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Appendix ©

= ZHMAL CapHLl S5 0|42 253 EO0|= SmartCap®

1. fLUC (firefly Luciferase, & 2 THH & 45i 2k

M=F VT Western blot (H7|E & =4M) Luciferase assay (& 2L =4M)
HEK293T(H}O|2{2) SC101 > SC103 > A Al cap > SC203 >SC118 | SC103 >SC101 >SC118 > A Atcap
SC101 > SC118 > SC103 > A ™M Atcap
Huh 7(Zt2) SC103 > SC118 > SC101 > A Atcap >SC203 | SC101 >SC103 > SC118 > A Atcap
2. eGFP (MY Y THHE WSl
M=F IVT Western blot
HEK293T SC118 > SC103 > 7 Atcap > SC101 > SC203
SC101 > SC118 > SC103 > A Afcap
Huh 7 SC118 > A ™M Afcap > SC101 > SC203 > SC103

3. hero (MY 1A /UKt Lo T

M= IVT ELISA (2] 2 2 M) Reference
HEK293T SC202 > SC203 > SC103 > SC101 = SC118 SC202 > B8 Atcap > SC101
SC103 > SC101 > &’ Afcap > SC202
Huh 7 SC202 > SC103 > 47 Afcap > SC101 > SC118 $C202 > SC101 > A Atcap

% Capping Libray Screening System= =6 1 ZAIS| mRNAM S 2 HZEHO| HV7|ME 8l HZF 0| x| X2tz SmartCap M1EH 7t



Appendix 0 STLNPS| Z3

= DCLIQL SFO[XE}E AR 2t 7| & INPELE £2 252t IfSHK| 22 HHXIF2| STLNP®

- =3t BOfXE (immune stimulation)2 ML HSBei0| ZiE| =2 EOAZFX|DH It ZL AZkst AFHISO|LE AO|ETIRl ZES 0f7 |8 4 U
» MCP-1 level analysis » IL-6 level analysis
-
2GS s0x10° 3.5%x10°
B SML-101
3.0x10°
B SML-101
5 EModerna
3.0x10° . .
2.5%x105 B pfizer-BioNTech u C12-200
—_ B Moderna -
= = C12-200 =
f’é T 2.0x10°
Q 2.0x10% Q
w w
5 £ 1.5x10°
£ £
£ z
1.0%105
1.0%105
5.0x10%
. PBS _=MC3 mRNA 0" F-,,B“gﬁf;nRN A
. rrrrrrrroerrrrrrrrrrrrrr rrrrrjrrrrrrrrrJyrrrrrrrrit . LI rrTrTrrTrTr T T T T T T rrTrTTrTr T T rrrrTrrrora
150 200 250 300 350 400 0 200 400 600 800

MCP-1 (pg/mL) - IL-6 (pg/mL)
hEPO @ 6h (0.5 mg/kg; Balb/C mice; IV injection ) ‘ dH= e hEPO @ 6h (0.5 mg/kg; Balb/C mice; IV injection )



Appendix © el FE -seAHz

= STLNP SSAIE 21t

- $}O| X} — HIO| @¢HElO| AF2SH LNP CHH| @S2 =T 1.7H O|A =2 mRNA MEE2 & &0l
- S}0|X} — HFO| QMENO| A2 LNP CHH| ZE =X SZF0|M =2 siRNA HE 28 20l

> STLNPS| mRNA HE & & > STLNPS|siRNA HE & &
700+
- sM-101 SmartLNP(SML-101) ALC-0315
600 == ALC-0315 - 120 120
500+ S 100 S 100
= S 80 S 80
- 7] (7]
A #3 AEsE g o g o
S 3001 1.72HH =3 =3
- . T 20 T 20
2004 / E 0 E (1]
1004 Time (hr)




2023 3Q

|
g
IR
i
>
T
e
o
u

]
ng re
© i

I
A

1 0E s 3K
E4 SIHYaLE

J‘I 608

9
I
(%3]
(8]
ow
I
i
o
i
o

= I
AR EE BES0 2F At S0l

. OhE
1) &let APP: 3Q 390214, 01 221

- ol HEBEAE (AL 193‘“ ),
SE&H M8 £ 39‘.
2) CRO S:30Q99<d, #4 %—E—JI

2. &A%t
- HE&018 M4 380| 54.7%, HEJ|

327 hE dIE: Scl2(67.3%), mRNA(0.9%), Small molecule(1.6%).

3. maH|: 380 1779d, 35 27| 1689

- FH4HAJEH|: 38D 662 R, HHE SEJ| 564 H
‘24, 53 2a2a

STPO404(MI0I=): 012 H&2aZ

STPIODZ2(ZZH): 0= L&

STP2104(2 2Lt mRNAZ &)
- 20 H&: 327| 684, E4

& %
gy 25, ZHEL 20 113
s8] 8

|11 CDMO ““"{S B4, 3Q HEHL0I2E 11.5%, ESFH0[2E 19.5%
(46%) p'23 ¢
71(2.9%) »'23.

._DI(4 9%), "22. 3Q(7.5%) »'23. 3Q(11.5%)

21(10%), '22. 3Q(9.7%) P'23. 3Q(19.5%)

23. 2Q 50.3%, '23. 3Q 67.3%, '22, 3Q 64.7%)
S0h daD2 oF, et B OE Sl b

2 [HHl 499 24(-8.0%)

45912 [Hy| 22 ZJH+46.8%)
992 [HH| 67U 2+A(-66.2%)

g2 129 =Ho[U, 28 SE0(M= T7RELY. (I D&

o Myl 179
1}1 70eig
00*14 0l &)
2 EJH+23.2%)

2, =
Hl%( M 849 L-l
_"lr

61.4%, 4 SEJ| 65%

HUl=(12

2 el 9= E0H+5.4%)
CHHl 109 EIH+17.9%)

EE &, 24 = 52 Z
 MEK Mol Al 250 2

=8 g
o 20 =H =1 HE
=g ole

60X CHul 8H& ZIH+13%)

Fib

[CH9l: wioig]
2023 2022 Hd £27| Oyl 2| il
T 327 22| 327 227 g = g2 18

Small Molecule 883 8,580 6,017 84 -5,134| -853%| -T.60T| -80.7%

a2t | oligonucleotide 37,606 | 209,048 39,330 |  27.007 -1,724 -4.4% 8,558 |  20.5%
cgi:o mANA 505 143 1,716 3,540 -1,211 -70.6% 362 | 253.2%
| 38,004 | 37,771 47,063 | 30,631 -8,069 | -17.2% 1,223 3.2%

HuE AR 7,051 10,907 5,724 5,975 1,327 23.0%| -3.856| -35.4%

JIE (CRO 28 £ 9,902 9,005 8,038 | 12,319 1,864 23.2% 807 8.9%
&3 55,947 | 57,773 60,825 | 51,123 -4,878 -8.0% 1,826 |  -3.2%

24 (-4.4%)

%), CROE(17.7%)
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