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(57) Abstract: The present invention pertains to: a sustained-release PLGA microsphere containing GS-441524; and a method for
producing same. Specifically, a microsphere for sustained release within 1 week is produced by encapsulating GS-441524 in a PLGA
microsphere, and thus active ingredients can be supplied stably and continuously to improve patients' medication compliance and reduce
the burden of drug costs.
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[1] H ol 2 GS-441524E &3 A WSS PLGA 2| H- 2 o] 9] A 2 o))
73k Aol
vl 7H 7] &=

2] GS-441524= -7 % 0 & RNA H}o| 2] &0 t 3+ &4 o] ¢lZH 27 9 A}

= FALA gF ulo] 2] 24 Q1 =l el A H] 2(Remdesiver)2] 1'-cyano *| 3+ o}d| =21 &
AMAl 2 (2R,3R,4S,5R)-2-(4-aminopyrrolo[2,1-f][1,2,4]triazin-7-y1)-3,4-dihydroxy-5-
(hydroxymethyl)oxolane-2-carbonitrile ©] £}-31 4§ ¥l T},

[3] GS-441524= 523 A T 57] ST (SARS), ZE L} ulo] 2] 2~ o E-2} njo] &
2~ 1 y1¢Fo] A AA] E-1A(FIP: Feline infectious peritonitis)®ll 2] 5 & 37} H.a1
oL gler, v dh RNA vhol 2l & A & JAleh= A o= et e
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WS A F e d 9l
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2 g ol A PLGAT 3= 8] gh el o] =-F-= 2] & 2} 0] = (Poly(lactic-co-glycolic
acid)) 2, HEFo] & -4 (Lactic unit) ¥ & 2] & 2}o] = F-4(Glycolic unit) o] @&
A 7F szpste] AdtE of 9= aiAtolth 47| PLGAY £5 35 3 Al (Block
copolymer)©] A 1} =& # ¥ %A (Random copolymer) 5= 1T}, & 2y 9]
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A7) kA PLGA 1 3= 12217 7F 200 LM 250 nm¥ 5 ot 7] A
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[31] 2F71 SIOMW o' A2 GS-441524 2~14 5%, PLGA 8~54 %% 2 <F-d 3}
A 32~90 TF %= o] Fo] A 4= gl o, npEA s A = A7 SIO/W oﬂﬂg@ =
GS-441524 3~15 5 %%, PLGA 9~35 %% 2 F4 814 50~88 T H% 2 o] F0]
Ze

[32] 2371 Qb kA = F-AFEF o] 30000-70000%]1 1] d &5 &(Polyvinyl Alcohol;
PVA)Y = Tt 7] E2lvld &5 g2 F A=) 3000051 2} 7 1} 70000 2.1}
Z A5 v "] dA 2717 250 nmBE o FH A S o F7Fekar v 5o ¢ A
‘ol ol FALA o] AlA -gAdo] Hold )

[33] 371 GS-441524 3-f A5 PLGA 1 F7-9] Al = “ﬂé S 2 AxHE VY
Ti= GS-441524 25 %%, PLGA 75 S %% = o] Fo] A 4= gl o 11], 1 Aol
GS-4415245 74 35~60% =3, 79 Aol GS- 441524-,—; 2 72~95% WSk

A
T 3

0 o] 73}

[34] ] 2 GS-441524 5 $Hrah= AW PLGA M g 2 o] o] Al =Y
of et Ao, TH AN 2= PLGA W] H 70 GS-4415245 B-¢)3ke] 15 ©
GS-4415245 74 72~95% 2 &S & ¢ A= dTE A agozHy, ord
AMES X E&Fd FoEMN Aol Hof 55 s ASEaL oF

[35] w1
X o|t},

[36] L2 Hoalbgo) wpE A Ao 1~13(F1~F13)9] 1Y (A) 2 7L #|(B) 4] oF & H
ZE5& YERd 18z ot}

[37] % 32 PLGA 75:255 o] &3lo] Al Z¥ FI,F2 2 F3 v 79 Al g3 o oF =
W sy g zolt

[38] E 4 Bodge) whE A Ao 3(F3)] v H T HAd S gl FA A A A

[39] 557 GS-441524, PAH S A Z2ju|d ¢ & (PVA), PLGAS 95 ¥
GS-4415247} 8F5-%] 71 LH(PLGA NPs(F3)) 3% %] ¢&-& PLGA 1| H-1-(Blank-
PLGA NPs)2| Az} =AF &F 18 32 o]t}

