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H18e 45.0 33.8 11.3 0.0

[r——

4 190 45.02 33.8 11.3 0.0

[ 20b 58.53 31.5 0.0 0.0

b 21k 58.53 0.0 31.5 0.0

[,_,__

| 2o 67.5 0.0 22.5 0.0
do2sr 67.54 0.0 22.5 0.0

0 24 60.04 0.0 20.0 0.0

T g 45.0! 0.0 45.0 0.0
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a MWTFTOXr—2C 2B 3T 2EHE%FERL A 246G (ID=0.292mm ) .
26G(ID=0.241mm)¥ L W 27G (ID=0.191mm) ;

b UTOREZEHETLHERMEERLSE 05 A1 F(12.7mm). 1 1 > F
(25.4mm), 2 4 > F(50.8mm) ;

c22NDFRRH U P (Hamilton): 250 LID=2.30mm) ;500 1 L{ID=3.25mm ) -
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[ 2475 | y0.770 , 00.716
F =0.0280" Lmo'Q
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13 ]0.292 12.7 3.25 0.05 8.6 0.2
(| 4 0.191 12.7 3.25 0.5 176.0 2.6
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[ BlEY | PLGA | Ny JARy | RuUJAT | MFAH BLF YA X
E RG VS r— Noa— b (Wt%) (z m)
: 502 | (BB, wt%) | (BA, wt%)

S (wt%)

05 38.0 42.8 14.2 5 5
126 34.0 38.3 12.8 15

|27 38.0 42.8 14.2 5 50
| 28 34.0 38.3 12.8 15 50
E 29 36.0 40.5 13.5 10 20
1 30 38.0 - 57.0 5 5
i 31 34.0 - 51.0 15 5
132 38.0 : 57.0 5 50
E 33 34.0 . 51.0 15 50
| B4 36.0 - 54.0 10 20
i 35 30.8 34.7 11.6 23 50
E_ 36 28.0 31.5 10.5 30 50
137 30.8 - 46.2 23 50
[ 38 28.0 - 42.0 30 50
[ 39 40.0 45.0 15.0 0

L__ 40 40.0 . 60.0 0
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Oooooao
£8
B &1 SA-1 |SA-2 |SA3 [SA4 [SA5 [/
PDGF

PDGF(mg) 1 1 1 1 1

o a7 o — Z(mg) 1 1 0 0 0

| Tween 20(mg) 0 0.2 102 0 0
A 7 g b (mg) 0.24 0.24 0.24 0.24 0.24

| % 1% 4 $a (mg) 0 0 0 0 0.02

Zo e 7 4 (mg)e 20.16 |21.96 |12.96 |11.16 |11.34

'SEC i~ & %2%PDGF 98.90 |98.82 |98.02 |98.51 |98.56 |99.27
£ /) v— _
SEC !~ £ 5%PDGF # |1.10 |1.18 |1.98 149 |1.41 |0.73
A v

rpHPLC IZ £ & 115 |11.1 107 127 |11.0 |11.1
RRT=0.93 TH%E — 7
rpHPLC 12 £ 5 87.3 |87.6 |87.6 |862 |87.8 |87.7
RRT=1.00 TNH% L — 7

"rpHPLC 2 & 5 1.1 1.2 1.1 1.1 1.1 1.2
RRT=1.10 TO% ' — 7

['pHPLC IZ £ 5 0.0 0.1 0.6 0.0 0.0 0.0

%B-= DD — 7

T T e T e T e T e T e T e O e T s B e O e O e T e, T e T e T e T e T e T e, O e O e O e T e R e T B e |

