disposed adjacent the

tissue facing surface.

10. A device for intracorporeal use within a patient’s body, comprising:

aradially expansible implantable scaffold having a plurality of regions
exhibiting different mechanical profiles during the expansion of the scaffold and including
relatively lower and relatively higher mechanical profiles; and

a source of at least one therapeutic capable agent comprising a plurality of

segments and disposed adjacent at least a portion of the scaffold.

11. A device as in Claim 10 wherein the segments are disposed adjacent

the relatively lower mechanical profile regions.

12. A device as in Claim 10 wherein the segments are disposed adjacent

the relatively higher mechanical profile regions.

13. A device as in Claim 10 wherein the segments are disposed adjacent
only the regions that do not undergo substantial bending, flexing, stretching, or compressing

upon the expansion of the scaffold.

14. A device as in Claim 10 wherein the segments are disposed adjacent
only the regions that do not undergo more than about 5% of bending, flexing, stretching, or

compressing upon the expansion of the scaffold.

15. A device as in Claim 10 wherein the segments are disposed adjacent
only the regions that undergo substantial bending, flexing, stretching, compressing upon the

expansion of the scaffold.

16. A device as in Claim 10 wherein the areas exhibiting relatively higher
mechanical profile are configured to be in a direct flow of body fluids flowing through the
intracorporeal body.

17. A device as in Claim 10, 13, or 16 further comprising a rate-controlling

element disposed adjacent the scaffold.

18. A device as in Claim 17 wherein the rate-controlling element is

disposed adjacent at least a portion of the source.

53
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19. A device as in Claim 17 wherein the rate-controlling element is formed

from a nonporous material.

20. A device as in Claim 18 wherein the rate-controlling element has a

variable thickness.

21. A device as in Claim 20 wherein the rate-controlling element has a

greater thickness adjacent scaffold regions having refatively higher mechanical profile.

22. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at least one source of at least one therapeutic capable agent associated with at
least a portion of the scaffold and configured to release the therapeutic capable agent within
the patient’s body; and

a rate-controlling element disposed adjacent at least a portion of the source

and including at least one disruption sufficiently large to permit material transport to or from

the source.

23. A device as in Claim 22 wherein the at least one disruption is an
aperture.

24, A device as in Claim 22 or 23 wherein the at least one disruption is
preformed.

25. A device as in Claim 22 or 23 wherein the at least one disruption is

formed in the patient’s body.

26. A device as in Claim 22 or 23 wherein the transport comprises at least
one of transport of native fluids to the source or of the therapeutic capable agent from the

source.

27. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at least one source of at least one therapeutic capable agent associated with at
least a portion of the scaffold and configured to release the therapeutic capable agent within
the patient’s body; and
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a rate-controlling element disposed adjacent at least a portion of the source

and being configured to mechanically change upon application of mechanical stress or strain.

28. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at least one source of at least one therapeutic capable agent associated with at
least a portion of the scaffold and configured to release the therapeutic capable agent within
the patient’s body; and

a rate-controlling element disposed adjacent at least a portion of the source

and which undergoes a mechanical change upon being implanted in the patient’s body.

29, A device as in Claim 27 or 28 wherein the mechanical change is one of

mechanical fracture.

30. A device as in Claim 27 or 28 wherein the mechanical change is one of

change in surface charactetistic.

31. A device as in Claim 27 or 28 wherein the mechanical change is one of

change in porosity.

32. A device as in Claim 27 wherein the mechanical stress or strain is

applied upon the bending of the scaffold.

33.  Adevice as in Claim 27 wherein the mechanical stress or strain is

applied upon the expansion of the scaffold.

34. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at least one source of at least one therapeutic capable agent associated with at
least a portion of the scaffold and configured to release the therapeutic capable agent within
the patient’s body; and

a swellable rate-controlling element disposed adjacent at least a portion of the

source.