[40] 562 GS-441524, b3 31 A EelR|d Y5+ (PVA), PLGAS = ¢
GS-4415247} $F 5] 71 W H(PLGA NPs(F3)) - 4] &2 PLGA V| & -1-(Blank-
PLGA NPs)9| 4| 9] -3 1eff 2 o]t}

[41] 573 GS-441524, PAH S A Z2ju|d ¢ & (PVA), PLGAS 95 ¥
GS-4415247} $F 5] 71 W H(PLGA NPs(F3)) - 4] &2 PLGA V| & -1-(Blank-
PLGA NPs)9] X-3]| 4 A1 “1gf o]},
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5 8- GS-441524 2 GS-4415247} &+ ¥ 71 WH(PLGA NPs) 1% A &5
PLGA V] & -7*(Blank-PLGA NPs)2| A 3 =54 H 7} A3} 1] ot}
9= GS-4415242] A2 S 9138 LC-MS/MS 2] GS-441524 =7 &34 o]

ﬂ

02 2 Al o) 3(F3)(PLGA-NP) 2 o Z27(GS-441524)2] A= 9] 1]s}FA}SH

? AVJOﬂ 2 o HIlE uladt 18 ol
g o] AAE 93 H Ao

B a2} 58 (GS-441524 9] AMEE A A S sy Y3 A-S J8ye A
GS-441524% $H7-3F+= PLGA Y| B7-5 71319 o, Al 8] 3 W oll A GS-441524
TH1FA 3 A& S 2169l o, o] Yol rF A A el A 5A3E X & vk
3k = 9J+= PLGA 1| H7-& 7 Eshar B g 8- oA 53 )

st A Ao & A8 A gt 2ey, ¥
H A Fa v R A stE
A

f
o,
rlo
2
N
o

NE = W82 2 iy o] ALy
<A dd 1.PLGAS] &, 2HA 3
T Z (SIOIWE)>
1.1 9 YAz A= (S/IO/WH)
7] 3% 19 27 02 PLGA 75~125 mge U & 2 29| ¥HDCM) 6mLell ¢+A
3] A A LLAS A 23 a1, GS-441524 25mgS- v W E A & Alo] = (DMSO)
3mLol &3 AIA 717 A X8t ATt o] &, 7717dE 2Ll HIHe ¥, 2+
A E F8l A A S/0 o & xho}om A7 A ZH S0 ) HAS
sh7] 32 10l 71 A H o] = A ol F Bl EE, A E Euld g2 &(]hg 3}
A 0.5~3%7}F 75 =4 12~36mlol] & 7Fskal 22974 & =6
S/O/W o84 -& A 233t o] & A7 xﬂ = S/0/W ol
1 ¥7] 700 rpm O & wlykato] f- 7] A
£ 15000 rpm &2 124 FoF A7 H
71l M Q& mHatrr 25k A S SR
S, TAAZIE 58 2417k FoF A x3FFo] GS- 4415247} 3l5-¥1 PLGA
7l TRTE A SHE B ol A o] Eg S A 7
] 7= GS-441524 2 PLGA =R erHE] A #}
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GS-441524 < PLGA % PVA %
(mg/3mL) (mg/6mL.) PVA H]| Z=Ako] oF (mL)

o

B (WIV%)

