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(International Vascular Biology Meeting)
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Clinical

Preclinical

Phase 3

Phase 2 a+b

Phase |

Toxicology

In-vivo PoC

In-vitro PoC

Profiling

Lead finding
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CUO06: First-In-Class Endothelial Dysfunction Blocker
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CUO0G6: First-In-Class Endothelial Dysfunction Blocker

Stroke (IR injury) ®

DME, Wet-AMD, (®)
Diabetic Retinopathy {

© (Arepiiass
i - &
- =T
@ier I
Here&ayawoedema(:) 7,‘.‘ @IBD
Novel Molecule .. . .
MOA Indications Clinical Program
CUO06
- Endothelial Dysfunction Blocker - Specifically acts on endothelial cells - Diabetic Macular Edema / Wet-AMD - Diabetic Macular Edema
- Orally administered small molecule - Switches endothelial cell stress fiber - Ulcerative Colitis Phase 2a (US) FPI, Dec 2022
induced by VEGF and other endothelial - Immuno Oncology combination
activators to cortical actin ring structure - Ulcerative Colitis
- Inhibits loss of cell-to-cell junction and Phase 2 (US) IND to be submitted in 2023
degradation of junctional proteins in the
membrane

- Protects the endothelial barrier by
restoring damaged endothelial cells

(%) CURACLE 9



CU06: Endothelial Dysfunction®| CHgt 20

Phase 1 POC
(Us) (Us)

Beginning of
Curacle’s basic

research on ED 2011

Discovered the clinical utility
of Endothelial Dysfunction

2003

Discovery of Endothelial-
Derived Relaxing Factor

p
s Sm— | .....n|||1||||||“N“N“NM

. . .. 1950 2023
Nobel Prize in Medicine
Introduction of PubMedOf| A{
Endothelial Dysfunction “Endothelial Dysfunction Z44§ Z1}”
\ 4
1986

Curacle’s R&D on Endothelial Dysfunction

A
A 4
A
v

Discovery of Endothelial dysfunction
(%) CURACLE 10
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Pathogenic endothelial cell activators o
*NF-kB , a key transcription factor

in ECs mediating inflammation

VEGF, Ang-2, TNF-a, IL1-B, IL-17, M®-1, IL-8, LPS, IL-33, RANK, etc.

Circumferential Actin e
|cortical actin ring) - = O%{' {f')‘_“.. :...G:j
Tight Caveolae o o vt Teee
junction associated b ((K
receptor activaion '“ EC membrane l
po0
65
Adherens KB 3
junction l
Ha| & SAAM WO A (acti o '
activators)= B
2215 B0IM Tl B )l o @ O
¥ T \
S 2OobM sl (Rhe Il 1 2
2o 0 =20 o o oHE| LR B
AT = ds} NF-kB
e ol == .
Perpendicular Actin e M= 2228 ! g H= | activaton s p65 | p50
(etreszfiber) NN~ L L S0 geossssnessssssesmesss —_— — e T
i 2ed XD
-
-]
?i Target Gene
: —— |
3 EEHE Eda = Hx}o o] =
: Y Lo Vicious cycle of &8l (recruitment &5 FAUA, AolE2E S
o @orrmmrmmmne e 0 gfesessessssassssesnesaseans .
H Edema & Inflammaton
Rac1 : &t QHE oot 2 El M EZ RhoA : Et 20 et #EE M2 EF IKK: ESEEar 2EE ME W 2A253HH|(1kB kinase)
NF-Kb : @55t3, HYMA =F 50| 205t= =2
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Stroke

=ES)

*DME
(S'E &ur3)
swet AMD
(58 g1l

Myocardial Infarction
CEEE)

NASH
HIZEY XY

Diabetic Neuropathy
(i NE)

) Hereditary Angioedema

o Siple =
SN ERES)

Acute Lung Injury
(S8=4)

Immuno-Oncology

Combination
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Ulcerative Colitis
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Bioorg Med Chem 2010
Arch Pharm Res 2012
Eur J Med Chem 2014
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LY | 7| s Zof XIS CU06: Mechanism of Action

Disease state

(Edema & Inflammation) Remission state

Normal condition

Stabilized endothelial barrier : Destabilized and inflamed Stabilized endothelial barrier
Multiple endothelial barrier CU06-1004
Endothelial (DME, wet-AMD, IBD, HAE, ALL, I/R injury etc) ) . cuU06
activators Targeting of activated
endothelial membrane
(VEGF, TNF-a, IL-18 etc) & caveolae-mediated . °
" vy endothelial activation
Maintenance of
N D cortical actin ring
Q Caveolae
R ‘&JG mém'g T .@ .m .® ‘ .® * .@
ICA 'd—l inflammatory
g';"'emm' VCAM cell adhesion » Recovery of endothelial membrane homeostasis
i i . & sphingomyelin i . i [ : H ;
Cortical actin ring £ Degmdatl Stress fiber Inhibition of vicious cycle of endothelial ctivation
Stabilized T Stress Destabilized
junctional proteins fiber junctional proteins
formation

CU06-1004 = CU06 . CURACLE 17
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HUVEC, HREC,
HBMEC, HCMEC

HUVEC, HREC,
HBMEC

HUVEC, HBMEC

HUVEC, HBMEC

HUVEC, HBMEC

HUVEC, HBMEC
HUVEC, HBMEC

oIx}
=7

rr ox

23 A

VEGF, Bradkynin,
Histamine, IL-1B, IL-17, MCP-1,
Thrombin,

TNF-a, H.O>

VEGF, Bradkynin,
Histamine, IL-1B, IL-17, MCP-1,
Thrombin,

TNF-o, H2O>

VEGF, Bradkynin,
Histamine, IL-1B, IL-17, MCP-1,
Thrombin,

TNF-a, H.O>

IL-1B, TNF-o, LPS

IL-1B, TNF-0, H20

712 AT, H20,

AKT, eNOS &g 3}

cAMP &d3t
Rac1 243t 9 RhoA X
Cortactin 143}
M= ca®* Y|

VE-cadhein QI4tst X E2HA)AT
Sl UENTHAT CHEHE 28 K|

cAMP 243}
Rac1 43} 9 RhoA X
Cortactin QIAt3}
MZL Ca2+ YR
NF-kB &-d3t AX|
M A CHHE(ICAM-1, VCAM-1) 243