35. A device as in Claim 34 wherein the rate-controlling element swells

upon exposure to the intracorporeal environment.
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36. A device as in Claim 35 wherein the rate-controlling element is

configured to release the therapeutic capable agent from the source.

37. A device as in any one of Claims 1, 10, 22, or 27 wherein the device

comprises a stent.
38. A device as in Claim 37 wherein the stent comprises metallic material.

39. A device as in Claim 37 wherein the stent comprises polymeric

material.

40. A device as in Claim 39 wherein the stent comprises a degradable
material.

41. A device as in Claim 39 wherein the stent comprises a non-degradable
material.

42. A device as in Claim 37 wherein the device is balloon-expandable.
43. A device as in Claim 37 wherein the device is self-expandable.

44. A device as in Claim 37 wherein the source comprises a matrix.

45, A device as in Claim 44 wherein the matrix includes a matrix material.

46, A device as in any one of Claims 1, 10, 22, 27, or 37 wherein the rate-

controlling element is formed from a nonporous material.

47. A device as in Claim 46 wherein the porosity of the rate-controlling

element changes upon implanting in the patient’s body.

48. A device as in Claim 1, 10, 22, 27, or 37 wherein the rate-controlling

element is formed from a porous material.

49. A device as in Claim 46 or 47 wherein the rate-controlling element

comprises a parylene polymer or copolymer.

50. A device as in Claim 48 wherein the parylene comprises parylene C.
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51. A device as in Claim 46 wherein the rate-controlling element becomes

at least partially porous upon expansion of the scaffold.

52. A device as in Claim 46 or 48 wherein a rate of release of the
therapeutic capable agent from the device in an unexpanded state in the patient’s body is

different than that in an expanded state.

53. A luminal prosthesis comprising:

a scaffold which is implantable within a body lumen;

a substance-containing reservoir positioned over at least a portion of a surface
of the scaffold; and

a rate-controlling element layer covering at least a portion of the substance-
containing reservoir, the rate-controlling element layer having the substance dispersed therein
and providing for an initial rapid release of the substance from the rate-controlling element

layer as well as a sustained, controlled release of the substance from the reservoir.

54, A luminal prosthesis comprising:

a scaffold which is implantable in a body lumen, said scaffold being radially
expansible and having regions which undergo greater and lesser mechanical siress or strain
during radial expansion; and

a substance-containing reservoir or layer comprising individual portions which

are preferentially positioned over the regions which undergo lesser stress or strain.

55. A luminal prosthesis as in Claim 54, wherein the substance-containing
layer is positioned only on those portions of the scaffold that do not substantially bend,

stretch, or compress when the scaffold is expanded.

56. A luminal prosthesis as in Claim 54, further comprising a rate-

conirolling element layer formed over at least a portion of the scaffold.

57. A luminal prosthesis as in Claim 56, wherein the rate-controlling

element layer is thicker over regions of greater mechanical profile.

58. A luminal prosthesis comprising:

a scaffold which is implantable within a body lumen;
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a substance-containing reservoir positioned over at least a portion of a surface
of the scaffold; and

a rate-controlling element layer covering at least a portion of the substance-
containing reservoir, the rate-controlling element layer having at least one preformed aperture
which is sufficiently large to permit the transport of body fluids to the substance-containing

reservoir and/or the release of substance from the reservoir.

59. A luminal prosthesis comprising:

a scaffold which is implantable within a body lumen;

a substance-containing reservoir positioned over at least a portion of a surface
of the scaffold, and

a rate-controlling element layer covering at least a portion of the substance
containing reservoir, the rate-controlling element layer being configured to fracture when

stressed by substantially bending, expanding, stretching, or compressing of the scaffold.

60. A luminal prosthesis comprising:

a scaffold which is implantable within a body lumen;

a substance-containing reservoir positioned over at least a portion of a surface
of the scaffold; and

a rate-controlling element layer covering at least a portion of the substance
containing reservoir, the rate-controlling element layer being configured to swell to permit

release of substance from the reservoir when exposed to a luminal environment.

