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0.5%3-WEETM9A. 4%EA, 2%BA

RN = |
BARE

~5°C

ER

B

e

hIE

98.5 nm

EHEH

3.0%

{Ut" bRk (24 B5RE. 37°C)

~60%
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oood
Bl &
My Mt 15-157D
" v-(FEFE/E) 6.5kDa PLA
K )v-(FEEE/E) 16/5 PLA-PEG. 40%
EXI(DTXL 8) 20%
ARAEGERE) BEERIFI(EA). 79%
BREBEFERE) AUV VEVI-WBA). 21%
7K+ 0.5%3-MEETMIA, 2%BA. 7K 4%EA
AR R [ERZ 2] 5wt%
R
B &
PIE 114.7 nm
B3I =P 3.97%
000010
Ooooao
BiE X ERDE B
Oy b 15-157D 15-157C
R 3-(FEEE/E) 6.5kDa PLA 6.5kDa PLA
I Yv-(FEFE/E) 16/5 PLA-PEG. 40% 16/5 PLA-PEG. 40%
EHI(DTXL ) 20% 20%
AHBERGEE/E) EFRAIFN(EA). 79% BFERIFN(EA). 79%
FHEBRIEAEE/IZE) | A UV I7M-MBA). 21% A" YY" W73-W(BA). 21%
JK+8 0.5%3-NEET MDA, 2%BA. 0.5%3-ME&T M)A, 2%BA.,
7K 4%EA JKrh 4%EA
HMERE ] 5wt% 10wt%
R
Bt BB DIE EiEHDIE
HIE 114.7 nm 115.1 nm
EE|EH 3.97% 13.36%
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gooo
B S RDE KBl DE
Ay h# 15-157D 15-157A
K Yv-(FBE/IE) 6.5kDa PLA 6.5kDa PLA

I R-(FEEE/E)

16/5PLA-PEG. 40%

16/5PLA-PEG. 40%

EHI(DTXL B) 20% 20%
FRBIEGEEIE) BEBEIFI(EA). 79% BEBEIFMEA). 79%
FHEAEGELE/E) | A VY MVI-MBA)L21% | AT YUY WTI-MBA). 21%
JK+8 0.5%3-MEET M)A, 2%BA. | 0.5%3-VEkT M) T4, 2%BA.,
JKHR 4%EA Ik 4%EA
e el [T | 5wt% 20wt%
fER
B xR DE EREFIDE
HIE 114.7 nm 130.3 nm
EFIE R 3.97% 16.15%
0 O 400
Oo0ood
B xR DIE EHEF OE
Ay b 15-157D 15-171A
R v-(FELEIE) 6.5 kDa PLA 6.5 kDa PLA

I Yv-(FEEE/E)

16/5 PLA-PEG, 40%

16/5 PLA-PEG, 40%

FEHIDTXL E) 20% 20%
BRBEGEEE) BEERIFIM(EA), 79% EEESIFI(EA), 79%
BHEEAEFEIEIE) | A VY ITMI-MBA), 21% AUV WTa-W(BA), 21%
K48 0.5%3-IE&TMIL, 2%BA. 0.5%3-ME&ET )7L, 2%BA,
JKH 4%EA 7K 4%EA
HAE[ERZ 5] 5wt% 40wWt%
HEER
B *TERDE EEGlDE
HIE 114.7 nm 130 nm
E-Sh=RE] 3.97% 14.07%
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oooao
B xR OfE EiEFl DB
Ay M 15-157D 35-03A
MR Y-(FESE/E) 6.5kDa PLA 8.2kDa PLA

IR R-(FBHE/E)

16/5 PLA-PEG,40%

GL2-PEG-PLA & LT wit%zxH
9 % 16/5 PLA-PEG, 40%

e e e e e e e I

EZI(DTXL 8) 20% 20%
A (ERE) BEBEIFI(EA). 79% BEBEIFM(EA). 79%
FHENAEGEEE/IE) | A UV MTVI-MBA), 21% AUy WTA-WBA), 21%
/K48 0.5%3-VEETMYL, 2%BA.JK | 1% 31-VEEF MY 9L, 2%BA, K &