[
S M= F& AF

B-galatosidase & p16, p21 &

2] =
oL

Bioorg Med chem 2010
J Urol 2016
EMM 2022

Eur J Pharmacol 2011
BBRC 2013
J neuroinflam 2017
Frontier in Immuno 2022

Eur J Pharmacol 2011
BBRC 2013
J neuroinflam 2017
Frontier in Immuno 2022

BBRC 2013
J neuroinflam 2017

J neuroinflam 2017
J Mol Med 2020
Frontier in Immuno 2021

J neuroinflam 2017
Submission 2022

Submission 2022

HUVEC (Human umbilical vein endothelial cells) : & 2O ZEE Qe &l LI M =

HREC (Human Retinal Endothelial Cells) : @17t W&o 2 2 H Fef&l LHI|AZE

HBMEC (Human Brain Microvascular Endothelial Cells) : 917t | ZMEHCZEH QSef=l LYo =
HCMEC (Human Cardiac Microvascular Endothelial Cells) : Q17+ A& DM ZEH Sl LHI|M E
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v Bradykinin-induced “Hereditary angioedema*“

Oral administration EB + BK

Vehicle or GU0B-1004 1V injection Sacrifice

]
1
40(mins) &

k¢ 10 20 30

o
=3
=3

. -
=3 o
S S
*
*
*

e
t=3

E.B extravasation
(% of control)

b

# P<0.05,%* P<0.001vs Control group, P < 0.05, " P<0.01 ™ P<0.001vs BK group. n = 15~18 pergroup. Error bars indicates + SEM.
v" 1/R injury in brain
Sham Vehicle  CU06-1004
® | @
kR kR
2 :
- 3
$3 ¢
o=
(2]
a & N
m O
>c
w s 2
(8]
0
D ’ Sham  Vehicle 1004
E.B. extravasation : G2 St F £ A LPS: A2 HT MEY 7 942 AT R

1004 = CUO6

=]
=

pS|
=

v LPS-induced Acute Lung Injury

o | Drug treatment every 1-
LPS challenge Sacrifice

| | | 1 |
-4hr  Ohr 12 br 24hr 28 hr

-Mouse: C57BL/6, 8weeks old, n=5 per group
-LPS induced ALI: LPS(45mg/kg in PBS, i.p.)
-Drug treatment: CU06-1004{10mg/Kg in olive oil, p.o)

v' IL-2-induced vascular leakage syndrome

IL-2 (75000U)/ IL-2 (75000U)/

3 times a day 1time a day
' v v v _ After 2hr
1 I I I »  sacrifice
D1 D2 D3 D4
A 4 4 Vehicle IL-2

LPS+CU06-1004

Vehicle or 1004 =

EE Y K
v ) @ @
/00 80 89

Evans blue : g & I/R injury : S|E/MBFAEEA e

40- *k*k **
§30-
()
3 204
o]
[%))
8
> 10—
w
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o o >
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Inhibition of ‘IL-1B—induced NF-kB activation’ Inhibition of ‘LPS—induced infiltration of inflammatory cells’
by CUO6- 1004 by CU06-1004

A NF-kB DAPI Merged B XZO | 500 , X5,000

1004 . . + +

Con IL-1B

NF-KkB p65 (Cyt)

Control

B-actin

IL-18

s e ||| S S

ﬁ

1004+IL-1B8

D
8- *%

04
NF-kB-luc + +
1004 - -

Vehicle

(=]
1

g
.

N
1

Relative luciferase activity

CU06-1004

kB

IL-1B8 - + + - scale bar: 2um

IL-1B : NF-kBE 2937 BE R B-actin & PCNA: 20| B2t E7t Relative luciferase activity : R HAt EHEE B HE CU06-1004 = CUO6 @ CURACLE 21



Inhibition of formation of abnormal retina neovascularization & Stabilization of vessel in OIR model

Vehicle Cuo6
Oxygen induced retinopathy (OIR) _
% 15+ **P=0.0026
Experimental group: Vehicle and CU06 e
> °
PO~P7: Room air > é 10+ o
2 il =
P7~P12: 75% oxygen -;-’n 3 oo -
=
O T 5+
P12~P17: Room air (Vehicle and CU06 daily injection) E = |_;!._|
= € .
P17: Sacrifice and retina dissection S g 0 . .
a e ©
Normal Vaso-obliteration  Neovascularization ‘5\‘(’\ O)Q
¥ f-"\\ N
w g P=0.0787
g 40 —_—
s c 5
PO P17 2 § 304 "
. . | E g o ® 9
Room Air 75% Oxygen Room Air [ =
x S 20+ I =
Vessel Loss Vessel Proliferation ] e .o =
TTr1tl 2
2 5
.. . m =
Injection volume: 20uL CU06 injection S g 0 T T
9]
©
- CUO6: Oral administration (10mg/kg) - 4@\0\6 >
- Vehicle: Oral administration (Olive oil)

Pathologic NV area : W2t0H(QtAHO| Z7+E5-S AH5t= 9ol Eaid 79 Vaso-obliteration area : dHtA0| = FE|0] 47| = Lo

"
A
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21} (GLP g )

NOAEL: Rat 1000 mg/kg, Dog 500 mg/kg, no notable CU06-1004 related significant effect in GLP studies. No Toxicity observed
Type of study Study

