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Diabetic Macular Edema
(Tl goras)

Phase Il

Phase I Launch

OfA[OF &||2] 7 A

Cuo6

Wet Age-Related Macular Degeneration
(58 g y)

X|od DA
=

(2021.10.27)

Myocardial Infarction

(a7M)

Acute Lung Injury

(34 ) a7
Sroke A7 0|2 YA 141 242, 20224 62
( EE:‘)
Ulcerative Colitis 2 S 3 olAF 234} IND K|Z OfE, 20234
(Y CHE ) c ‘
Hereditary Angioedema
oY sipte) A7 0|2 QA 14 2, 2022\ 6¥
Immuno-Oncology Combination
(olotsto] wa 37 DI QA 144 &7, 20224 6%
Diabetic Nephropathy 20 | |
(B A5) ° | ! |
Wet Age-Related Macular Degeneration o | | |
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Clinical

Preclinical

Phase 3

Phase 2 a+b

Phase 1

Toxicology

In-vivo PoC

In-vitro PoC

Profiling

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

=22
AR - HXE 2ol Eejde|of HHH ‘l”'.sa*
gl 7| SEolel e el 3 =t
gl 7| sgole| Zatet e Het
gl sEol ATHE S8 X=H2| £xf
LHZ| 7| s&of AHTHA| 7HE 18

CU06-1004 °| =27|H
CUO6: =/ 5! QHHd 2| A} (GLP )
CU06: LHu| 7| s &0l X}THE Soff o2 Hete| X|IEMZE 7Y 7ts

Ir



CUO06: First-In-Class

Novel Molecule
Cuoe6

Endothelial Dysfunction Blocker -
Orally administered small molecule -

Endothelial Dysfunction Blocker

(Y
seetstan®

MOA

Specifically acts on endothelial cells
Switches endothelial cell stress fiber
induced by VEGF and other endothelial
activators to cortical actin ring structure
Inhibits loss of cell-to-cell junction and
degradation of junctional proteins in the
membrane

Protects the endothelial barrier by
restoring damaged endothelial cells

Stroke (IR injury) ®

DME, Wet-AMD, (®)
Diabetic Retinopathy

(© (anaphyars
;v» I

Myomrdki@ ®A” E

: @I,Iljnr
Hetedntaryaraoedema@ ,.“ QIBD
Indications

Diabetic Macular Edema / Wet-AMD
Ulcerative Colitis

Immuno Oncology combination

ED

Clinical Program

- Diabetic Macular Edema
Phase 2a (US) FPI, Dec 2022

- Ulcerative Colitis
Phase 2 (US) IND to be submitted in 2023

CURACLE 9



CU06: Endothelial Dysfunction®f| Ci$t 20'd A9

Phase 1 POC
(Us) (Us)

871%| 2o
o3t B3t A5

Beginning of
Curacle’s basic

research on ED 2011

Discovered the clinical utility
of Endothelial Dysfunction

2003

Discovery of Endothelial-
Derived Relaxing Factor

4 N\
S ...|||1|||||“M“M|NM Clj

.. . . 1950 2023
Nobel Prize in Medicine
Introduction of “ : PmeedOH-kI ZA M Z4 7L
Endothelial Dysfunction Endothelial Dysfunction Z1 A Z 1}
\ J
1986

Curacle’s R&D on Endothelial Dysfunction

A
v
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 =
{cortical actin ring) o - O@/ {f-)\l‘__ .,...G?')
Tight Caveolae - o Wt Teen
junction associated b ((K
receptor activaion '“ EC membrane l
|
po0
3 65
Adherens KB 3
junction l
- B Al ShAA LHI A H| (acti o ‘
activators)= 8
2215 8014 Ul A )l s @, 06
FIHX| 5H lp
dalHH Bol ol (AFH 10k N
2 S @S 1 AgRE et | 2 NExb A
= | =| = 3
Perpendicular Actin e M= 2228 ! g H= | activaton s p65 | p50
(etreszfiber) O~ L - S0 geossssnesssessesmeses —_— — e T
i 2ed XD
-
-]
?i Target Gene
: —— |
g ZSHE 2da o= HxtO o =
g Y esd Vicious cycle of &8 (recruitment) 85 FHUM, AIEZIE S
o @orrmmrmmmne e 0 gfesessessssassssesnesaseans .
H Edema & Inflammaton
Racl: @& QHE oot 2 El M EZE RhoA: gt 2283 et #EEl M EF IKK: SSES I 2EE M= W 2A53HK|(1kB kinase)
NF-Kb : g35EHS, HAMA =& S0 20idt= =22
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PO KHCEM| 70 abd 23219 > 84 > in-vito > 82