th 4%EA 4%EA
AR [E R 5wt% 30wt%

fEE

B *EBDE EHEFDE
PIE 114.7m 114.1 nm
EXIEH 3.97% 11.85%
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N 744 RiE(E =R
BEATF BAEA-2-3829)-VIE | RC & PES OMEEDERIZA LA, BIED
HAHEIL RC BMEATLS
NEEHYMT 300kDa NP 44D E Y . BEE M-V ICEREL,
500kDa [ECHREDEBRMNAR S5 5.
500kDa I& RC TIXFIFATE ALY
hnxyn-EE 1ML/%/m? AR EAS WDMEEFENEC o 1=
[EEEE 20 psid -7 VFOMEDRRRENR D RELY,
84774 b-Y3Vv 30 mg/ml REEEKUUN-7 9yMZEDNTH7" vF4y
TR FRBBED #) TFF &% B U= [NP]~50mg/ml TF° {774
BE WYy B ENTH S HFVANET
%, BB ERF~30mg/ml THREZENS
WEED,
AT Y1-hEKL Z15GRED br4-v 80 Z#XHERMICRET HICIFH 158
BXRIZED) ATH Va-bDNBBETH D5 17740 -Y30D
RAEITTRRPFHEIEIZ K > TRDH B (FiEE
X750,
JEATE ~1 m?/kg FRHINIREREDLEBELRRBICEDLC
EDHR
oooooao
O0000o0oo0ooooooooooooooooooooooooooooOo00Oa0n0an
Oo0oooooooootoooooooooooooooobooooooooOod0dnnOanooan
gooooooooooooooooooooooobooooooooooooooao
0000000000 oooooooooooooooooooooooooobOa0n0aon
Oo0oooooooooooooooonooooooooobooooooooO0oOanoan
gt oototototototooooooooooooobooooooooododOanoan
goooooooooooooooooooooooboootoooooooooooao
O0000o0oo0o0ooooooooooooooooooooooooooooOo00Oanoan
go0oooooootootoootooooooooooooobobooooooood0doOanoan
goooooooooooooooooooooooobooboooooooooooooao
O
0o
Ooogooano
Oyh A nyhB
EHRIAR =W 9-h7y7° 11.3% 9.7%
25°CT-47y7° ' | 8.7~9.1% 9.0~9.9%
REM? I-hb I-4797° <1 H <1 H
25°C9-97y7° " | 5~7 B 2~7 H
1A TN S S = B AN R § SD X ~10% GGrexs
25°CT-4797° Y | ~2%
ooo"oDooo0o0o000o0o00o0o00o0o0o0oo0ooo0oooooooooooan
go0ooooooooototootoooooooooooooboooooooooOdndOanoan
oooooao
oo o000 o00Oo0000o00o0o00o0Oo0Dooo0ooo0oDooooooooooan
Oo0oooooooootoooooooooooooooobooooooooOod0dnnOanooan
D0 0000000000000 000O00DO00O0O0O0O0OOoOOoOoOoOOoOoOOan
OO00o0o0ooooooooonOooan

JP 6363320 B2 2018.7.25

Ooo0ooogogooao

10

20

30

40

50



(54)

JP 6363320 B2 2018.7.25

O Oooo

O 0o oo

oooooao
godo0oooooooooooooooooooooboooboooboboboooooodn
0o0ooup 0000000000000 oooooDobDoDoDboboooooOoan
goooo0oooooooooooooooooooboooooooboooooooooOon
oooooad
0Oo0oao
Ooo00o0oao
N -4~ O {E R
T/ HFRERRE | 50 mg/ml INPIASE L & S8 Y BEAE VAL, 50mg/ml TOE
BEEAD . BBRICERE CRET ILELALN
BamE ~1.3U2DIm* | REARDT 5 L EBUNETT S
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=1 VAMNEEABRERUY N-EAKEE T HH/HIFIE
ERBEETES V-5 1-—(BHIEES M EEE
BEE ERBES MR - Y- B a(EE)
E UhYRFY PLGA PEG GL1
£ VhYRFY PLA PEG GL1
£ VhYAFy PGA PEG GL1
£ UhYRFY PLGA PEG GL2
£ VhYRFY PLA PEG GL2
£ hYRFY PGA PEG GL2
£ UhYRFY PLGA PEG-DSPE GL1
£ UhYRFY PLA PEG-DSPE GL1
£ UhYRFY PGA PEG-DSPE GL1
£ hYRFY PLGA PEG-DSPE GL2
£ UhYRFY PLA PEG-DSPE GL2
£ UHYRFY PGA PEG-DSPE GL2
b 245 PLGA PEG GL1
SRZER PLA PEG GL1
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R1: RMCBARERVCE -EEKZEH T HH/HFE
EFRESMER U -— (Ee M EEH

BERE EFRE AR Yv- K B S (EE)
e PGA PEG GL1
L) PLGA PEG GL2
REd PLA PEG GL2
¢ERd] PGA PEG GL2
R dE3d)] PLGA PEG-DSPE GL1
5] PLA PEG-DSPE GL1
b 5%t PGA PEG-DSPE GL1
R$Ed PLGA PEG-DSPE GL2
R4k PLA PEG-DSPE GL2
R Ed) PGA PEG-DSPE GL2
YAYAZ PLGA PEG GL1
YAYLAR PLA PEG GL1
YAYLR PGA PEG GL1
YAYAR PLGA PEG GL2
YAAR PLA PEG GL2
YAYLA PGA PEG GL2
YA LR PLGA PEG-DSPE GL1
YAl LA PLA PEG-DSPE GL1
YAYLR PGA PEG-DSPE GL1
yaYAZ PLGA PEG-DSPE GL2
YAl LA PLA PEG-DSPE GL2
YAYLR PGA PEG-DSPE GL2
>z 1 PLGA PEG GL1
YNz PLA PEG GL1
YNz PGA PEG GL1
FLYaE Y PLGA PEG GL2
FLvE Y PLA PEG GL2
FLYE Y PGA PEG GL2
LAY PLGA PEG-DSPE GL1
I LYE Y PLA PEG-DSPE GL1
I hYaE Y PGA PEG-DSPE GL1
Yz, PLGA PEG-DSPE GL2
b LYaE Y PLA PEG-DSPE GL2
FLYaETY PGA PEG-DSPE GL2
5-700%79 PLGA PEG GL1
5-70y59) PLA PEG GL1
5-2WF0790 PGA PEG GL1
5-2i0y790 PLGA PEG GL2
5-20Aa9790 PLA PEG GL2
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R NRIEBARERUY R-EEEREHT HT/HFIE
ERESHER )-F -— (R EEE