Results
4W Toxicity Study in Rats w/ 2W recovery

NOAEL: 1000 mg/kg/day

13W Toxicity Study in Rats w/ 4W recovery NOAEL: 1000 mg/kg/day
Toxicity study

4W Toxicity Study in Dogs w/ 2W recovery NOAEL: 500 mg/kg/day

13W Toxicity Study in Dogs w/ 4W recovery

NOAEL: 500 mg/kg/day
Bacterial Reverse Mutation (AMES) Test

Non-mutagenic effect
Genetic Toxicology

In Vitro Mammalian Cell Mutation (Mouse Lymphoma) Assay

Non-mutagenic effect

In Vivo Micronucleus Test in SD Rat

No evidence of causing an increase in the MPCE in SD rat

Modified Irwin FOB Study in Rats No adverse effects by 250, 500, 1000 mg/kg

Effects on Respiratory Rate, Tidal Volume and Minute volume in the Rat
Safety Pharmacology

No adverse effects by 250, 500, 1000 mg/kg

Effects on the Cardiovascular System in the Conscious Dog

No adverse clinical of behavioral signs by 125, 250, 500 mg/kg
In Vitro hERG Channel Assay No significant effect on hERG tail current
FOB: SFME7 O|8/FE H7I5ts 7|sd S ESLE7L GLP: HPeA g MeldS E§6+7| o) Alglt 23 el= 25 AFYS 225h= 718 hERG :
°**F71I Aur ZAHE Q7 RTA MPCE: 232 7HE CHEd e NOAEL : 2R =42 SD: H™AE2 2 BO| 0| = rat

(%) CURACLE 23



CUO06: L] 7| | O

2o X 5HZ 72

Stroke (IR injury)

®
DME, Wet-AMD, ®
Diabetic Retinopathy

CUo06 E-oF
(L] 7| S EHOHQ} HTHEl g7}X| RiBto| E2 )

T —]

(®) (Anaphylaxis) v
1 e N
! = >
i > dasfsda
(% > HBTXO HE B 72X R
: ?ALI,’ ARDS, Sepsis
~ o ) TS U =X &M AL
> > A S 2 Hio| 20tH2| ZHA (TNF-a, IL-1B, IL-6 etc
MRy . & ASE H}O| 02| 2 (TNF-q, IL-1, IL-6 etc) J
4
Hereditary Angioedema(e) - p i - A 4
= 52 c® m\p ) .
Chronic Kidney Disease (o) ( 8. | 'c|>- _¢_ -ﬂ' % Ao|.7|'| ﬂ _-é-_ J_ll'
-> L{I| 7| &0 XHEHO| LY | 7| s 2o ¢t Retof Tt
* CU06-1004 = Sac-1004 fﬁg_lq__ X|§7§_-I§fo| L z\_ oleo =
* Species: Mouse, Rat, Dog, Pig L J
?frontiers ORIGINAL RESEARCH ?frontiers ORIGINAL RESEARCH PLOS ONE PLoS ONE 15(12): 2020 W MolMed Journal of Molecular Medicine (2020) 98:875-886 J. Neuro. (2017) 14:122
N IMMUNOLOGY ., 5 a0, 2000 62016 O olve

CU06-1004-Induced Vascular Normalization
Improves Immunotherapy by Modulating Tumor
Microenvironment via Cytotoxic T Cells

Songyi Park’, Ji Hoon Oh’, Dong Jin Park’, Haiying Zhang®, Minyoung Noh’,

Yeomyung Kim', Ye-Seul Kim, Hyejeong Kim, Young-Myeong Kim®, Sang-Jun Ha'*
T

and Young-Guen Kwon

Combined effect of vascular-leakage-blocker
Sac-1004 and antiangiogenic drug sunitinib
on tumor angiogenesis

Lee K, Agrawal V, Kim K, Kim J, Park H, Lee S, Kim YM,
Suh YG, Kwon YG

in Pharmacology s 1

CUO06-1004 Alleviates Experimental
Colitis by Modulating Colonic
Vessel Dysfunction

Ye-Seul Kim', Haiying Zhang?, Sunghye Lee’, Songyi Park’, Minyoung Noh’,
Young-Myeong Kim” and Young-Guen Kwon™"

T ENIM(2022) 54:23-34

CUO06-1004 enhances vascular integrity
and improves cardiac remodeling by
suppressing edema and inflammation in
myocardial ischemia—reperfusion injury
Zhang H, Kim H, Park BW, Noh M, Kim Y, Park J, Park
JH, Kim 1J, Sim WS, Ban K, Park HJ, Kwon YG.

The endothelial dysfunction blocker CUO6-
1004 ameliorates choline-deficient L-amino
acid diet-induced non-alcoholic
steatohepatitis in mice

Cho-Rong Bae', Haiying Zhang®, Young-Guen Kwon'*

Life Sciences 2022 May 1,296:120440
CU06-1004 modulates the adenosine
monophosphate (AMP)-associated protein
kinase (AMPK) signaling pathway and
inhibits lipogenesisin 3T3-L1 adipocytes
and high-fat diet-induced obese mice

Bae CR, Kwon YG.

https//doi.0rg/10.1007/500109-020-01920-2

CU06-1004 (endothelial dysfunction blocker) ameliorates astrocyte
end-feet swelling by stabilizing endothelial cell junctions in cerebral
ischemia/reperfusion injury

Dong Young Kim ' - Halying Zhang ' - Songyi Park' - Yeaji Kim ' - Cho-Rong Bae ' - Young-Myeong Kim* -
Young-Guen Kwon' &

BBRC. 2013, 420-427

Sac-1004, a novel vascular leakage blocker,
enhances endothelial barrier through the
cAMP/Rac/cortactin pathway

Maharjan S, Kim K, Agrawal V, Choi HJ, Kim NJ, Kim
YM, Suh YG, Kwon YG

Sac-1004, a vascular leakage blocker,
reduces cerebral ischemia—reperfusion
injury by suppressing blood-brain barrier
disruption and inflammation

Allergy, CU06-1004 in HAE in press
Jinflamm., CU06-1004 in ALI, submitted
Eur J Pharma., CU06-1004 in DME in press
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[CUO6] T /M

S'gd 25 S(DME)
D2 gl EMRE 20| H4H |0, Y
AHEE 227/ 2

—

Qtato| HE0[L} 0N ZEE QI3 AREDS

FORMULA

I

AREDS.