In vitro

chAl A L] CHAl A L CHAl A L ChA| o
s ol Mol s Z o S G S 15 232y oEA A3ElY se a32d aw W
HMO J|HIO = SIBIES Bt o g o g e g = g
=42 7|8 R SletEE g LY M| = A= T} LHIm| M| Z QHEl X LHT] MIZE 9= ofF| ChQ¥st 2had QI Xtof| Cf
=t ot Xctza 25
DAPI Merged # #
fun g
> E'“ ,—L‘ %m ’-m—‘
- 5 150
> 2 i
E o £
=l
Bioorg Med Chem 2010 L
Arch Pharm Res 2012 ém
Eur J Med Chem 2014 g’:
v LHIO|MZE AR K SH
v COh¥ot = QXG0 CHot &t -
PN < - b ctrl Dss DSS+M  DSS+CU06
v UWOM=Z AFY oHEE 2= <
‘/ %% QI-Ix-” VEGF+Eylea
v wE MY RE <
v UWIOMZ o} XA
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XHO XIEEH| CU06: Mechanism of Action

Normal condition

Stabilized endothelial barrier

Cortical actin ring &

Stabilized
junctional proteins

CU06-1004 = CUO6

Multiple
Endothelial
activators
(VEGF, TNF-a, IL-18 etc)

AAM /

.
&
“&; S

R T e
A Q.ﬂ"':n'ﬂ_ é‘i\

Caveolae

b gl

4

Cholesterol
and
sphingomyelin

Stress
fiber
formation

(DME, wet-AMD, IBD, HAE, ALI, I/R injury etc)

ICA
VCA

Disease state
(Edema & Inflammation)

Destabilized and inflamed
endothelial barrier

sl

VE-Cadherin

V-1 / inflammatory
M1 cell adhesion
Degradation Stress fiber

Destabilized

junctional proteins

Remission state

)
CU06-1004

Targeting of activated

CU06
endothelial membrane

& caveolae-mediated 2 ©
endothelial activation :

Stabilized endothelial barrier

Maintenance of
cortical actin ring

@D | @D @D

+ Recovery of endothelial membrane homeostasis
+ Inhibition of vicious cycle of endothelial ctivation

CURACLE 17



Cuo62| ZH87|Hoj Cht Fatae| A=
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aEIHg Ax

m
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Lo M= A g st

o

Mzt

LHZ| M| 2 =2} X

HUVEC, HREC,
HBMEC, HCMEC

HUVEC, HREC,
HBMEC

HUVEC, HBMEC

HUVEC, HBMEC

HUVEC, HBMEC

HUVEC, HBMEC
HUVEC, HBMEC

%}
=4

rr ox

=5 X7

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-G, H.O;

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

TNF-o, H20>

IL-18, TNF-a, LPS

IL-1B, TNF-0, H20;

712 ATE S, H.0,

AKT, eNOS &3}

cAMP 23}
Rac1 233} & RhoA X
Cortactin Q1At3}
NZU ca® A

VE-cadhein QA X
Sl UXhTHAY CHEE 2ol AR

cAMP &g}
Rac1 243t 9 RhoA X
Cortactin QIAt3}
M =L Ca2+ X
NF-«kB 283t K|
™A CHEE (1CAM-1, VCAM-1) 25

=]
S M= 22 AKX

B-galatosidase X p16, p21 &2

&

[

S
—

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) : EHE @22 B H Qe =l LHI| N =

+ HREC (Human Retinal Endothelial Cells) : @17t YAtH O ZEEH [Fef &l LHI( M Z

« HBMEC (Human Brain Microvascular Endothelial Cells) : 917t | DA 2 EE Q& LYI|M =

« HCMEC (Human Cardiac Microvascular Endothelial Cells) : @17t A% DMEHOZEE Qo) LI M=
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v LPS-induced Acute Lung Injury

v’ Bradykinin-induced “Hereditary angioedema*“

Oral administration EB + BK
Vehicle or CU0B-1004 IV injection

% 10 20 30

: J
e’ B \ ; 1

Yy =g >y

o | Drug treatment every 1-
LPS challenge Sacrifice

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

Evans blue (@g/9)

(% of control)

E.B extravasation

#P<0.05,#F P<0.001vs Control group, " P < 0.05, “P < 0.01 " P< 0.001 vs BK group. n = 16~18 per group. Error bars indicates +SEM.

v I/Rinjury in brain
Sham Vehicle = CU06-1004

® D
» W
D B
AL

Evans blue
Contents (pg/g)

LPS+CU06-1004

v' IL-2-induced vascular leakage syndrome

IL-2 (75000U)/
3 times a day

IL-2 (75000U)/

(o]
T

(2]
T

Vehicle or 1004

Lung_Evans blue (ng/g)
w
T

o

S N & o

Evans blue : & I/R injury : S1&/X

E.B. extravasation : @M2 St 2 £ AF LpS: IS

1004 = CUO6



Cuo6 2 27|H 3: ¢ £ (NF-kB 243} 2 X))