"a=PLGA RG502/BB/BA — 40/45/15
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sslslsls
9
AL 549 HA-1 | HA-2 |HA-3 HA-4 |HA-53 |17
PDGF
 PDGF(mg) 1 1 1 1 1
| v 27 8-—-A(ng) 1 1 0 0 0
| Tween 20(mg) 0 0.2 0.2 0 0
B RF 2 (mg) 0.31 0.31 0.31 0.31 0.31
FFEEHE £0 (mg) 0 0 0 0 0.02
Tk 7 (mg)a 20.79 12259 |13.59 11.79 | 11.97
SECI{Z & 5%PDGF 99.15 {99.15 |99.07 99.01 ]99.04 |99.27
T /v —
SEC (Z X 53%PDGF # | 0.85 0.85 0.93 0.99 0.96 0.73
{ v —
rpHPLC (2 L % 11.3 11.0 10.9 10.8 10.9 11.1
ERTZO.QS Th%E— 7
rpHPLC (2 £ % 87.6 87.8 87.7 88.0 88.0 87.7
RRT=1.00 TO% L — 7
rpHPLC i £ 5 1.1 11 1.2 12 |11 1.2
RRT=1.10 TO%E— 7
rpHPLC iZ £ 3 0.0 0.0 0.2 0.0 0.0 0.0
%EDMOE -~

a=PLGA RG502/BB/BA —40/45/15

gooaao
ogogag?2o0
PDGFO O O 0O O

oooooooooooooooobobooobooboooboboooooooooooooooao
ODOPDGF-BBO D DO ODODOODI1800000O0O00DOO(CO110)0PDGF-BBO DO O OO
ooooooooooooooobboDboDboOoboOoboo0ooooooooooooooodd
uwoooOoDOoOooODoODOoOooODoOOoOoo0DOd40000250nmO0O1em0OO000O0O0O0O0DO (path

length cuvette)J OO0 O O0OODODODDDODOOR280nmO 00O 0O O log(O DO O)O log(O O
yhoooooDpd4o0OO33NmUOODODOOCDODODOCDOODODODDOOODODOO.574ml/mgxcem

O0Ooo0oooo
O Ooooo
O Ooooo

Ooooooooogoogoo
Ooooooooogoogoo

O
a
u
O
a
O
O
0
O
O
H
G

ooooooooooooao
ooooooooooooao
ooouwooooooooooao
Millipore TFFO O O 0O 0O O O TFFO
OOOPDGF-BBO OO ODODOOO (O
ooooooooooooaoilommo
oooooooooooooooao
ooooooooooisooooan
F-BeO0 00 0O0O0DODODDODOOOCOOPGFOOOOOOOOOOOOOODODDODODOGODO

Oooooooogd
Oooooooogod

OOoo0oooao

00000000 O0o
0 PDGF-BBO 5mg/ml) 0O
0O O pH6O O PDGF-BBO

Smg/mlD O D0ODODODOOOADO
goboooboobodaoan

PDGF-BBO OO O OO DO O 100mi0O O O O Pellicon XL PLCC 5000 MwCOO O
O0O0O0O0OMillipore Tangential Flow Filtration SystemO OO DO OO O
OCOoOO0OOTFRFROOCDOOOODOOOOOOOCOCIIOMM OO ODQCDOOPpHeO OO
ODODO1omltODOOOO0ODOpHeO OO OO
OdiafiltrationD0 0 00 O0O0OOO00OO
ocoooooooooao
O
O

HPLCO O OO O
0oo0oodiommd
giogiagooad
Oo0oaogiommd
ooooooao
ugooboddoPD

10

20

30

50



(48)

JP 2005-519873 A 2005.7.7

OD0DO0D0USO2300 000000003y mIO000000D00US#5000 0000000
O@EspymOOO0D0D0O00

Ooo0o0ogoao
Oo0oo0ooao
[ £ 10
‘| Baw PDGF-BB AR Y R— b EXAFYy | varp—2
[
: (wt%) (wt%) (wt%) (wt%)
[ 41 81 19 -
[ 42 43 - 14 43
L
OoO0o0ooogoao
Ooo000gao?21
Oo0ooooooooogoaodd
I 0 e 2 I I I I I I I I I R R R R
goooboobuoobobb0obd0ouobU0oU0obO0ODb0OO0OPLGA RG 5020 00 0O O O Keyen
ce00DO0DO0ODOODODODO(UODOODOODOHDPE) O O OO OOODOOOOODGO
000000000 O0O0D0OO0O (Model HM-5010 Keyence Corp., Japan)D 00O O 0O0O0O
(0 O O 2000rpmd O O 800rpm)0 (50 100 )00 00 O
OoO0o0ooogoao
0000000000000 O0o0oDOoOo0oDOo@omiDCOO0O2mM)D000OCODOODODOPDGFO O
o000 PPGFOD DO oOooao
O00000o0o0O0o0o0o0oo0uooo0gcaframo 000000 O0DODOOOOOOOODOO
googooogo0ouoouoggouotoogo ooy o11goouoogoodg
gooo0ogdgoao
O00oogoao
[ # 11
B A R = — (%) RPNy | RS T AT
[ .
: (PLGA RG-502, Y=z —h (%)
c MW=16,000) (%)
[ 434 31.56 43.9 14.6
U aan 31.5 43.9 14.6
454 31.5 29.3 29.2
46b 31.5 29.3 29.2