FORMULA

Amsler Grid —
=Y H4EY Et21 E0ER
gm Ranibizumab Lucentis VEGF-A
. Aflibercept Eylea VEGF-A, PIGF
=4 gibH/d(wet AMD) o i d OF-A PIG ORTLLY EIH A}
(ot SO 2 ol HIPAE QI N 25 HHO R AH HOoHE Lo7|= Het ol Brolucizumab Beovu VEGF-A
Faricimab Vabysmo VEGF-A, Ang-2

* Source: AMD Treatment Guidelines, Dept. of Ophthalmology, Harvard Medical
School

B ozsozz4e )

o Anti-VEGF 1} 252 / 2HIS H|8 40%**
=

<Normal> <NV-AMD>
. T CNV

Hypoxic area

5 Vascular leakage

Retina Macular

thickness Hypoxia

wedone - O R AL W2 HES S/ BEL/Et BT
Rupture of BM
i > .’ Choriocapillary loss o =AFEO] I BHA| (K|, Z7|E QI KB 0He)
Choriocaipllaris . 745/ E %I'XFE Tl On_l' Ilﬁ Hol_l. _I?I_ZF_

Sci Adv (2019) Sci. Adv. 2019
** Source: Eye (2015) https://doi.org/10.1038/eye.2015.48
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BN cuosel st AEm A o BTt HIZURY) )

7|-’.f——’F—*W|(Anti—VEGF NS Eylea) 35% vs CUO6(%=)|?. ﬂE—O:l) A8%* LB B
Ang20i| olot Hate= Moz AR

— 150- .
S 48% Reduction
=
2 100-
)
£
k=
S 50-
w
d
o]
=
L 5
V.G 5 10 20 10+10
1004 (mpk)

*<(0.05 vs. Vehicle control

*Head-to-Head &+ Z 1t Ot

Fluorescein intensity : ©22| M =5 SY35H7| /ot M &g 245 g2 44 oA

I HO riok

124m 90N>
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0.8

—

i c gy 69% 7.5% 82% 79% 76% 73%

- I
04 o, 43% >8%
12% 2°%
0

1stY 2nd Y 3rdY 4thY 5thY 6thY 7thY 8thY 9thY 10thY

(>R |

2021 2022 2023 2024 2025 2026 2027 2028 2029 2030 2031

[HH A [BEd &iEF [ &ttt
« T8 774= : 0/=, « 2021 : 54 B USD « 2021 : 74 B USD
EU 5=, €& + 2031 : 11.1 BUSD + 2031 : 229 B USD , = . XK © O
008 - CAGR : 82 % - CAGR : 12 % mmmThéa THOHOIS —ANTERE
4 5& a
aLE HAMOl AREQE BT 27610 &2 AR 7|0
Source: Global Data Market Forecast 2021-2031, 2022 Source: Théa Open Innovation’s Consulting in 2021
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378
Endothelial Dysfunction
Blocker

2l X L|E 2l )
A ELHE ORTLLY &I ZEALH|

AREDS formulation AREDS2 formulation

AREDS |AREDS &

FORMULA FORMULA

?l O|B[X|= &=1 CHS & UASLICE

CURACLE 30




AREDS formulation AREDS2 formulation

AREDS [AREDS 288

FORMULA FORMULA

378
Endothelial Dysfunction OFTLY 2™ FALA|
Blocker

Xz 7pd (56%)“34—?:;}!'%" CU06 =< FALA|

CUOGRLE 24 K& = JEF
CUO6 &= 7IE T CU06: A=A FI HE SIRtEL . Mo= Et
FALK| 2 step up (mild to severe)

CURACLE 31



[CUO06] 2021 10 Théa 22| License Out(OtA|OF H|2] Global)

Technology Licensing and Collaboration on Development

SERVICES NEWS EDUCATION ABOUT U

- CUO6 o Sty SEF/5d Zotedof tiet 7= 0]F(2021.10.27)
LE «héa Announce Licensing and Collaboration Agreement

OIAF7HE} O AFOIS St 324 g iy )
= k= H =2 X o '='2|'0'” EH — =7 opment and Commercialization of Orally Administered Treatment for Di
e B = S (= = o o ol HrC Macular Edema and Wet-AMD
WO 228 WXEEH F5, 28 dE ?let HMEeE R E

- " Technology licensing and coliaboration agreement signed with Théa, the leading independent European ophthalmology company,

b 'ﬁ' El‘% . ?:l él' g —_rl' x._l oc|->| B 6" o|=|-| 2" J:'I'%;I for a 'diabetic macular edema and wet-AMD treatment’ drug candidate
« Up to $2 billion in total payments, including upfront payment, payments for development and regulatory milestones, and royalties

anticipated to be paid

« Technology transfer and collaboration targeting all countries of the world except Asia

2 Bi I U S D d ea I a m O u nt October 27, 2021 11:47 AM Eastern Dayiight Time

SEOUL, South Korea--(BUSINESS WIRE)--CURACLE, a Korea >ased biopharmaceutical company, today announced that it has
entered into an exclusive license and collaboration agreement with Théa Open Innovation, the sister company of Théa, Europe’s
one independent ophthalmic company with a 150-year history, for the development and commercialization of CURACLE's CU0B-RE, that
® U pfrO nt . 6 M U S D as the potential to become the first orally administered treatment for diabetic macular edema and wet age-related macular degenerati
vet-AMD)