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 ' | _ 5,000

1004 - - + +
Con IL-1B
©
NF-kB p65 (Cyt) ..E
o]
) (©]
B-actin
IL-1B = — -
exopesoue | mm——
‘ : i
PCNA _
1004+IL-1B - )
S
S
D
8- e >
b —
=
1004 =
3 64
()]
[72]
ol
(]
C ~§ 44
2, g
s <
o O
| e - | S
NF-kB-luc + + ©
IL-1B - + + - scale bar: 2um

U

IL-1B : NF-kBE &d3tA|7 EF | B-actin & PCNA : A0 He H7L Relative luciferase activity : RTA YA E H= ™ CU06-1004 = CUO6 CURACLE 21



CUO06 XH27|™ 4: H| K AFE S A XJCE

O 1 =2 L.

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

Vehicle CU06
Oxygen induced retinopathy (OIR) _
f»:/ 15+ *P=0.0026
Experimental group: Vehicle and CUO6 2
> °
PO~P7: Room air > Z 1o .
S g e
P7~P12: 75% oxygen Eo 3 A -
[} T 5=
P12~P17: Room air (Vehicle and CUO06 daily injection) E fg .
= u
=) =
P17: Sacrifice and retina dissection & g 0 r ,
a e ©
Normal Vaso-obliteration  Neovascularization 5\\“\ 0\50
ST //k‘\ ’/’»\\ 4
w S P=0.0787
© 40= —
711 V] Il [ = ©
PO P12 P17 2 5 o .a
. : I o g ®9
Room Air 75% Oxygen Room Air 3 = 2 'I .
S 204
Vessel Loss Vessel Proliferation g g oo u
TT1t111 2
o 2 S
Injection volume: 20pL CUOG injection S 8 4 . .
[}
o
- CU06: Oral administration (10mg/kg) - 45\\0\@ &
- Vehicle: Oral administration (Olive oil)

Pathologic NV area : %2t3(QtTE{0| F715S Haste Il BBAY T Vaso-obliteration area : THA0] = Z &0 47| YAE | 5 CURACLE 22



Type of study

Toxicity study

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

Study

4W Toxicity Study in Rats w/ 2W recovery

Results

NOAEL: 1000 mg/kg/day

13W Toxicity Study in Rats w/ 4W recovery

NOAEL: 1000 mg/kg/day

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

Genetic Toxicology

Bacterial Reverse Mutation (AMES) Test

Non-mutagenic effect

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

Safety Pharmacology

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

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

o

LIlste 7| SAREESIEHI} GLP : H|UAA|EO| AZMS

=
= NEX]
SXMX MPCE: 23S 717 CHeAM ME 1 NOAEL : X2 =A2F sD -

Zot7| flof Aldat 2EEE 2E AIYS #2[5ts #+8 hERG : &
MY 8o=Z Q0| MO|= rat

CURACLE




CUO06: Ljd| 7|

Stroke (IR injury) ®
DME, Wet-AMD,
Diabetic Retinopathy
(®) (Anaphylaxis)
1
N f' ‘,
-
: ALl, ARDS, Sepsis
o2k
L
NASH(® ’ @i’l;hor
i

Hereditary Angioedema(®) = =
g @ far ¢
¥ 4

-

@ IBD

Chronic Kidney Disease (e) ( a2

* CU06-1004 = Sac-1004
* Species: Mouse, Rat, Dog, Pig

cuoe E9oF

(LHzl 7| S ol et H2HEl 87t X| "Ee| S8 R

h 4
( o _l u -*- ™
) c’Ei'tl"l' <) 7=|-—+—
> GRARMME M X /X
2 0O AL
) A5 9 XX E4 LA
> €&k Hio| 20| ZEA (TNF-a, IL-1B, IL-6 etc)

M

? frontiers

in Immunology 20206

CU06-1004-Induced Vascular Normalizatio
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™*
and Young-Guen Kwon"*

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

ORIGINAL RESEARCH

soi- 1

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

?frontiers : 4or?|<‘f|mu. gs;wcu
in Pharmacology s 1038 202057126
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 ™"

i et EMM(2022) 54:23-34
CU06-1004 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 11, Sim WS, Ban K, Park HI, Kwon YG.

PLOS ONE PLoS ONE 15(12): 2020
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 lipogenesis in 3T3-L1 adipocytes
and high-fat diet-induced obese mice

Bae CR, Kwon YG.