61. A luminal prosthesis comprising:

a scaffold which is implantable within a body lumen;

a substance-containing reservoir positioned over at least a portion of a surface
of the scaffold; and

a rate-controlling element positioned over at least a portion of the surface of

the scaffold and covering less than all of the substance containing reservoir.

62. A luminal prosthesis as in any of Claims 53 through 61, wherein the

Juminal prosthesis comprises a metal stent.

63. A luminal prosthesis as in Claim 62, wherein the metal stent is balloon

expandable.
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64. A luminal prosthesis as in Claim 62, wherein the metal stent is self-

expanding.

65. A luminal prosthesis as in any of Claims 53 throi.lgh 61 wherein the
substance-containing reservoir comprises a matrix layer including the substance dispersed in

a matrix material.

66. A luminal prosthesis as in Claim 65, wherein the substance and the

matrix material have been vapor deposited on the scaffold.

67. A luminal prosthesis as in any of Claim 53 through 61, wherein the

substance-containing layer consists essentially of a homogeneous layer of the substance.

68. A luminal prosthesis as in Claim 67, wherein the substance has been

vapor deposited on the scaffold.

69. A luminal prosthesis as in any of Claims 53 through 61, whetein the
scaffold comprises structural elements having rectangular cross-sections defining four

orthogonal surfaces, wherein the drug is positioned on fewer than all of the surfaces.

70. A luminal prosthesis as in any of Claims 53 through 61, wherein the

rate-controlling element is porous.

71. A luminal prosthesis as in any of Claim 53 through 61, wherein the

rate-controlling element is nonporous.

72. A luminal prosthesis as in any of Claims 53 through 61 further
comprising a base layer over at least a portion of the scaffold and at least a portion of the

substance-containing layer.

73. A luminal prosthesis as in any of Claims 53 through 61, wherein the

rate-controlling element layer comprises a parylene polymer or copolymer.

74. A luminal prosthesis as in Claim 73, wherein the parylene has been

vapor deposited over the scaffold or a portion thereof.

75. A luminal prosthesis as in Claim 73, wherein the parylene comprises

parylene C.
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76. A luminal prosthesis as in Claim 73, wherein the parylene is

nonporous.

77. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at least one source of at least one therapeutic capable agent having a degree of
crystallinity less than about 90 % and associated with the scaffold and configured to release
the therapeutic capable agent within the patient’s body ; and

a rate-controlling clement disposed adjacent at least a portion of the source

and being configured to control the release of the therapeutic capable agent to the patient’s
body.

78. A device as in Claim 77 wherein the therapeutic capable agent has a
degree of crystallinity less than about 50 %.

79. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at least one source of at least one therapeutic capable agent associated with the
scaffold and configured to release the therapeutic capable agent at a targeted tissue site within
the patient’s body; and

a rate-controlling element disposed adjacent at least a portion of the source
and being configured to effectuate a therapeutic capable agent flux depsity of about 1.71x10-
14 ug/(cm?s) to about 1,71x10-8 ug/(em’s).

80. A device for as in Claim 79 wherein the flux density ranges from about
1.71x10-14 ug/(crs) to about 3.43x10-9 ug/(cm’s).

81. A device for as in Claim 79 wherein the flux density ranges from about
8.57x10-12 ug/(cm’s) to about 3.43x10-9 ug/(cm’s).

82. A device for as in Claim 79 wherein the flux density ranges from about
1.71x10-11 ug/(cm®s) to about 1.03x10-9 ug/(em’s).

83. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;
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at least one source of at least one therapeutic capable agent associated with the
scaffold and configured to release the therapentic capable agent at a targeted tissue site within
the patient’s body; and

a rate-controlling element disposed adjacent at least a portion of the source
and being configured to control the release of the therapeutic capable agent in the patient’s

body, the device having a residual stress in an unexpanded state less than about 10%.

84. A device for as in Claim 83 wherein the residual stress is less than

about 5 %.