1 (F1) 25 75 0.5 24

2 (F2) 25 75 1.75 12
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3 (F3) 25 75 1.75 36
4 (F4) 25 75 3 24
5 (F5) 25 100 0.5 12
6 (F6) 25 100 0.5 36
7 (F7) 25 100 1.75 24
8 (F8) 25 100 3 12
9 (F9) 25 100 3 36
10 (F10) 25 125 0.5 24
11 (F11) 25 125 1.75 12
12 (F12) 25 125 1.75 36
13 (F13) 25 125 3 24
[51] 12PLGA VBT 4A37 2 FETHE
[52] 71 3% 19] A Aol 1~13(F1~F13)°l] W& PLGA " H-1-9] A =27 2 =%
AES Flsidnt 47l Aol 1.1 A=Y F, GS-4415247} H-7-H PLGA
Y5 Hud A LA =(DMS0)E B8l B E s FEste] Al
T, s NE A sl LC-MS/MS Al =8l o g A7ksto], 35H7] 41 & B8 T as
S AAkstar ol & 3 20 YER S Y
[53] [}
[54] B a8 (%) = 47k el 323 oF= o/ AAF Al Al AR E R 9 x 100
[55] L3 7)o A AlzE Ao 1~13(F1~F13)2] 27 o & A 25 5a4x%
] HJGE SRl HAA 1 3 Q1 =R 7] (Particle size analyser) 2 V] H1-2] 3
A2 A7 5 FA S o] & &7 3% 200 YERl AT
[56] [3%2]
A4 UAA7] = dE TAH F= W=
(nm) (%) (%)
Fl 209.8 +£9.1 72.6+1.3 915+ 1.1
F2 214.6 6.6 67.1+3.4 95.7+ 1.8
F3 2158 5.1 77.7+0.8 92.4+3.8
F4 2189+1.9 75.1£2.7 902+ 1.7
F5 2229 +3.3 72.6+1.0 834+ 1.7
F6 226.8 +4.8 80.7 0.9 835+ 1.8
F7 2234%15 75.8+ 1.6 85.0+ 1.8
F8 228.7 +3.3 75.4+12 797+ 1.6
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[57]

[58]
[59]

[60]

[61]
[62]

[63]

F9 230375 81.7+1.3 76.8+4.4
F10 2319+6.9 80.6 £ 0.9 73.5+0.2
F11 230.3+7.4 79.7+1.3 772+1.7
F12 2344 +£7.5 86.0+2.1 72.0+4.0
F13 240.8 +6.3 83.8+33 74.7+3.3

A7) 3% 204 Hoi= 1ke) o], PLGA Y] H 7= PLGA %Fof ufe} & =7] 2 oF
ErEol B2 S ottt 7H A2 k] PLGAE AF8-3 A Al o] Flol 4] 7
2 22 209.8 nm o] YAAVE ZHE | H T A ZE A, FEEYES AA
o F120 A 86%% 714 =2 FE5UES 2= A& 253l

1.3PLGA "IHTFY A A Y & H= dd

7] 19 A Al 1~13(F1~F13)2] 7L 1F oF 2 W i H & glsksl ) 47|

A Al 1~13(F1~F13)2] 5 A A2 PLGA 1| €71 7} SmgS 2mL FH.ol €1,

AlH 24 A €1 Tween 80 1%E -3+ pH 7.4 PBS (Phosphate-buffered saline) &
N ImLE Wil E318te] §EF o2 ALEESIT 7] FEE 37°C W M Y]
o A 100 rpm O 2 wHFSFAE A, 19 13], A2 w) A kb QA RE]she] A
NS 100 uL A F3lal T §EF NS B F3A T 7]l A FH gk &9 U

=]

GS-4415242] ‘==& LC-MS/MS A 0 2 =435 2] vr=2ks © (o) U}
BRI, it 1A L 72 A GS-4415249] A WHEEES T 2A 9 % 2B U}
ER o, A7 2 B &3 v ashr] fste] 74 A A e S AV 12

off eHA YERH AT
%1 % 204 Bz uhe} o], A Al o] 1~13(F1~F13) B5Fol| A] oF2 W& o)
H 1°‘&Hoﬂ 35~60%°] %k %% 3} 1,79 g, 72~ 95% 1}

Jﬁ‘i

=
Sl )%_ 101] 1~4 = H%‘% 1 7HE =& A4 35 o] F Aol AFEsERl T
14PLGA 75:25 "] 79 Al @ & ) oF & < d©
H ok o) A ARE3 $A] 1 F-2) <] PLGA(Poly lactide-co-glycolide) = E/E}o] =
41 2] PLA(Polylatic Acid)} =& 2ol = -4 2] PGA(Polyglycolic acid)2] &
SAE o] Foxl Tx} stt==, *ﬂfoﬂﬂ, s 2 0 = QL A 48
= Al A ol ARG 5L 7] A gl of o A AFE-3F PLGA= PLASF PGA 2] WHaF
4l 1] -£-©] 50:502] Z%?f}xﬂ—a— AFE-3FI T wh el PLGA 75:259) A & & gk of
W A4S YER =] gelskgith
}7] A Al o) 3(F3)3} &Y g W © 2 PLGATHS PLGA 75:25% 1L A 8}
GS-441524%5 ¥ §+8F= PLGA 1| €15 A28 o2, 7] A gl 1.337 53
WHH 0 26U RS GS-441524 A E RS S48 & 30 YER AT & 30
] Hi= ufe} o] PLGA 75:258 A8k 45, 64 74 oF= WE2 50%

m{n 2 fff

o>
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[64]
[65]