Journal of Molecular Medicine (2020) 98:875-886
.JMOIMed https://doi.org/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

Journal of
J. Neuro. (2017) 14:122

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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l:I-_Iu._I:ﬂkl _<'E -’g—(DME)
EHhE C’|6H M&2to| T2 =[of, Hato| £F0[Lt OjN| S 2 2ot
NEFOIE Yo7l Mt

AREDS

FORMULA

FORMULA

|
|
|
|
1
|
|
|
|
|
:
| —
I
1
| SEL 4EY Ef 2 XSRS
|
|
: 8?# Ranibizumab Lucentis VEGF-A
i m Aflibercept Eylea VEGF-A, PIGF
. of : oL A EFAL
I ol Brolucizumab Beovu VEGF-A
1
: Faricimab Vabysmo VEGF-A, Ang-2
|
|
<Normal> <NV-AMD> : * Source: AMD Treatment Guidelines, Dept. of Ophthalmology, Harvard Medical
- NV I School
|
Hypoxic area = AL
N : EEEEEET: )
=T Vascular leakage :
Retina | Macular | , ' . Anti-VEGF &1} 258 / 262 H|S 40%**
thickness | Hypoxia 1
| e conae l + OMTL T FAO] 2 2SI/ B A/BIR 2T
Rupture of BM 1
®  Choriocapillary loss . xAl- $_O1 2|A o|-7:|| I é I&I|OI_| XIE O‘IE:I%)
e - BB/BSE BRE 9I8 K= oot 25

Sci Adv (2019) Sci. Adv. 2019

** Source: Eye (2015) https://doi.org/10.1038/eye.2015.48
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7|1EF

Al (Anti-VEGF X| 2K, Eylea) 35% vs CUOG(AT F0l) 48%* 2=

Ang20| Sfot ditrk B o = o

—~ 150- :

7 48% Reduction

£

£ 100-

]

=

=

S 50-

w0

2

o

=

.

V.C 5 10 20 10+10

1004 (mpk)

*<(0.05 vs. Vehicle control

*Head-to-Head ¢+ 21} Ot

Fluorescein intensity : &29| Al

§ S=E o] 9

ot

R R E

0)-

M HO ok

124m 90nD
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[CUO6] &3} U CShix

S7t0ll 2lsh =

ChR| : B USD
40

35
30
25
20
15

10

Ul

11.1

2021 2022 2023 2024 2025 2026 2027 2028 2029 2030 2031

[TH AlE
- xQ 702 0|2,

CECEETTES
« 20213 : 54 B USD

EU 5=, €2 « 20314 :11.1 B USD
- «CAGR : 82 %

1=

AL o

Source: Global Data Market Forecast 2021-2031, 2022

[gkl "'H:ll-l:l:ikl]

O ©OL-L-O

«20214H : 7.4 B USD
« 2031 : 229 B USD
*CAGR : 12 %

£hel 1 B USD
2of = 107k THOf O =
4
33 33 33 33
3 29
2.5
2.1
2
1.5
1 0.8
4 m 5 gy 69% 75% 82% 79% 76% 73%

0 9
2% 25% 2
0

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

mmm Théa THOWO| = —AgERrE

H2HOANSHRE (S0E =70t =2 MY 7|0

Source: Théa Open Innovation’s Consulting in 2021
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[CU06] CUO6 Z=A|Z Qlot X|& mj2{Ctale| Ha}

A8
Endothelial Dysfunction
Blocker

SHA} QL[ Ef2

CFtL 2T AR

AREDS formulation AREDS2 formulation

AREDS |AREDS ¢

FORMULA FORMULA

?l O|0[X| & H=1} CHE & UASLICE

. CURACLE 30




[CUO6] 2a%t E1t0] }E CU06 &=

AREDS formulation AREDS2 formulation i —

AREDS |AREDS 2

FORMULA FORMULA

378
Endothelial Dysfunction OFFLE &I E F=AHK|
Blocker

=A
ngmans | VTN | cuns oo s
CUOBL E &M X7 = . HEEQ QH
CUO6 &= & T CUo6 : FX=A k=i JUE— TONE-¥<) . ML= %
FAM E step up (mild to severe)
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[CU06] 2021 10® Théa 22| License Out(O}A|OF H|2] Global)

Technology Licensing and Collaboration on Development

SERVICES NEWS EDUCATION ABOUT U

LE. (héaAnnounce Licensing and Collaboration Agreement
opment and Commercialization of Orally Administered Treatment for Di
Macular Edema and Wet-AMD

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

for a 'diabetic macular edema and wet-AMD treatment’ drug candidate

« Up to $2 billion in total payments, including upfront payment, pay for d P and regulatory , and royal
anticipated to be paid

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

October 27, 2021 11:47 AM Eastem Dayhight Time

2 Bil USD deal amount

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 ophthaimic company with a 150-year history, for the development and commercialization of CURACLE's CU0B-RE, that
as the potential to become the first orally administered treatment for diabetic macular edema and wet age-related macular degenerati
vef-AMD)