BB ERBEE S - e- B (ER)

5-700559) PGA PEG GL2

5-7)40%59 PLGA PEG-DSPE GL1

5-2MFam39) PLA PEG-DSPE GL1

5-70A0%959) PGA PEG-DSPE GL1

5-204n959) PLGA PEG-DSPE GL2

5-7)40959 ) PLA PEG-DSPE GL2

5-7140959 PGA PEG-DSPE GL2

N )5t PLGA PEG GL1

WILESd R PLA PEG GL1

WA EERd)] PGA PEG GL1

WLEEd) PLGA PEG GL2

N Y a%tl PLA PEG GL2

AWALESd) PGA PEG GL2

N %) PLGA PEG-DSPE GL1

WAkEd) PLA PEG-DSPE GL1

N h)at PGA PEG-DSPE GL1

N a3t PLGA PEG-DSPE GL2

N HY4a%t)) PLA PEG-DSPE GL2

N )%t PGA PEG-DSPE GL2

B vy PLGA PEG GL1

B vy PLA PEG GL1

ALV Ty, PGA PEG GL1

eIy PLGA PEG GL2

I vy PLA PEG GL2

I Yy PGA PEG GL2

I vy PLGA PEG-DSPE GL1

B nInE vy PLA PEG-DSPE GL1

BN vy PGA PEG-DSPE GL1

I vy PLGA PEG-DSPE GL2

BN vy PLA PEG-DSPE GL2

¥ vy PGA PEG-DSPE GL2
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go0ooooooooootototooooooooooooooooobooooo0dOaonoano
goooooooooooooooooooooooooooooooooao
OoOo0o0oo0ooOogano
K2
BRSO WL% |FY9-OWt% |PLA-PEG D | 2%  Jv-D
DB-GL2 Wt.% | DB-GL2 /%
e 1 0.362 0.381052632 | NA 0.947217483
1.81 1.905263158 | NA 4.630814102
3.62 3.810526316 | NA 9.011251618
B3 2 0.181 0.190526316 | NA 0.474958408
0.362 0.381052632 | NA 0.947217483
0.543 0.571578947 | NA 1.416800171
1.81 1.905263158 | NA 4.630814102
w3 3 0.362 0.4525 NA 0.178974269
1.81 2.2625 NA 0.891043972
BHZE 4 0.080241 0.100300903 | 0.200601805 | 0.079390136
45K-5K 0.161616 0.202020202 | 0.404040404 | 0.159825753
PLA-PEG
DETE
0.842105 1.052631579 | 2.105263158 | 0.829427309
1.702128 2.127659574 | 4.255319149 | 1.668024361
I 4 0.190522 0.238151941 | 0.476303882 | 0.16998719
16K-5K
PLA-PEG D&t&E
0.381134 0.476417342 | 0.952834683 | 0.340027827
1.909308 2.386634845 | 4.77326969 1.702280075
3.827751 4.784688995 | 9.56937799 3.409927685
PLA%L 0.323232 0.404040404 | 0.404040404 | 0.159825753
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xR2 (FEE)
GL2 % Wt% GL2 |GL2 &HE
wrt & 13- ppm
BFZE 1 0.947217483 | 0.015108 151.0812
4.630814102 | 0.073861 738.6148
9.011251618 | 0.143729 1437.295
B 2 0.474958408 | 0.007576 | 75.75587
0.947217483 | 0.015108 151.0812
1.416800171 | 0.022598 | 225.9796
4.630814102 | 0.073861 738.6148
E3 0.178974269 | 0.002855 | 28.5464
0.891043972 | 0.014212 142.1215
E 4 0.079390136 | 0.001266 12.66273
45K-5K PLA-PEG D&
0.159825753 | 0.002549 | 25.49221
0.829427309 | 0.013229 132.2937
1.668024361 | 0.026605 | 266.0499
E 4 0.16998719 | 0.002711 27.11296
16K-5K PLA-PEG (&t &
0.340027827 | 0.005423 | 54.23444
1.702280075 | 0.027151 271.5137
3.409927685 | 0.054388 | 543.8835
PLA % L 0.159825753 | 0.002549 | 25.49221
googao
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Ooo00oao
®F v Uv-0FiE%E B | BRRUHE
=y 2%
°Y3--PEG:PLA % | 16-5 PLA-PEG:PLALLE | 5%
(80:0;60:20;40:40(A" =251 | 45-5 PLGA-PEG:PLA b3 | 5%
v).20:60)
PLA 3 FE=1.9.4.6.5(\" | 16-5 5% 1.9 B 4kDa [ZEFAE
-234Y). 8.5kDa PLA-PEG:PLA(40:40) Mo 1==2.5%
15-5 V16-5 | 15-5 5% 15-5 PLA-PEG R U 16-5
PLA-PEG:PLA(40:40) PLA-PEG:PLA(40:40) PLA-PEG Lt BRI HE
MAELTH-T=
EERD% 5% vs.15% 16-5 5% % | BWS 15%%EAL1-15
PLA-PEG:PLA(40:40) LLE | & HADMENIETH-
15 1=
PLA # 5 9 % 165|165 PLGA-PEG:PLA | 15% 16-5 PLGA & U 16-5
PLGA-PEG (A" -2351V) | (40:40) ‘ PLA-PEG L L BHHEV
vs.PLA-PEG (40:40) HECHLTESETH-
Vi
&+ )7-PLGA-PEG 28-5 15% 28-5 PLGA-PEG=ft1 & tt
PLGA-PEG:PLA(40:40) BLTHENKENT=
45-5 15% 45-5 PLGA-PEG=H#i & A°
PLGA-PEG:PLA(40:40) KEMof=
A YUY VNN & EFERIFNOD | 16-5 15% e & =2179C &
H#E=11:89.21:79(7" =231 | PLA-PEG:PLA(40:40) 10.8%);32:68 5 & U* 11:89
v). BA:EA=32:68 X.&£2EFMN 94 RU
8.8% & %o
SR EA VY WTNA-W(AT" 8] | 16-5 15% BE=AT VY VTNV BTE
-bE L < [FAF/-)) Z LB | PLA-PEG:PLA(40:40) 10.8%);A7" 3/-W R UNA4% /-
MEmA EHETH~2%T
Hot-
EBHAT 10, 20(A -254 | 16-5 15% ERHERELELITAFTN
v). 30% PLA-PEG:PLA(40:40) L= & H %=5.8%.
9%.13.3
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=G L0 R CEBEEEROT | BE/MEERD | EE/BEZO
PERZE B | R EE (median | £ J-280ME | A -25VFE4E