[66]

[67]

[68]

[69]

[70]

[71]

[72]

off M =] A] &3} 215, o] = PLGA 75:255 A& Al, 79 A o 5= 90%°l| =&k 4=
A& LERWTE oo ufe} o] F 242 PLGA 50:50-2 AF&31e] A A8 T
<Add 2 FF 38 GS-44152471 ¥ PLGA " H T F7}>

71 Ao 15 B8l A A ke 24 02 GS-441524 25mg/3mL, PLGA
75mg/6mL, SF A 3A| e Hd LT 1.75 wiv% 7t £3HE A 36mLS AE-3F
o] A Ao 3(F3)9] PLGA 1| H-1-5 A 2383l AlA 548 47131l o)

21PLGA " HT 4 &<

B oo whet Al 2 A Al o 3(F3)2] PLGA 7] {75 A A 1] 4 (Field
Emission Scanning Electron Microscope, JSM-7100F) 2.2 &-?15}0] L 40 L}Ef)
At &= 4o A Bz vle} o), AlzH A A o F39] v = oF 200~250nm e
Agk - o] A= P st 21S gelsiait

2.2 PLGA V| B9 A2} FA1 % 574 (Differential scanning calorimetry,
DSC)

Wb o) whE A7) A Ao 3(F3)2] GS-441524 SH+¥ PLGA v H7-2] 24
9 If 5HE GRAT BN o= FAAFE st GS-441524, &
Zvd ¢S (PVA) X PLGAS] W5 B2, 1231 GS-4415247} 7% #] &2
PLGA V| & " (Blank-PLGA NPs)9} & 2 of] u}2 GS-441524 7% PLGA
HTHF3)E A 2FEALE %7 (DSC N-650, SCINCO)E o] 831o] 92 Adol¢) #e
H s et 1 23S X500 YER QLR

5504 ol g Axbe) o], GS-4415243= 9F 275°C 2ol A BA 179 &
Ay g7} FolEd o PLGAS B2 a1f9 Sd9 A= of41°C 2o o
ZHE| Sl ok A Aol 3(F3)9] PLGA "] @70l A &€ 3] A+= 48°Cell A &y
SH¥ GS-4415249] FA Y A= FEE A FdTh =, PLGA ¥ g Al &
Ao A E) = PLGASF ARt o = Qs S A7} ARzl 1S gelepgitt. &
b slAQl el d & E-2 oF 190°Col A FA4 ol 7H7hg A A7}
2L AA R A A o) 3(F3)9] H] ol A= & E ] ol Az Ale A A A
S G2t o] of & Aup R Hol, B uhg ol A A 2% PLGA v H -7}
GS-4415245 748 FH & T YstL A& Felstalch

23 PLGA 7| B9 A ¢4 £33 54 (Fourier Transform Infrared
Spectroscopy, FT-IR)

Yok of] whE 7] A Al o] 3(F3)2] GS-441524 $H-¥ PLGA 1] /2] &<

=) A

H

32
R

O

ol (o

TR 2AAENY FE2ES Slsh] Hste] GS-441524, v
(PVA) 2 PLGAQ] W5 E-2 1¢] 31 GS-4415247} F-% %] 94L& PLGA 1| Y7
(Blank-PLGA NPs)¢} - bbd of] u}-& GS-441524 F-7-% PLGA V| §7(F3)E IR
AW E S A ) A F337] ALPHA-P, Bruker, Massachusetts, USA) = 41 35}o] &=
60l YEFH AT &= 60l VER A w e} o], 2] A, 15 PLGA " -9
TZ27F S E 951, GS-4415249F T E B4 FHe] A3 28-2 gl o, PLGA
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[73]
[74]

[75]
[76]

[77]

[78]

u] ] H(F3)oll A GS-4415242] IR & o] 8l = %] gFg-o whe} PLGA 1| H-1-<Fo]]
A A= A glskginh