« Upfront : 6 MUSD
* Milestone :157.5 M USD
« Royalty : 8% of net sales (O} EO{0|= 7|F, 107+ 2F 1.85 B USD)

Under the terms of the agreement, CURACLE will receive an upfront pa
of $6 million and could receive up to an additional $157.5 million in poten|
development, regulatory and sales milestones, as well as royalties on
CUO8-RE is successfully developed, which will entitle CURACLE to,
[ be applied to patients whose to $2 billion in total payments. Théa and CURACLE will closely
WWOrsep” {0 TesISIaNce 10 | the clinical development of this novel oral drug. CURACLE v
. ~thopefor | for the Phase I 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|

e world’s first vascular endothelial
ction blocker developed with
E's SOLVADYS platform technology,

- [H[Of : OFA[OFE M 2let T MA XY
™

« b2 OFA|OF X[ EHHO| Cigt =7 /O T &
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Théa: 150 years dedication to ophthalmology

O Theﬂ One of the Global Leaders in Ophthalmology Market

let's open our eyes
Global Presence Fast Growing

20 WA >10 %

CAGR (2011~2021)
countries ”

Full Range of Product / L
All area of Ophthalmology -
* Cornea: allergy, dry eye etc o
> 200 * Glaucoma _“ b
* Retina e
* Ocular infections m "o
* Eye surgery / I I ,}
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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
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=(2017.11))

o & 2= A|7]
2022.01- 7HA|
2026.12 - &

o] 2t= Al7]
2022.04 — 7§ A|
2023.06 - &

Z=(2022. 09

oLy

A}

CURACLE 34



[CUO6] S 'E

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

N ' N
Total number of subjects = 24

£00mg D/ - Twice a day (12 hours interval), 7 days completed IND for Phase za FirSt Patient In
600mg/'[:|/ .Phase 1(US) (US) (US)
300mg [ ] r%az;czmgalo R in June 2022 - Approved in Dec 2022
100mg D/ Take in the morning, take - /" Once a day, 7 days without SAE T3] 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 . L W,
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[CUO6] 22 AM2a%t SAB (Scientific Advisory Board)

David Lally, MD
* New England Retina Consuitants

3640 Main Str, Ste. 201
Springfield, MA

Jeffrey S. Heier, MD Carl D. Regillo, MD
* Ophthalmic Constitants of Boston » Director, Retina Service
50 Staniford St, Ste. 600 - Wils Eye Hospital
Boston, MA R » Professorof Ophthaimology
ok 3 Thomas Jefferson University
Coordinating Investigator Priadeplia, PA
Charles C. Wykoff, MD PhD

* Refina Consultants of Texas

* Retina Consutarts of America

* Houston Methodist Hospital &
Blanton Eye Institute

David S. Boyer, MD Se Joon Woo, MD, PhD

» Retina-Vitreous Associates Medical * Retina Bio&Data Science Certer,
Growp Seoul Natioral Uriversity Bundang
1245 Wishire Bivd,, Suite 380 Hospital (SNUBH), South Korea
Los Angeles, CA
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[CUO6] O|= A4

Phase 2a Study to Evaluate the Efficacy and Safety of CU06-1004 for 12 Weeks : Tz tH’d SHIE.Z(DME) X} CH 4

* Randomized, Open-label, Parallel-group, Multi-center Phase 2a Study U O A E

Protocol No.: CU06-RE-P2A-01

o X} O] El
ClinicalTrials.gov Identifier: NCT05573100 AT A OIS

N etk 55
(2022-12-21)

AE®1,n=20

CU06-1004 100mg, QD

A" 2,n=20 CU06-1004 200mg, QD x7t &

1z

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

ORX|2t 31X} S2

Randomization
| Screening Y Treatment Period Follow up | GIO|E| 5
I I | =
V1 V2 V3 V4 V5/ET V6
(-28D) Baseline (4Wx7D) (8Wx7D) (12w+7D) (16W+7D)

CSR

“—0—0—0 00

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

ET : End of Treatment
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( <<% CURACLE

What’s NEXT after CU06?




Top Strategy of CURACLE: M 2% 2%

- & E 9 .30 2Humira, adalimumab)
4 2 9 otE2| R (adalimumab) , anti-TNF-alfa _
« & Z= Af: Of=H|(Abbvie) 47t HSS / B0 HlE
- 2of A% : 20034
£t - B USD
25 m FOE|A 2HE 2.8%
20 SEEYY

15

10

Ul

Source: StLtE & FXF A2 HEO| 2 Overweight, 2019 / Evaluatepharma 2019
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[CU104] A&

KlEHlel A U AR H

o

Jus
L)
0=
]

oA Y 2 0N T A jm |2
12 FO 0 b JhT riot oX o
1

lole
HU g3t
1

B =zx=H

N2H 58 | 2019

Therapeutic Ceiling

Aminosalicylates 24.4% Remission rates

Steroids 0.5% ”;:; -
Immunomodulators 8.3% :}E‘ ::“
Anti-TNF-alfa 34.8% B’

Anti-Interleukin Biologics 3.5% PR ,,';:h
Anti-Integrins 24.4% oy
Biosimilars 2.8% oiTE]:‘;: .