85. A device for as in Claim 83 wherein the residual stress is less than

about 1%.

86. A device for as in Claim 83 wherein the residual stress is less than

about 0.5%.

87. A method for making a device for intracorporeal use, comprising:

providing an implantable structure having a first residual stress and including

a scaffold; and

at least one source of at least one therapeutic capable agent associated with the
scaffold and configured to release the therapeutic capable agent at a targeted tissue site within
the patient’s body;

changing the structure residual stress to a second residual stress;

disposing a rate-controlling element adjacent at least a portion of the source
and being configured to control the release of the therapeutic capable agent in the patient’s
body.

88. A method as in Claim 87 wherein the changing step comprises

reducing the residual stress.

89. A method as in Claim 87 wherein the changing step comprises

exposing the structure to ultrasound energy for a period of time.

90. A method as in Claim 87 wherein the changing step comprises

exposing the structure to vibrational energy for a period of time.
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91. A method as in Claim 87 wherein the changing step comprises heating
the structure to a first temperature for a period of time.

92. A method as in Claim 91 wherein the first temperature is less than the

melting point of the therapeutic capable agent.

93. A method as in Claim 91 wherein the first temperature is about the

same as the melting point of the therapeutic capable agent.

94. A method as in Claim 91 wherein the at least one therapeutic capable
agent comprises a plurality of therapeutic capable agents and the first temperature is about the

same as the melting point of the therapeutic capable agent with the lowest melting point.

95. A method as in Claim 91 wherein the first temperature is more than the

melting point of the therapeutic capable agent.

96. A method as in Claim 91 wherein the at least one therapeutic capable
agent comprises a plurality of therapeutic capable agents and the first temperature is more

than the melting point of the therapeutic capable agent with the lowest melting point.

97. A method as in Claim 87, 88, 89, 90, 91, 92, 93, or 95 wherein the

changing step is performed before the disposing step.

98. A method as in Claim 87, 88, 89, 90, 91, 92, 93, or 95 wherein the
changing step is performed after the disposing.

99. A method as in Claim 87 wherein the chaning step comprises heating
the structure to 2 second temperature for a period of time and is performed after the disposing

step.

100. A method as in Claim 99 wherein the heating of the structure to a

second temperate is performed under vacuum.

101. A method as in Claim 99 wherein the heating of the structure to a

second temperate is performed in the absence of oxygen.

102. A method as in Claim 98 wherein the second temperature is less than
the glass transition temperature of the rate-controlling element.
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103. A method as in Claim 98 wherein the first temperature is about the

glass transition temperature of the rate-controlling element.

104. A method as in Claim 98 wherein the first temperature is more than the

glass transition temperature of the rate-controlling element.

105. A method as in Claim 87 wherein the changing step comprises the step
of both Claims 91 and 99.

106. A device for intracorporeal use within a patient’s body, comprising:

an implantable scaffold;

at lease one source of at least one therapeutic capable agent associated with
the scaffold and configured to release the therapeutic capable agent within the patient’s body;

and
a rate-controlling element layer covering at least a portion of the source and

being formed from a non-porous material.

107. A device as in Claim 106, wherein the non-porous material comprises

parylene.

108. A device as in Claim 106, wherein the nonporous material becomes at

least partially porous when exposed to conditions in the patient’s body.

109. A device as in claim 106, wherein the rate-controlling element

becomes disrupted when exposed to conditions in the patient’s body.

110. A device as in Claim 106, wherein the rate-controlling element

includes a therapeutic capable agent.

111. A device as in Claim 110, wherein the therapetuic capable agent in the

rate controlling element is the same as the therapeutic capable agent in the source.

112. A device as in claim 106, wherein the nonporous material is
selected from the group consisting of plasma deposited polymers, sputtered materials,
evaporated materials, electroplated metals, electroplated alloys, glow discharge

coatings, polyethylenes, polyurethanes, silicone rubber, cellulose, and parylene.
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