2.4 PLGA 7| B9 X-A 3|dE 4 54 (X-ray Diffractometer, XRD)

Wb o) whE 47| A Ao F32] GS-441524 SH-¥ PLGA " 79 W 274
HAHE S5 =2 B oAFE Gt GS-441524, E2] 8] 452 (PVA)
2 pPLGA S W B4 18] A1 GS-4415247}F 55 A ¢8-S PLGA 7] 97 (Blank-
PLGA NPs)¢} & dh o) u} 2 GS-441524 3F5-¥ PLGA "] H-HF3)E X-A 3|4
WAS AAetar 1 AR E L 7o YER T XA 3T A S XA B4 E A
7] (Multipurpose X-ray Diffractometer, D§ ADVANCE, Bruker axs, Massachusetts,
USA)Z A8l t) & 79 e A e} o], GS-4415249] WS A4 4 3
glo] el o2 ZAHE AT} 12 PLGA v H1- (A A o]l F3)2 T4 3 & e 9
o g #zhyl 107 Hol GS-4415247F FA4 3 2] 2 PLGA V] -1 obol] &-
JH o] A& st

<A@ 3. F A 3HE GS-44152471 ¥ PLGA P H 7Y A X 54 H7b>

ok o] whE A}7] A Aol 39] GS-441524 379 PLGA V] H7-9] A EE5A4S
sl T
%ol 2174 M| 3£ (CRFK cell)™= DMEM #l| #] (Dulbecco modified Eagel medium)
of 10% AEfo}d A 3} 1% Al WA H/2~E s Enfo] Al (100 unit/mL ¥H9)S ¥
HA el A 25 37°C, CO, 5% &= o =2 v sttt Al gl ot A a1¢ko] A%
| £(CRFK cel)E 2 x 10* 2 =2 969 & el o] E 2F dof v st A et. 3h-F =,

F ol = RS Al AS8EaL, GS-441524, GS-4415247} Shi-%] #] &8 PLGA
1] 21 (Blank-PLGA NPs) F== &- 9l of] w}2 GS-4415247} §H-7-¥1 PLGA V| &
“(PLGA-NPs)E 5000 uM*+E] 1 uM 7H#] A A 2 A~ Ej o} & % (Fetal Bovine
Serum)©] E3FE] o] Q4] g&-& nj Aol 8] A sle] 7} A 100 uLA 7Hell & F, 244
7 Bk &5 37°C, CO, 5% Z71 0.2 ] k3t th 244 3 & 7} o) 5mg/mL E]
ol£d 55 g EglEe] R B & 3}E(Thiazolyl Blue Tetrazolium Bromide) 58 <}
S 30ul A 7F8l = 1, 3A1F B -5 37°C, CO, 5% 271 o2 wj ki), 1

, ZF Aofl 9l= x| & A A &+ 5, PBS (Phosphate-buffered saline) & 23] Al 2] gk
, 73 4ol 200uLe] Y H| YA F Ao =& Tl & v, Ol E U7 E o] &
3Fo] UV (Ultraviolet) 565nm 4ol A &34 25 S A5 o] 3 A& F3 ¢
tjzartol] gk A2 AESE SAlstar 1 2435 = 8ol Ve ST

8ol A Bz mhel o], GS-44152342] IC502 849.9 yME S A ¥ ¢ a1,

GS- 4415247} B A SEAY H5-F PLGA v 272 54l 7HY w2 %% 5
5291 5000 uMol A %= 60% ©] 2] Al ¥ B4 (%) 5 LFEFH o] GS-441524 ThH]
PLGAU] H-9] EA4o] AAsHA v A2 Elst i) o) oF & A= PLGA
ol EAQI w2 H Ao ok AU & vk ek A wol BYH o Aol A

H

HAQ Q&= v A A & okar, PLGA M - (2 Aol F3)o] 27WE5E0] 5022

u

A

r&r

R

jud}

v

N

o o 1

T
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[79]
[80]

[81]

[82]

[83]

[84]

L EFL: GS-441524 ©His o8] ofEo] AHbA & M 3o Zhaf| fof| w2 Ao B
S E=3

<A d o 4, GS-441524 PLGA " 9] =5 e 83 H7}>

Wb o) whE 7] A Ao F39] GS-441524 3+ PLGA v H7-2] <& % b

M ERRET

o o
J

(e} = =
: R2AZF A AEE AAA T 2 A5l ARgak3lt.
Aol = Bl of Ao F39] PLGA 1] /75 AM8-31o] GS-441524 28mg/
2ol = GS-441524 W5 B2 &

ol I 3kAF T, 1,2, 4, 8, 12, 24, 48,

& &3 A A A

o} @2 A E 15000 rpm, 53-3F A4 w2l ste] S W] g H, -70°Coll A -
A A7MA] B psksl

A A5 A FAE AGRH S AR T 4 A& 100uLE # 5h]
200uLe] W EHe (R FEEA 10ng/mL ¥ e}y S 7Febar, 10%-7F E3ako
23 5, 17000 rpmoll A 103-F A w2 & 3, A5 S F o] LC-MS/MSE
5l F o ] GS-4415245 A3t