JAK inhibitors 13% .,’.'C% S

S1P Receptor Modulator 0.0% e e # R b

Source: Global Data Market Analysis 2019-2029, 2022

25l 2 (Remission rate) : AL IUHYES &1 U A7t 0| Aol fle SEH HIE

3 IR )
[HH AlZH [H g ]
« =8 87l= : 0=, EU 5=, Y&, FHLiCt + 2019 : 63 B USD

+ 20294 : 11.1 B USD

*« CAGR : 59 %
T2 : B USD

o

2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029

Source: Global Data Market Analysis 2019-2029, 2022

L IEEEEE

1.X|3tEl &5 25l 8 (Remission rate) * 2 A8tM 20~30%S

[=]
2. =7, &8, 4= =4d (mtolerance)

3. gtxt 8 X2z at0f tet HEdg0| =5 (high variables)
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[CU104] ME22 7182 H¥¢d tiEE X=X

Major Targets of UC Treatments

) - Intestinal lumen
- Epithelium
| I WkThamy ° %o ol | | I 0
0B 055 _ 5 & il &0 W &2 8 B8 85 8 _ B
D . % c
TLRS E-Cadherin T4 Lamina propria
/ Etrolizumab — 1 aEB
IL-12 iaki
¢ et
I i IL-23
IL-10 i i IEL ™ Brazikumab
: O : Dendritic cell Risankizumab
i | Mirikizumab
e Guselkumab
© Tcel Tofacitinib @ Blood vessel
TD-1473
Upadacitinib
Aprernﬂas{ Filgotinib IL-6
IL-11
s IL-27
[+
TGF-, ! w (etc)
? Ql\ AMP N,
3 BMS-
SMAD7
986165
Mongersen . 9 Lympiw
ne Transcription
Etrasimod .
. Amiselimod
Anti-Inflammatory | Pro—-Inflammatory Ozanimod

Inhibitors of (3]
cell adhesion
to endothelium

(1) Inhibitors of (2]
inflammatory
cell activation

Inhibitors of
systemic circulation of
naive lymphocytes

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

Key Therapeutic Concept of CU104

JLW% m”mmrum% i :
S
et LI bt o ot epithelium

Vicious O Blood vessel -' Cytokines
cycle of i
Inflammation ° ' ' )
Cell Dysfunctioned
adhesion -- endothelium
molecules

* Destruction of endothelial cell junctions
« Inflammatory cell adhesion & recruitment

Endothelial Dysfunction
Blocker

Cu104 v

(4] Inhibitors of vicious cycle of inflammation
by protecting endothelial barrier

Therapeutic merits of CU104

* Multi targeting to various cytokines

Local inhibition of inflammatory cell infiltration
Reduced cytotoxicity

Combination therapy

Adopted from Carsten Schmidt et al. Frontier in Pharmacology. 2021
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[CU104] C}¥el

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

CU104 (2.5, 5, 10mg/kg) or 5-ASA (100mg/kg)

¥ ¥ ¥ ¥ ¥ 3

1 1 1 1 1 1 1
< i i 1 1 1 1 1 > days
-1 0 1 2 3 4 5 6 A7

euthanize

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

2.5% 2.5% 2.5%
DSS H%O DSS | H%O DSS H%O
l l l l l l TEER

-1 0 1 2 3 4 5 6 7 8 9 10
CU104 10mg/kg/day

( AOM/DSS induced colorectal cancer model )

AOMip
10mglkg

Dss Dss Dss
1 1 ! ! | » weeks

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

25% H O 25% H O 2.5% H O
i i i

*analyze inflammation-mediated tumor formation

DSS : JOMZE mtustd UC 28 /& DNBS: ZHTYS FE510f UC ZH R AOM/DSS :

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

( 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 ] I ' l la
| 1 | 1 | | ] | " days
A 0 1 2 3 4 5 6 7
t Days

CU104, Tofacitinib
or Ozanimod

( IL-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)/DSSE UC 28 S & |L-10 KO : SFX} ZXO 2 |L-10 CURACLE 45

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



° DSS (dextran sodium sulfate) & 24 A|2k4 At e )

Vehicle or mesalazine or CU104 oral administration

vyvyvvwyvwyy

< } i } } } } } >
- 0 4 5 6 7
2 3 i

euthanize

)

Colon length 2| 3|=

DSS+104

10

8 ok %k k
i * i 4
o . Ko
4
2
o T T T
EA

Colon edema 29| Zta

kK

Colon length(cm)