AR #&(PSD/PD) PS) (nm)

45/5:PLA=1:1 143.4,0.124 358.9 0.358 0.0/23.16%

(N =234Y)

16/5PLA-PEG 186.7, 0.080 189.5 0.126 9.7/91.57%

H&U PLA

16/5:PLA: t ¥ ) | 174.1, 0.084 232.7 0.146 0.0/61.19%

=2:1:1

45/5:PLA: T ¥ )b | 111.0,0.182 0 0 0.0/1.55%

=2:1:1

16/5 PLA-PEG | 218.8,0.098 226.9 0.03 7.3/60.56%

=R i

16/5 PLA-PEG | 222.2,0.126 230.7 0.065 4.1/35.36%

KU PLAB:)

45/5 PLGA-PEG | 162.7, 0.099 178.6 0.091 7.7/95.41%

H LU PLAB:1)

45/5 115.9, 0.154 734.6 0.392 0.0/13.27%

PLA-PEG:PLA:t

Fh=2:1:1
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Ooo0o0ooag
ELE PLA-PE6-GL2 jA/& B IR E NTTAOLEHE (ppm)
ERALELD | B mg/mL |59 #tfg | B 4R | B 1 HER2 | T
) H1=Y | W%
mg

7=y | DCM 20 220 23 337 347 342
FA—I DCM 20 220 62 39 30 34. 5
T™T DCM 20 220 92 11 7 9
fR&R DCM 20 220 60 4470 NA 4470
FARER DCM 20 220 45 40 36 38
P DCM 20 NA NA 4060 3980 4020
T™T DCM 35 335 91 9 7 8
PR DCM 35 335 60 5360 4920 5140
Pofiist DCM NA NA NA 4240 4300 4270
T™T DCM 35 1050 92 3.8 2.7 3.25
poiis] DCM NA MA NA 3780 3880 3830
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% AFREE (mg/mL)

N ES) 5

PLA-PEG-I#" U} s 1.1

PLA-PEG 21.4

PLA 225

FERE 100

K +522(.s.)
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& Ry<— L | EFET | EROBHE (t=5)
(nm) T=0 |T=2 |T=4 |T=24