3t7] %3S LC-MS/MS S| GS-441524 H-4] 710|112 03= GS-4415242 A %
TrEdo 4% 2 55 U9 (0~800 ng/mL)E 33| WHE 2] 5o

3
AL BEPFIAoIT

o

Q
¥
N
~
[y
W
[\
~
[\
o0
3
as
=
[4)<}
N o
B
ol
-
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(GS-4415249] LC-MS/MS E418
2] Agilent Technologies 6495 Trpie Quad LC/MS
e YMC-TriartC18 column (75 % -3.0 mm, 1.9 um)
Ay 01% ZE2A 80
(B) 0.1% EEAh O%A%EEL%Gl
Mzhigy A% 8%
0 99 1
o4 z7 >t %%
25 40 90
35 10 50
37 55 1
45 99 1
8 5 pL
& 04 mbl/min
MRM m/z 292.2 - 1630, Positive mode
ZEe 2% (0 40
Collision energy (V) 30
Gas temperature %) 290
Gas flow rate (L/min) 18
Nebulizer pressure(psi) 40
Capilary Positive 4500V
[85] A7lo A D& Fol 1)) GS-441524 F 5 E 5 100 VYEN AL, o] B ETE H a1
683% E—(Cmdx), E% ll:_]: U:] Z_—l](AU(:0~>144h), ]%]1—21]—7] (T1/2) §E7] :‘—L—%Z_—}(VZ)
A 2B (CD), 23T 2 A A o] 8-5(%)S WinNonline AF-&-3Fo] AlALsle] 3 490 1}
EFl 1T
[86] [354]
*F5-8 4] v}t gl T3
) 2" (GS-441524) PLGA-NPs (2! A] o 3)
Chax(ng/mL) 8166 + 4077 1310 + 259
AUC_, 144(hr-ng/mL) 31615 + 14328 59222 + 13190
Tin(h) 61.54 + 66.18 129.62 + 53.97
Vz(mL/kg) 81261 + 84077 41419 + 5187
Cl(mL/h/kg) 1039 + 559 264 + 146
A A A o] 8E (%) - 187 +42
[87] 4 510004 F1E = upe) o], F g of Al 101] 3(F3)< thx w7} vl ol

lo] AUC) s = ©F 53%, T2 2F47% S 718FS AL
sho] B4 A W91 GS-4415247F A A Wl A A

A5l
37|

gaf)e oF 25% FHa
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3749
1] GS-4415245 331 A WE4 PLGA W H-.
g 2] Al18kel] 9lof A,
7] GS-441524 5 3Hrsh= A WA PLGA M H 1 A9
GS-4415245 74 35~60% "=3FaL, 7Y Aol GS-4415245 74 72~95%

HEg ok 2l 5 0= 512 GS-441524F FHR-shi= A= PLGA

[ 3} 3] A1kl oA,
71 GS-441524 5 g-fah+= A WA PLGA 7] |-+ GS-441524 16~25
5 Z%, PLGA 75~84 THRE o] Fo] A= 21 & 54 = 3F= GS-441524
E gf-3h= A WEA PLGA 1 |-
3ol lofA,
7] GS-441524 5 &-f-3h= A =4 PLGA V] § 7= GS-441524 25 &
%, PLGA 75 T H %% o] Fo X = A& EH 02 3= GS-4415245 3}
Sh= A HFEA PLGA 7 H1
13l 2lof A,
%371 PLGA= ¥-AF&Fo] 7000 W 4] 1300001, gtElo| = §- 3} =] &
1= #4519 vl E0] 50:50¢1 21& 57 05 F+= GS-4415245 &5t
A1 PLGA M 9§
[ 73} 6] A1kl oA,
7] GS-4415245 H5-3h= A WA PLGA Y H1E AH=7]1 71 200 W
] 250 nm¢! A& £ 0 # &= GS-441524F 373813 A HHE A PLGA

m

[7d - 4]