HiHH
40 - -
Mo A
30 adda ok ok
g <A -
g 20 . v
=
w
10
o
> & K\ >
© S & S
< &
9

Disease Activity Index : UC2| &3} HE. 420 217t U2 42 H0tE Body weight loss : UCE 215t K& Z4 Stool consistency : H2| 27|22 HAt T4 &5

Fecal blood : & M & =30 UC ST E7F 104 = CU104

e It £ X| H (Disease Activity Index) | ZZ

(A) Body weight loss
1101
100

90

Body weight change(%)

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

(C) Fecal blood

Fecal blood
N
*
L%l
*

%* %k

DO D1 D2 D3 D4 D5 D6 D7
-o- ctrl -4 DSS+M
- DSS -+ DSS+104

(B) Stool consistency

Stool consistency
N

DO D1 D2 D3 D4 D5 D6 D7
-o— ctrl —4— DSS+M
-= DSS -* DSS+104

(D) Disease Activity Index

< 8

(=5

&

S 61

£

>

=M

i3]

IS

L o

@

(5]

i)

oo > > > . g *

DO D1 D2 D3 D4 D5 D6 D7

-o- ctrl -4~ DSS+M
-= DSS -% DSS+104
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o
o
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©
L
(@]
S
2 51
2
I
0

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

o
OpA

Histologicl scores of colonic : &I =A+3E o+ ASMZ HE

SHOR Wokeh 4 42O BTL US B HOHY 104 = CUT04 CURACLE 47



e Expression levels of cytokines

(A) (B) (€)
T
401 ikl 150+ *E* * S 207 ok ok
= * ok ok * % T - - %
o E ) %k k %k 3k 3k 3k
<t -
<Z.;$3o— . <Zn:§100 5315 .
[ ] -
™ ol 5 . . £7 1
e . ° ez ° > 104 ol °
o «— 204 P =) I L s _1v
2 o E c ' _ — [ J °
= s 8.2 504 LI L5 % o o °
D » 8 & ° 2 [77) 54 L4 T ..
= ¢ 107 5] ° ° »n 1 L]
g t % :Cg- . ﬁ @ oo 00 .404. |—E—|3 3
= @ 64.8 58.1 Poe < . :
s 4 agefe 23.4 12.3 0 S = & > X o rTj 9' : :
N > & S
$®'® 0% ,?*%v x'@ &fz} 06 (o,?“% 28 &"2’}\'@ O% y\@?‘ x'\'g
& P 22 N > &
&° © 06 0%6 Y
© oz zzonsnzs )
Water DSS+5-ASA DSS+CU104
T 40
= sk *
~ °
(5] -
g 01 2=
T :
o 20+ ° T ¢
© hd b
3 .
[ J
L 101
<
S 26.7 14.9 18.2 25.6
0 L) T T T
© ] >
e & 28 S
> Q N O
A RS &
23 A)
Q

White arrow: colon vessel interruption, Yellow asterisk: vessel tortuousness

DSS : & I|A|

ZE O3t uC 22 S & 104 = CU104 5-ASA : I 2 HIEfA}(Mesalazine)
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(Chronic Colitis)

° DSS (dextran sodium sulfate) 5= 2Hd H2d CHE A 2 (Chronic Colitis) )

Ztg 2Md X| & (Disease Activity Index) 2| ZZ

2.5% 2.5% 2.5% 2.5% DSS 2,5% DS, 2,5% DS
DSS H%O DSS H?O DSS H?O 140= m— ‘—? ‘—é
— , — , > S o o o -~ Control
T 1304 i i i i i : - DSS+vehicle
1 0 1 2 3 4 5 6 7 8 9 10 weeks 2 | DSS+104
—h—
CU104 10mg/kg/day S 120~ kk
5
g1 P T o
© cizzoe 22 ) Swofd T T
@ P ;
Control Vehicl 10 K 90 LI I 1 i rrririu I 1T 1rrririririb Tl
ontro! ehicle m
: sk IR e e A A Yo s Yo Y
15+
h kol e Control Weeks
’g‘ : e DSS+vehicle
< 109 F*3 4 o DSS+1004 10mpk 25%.Dss 25% Dss 25%p%s
g s = g P P P
2 < o o o
S s a ; ; : : -e- Control
g 5 . ; ; ; | i -o- DSS+vehicle
£ /g - DSS+104
T T z, _5 Co L4/
A & F & 2 g i AT
} SIS 8 | AT /g
& S L 2 .5 [ .5
& 2 i " [ [ *
N @ - 5 S
X0 ; | -
a o-