* Milestone : 157.5 M USD
e world's first Vascular endothelial Ufn::r xr:e terms of m)z agreement. CUR:;LE wnll;ec;;vse anI upfront pa
. o — = =< fo) = cer developed wit of $6 million and could receive up to an additional $1 million in poten|
° Royalty . 8/0 Of net Sales ([["Ol- J-ILH:IH O:" - 7|_I'—_: 1057} ﬁt 185 B USD) S Diocker deisioper development, regulatory and sales milestones, as well as royaities on

E's SOLVADYS platform technology,
n be applied to patients whose
worsep” = to resistance to

CU06-RE is successfully developed, which will entitie CURACLE to,

to $2 billion in total payments. Théa and CURACLE will closely

the clinical development of this novel oral drug. CURACLE v
. ~thopefor | forthe Phase | and Il clinical studies with TOI providing

G I 0 ba I (eX. AS I a) a suitable infrastructure support. Further, under the terms of

will retain the marketing rights in all Asia ¢

marketing rights in all other coun|

« MOt : OFAIOFE M 2let T MA XY

« TEbE : OFAJOF X[ EEO Tet =7t /0 Tl &
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Théa: 150 years dedication to ophthalmology

O Théa

let’s open our eyes

Source: https://www.laboratoires-thea.com/

One of the Global Leaders in Ophthalmology Market

Global Presence Fast Growing

All area of Ophthalmology

Full Range of Product / L.
-
* Cornea: allergy, dry eye etc e W

* Glaucoma . o
* Retina e

* Ocular infections m " e

* Eye surgery / I I )]

.- LR L 4““.!.”“

> 200

>10 %

CAGR (2011~2021)
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Innovation
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THERAPEUTICS
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mm Technology R&D Status
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CU06

OLX301A

OLX301D

CTx-PDE6b

NVK-002

IBE-814 IVT

source : https://www.laboratoires-thea.com/, https://clinicaltrials.gov/ct2/home, accessed on Jan 19, 2023

M ShHb

D 5¢/(2022.08)

aa1y IND

QA /2AF FISH
Ol & 22 Al7]
2022.01- 7§ A

202612 - &2

QUAIA Tl (2025 M

%(2017.11))

o°=* OH

o of ey *

Z

QA2 I

Lo

= (2020.10)
0 & 22 A7

A

=

2022.04 - 7§
2023.06 - &
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[CUO06] SHix A Shute

Stage 1. Single Ascending Dose(SAD), healthy subjects Stage 2. Multi Ascending Dose(MAD), healthy subjects

N e N
Total number of subjects = 24

#00mg D/ - Twice a day (12 hours interval), 7 days Completed IND for Phase Za FirSt Patient In
mmg/[j/' .Phase 1(US) (US) (US)
300mg [ ] r%az;czmgalo R in June 2022 . ApproVEd in Dec 2022
o o without SAE in Sept 2022

1 more after 3 hours

Total number of subjects = 56
(By Cohorts, Test: Control =6: 2)

1200mg

Food Effect assessment
[m Once a day, 7 days
200mg

o . i\
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S 2H AM2a%t SAB (Scientific Advisory Board)

David Lally, MD

* New England Refina Constuitants

3640 Main Str., Ste. 201 ‘
/ SPrgi, M
Jeffrey S. Heier, MD

' : . g j Carl D. Regillo, MD
G
* Ophthaimic Consutants of Boston : , » Director, Retina Service

50 Staniford St Ste. 600 N (2 t Wiks Eye Hospita
Boston, MA 1 & s Professorof Ophthaimology
‘ / Coordinating Investigator _v‘f Piccebtia, PA
‘s

Charles C. Wykoff, MD PhD

* Refina Consultants of Texas

* Retina Consutarts of America

* Houston Methodist Hospital &
Blanton Eye Institute

Se Joon Woo, MD, PhD
| * Retina Bio&Data Science Center,
= Seoul Nafioral Uriversity Bundang
Hospital (SNUBH), South Korea

(%) CURACLE 36

David S. Boyer, MD

* Retine-Vitreous Associates Medical
Group
1245 Wikhire Bivd., Sute 380
Los Angeles, CA




* Randomized, Open-label, Parallel-group, Multi-center Phase 2a Study

Protocol No.: CU06-RE-P2A-01

ClinicalTrials.gov Identifier: NCT05573100

Alg# 1,n=20 CU06-1004 100mg, QD

AE&2,n=20 CU06-1004 200mg, QD

| &=t 3,n=20 CU06-1004 300mg, QD

Randomization

| Screening Y Treatment Period Follow up |
I I |
V1 V2 V3 V4 V5 /ET V6
(-28D) Baseline (4W+7D) (8W+7D) (12W+7D) (16W+7D)

*[Stratification factor] Treatment-naive (50%) : Non-treatment-naive (50%) = 1:1

ET : End of Treatment

OI 7%t O g

N ekt 55
(2022-12-21)

0| Ef E A

CSR
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_ What’s NEXT after CU06?