E 25> 5% 16/5 PLAIPEG | 1231 |3.61% |ND |ND |ND |ND

16/5 PLA/PEG | 119.7 | 4.49% |ND |ND |ND |ND

+PLA
Efs5> 15% | 16/5 PLA/PEG | 821 |4.40% |ND |ND |ND |ND

16/5 PLA/PEG | 1206 |11.51% |ND |ND |ND |ND

+PLA
Efs5 23% | 16/5 PLA/IPEG [ 881 |7.40% |ND |ND |ND | ND

16/5 PLA/PEG | 118.3 | 7.8% ND [ND [ND |ND

+PLA
Efs5> 30% | 16/5 PLAIPEG | 885 | 10.26% |85 |17.3 |22.4 |64.2

16/5 PLA/PEG | 118.3 | 10.18% | 9.3 | 304 |44.7 | 982

+PLA
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A R <— # 7| RHER | ERIOKE (t=hr)
(nm) T=0 | T=2 |T=4 |T=24
E # 7 | 16/5 PLA/IPEG 97.5 9.9% 115 | 1586 |17.9 |40.9
30% 16/5 PLA/PEG + PLA 112.8 14.2% 9.8 223 | 299 |88.0
16/5 PLGA/PEG + PLA 150.3 4.6 ND ND ND ND
16/5 PLGA/PEG + PLA ND 6.9 10.6 | 357 |45.8 |87.0
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BER2% | 40t MIfRE | & Yv-DFELE: £ /Ut vEH % (HPLC) | HIEE(nm)
5% 16-5 PLA-PEG | 4.27 143.3
16-5 PLA-PEG | 3.39 105.7
+ PLA
15% 16-5 PLA-PEG | 6.2 100.3
16-5 PLA-PEG | 15.95 141.3
+ PLA
30% 16-5 PLA-PEG | 10.41 90.8
(n=3) 10.31 84 4
* 12.01 95
* 16-5 PLA-PEG | 15.03 125.5
+ PLA
* 16-5 14.66 120.3
PLGA-PEG +
PLA
gooooooooooooooooao
oOooooad
go0oooooooooooooooooooooooooooooDooooooooOon
pgooooooooooooooooobooboobo0obDoDobDoDoooDoUoooOog
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16-5 PLA- PEG | 16-5 PLA-PEG 16-5 PLGA-PEG
+ 10kDa PLA +10kDa PLA
I s (BF D)
0 5.62 0.84 4.79
2 35.29 35.35 67.63
5 41.28 49.58 87.05
24 65.20 91.81 101.62
48 73.02 88.63 89.57
144 81.08 84.98 91.46
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goooaog
ZHEE D) HELBL WH. (%)
50-103-3-5 mPEG (5k)-/PLA(16K) / £ V9)AFy 96/4
50-117-1-5 mPEG (5k)-/PLA(16K) / £ »9)AFy 95/5
50-117-2-5 mPEG (5k)-/PLA(16K) / £ V9IAFY 96/4
50-103-4 mPEG (5k)-/PLA(16K) / /PLA(16K) / t" ¥9)AFV | 46/46/8
50-103-2 mPEG (5k)-/PLA(16K) / IPLA(16K) / t™ ¥9)AFv | 47/47/6

gbobooooooobooboboboo

gbooaod

SRES #IE(nm) FFILIH(%) HAME (%)

50-103-3-5 103 4.4 21.8

50-117-1-5 110 46 22.8

50-117-2-5 115 4.2 20.8

50-103-4 146 8.3 41.6

50-103-2 98 6.0 30.0
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®1:16/,5aRYT—KU6. 5kDamERIT—ND100nmHilFNDF/ HF
REETIL

v % B Yv-(9 FXIE SAKIF) N B

I YR-DEN% | #EFY3- | 3K Y- | nm? /PEG | /g NP DF HWF | nm® N5 b
0% (NTNP) | 7050 2182 14.40 0 0 NA

1% GL2 7049 2183 14.39 1.72x10% | 22 1439

5% GL2 7047 2187 14.37 8.63x10% | 109 287

10% GL2 7043 2191 14.34 1.73x10% | 219 143
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Oo0oooooooononoan
go0ooooooooootototooooooooooooooooobooooo0dOaonoano
gfdodoooooooooooooooboooboooboooboobooboooooodn
O000o0o0oo0o0oooooooooooooooooooooooooooobOn0Oan0an
gooooooooobootootoootoobooooooooooooboooboof0OdnOdnOan
Ofd0dooo0oooooooooooooooobooobooob0ooboboboooooon
000000000000 ooooooooo®o0oooo0o0o0o0oooooooooao
OoooooooooootootoooboooooooooooooooooooOfbOdnOdnnan
Oodo0oooooooooooooooooao

oooooad
Oo0o0oo0ooooooonooooooooooooooooooooooooooobOnOanan
000000000000 oooooooo?o0o0ooo0ooooooooooooOao
goddooooooooooooooooooboooboooboobobboooooon
O000o0o0oo0o0oooooooooooooooooooooooooooobOn0Oan0an
go0oooooooobootootooooooooooooooooooooooOf0dnOaonOan
Oooogoao