2 do ol ox 2 1

(%453 5)

(o]

[ 73 7] A8 WA A6d = o] = 3 o] GS-441524 5 3Hf-81= A4 PLGA
ul Y5 X35 RNA vlol 2] 24 715 A 28 24 =
7% 8] A
4F7] RNA vlol 2] 24 7F & SARS-CoV Hlo] 2] 2, SARS-CoV-2 Hf-o|
2] 2>, MERS-CoV Bfo] & 2, of ¢} ufo] e 2~ H s1¢Fo] A QA Hute]
(FIP: Feline infectious peritonitis) f-% Hfo]| 2] A~ & o] FojZl F o 2 H¢ A
El¥ o] == shifo] npole] o] o g AT AL SH L =
(87791 AT R ALE 7S T GS-4415245 RV ol o] frde Az
sk @A),
711 EA Y 7F7173E PLGAE 238k 2 /el #3117 s/0 ol
A Az EAQR);
GA 6] S/0 oA A& P S A 7 3 g el F3AA S/IO/wW
S Az gA3); 2

-
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713 @AY S/IOW AL FU Y H LddE FHAYIAL s A E
3Fo] GS-441524 8- PLGA V| | -5 A| 2281+ @A14);
£ ¥3lol= AS 5 07 3Fi= GS-441524 5 317-3F= A WS4 PLGA
n] o] A 2
[ 10]  Alodkel JofA,
371 SIO/W ol 'H 2 GS-441524 2~14 5
SHAl 32~90 TFRE o] Fo A= S &
st A A PLGA M |79 Al 2=,
(738111 A0k oA,
AF71 SIO/W ol H A & GS-441524 3~15 5 %%, PLGA 9~35 5 %% 2 o4
3} 4] 50~88 S HRE o] Fol X = AL EA 0 7 FH= (S-441524F 5
;}1:_ }\1 H]—ZH PLGA u] al:rL/] ;q]}_
(A8 121 A9gol Qo] A,
7] PLGA= ¥-AF52] 7000 WH#] 13000°] ™, gElo| = §-H 1} &) &}
o|= 4l o H|&o] 50:50%0 A S 5 O FF= GS-441524 5 87-5F=
AMukEA PLGA 1 H -9 Al 2.
(78131 A9del lofA,
7] oF A 8FA| 1= F-AFEFo] 30000-7000091 = 21 d & F E-(Polyvinyl
Alcohol; PVA)Q! A &7 0 & &}i= GS-4415245 &-F-51= A WE4
PLGA 1| 2] A 2H.
78 14] A9 A A3 5 o] = g
/\C}7] ;q]zmm o7 ;q]z_q u]
WEekar, 74 Aol GS-441524E
2 3F= GS-441524 5 &3l

%%, PLGA 8~54 %% 2 9F4
7 0 2 5} GS-4415245 34

l

EE Jlm

% 19 ﬂH of] GS-441524E % 35~60%
TA 72-95% WES = AS &
1 =4 PLGA V] 19| Al 24,

o
—H

Ho

rUfU

>~
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[5=3]
PLGA 75:25
60 -
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o
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&
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S
@
=
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o
E
o
Q
ﬁ*m o T ¥ ¥
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GS-441524
PVA

W PLGA
| Blank-PLGA NPs

~ W PLGA NPs (F3)

3000 2000 1000
1

Wavenumber cm’

GS-441524
PVA
L e
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Blank-PLGA NPs
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2 Theta (°)
[5=8]
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z >
= 60-
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Z 404 .
=
" 204
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[5=9]
GS441524 - 8 Levels, 8 Levels Used, 29 Points, 29 Points Used, 0 OCs

w102.] Y = 0.114624 * x + 0.752767
1R"2 = 0.99413287 %/’
o Type:Linear, Origin:ignore, Weight:None
§ 0.8
§ -
9 0.6
€
. ,
2 0.4+ /:/
5
U
& 0.2+
Gw
50 0 100 200 300 400 500 600 700 800
Concentration (ng/mi)
%10]
oy oy
% 105 ’%; 10°
£ - (GS-441524| £ = (35441524
§ 404 = PLGANPs | § ,.l - PLGANPs
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2 10%4 2 10°
L] L&)
o 407 M,% o 407
£ ~3| E
© ©
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