Top Strategy of CURACLE: 8% =%

- & £ 93730 2KHumira, adalimumab)
® AC-:! E_ %:' . Ol'El-El ':":”'(adalimumab) , anti'TNF'aIfa -cl)-_|7|_ o= / rLH:IH Hl o
« Xl Z= A} Of EH|(Abbvie) lee /= =
o 2O Hx - 20034
CtR| : B USD
25 m SOHE[A #HE S 2.8%
20 u '—_'L%tg
IR RES-
15
YN T
10
m M
5 . AMTEY
03 0.9 I
O 7777777777777777777
D S Q)
> ’LQ
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[CU104] Si= HIYd CHEE X|2 X2 StA|

o

=
=
0z
L]

B ==xzH

EEETI T Therapeutic Ceiling

Aminosalicylates 24.4% Remission rates

Steroids 0.5% ”;;‘;_

Immunomodulators 8.3% _'E g
Anti-TNF-alfa 34.8% hoi’

Anti-Interleukin Biologics 3.5% Y ,,','\'“
Anti-Integrins 24.4% .s::j::
Biosimilars 2.8% ,.,',i(i;_;]:]m:s 2=

JAK inhibitors 13% o Py

S1P Receptor Modulator 0.0% "mog::;émaz_r:"m{:tﬂ;:;:

Source: Global Data Market Analysis 2019-2029, 2022

2ol & (Remission rate) : HLIUTHS &0 A= 2A7F SE0| A2l gl= JEi HIE

A Al (MY oiEE)
« =9 8/|=: 0|=, EU 5=, Y&, FHLICt « 20194 : 6.3 B USD

+ 20294 : 11.1 B USD

* CAGR : 59 %
12 Eh9| : B USD

QU o
10 L,

oIIII

2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029

[e)]

N

N

Source: Global Data Market Analysis 2019-2029, 2022

L IEEEEED )

1.53t=l &5: 26l & (Remission rate) * 2 A3tM 20~30% 2

[=]
.37, 258 4= - (intolerance)
2R E X 22040 Ciet ME540| =& (high variables)
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[CU104] ME22 7182 HI¥/d CHEE X=X

Major Targets of UC Treatments Key Therapeutic Concept of CU104
@ﬁh‘?’@ FMT

Intestinal lumen ] iy ity .
- Epithelium %8 %@ﬁ Injured
A Wk 00 @0 ot ® e e o 6o epithelium
e Ay oy
\ O

] odeot (| & . & )
'{.". . . -
TLRS E-Cadherin ;@) 5 /I Lamina propria Inflammation e
/ O Etrolizumab —'1 aE8 ® ',5‘? Cell i
— 0 ) e IL-12 , Briakinumab adhesioen Dysfunctioned
0 O IL-23 ¢ Ustekinumab - endothelium
IL-10 ° 5 [EL “ Brazikumab molecules
: : iti Risankizumab
O Dendritic cell MirikizuZnL'lnab b ) . ) )
e Guselkumab estruction of endothelial cell junctions
« Inflammatory cell adhesion & recruitment
© Tecell Tofacitinib @ Blood vessel
TD-1473
Upadacitinib . .
Aprmast Filgotinb | __ CU 10 4 Endothelial Dysfunction
PDE-4 o v Blocker
TGF-8 QL\ cAtﬂp 3:&1 (etc.)
3 BMS- . . . . .
Vongersen e’ 986165 (4 Inhibitors of vicious cycle of inflammation
eenm%my by protecting endothelial barrier
Evasimod d’ Therapeutic merits of CU104
miselimo
Anti-Inflammatory | Pro—Inflammatory Ozanimod - Multi targeting to various cytokines
L . L + Local inhibition of inflammatory cell infiltration
(1 Inhibitors of (2] Inhibitors of (3] Inhibitors of - Reduced cvtotoxicit
inflammatory cell adhesion systemic circulation of A vt y
cell activation to endothelium naive lymphocytes + Combination therapy

Adopted from Carsten Schmidt et al. Frontier in Pharmacology. 2021

(%) CURACLE 44

Vedolizumab : C}A Et Y E|H| 2 (monoclonal antibody) Etrasimod : 0| X}



[CU104] CI

( DSS-induced acute colitis model (short term) )

CU104 (2.5, 5, 10mg/kg) or 5-ASA (100mg/kg)
“G—t—t+—+—+—+—+—+—+> days
-1 o} 1 2 3 4 5 6 7

A

euthanize

( DSS-induced chronic colitis model (long term))

25% 25% 25%

DsS H%O pss | H?O DsS H?O
1 1 1 1 1 1 Hveex

-1 0 1 2 3 4 5 6 7 8 9 10

CU104 10mg/kg/day

( AOM/DSS induced colorectal cancer model )

AOMip
10mg/kg

Eg;/u H%O 2.5% H?O 2.5% H?O

DsS DSSs
] T | | | T > weeks

-1 0 1 2 3 4 5 6 7 8 9 10

*analyze inflammation-mediated tumor formation

DSS : JOMZE o5t UC 2% R DNBS: ZHTY S FE5H0 UC 2E F& AOM/DSS :

*5-ASA (mesalzine, Aminosalicylic acids, Ferring etc)
*Tofacitinib (JAK inhibitor, Pfizer)
*Ozanimod (S1P modulator, BMD)

( DNBS-induced acute colitis model )

CU104 (1, 5, 10mg/kg) or Ozanimod (1mg/kg)

CU104 (10mg/kg) or Tofacitinib (30mg/kg)

DNBS sacrifice
| Fasting * | l ] l la
I I | I I I I [ " days
A 0 1 2 3 4 5 6 7
* Days

CU104, Tofacitinib
or Ozanimod

(" 1L-10 KO mouse with DSS model )

CU104 (10, 20 mg/kg) or 5-ASA (100mg/kg)
\AAAAAAAA/

|
0 2% DSS 7 water 9

days

Evaluation

v' Body weight

v Clinical score by disease activity index (DAI)
v" Colon length & weight

v' Histology & Immunohistochemistry

v Inflammatory cytokine analysis

(AOM)/DSS2 UC 22 8% IL-10 KO : RHA ZHO R |L-10 @ CURACLE 45

2 ATAAH UC BY & Tofacitinib : 2}0|X} B Xt=(JAK inhibitor) Ozanimod : BMS M| ZX|O0}S1P modulator) 5-ASA : If| 2! HE}AH(Mesalazine)



o DSS (dextran sodium sulfate) = =4 H &/ CH & =l >

Vehicle or mesalazine or CU104 oral administration

vyvyvvyvwyy

< i } : } } } i >
_ 0 4 5 6 7
3 A
euthanize
0| 5713 $F0| H4 )