) 1 1
A R AL T A S

Weeks

DSS : 4TI AZE THijsto] UC 2H K& 104 = CUT04 CURACLE 49



[CU104] DNBS =+ &

° DNBS(Dinitrobenzene sulfonic acid) 5= 24 HI¥d i 2 & ) e 2 24 X| & (Disease Activity Index) 2| ZZ
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NFB induction in HCT116 IRF induction in HCT116

sk %k 5k
% %k
37 * =h * Kok
% kkk kKK
* % % % 4+ R

2 = °
S 27 )
% % _:_ ° §3'
—~ ] B [ =
o 1 2-
O 1+ nd ()

P [ )
14 °
1.0 11.8] 1.7 |1.6| |1.5| 1.6 0 ‘1-0| 3.5 1.5 |[1.5] |1.5] [1.3
0
f S O O & 5 mml
S & @ © @ > WM S & @ © & P @)
S F L » & F L
O O\) 6‘? <0 O o s K
IL-1B poly dA:dT



[CU104] Summary
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: : — Interleuklns-IL 2 (Proleukln),.IL 7, I1L-12
cancer e tteeetaceteeencncateeencntarencacncnsanencnsnsnned :

Immuno Adaptive cellular Therapy '_ T-cell adoptive transfer: CAR-T (Kymria)
Therapy U :

Srvererrerrrreerrrerrrrresrrrreersrrmmmsreedth 5 [2] Anti-PD-L1 Ab: Atezolimumab (Tecentrlq) Avelumab (Bavenuo) Durvalumab (Imfinzi)
.................................................... (3] Anti-CTLA4 Ab: Ipilimumab (Yervoy)

Adaptive Cellular Thera MzpoloHoz Zors HH8H7| sl HIAMEZE AFRSH= X|E Immune Checkpoint Inhibitor : HY &2 AX K. QKXo HAYI|sE &
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NK cell infiltration & activity |
IFNy expression |

Tumor cell apoptosis |

@ Endothelial cell  ® Tumor cell
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Vascular normalization |
Pericyte coverage |

Vascular leakage
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IFNy expression

Tumor cell apoptosis
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NK cell infiltration |
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'‘CU106 + aPD-1" inhibits tumor growth ﬁcolon cancer) and extends '‘CU106 + aPD-1" improved tumor vascular normalization and
Mouse surviva

decreased hypoxia & abnormal vessel density
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'CU106 + oPD-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)
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+%* IL-2 as an anti-cancer therapy
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Acute kidney injury
Prerenal vs ATN

€

Kidney Int. 2017 Jul;92(1):37-46.

¢ Advantages of CU106 in combination with IL-2 combination
» St 4S5t &8 2 A S therapeutic window EH
[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
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[CUO1] Tt

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

Study Title assessment and safety evaluation by treating CUO01-1001 for 24 weeks in type 2 diabetic nephropathy patients with
albuminuria

« Type 2 Diabetes

Inclusion/Exclusion | ACEi or ARB use at least 8 weeks before the screening

Criteria
« 200 mg/g £ uACR £ 1000 mg/g
CU01-1001 120mg, BID
€CU01-1001 120mg, TID
Placebo
Study DeSign Randomization
Screening ‘ Treatment Period | Follow up
V1 V2 V3 V4 V5 Vé V7 V8
(-2wW) (0D, Baseline) (4W7D) (8W=*7D) (16W £7D) (20W £7D, Phone) (24W +7D) (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 £ 2F5t de JF

kl

"ot 4502 olgk MBSl JSHHE M uACR : =3 LEO 320tE|H B[22 30mg/g 0/2H0| MMk CURACLE 63
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Oncology Pipeline
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Stage 1 (~2023)
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8 °F T F M| &

HWELSEHS = =l A| £ A
(THYl: o) (EH: EyREel)
T& 2019 2020 2021 2022 T2 2019 2020 2021 2022

TSRt 13,649 10,735 46,522 33,407 R Bl - - 6,255 3,583
H| FS At 1,875 1,952 19,007 22,251 EE|(OHEY) - - 6,255 3,583
NN 15,524 12,687 65,529 55,657 =50/ NA NA NA NA
FSF 321 5,262 2,384 1,371 =] 5,734 7,853 13,125 15,565
H| 7= £ XH 29,968 699 8,128 8,116 IeolY (5,734) (7,853) (6,870) (11,982)
S B 30,289 5,961 10,513 9,487 7|Et=¢ 0 22 84 34
e 1,773 5,475 6,844 6,923 7|EHH| & (11) 61) 165 85
AN F 0 45,989 99,848 101,263 =Z8+Y 166 139 363 1,098
7|EfRtE 1,291 1,718 1,650 2,597 I 8H& (8,410) (20,856) 91 471
ooz (17,828) (46,456) (53,325) (64,613) MZE oY (13,989) (28,610) (6,678) (11,406)
X2 EA (14,765) 6,726 55,017 46,171 27]=0/¢ (13,989) (28,610) (6,678) (11,406)
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