OoO0o0og0ogaod

Oo0oooooooooononoaon
goooooooooooototooooooooooobooooooboooooo0Od0Odonoano
Ogfddooooooooooooooobooobo0oobooobooboboboooooon
O000o0o0oo0o0oooooooooooooooooooooooooooobOn0Oan0an
goooooooooootototooooooooooooooooobooooof0Od0Odnoan
Ofd0dooo0oooooooooooooooobooobooob0ooboboboooooon
Oo0oo0oooooooooooo oo o oo o oo oooooooooooooooanoaono
go0oooooooobootootooooooooooooooooooooooOf0dnOaonOan
OgfddooooooooooooooooooooobooobooobobOboooooon
OO000oo0oo0o0oooooooooooooan

OoooooOoao
go0ooooooooootototooooooooooooooooobooooo0dOaonoano
goddoooooooooooooooboooooobooobooboboboooooon
O000o0o0oo0o0oooooooooooooooooooooooooooobOn0Oan0an
Oo0oooooooooooooooooonononnan

oOooooad
O00oo0oo0oooooooooooo o o000 o ooooooooooooooooOanoano
Oo0oooooooobooootoooboooooooooooooooooooOof0OnOanan

10

20

30

40

50



Oo0ooooooooooogoggog
OooooooooooooQgog
OO0 0o oogoguooooogg
OO0 ooooooooooggg
OoooooooooooQgog
OoooooooooooQgaog

gugbodauo

OOoo0oooaog
OoOoo0ooooo
O0Ooo0ooao
OO0Oo0oooog
OoOoo0oooaog
OoOoo0oooao
I B
OoOoo0oooaog

O
O
O
OJ
O
O
O
O

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

O
O

O Ooooo
O 0Ooo0ooao
O OoOooog
O Ooooo
O Ooooo
O O0Oo0ooOoo

(68)

JP 6363320 B2 2018.7.25

gooooobobobobooooooogad
gooboobbooobooobooooag
gooboobtooobooobooooog
gooooobobbuoboooooooogad
goooobbobobbobooooooogad
goooooboboboboooooooogad
gooboobbooobbooobooooag
0ooao
gooboobtooobooobooooog
0oooooooooooan
gooad
t/\zr«, i::::m B R m mg;% i 9
A FMDl #kME SO, TR ESTHEINS s s émc \_\
" SD o 1. 27 ;amwwx‘v ooy
> wH mw‘mmr L
. CA/O S NH Nﬂi\‘:o\/\CH — D1EA) M)INACEE (TF
W)T/‘C"’T/" GLZP
H\l ™ z:nuu;;:,cw - .
Hzc/\/o NHJLNN s \/\CH 3 EETAR CTFAI—TIL %S (70/30) BAH
HC;) PEG- GLZP
c‘%
m&rpﬁk {\/ (CHk S 1 Z;:ﬁ:;.f;:;;:mﬁ?bﬁl(bU?ﬂhﬁ;?{))

PLA - PEG - GL2P

[ NN 2. VIFNE—FIL AR (70,/30) BAMTTESTAR

#1

CHy

HO. 0
i i /\/\I
z
o MCTy o)\m
PLA - PEG - GL2 SK(U

Mn(PLA) = 16,000 Da (y=222);  ° o

Mn (PEG) = 5000 Da (z = 114) "

10



(69)

pii) Eeii )
o K o Kyz— *
QRS T UEIN < Fea%en .
o B#TFIL T I ek a b
* RUTLT LA * RUULTNA-
Ay —IE, PLA-PEG, PLARTS PLA—GEP— 1) > FEEL. BIINay
LA
HIrLX—Ak e
(BERE ST A=)
IFAVIIINYAY
A
RABE
o kK <Rk o BA
¢ FoY4—v80
BT
A 4
ERPE 29
i J0-2i@ a5l B
FRUHF
v
WE BB 28
| wmwnr
4
K BALHLT
iSih 3 B W
I

AR ILREERIR A T L

gooano

180
160 +—

140 %_
120
100
80
jg == O—ZRXT—43
20— == B

AHE (nm)

=]

1 2 3 4
M—110EHKRESFHAY—ISETEN

googao

140
125 —
- ‘_-/ —

E
E 60 ——— =o=BRERESFAY—:45/5 —
w PLGA/PEGRUS. 4PLA[15-153]
a 40 —
+M110*EH:16/5PLA/PEG
» RUPLA [10—-1986]
0

0 5000 10000 15000 20000 25000 30000

J4—FE (psi)

ogoaoao
@

AR

i (2) MR TR

(1) hok#a
RURIERLE

(5) FATELAAM f

(8) MT ALY 3 8E

v 14 BARHE
L4

HMITLY 3 vBes 1B
BERESFTAY—

(6) Tz

®)

1) RE10~30meg/m|
2) 5E. A¥A TN bL—Ya Y GEEANO 9%H)
3) 2 5°CITHR. MDA HLHFM
4) EBIZ1BEFAF T4 L= 3y GEHA~99. 99%H)
5) #E30~100meg/ml
6) BIERMR S Y —EURL
R

HA4T4kL—k [T
o %)