DSS+104 Colon length 2| 2|=

10

Colon length(cm)
o N N (2] 0
| |
S T
N
*
e

40 #:w *
“ AL
30 N ok Kk
2| g il
10
[o] T T T
. . > 3 P
*Edema= Colon weight/length ratio < o@*“( )
O

Disease Activity Index : UCS| 43} . A0 21t7t U2 42 HO0IE Body weight loss : UCE 215t H|F Zt4 Stool consistency : #H2| 27|22 At T

Fecal blood : & M E £HsI0 UC ST EHII 104 = CU104

|

! (Acute Colitis)

e It 4 X| E (Disease Activity Index) 2| ZZ

(A) Body weight loss

1101

Body weight change(%)

% %k

80 T T T T T T 1
DO D1 D2 D3 D4 D5 D6 D7
-e- ctrl —- DSS+M
-= DSS -» DSS+104

(C) Fecal blood

47 * %k
*ok ok

4 *ok K
° 3 * %k
8
= * ﬂ
= *
— 21
3
b *x
L

1_

Do D1 D2 D3 D4 D5 D6 D7
-o— ctrl - DSS+M
- DSS -+ DSS+104

(B) Stool consistency

N
1

Stool consistency
N

DO D1 D2 D3 D4 D5 D6 D7
-o— ctrl —+— DSS+M
-= DSS -+ DSS+104

(D) Disease Activity Index

= 8-
é * ok K
&
< 61 * K K
£
2 *:| *ok ok
=M
3]
©
[} 2
8
)
&
0o
DO D1 D2 D3 D4 D5 D6 D7
-e— ctrl —4— DSS+M
-= DSS -¥ DSS+104

453 (%) CURACLE
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D&l (Acute Colitis)

:) ok ok
57 ok K g ok ok
[
2 44 s °
© —
DSS+5-ASA DSS+CU104 = 3- anm S °00
= o
= —_ cco
3
o 21 ° essese
% o
E 14 - ceco
0l g i 6 27 2;’
& S X S
Ca ) &
N RS <§gf
o@
%k %k %k
154
*okk *% %ok ok
o
3
S 104
©
Q
>
ke
S 54
0
T
0

v' Histological score=Epithelial loss + Crypt disruption + Inflammatory cell infiltration
v' P value (<0.001 *** <0.01 **; <0.05 *)

mjo
OpA

Histologicl scores of colonic : &I =4+3EE o[+ HSNZ HF

Sxo= BII M4 %2 B US FP O 104 = CUT04 (%) CURACLE 47



[CU104] DSS S & 4 A<M

e Expression levels of cytokines )

(A) (B) (€

%k %k >k

150 * 5 20-
- - ok 3k %k
z 40 * ok ok * %k T o ok
5 o) ) * <C ok %k %k ok %k %k
& ° % < Q 154 °
< O 30- . <& = .
Z & ees Z & 1004 QL .
=S| = = o .. o E
e - -3 ° = ° © 104 .|. °
o «— 204 PS v o | L s 1Y
= g =S ‘—L. ] CJ 8 < : b
< = % g 504 Y 7'-'- ® o > k=] [
[ i 2 0 2 » 51 hd (] %
a 10 ° o ° o n -le
s $q oeine = ° I.% s pi 9.9 44 r?g—l
£ o 234 12.3 | % | SN . 64.8 58.1 Poe % 0 | aa ax| : : .
o = X P> 'S ) >
& e e > 2 S 2 N ) 23 e S
7 © 2 2l il © k2 o N © ol &
2 i g N > &
S° A o@
© oz uzomsnzsy )
Water DSS+5-ASA DSS+CU104
é‘ 401
é %k k %k .
S 304 .o
[<}] 1
s :
T 201 ° T ¢
© hd b
a o
b [ ]
>
<
2 26.7 14.9 18.2] []25.6
O

104
o T - T - T - T -
N S e >
<@ S 2 <
& N xoyv @6"\/
S Q
(&}
Ao}

hite arrow: colon vessel interruption, Yellow asterisk: vessel tortuousness
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(Chronic Colitis)

o DSS (dextran sodium sulfate) = THd | 24d L= 2 2 (Chronic Colitis) >
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o DNBS(Dinitrobenzene sulfonic acid) 5= 24 H ¥/ & 2
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Day
v" DAI=Body weight loss + Stool consistency + Fecal blood P value (<0.001 *** <0.01 **; <0.05 *)
XF2Z1 = ol H=0| ZFkA . . o e
e CHEZO| B7I X &3 44 ) a Histological scores of colonic tissue )
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o DNBS(Dinitrobenzene sulfonic acid) = 28 H ¥ &S 2 H

Intrarectal injection of 2% DNBS in 50% ethanol

> e i =hd X| & (Disease Activity Index) 2| A2

: _ 130+
. X
DNBS Sacrifice : P
| Fasting % A | | It‘ 1 2 120+
I | | | | ™ , 2
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1 = 1104
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N
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[CU104] IL-10 Knock-Out OSA RHOOAME T 0f ¢
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NF-B induction in HCT116 IRF induction in HCT116
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[CU104] Summary
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C GMEE N B 7| Z0| BAR Ot L), MUY E UME FHO| HYNES 7152 Y3t AHN SMES BHoH B
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+ 2025E7HR| OF 6725 2 THRO| AID B O & (RIK| BT AT OF 25%)

_ ________________

: : — Interleukins: IIL 2 (Proleukln),.IL -7, 1L-12

Immuno & :
Therapy teeeresteeeeereeresse e ere e ssese s raesens :