O

a= 10%E &4 41 ,
b=10%B &4 42.
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[ # 12

& &4 |iBE |8 | RP-HPLC(%t' — 7 HfR)

E i | (RRT=0.93) |(RRT=1.00) | (RRT=1.09) | #Dfto

[ (8) | THE—7 THOY—7 THOE— 7 v—7
(| 7 0 |11.1 87.7 1.2 0

EPDGF

|43 0 13.03+0.12 | 85.04+0.43 |1.2%£0.35 0.72%0.09
[ 5C |14 112.77+0.28 |85.94+0.17 | 1.06+0.03 |0.23%+0.19
[ 5C |28 [12.17+0.32 |86.03+0.77 |1.11+0.34 |0.69%0.08
E 5C |90 [12.14+0.35 [86.14+0.42 |0.78+0.01 |0.94+0.08
: 95°C |14 |9.57+0.14 [89.52+0.18 |+ anA ¥ — [0.91+£0.03
[ 25°C |28 |8.24%+0.12 |90.98%0.09 |+ aA ¥ — |0.78+0.04
[ 25°C |90 [8.96%=0.21 |90.16+0.23 |(N/A) 0.88+0.01
E 40°C {14 |7.22+0.06 |91.96+0.09 | aL&— |0.83+0.02
[ 40°C |28 |5.54+0.13 |93.80+0.09 |3 ¥ — |0.66+0.09
[

E_cfc; 0 13.25+0.16 | 84.97+0.34 |1.5%0.36 0.28=0.86
: 5C |14 |13.07+0.04 |85.32+0.34 |1.43+0.36 |0.18+0.03
[ 5C |28 |12.93+0.08 |85.62+0.43 11.27+0.37 |0.18+0.06
[ 5C |90 |14.07+0.25 [83.87+0.41 |1.39+0.44 |0.67+0.28
E 25°C |14 |12.19+0.10 | 86.28+0.52 |1.25+0.33 | 0.28+0.13
: 95°C |28 |11.79+0.27 |86.82+0.09 |1.30%£0.35 |0.10+0.02
[ 25°C 190 |14.57+0.11 |83.84+0.57 |1.43+0.46 |0.17+0.00
: 40°C {14 |12.93+0.08 |85.65%0.26 |1.26=0.39 |0.16+0.07
E 40°C 128 |13.09+0.24 [85.18+0.17 |1.59+0.43 |0.15+0.04
[

[l 45 0 12.39%£0.28 |85.91+0.26 |0.96+0.02 |0.73+0.04
E 5C |14 |12.21+0.29 |86.05+£0.34 |1.10%£0.32 |0.64%0.36
: 5C |28 |11.38%+0.18 [87.11+0.70 |0.81*0.04 |0.97%0.08
t 25C |14 [8.50%+0.19 |90.40%+0.27 |3 A&— |1.10+0.08
E 25°C |28 |7.73%0.19 [91.25%+0.18 ' > a /A& — |1.02+0.04
: 25°C |90 | 7.48%£0.64 |91.67%0.66 |(N/A) 0.86+0.01
[ 40°C |14 | > aAF— 199172000 L an ¥ — 0.83+0.04
E 40°C |28 | v aAF— [99.56%+0.00 | 3L ¥— |0.44+0.03
[

ugoodaoan

10

20

30

40



ugoooaood

(51)

JP 2005-519873 A 2005.7.7

r = 12(H3%)

LB ES4 |IBE |8 | RP-HPLC(% b — 7 Ef#E)