» BBELAUA

Ko7 TFF

DREE
(A) HIFRAR UREL (E0E) (B) HMFHMERVHER (TRLE)

oooano
150
140 i\
. 130
2 W
c
; 120 i 2 g fR
# \‘\ /. —8-5 g R -
110 \*_}', —o—10 g#iiH
100
0 1 2 3 4 5 6
EYEH
gooao
180
160 /A
140
~ 120
£ 100
w80
= 6o '—£ = 16/5PLA/PEGRUG6. 5PLA [16-175]
40 - il 16. 5/5PLA/PEGRUB. 2PLA [35-82-A]
wdr~16. 5/5PLA/PEG [35-82-8]
20 B—— ~3=16. 5/5PLA/PEG [36-38]
0
0% 10% 20% 30% 40%
AH#APDERS %

JP 6363320 B2 2018.7.25



(70) JP 6363320 B2 2018.7.25

18.0% 200 e
16.0% Bty DT X LEHIZHYT 5P LA&P LGAFMOHR
14.0% ~ 80
’ / e el 27-135-5 (16/5PLA/
~ 12.0% / 3 PEG+6. 5kDa PLA, 20
 10.0% R = R
3 =
B
= 8.0% / 2 f/,l/k——-—_‘. B 36-1-3 (16/5PLAS
2 o / I PEG, PLAMEN)
£ 60% 7 S |
B 4.0% o # :
w36 —1-4 (16/5PLA/ !
2.0% PEG+10kDa PLGAM®N) |
0.0% B - : v Y
0% 5% 10% 15% 20% 25% 0 20 40 60 80 100 120
HiAPOERS % FERE (BF)
1
PLA%XET S/ HEHL16—-5PLGA-PEGHLIEPLA-PEG 100 S TX LREEHT 34T L7 LA L OMR
i, |
12.00% f( - 30 = - |
. g 271355 (16/5PLAS |
10.00% 40:40 - Ed (m PEate skDe PLm 20 |
HKYI——PEG: PLA i 60 180 BA:EA MW
8.00% I e 27-148-2
2 600% 3 10 e AT A
£ s
® 80:0 LE-5PLGA-PEGPLA 2
200% | b 27-148-3 |
RUI——PEG:PLA HL6-5PLA-PEG:PLA f (zowernTAI-1) |
2.00% 0 v ‘
0.00% \9 0 20 40 60 80 100 120 l
0 50 100 150 wh ()
#E (nm)
1000 -
)
NPHBDFATA Ui
X 900
200
g w0
2 §m.n
ECLE 3
W Jeoo
* ¥ s00
M 0 4
b oo
4= W i
E . eppsspn| (57 HF) w00
20
SR R " A AT AT
0.0 v T . 10.0 —~+-16/6PLA/PEG PLA%LL (1@8)
. y : —i16/5PLA/PEG PLAGL (2B8)
0 0 40 60 s 10 120 0 i
o s w0 15 2 5 |
BER (B%F) B () |
Doooo -
140
My HABEEP LAR A XU IO/ R4y ﬁ 120
12 - BEISHT BB e % 100
2 80
10
S 3 60
fﬂf 8 - = == - r 4.0 b —
A S — . . - 20 - ]
5 ‘ S
P 00 ;
n 16/5 PLA/PEG, 16/5 PLA/PEG, PLA 16/5
2 —| PLA%L PLGA/PEG, PLA
0 - SR g
5%, 5%+ 15%, - 15%,+ 23%, - 23%,+ 30%, - 30%+
PLA  PLA PLA  PLA PLA  PLA PLA  PLA




71

JP 6363320 B2 2018.7.25

goooao goooad
140
120 E/ LILEYR—=R: 4 VE bOMIH
E 100 -
S % 10000 ¢ —
(<) e i o
60 <=5
;E 80.00 Vit e
N <
+ 5 g /__’__,__.,.————‘0
#6000
0 4 S i
16/5PLAPEG,  16/5PLA/PEG,PLA 16/5 2000
PLA%L PLGA/PEG, PLA
B 20.00 —=16-5PLAPEG
' 165 PLAPEG + 10kDa PLA
Ooo00oao 000 = 16-5 PLGA-PEG + 10kDaPLA
10 20 30 40
1000 NPABDTF LYY LAKH
900 - ~#" 16/5PLGA/PEG PLAS) B 16/5PLA/PEG PLAGY) (2BE) % HR ()
00 —#~ 16/5PLA/PEG PLAB) (BB 4 16/SPLA/PEG PLAL (1EE) =
: e 16/5PLA/PEG PLAGL o
= 700 -~
X
i 600
3 s goood
g 100
= 300
S5 90 sl
B 200 § 20 O
10.0 EX1 70 ‘dﬁz;ar—"
00 E g
00 50 100 150 200 = 60
B () B so 4 ~e~50-103-3-5
\:2 40 ~@-50-117-1-5
=~ 3 '?r S — DT T Ry B B
l; 20
EYI ]
5} : : :
o 24 a8 72 a6 120 144 168
BRI ()
goood ogoood
Sy MBHBEVIYRFURY 2000 - .
EY9URF VP TNPOENBE MX— 1REBEETIV
- 10 mg/kgq/ioxa
3
£ 1500 - 7
1
}n 000! bl 7
= 1000 -
N B+
N od 2
® e EVIURFY
= 10 B EVHURFUPTNP 500 -
A L
u
1 L N s
0 20 40 60 0 A & v T ]
BH ) 0 5 10 15 20 25 30
B
- = M ==K A ~e=PTNP —S—BIND-014 A& S EH
1,000,000
—— RO FeaF L
-~ PTNP
100,000 S Oo0o0ono
o
£ 60
N 10000 ~ N 3
: o % — SRR S 5 2 4 BR%
- £ 50 -
. N\
# 1,000 {— o
2
B c 4
# -
3 1wo LN
v 5“‘5
2 2
10 —— M2
#
=
. » 16
: . " .
0 2 4 6 8 10 12 0 i . :