[2] Anti-PD-L1 Ab: Atezollmumab(Tecentrlq) AveIumab(Bavenuo) Durvalumab (Imfinzi)
s (3] Anti-CTLAG Ab: Ipilimumab (Yervoy)

Adaptive Cellular Therapy : M|ZHA 2Oz ZUS XAHS7| o) HIAMEZE AL2SHE X|2 Immune Checkpoint Inhibitor : B ZHE AKX K| QKo HATV |5 &
A‘lgl-
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CU106 + aPD-1
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OB
09
a

'§%tﬂ|*1|§%§(TME, Tumor MicroEnvironment)2
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Tumor cell apoptosis | IFNy expression IFNy expression 11
Tumor cell apoptosis | Tumor cell apoptosis |1
-CU1060] S &ato| Old 8! === 2ot &2 A
o HOIS A + 28
@ Endothelial cell ® Tumorcell @ NKecell Y PD-1
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Zof M ol U MES 57t 21} ) S Yzt YAs U HMAS )M Zap )
'CU106 + aPD-1" inhibits tumor growth 1co|on cancer) and extends '‘CU106 + aPD-1" improved tumor vascular normalization and
MOUSE surviva

decreased hypoxia & abnormal vessel density

[CU106: 1 mpk, IV, mouse MC38 colon cancer model] s
i
. Vehicle or 1 = - -
= — contol g g 3 E
%W — DA 8 % 10 0 0 >
& control s o — 1004 } . g5 #0 a T 32 3
Q a 507 ot 8 60 9 30 o L
] . o ’ aPD-1 § 104 = 1004+aPD-1 ¥ ; ﬁ " = o T
1004 5 201 2 5 o >
® 0 =
S84 e, 0 20 8 10 L 8 g
1004+aPD-1 T = o c 0 4
Isotypeor «PD-1 A A A £ 0 :g: 0 §;
(1004 corresponds to Days post treatment E o LS 3 &f
CU106) g = 8
otx o =7} Ol OFM|TT AJH =X|S T =of = le =x| &
e EloflM2] CD8+ T M= 57} & YM= AR ST =1t =QF E0|X CD8+ T MIE 92 =% &1}

‘CU1T06 + aPD-1" improves tumor specific CD8+ T cell response in spleen and tumor

CU106 + oPD-1 promotes accumulation of CD8* T cells and apoptosis in tumors tissue (secretion of IFNy > upregulation of PD-L1 expression by regulating STAT1)

Control aPD-1
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[CU106] IL-22]

/

¢ IL-2 as an anti-cancer therapy ¢ Advantages of CU106 in combination with IL-2 combination
- M HE20f 2H0j8t= Elx ol ats 3 XY = U2 S B2 ZA S therapeutic window 2
[1] CU106 & IL-2 combination enables high dose treatment of IL-2
- Help only the proliferation of effector T cells and NK cells
[2] CU106 & IL-2 combination increases safety
- May extend treatment period

« Ll B EF2 : vascular (capillary) leak syndrome
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edemna ARDS Ascites . 1
Loss of protein-rich fluid );::% ~ — Immune cell i;é% . . ié&_ '%:?
L]
. Worsens . ° ¢ ]
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- : ;ﬁg
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[CU106] Summary '

I/

- HASICIN| O AHEO| B7tot2 YF0 = =+t OFM
MO CHet @4 &=X (™ MAXSE 3,000 O|Ato| HE QAL XIH

« CUT062| SO XtEH S
o HMA™OI X|&E 7| (first-in-class) - TME 7S &
« IL-2, anti-PD11I2| HEQBOZ Qi T (=91
o L-29 o = EEE Y™ M
o H|QAHQIAN QM HSEl OLH N

OO L— OO 1L—-— - L- O

A

- =2 EX|FARIY s3ME U=

oo 3rotn| || Chyet sHotTiote] Yo R oIt Bt Srio i
A2 B THs

(%) CURACLE 60






[CUO1] B8d HT X=X

CUO1 =& 2, AI7HA| OJIFE(GFR) 7|5 &

ol gETo= 7|MX| CHH[ 123 0] = A|E2| GFR HzlE (FAS £4)
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JEOF

« GFR(Glomerular Filtration Rate) ; AF4|0] 2+
« ACRAlbumin Creatinine Ratio) : &£ 21 2 {|O}E| -l H|&
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[CUO1] S=8E ST X =H -

Study Title

A multi-center, randomized, double-blinded, placebo-controlled, parallel Phase llb clinical trial for the efficacy

assessment and safety evaluation by treating CU01-1001 for 24 weeks in type 2 diabetic nephropathy patients with
albuminuria

Inclusion/Exclusion
Criteria

« Type 2 Diabetes

« ACEi or ARB use at least 8 weeks before the screening
+ 200 mg/g £ uACR < 1000 mg/g

Study Design

CU01-1001 120mg, BID
CU01-1001 120mg, TID
Placebo

Randomization

Screening ‘

Treatment Period | Follow up
Vi V2 V3 va4 V5 Vvé V7 va
(-2w) (0D, Baseline) (4W+7D) (8W+7D) (16w +7D) (20W %7D, Phone) (24W 17D) (30W +14D)

A multi-center, randomized, double-blinded, placebo-controlled, parallel Phase Ilb clinical trial

Subject Number

N=240 (3 groups: low dose/high dose/placebo, 80 subjects/group )

Primary Efficacy
Outcome

« Change in urine albumin creatine ratio (UACR) at 24 weeks

ACEi : ACE £ 2H|st0] Heie R0 9
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X
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Hd uACR: =& LH T I2OLE|H H[E 2 30mg/g DIZH0] Y&
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Oncology Pipeline -
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nelE2e H|H™ & d

Stage 3 (~2030)
Stage 2 (~2026)
Stage 1 (~2023)
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