[

: M | (RRT=0.93) |(RRT=1.00) |(RRT=1.09) | #on#m

[ (B | Tov—2 | ToO¥—7 |TOE—s |E—7

[ )

s 0 12.71+0.14 {85.90+0.26 |1.1+0.01 0.3%+0.03

[ N

: 5C 14 | 13.04+0.25 | 85.10+0.60 |1.45+0.37 0.41+0.13
[ 5C 28 [ 12.67x0.20 {86.05£0.17 |1.04*+0.02 0.24+0.05
[ 5C 90 | 14.656*0.08 | 83.65+0.07 |1.04+0.01 0.66*+0.13
E 25°C |14 |12.94+0.06 |85.27£0.43 |1.50*+0.33 0.29+0.10
[ 25°C |28 [12.64%+0.19 |85.55+0.34 |1.51+0.41 0.30+0.09
[ 25°C |90 |14.11+£0.15 |84.68*0.10 |1.01+0.01 0.21+0.04
[ 40°C |14 |12.10=0.18 |85.760.34 |1.26=0.39 0.87+0.46

[ = s

1 40°C |28 [11.12+0.22 | 88.05%x0.88 [+ 3 /L ¥ — 0.19%0.03
O

Ogo0ogoao

Ooo0oo0ooaoaz2s

O0O00O00o0o0oOogepb6GFO0 00 00O00O00O0O

Oo0o0o0oooo0ogoPbGFO OO ODQOQOPGFOODOD0DODODDODUOODUOODODUOoDUOoOooOoOU
OO0OoOOoOPbGFO OO (800 120mg)D 0000 O0DOOODOOROMLOODOOODOOODOGOO
0000000000000 O0ooDOoOOGnooooooooDOooDg(PBS)YDO0.1%Tween 2
O0OpH7. )00 0D0O0D0DDOODODDODOODDOODODOODDODOO37000O0O0DODOOODOOOGO
Oooos0000o0o0o0o0o0o0o0o0o0o0ooo0o0 oo o0ooooooooooOooOo20 00
000000000000 O0OOPGFODOODOODOODOOORDOAGO(SEC)HPLCO O OO
0000021000000 ooooooogoooogepbFO0 00000 gglo0oan
O0oo0oo0ooooooao

Ooo0ogoao

O000aQoa24

O0o00o0o0ooooooooooooaoao

godooouooocopoogoouo ooy ouoogooocyoo ooy ooy oo oo oogooo
O0O0o0DO0oOooOOoo(ole 1D72" ) O D OODDODOODDOODODOOvyOooODOOODd400000003
Jgo0ooooo0ogooggouoooygobouogoz2200dbbboboboogpoboooog
gogoooooocooogooo oo oo oo oot poDouoogoao

O00o0oogoao

O000da0oa2s

Ooo0oooooogdgoao

0000000000000 O00DO0OO00ODO0OdGooDonoi1oop I/OH)ODODOODORIOODOOO
2« ) 000000000000 I/O)OONitinol D00 DOD (5000072 )OO
0000000000009y O oooooooaooeo
gooooooogoooggogooogggogooygoobgUoyoyU ooy oDygpopbuogooo
gooooooocopoogoooto o000 oo ooy oo ooy ooy oDooOooo
I 0 A A A R R R e e e
0o

gooo0ogdgoao

10

20

30

40



(52) JP 2005-519873 A 2005.7.7

Oooooao

[ # 13

l&&%% PLGA | ~o ¥ |~y EAAN)

E RG502 L~ | AT | EHEQT F—, 2 V% | A5 —F (25

[ (wt%) | Y xT— a—A HTH T2 B00ul) He 72 V&

[ h (wt%) T P R

[ (Wt%) (250 1 1)

; 504y e |100ul4rc | 50u 1%

| 340 315 |0 58.5 |- 455+6.7 |23.1+1.3

([ 350 35 0 65 182+31 |802+44 |356%2.2

" 36e 31.5 |43.9 |14.6 |- 88.1=3.6 60.9£5.8

EEE 488 |16.2 |36.9+1.3 |66.7t04 |26.70.4

| 3¢ 36 27 27 109.4+1.3 |69.3%5.3

[ 390 40 30 30 485+1.3 1963+1.3 |289+0.4

408 36 405 |13.5 184.1+3.6 | 114.3+4.9
41¢ 40 45 15 84.1+0.4 |146.3=13 |54.7%+2.7
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