B5R (F%)

DTRL BIND-014




O
O

FHEHERE (mm°)

EERO K2 FEILBE (ng/mg)

(72)

gono

50

45 | # BIND-014

. RS
P & Fea ¥ (RS

35
30
25
20
15
10

5
0 4

2h 12h

oooao

/) = PTNP
600 { 7 e BIND-014
4 A B5EH

800 - J,’ -
700 - . B e INC +3))

500

400 - L’

300 ’ )i

7
7
200 i%”

100

B (8)

JP 6363320 B2 2018.7.25



(73)

JP 6363320 B2 2018.7.25

gboooooooan

(51)Int.CI.
oooo
oooo
oooo
oooo
oooo

47/59
35/00
35/02

5/00
40/00

(3)HOO0O0000O0
(320000000
(330000000
(3)HOO0O00000
(30000000
(330000000
(30000000
(30000000
(330000000
(30000000
(30000000
(330000000
(3)0O0O0000o
(30000000
(330000000
(30000000
(30000000
(33) 0000000
(30000000
(30000000
(330000000
(30000000
(30000000
(330000000
(3)HOO0O00000
(320000000
(330000000
(3HOO0O0000O0
(30000000
(330000000
(3)HOO0O0000o
(30000000
(330000000
(30000000
(30000000
(330000000
(30000000
(30000000
(330000000

00
(2017.01)
(2006.01)
(2006.01)
(2011.01)
(2011.01)

61/061,760
00200 60 1601 (2008.6.16)
0O (Us)

61/175,219

002105040 (2009.5.4)
00 (Us)

61/175,226

002105040 (2009.5.4)
00 (US)

61/173,790

0 021040290 (2009.4.29)
00 (US)

61/169,519

0 021040 150 (2009.4.15)
00 (Us)

61/182,300

0 021050290 (2009.5.29)
00 (US)

61/088,159

0 0 20080 120 (2008.8.12)
0O (us)

61/175,209

002105040 (2009.5.4)
00 (Us)

61/106,777

0 0 200 100 200 (2008.10. 20)
00 (Us)

61/105,916

0 0 200 100 160 (2008.10. 16)
00 (Us)

61/061,697
00200 60 160 (2008.6.16)
0O (US)

61/169,514

0 021040 150 (2009.4. 15)
00 (US)

61/173,784

0 021040290 (2009.4.29)
00 (US)

(72) 000 ODOO0OOOOoOooooooo

gogo
aoano
gooo
gogo
agoano

47/59
35/00
35/02

5/00
40/00

gogo
goano
gooo
gogo
goano

goood
godod
gooog
gooog
agoood



(74) JP 6363320 B2 2018.7.25

ubobobobobobobobobobobobobobobOobobobobobobo

(7000 DOO0OOoOoOoooooo
oobooooooobbooboooobooboooobooboooooooboobooooon

(72) 000 Opoooooooooo
ubobdoboboboboboobobabobobobobobobobobobobaban
oooooooo

(2000 OOODOoobog
gbobdoboboboboboboboboboboboboboboboboboobooboan
O

(72)000 OO0DOOoOooogo
ubobobobobobobobobobobobobobobobobobobooboooban
goaod

gog

ubog gbodaod
goo oood
gog gogog

¢Ge)DOO0O OoOOoOOoOoooooooooooo
ooooooboobobooooooboobooooooon
oooooooooooooobbooboboooooo
oooooobooooooobobooboooooo
ooboooobooobooooboooboobobooobooooooooobooooobooboo
oooooooooooooobog
ooooooboooooooboobooooboooobooooooon
ooooooboooboooooboobooboboooboooooobooobooooobooboo
od
ooooooobooooooobooboooboooobooooooon

(58)000000(nt.Cl.O0000)
AG1K  9/00- 9/72
AG1K 47/00-47/69
000000000000000000000000000000000000000000
00000000000000000000000000000000000



	biblio-graphic-data
	claims
	description
	drawings
	overflow

