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Discovery Preclinical Phase | Phase Il Phase Il Launch

| Diabetic Macular Edema
I ' o = a7 o o] ; ¢ \I
| cuoe |L-__‘e=88®BAV®) | _______\ETTTTTE S 2 Y et N2 | OPAOLHIQ H A K|S 25T |
| i 1 (2021.10.27) i
Wet Age-Related Macular Degeneration . |
: (SM TUHA) 27 o|= 4 24 IND HIZ 0fE, 2023 “=——————————————j————————————————‘
- cU101 Myocardial Infarction P e LTIV
CU06 (Al2AM) T O] A4 14 28, June 2022
SIXl Mo = .
cu10z [af-; ;;gén:;; 87 0= Y& 14 &8, June 2022

cuios

[;t:E] HWZ A} 02 A 14 22, June 2022

Z = &

Horle HEENEHCJEE} 27 O)2 A 14 2H2, June 2022
edi ioed

CU105 *;;.:E"j;"’g‘f,;; _%'““ AT 0|2 A 14 2b2, June 2022

cuo1 e a7 AN 2b 4 AIEAY 5O
cuos P a7 A 2a A CSR 2T M 22, Jan 2022
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Preclinical Clinical

Lead finding Profiling In-vitro PoC In-vivo PoC Toxicology Phase | Phase 2 a+b Phase 3

Angioedema, inflammation inhibitory effect

Angioedema, inflammation inhibitory effect

Angioedema inhibitory effect

*TME modify & **VLS targeting inhibitory effect

Diabetic vascular mutation and renal fibrosis inhibitory effect

* TME: Tumor Micro-Environment, **VLS: Vascular Leakage Syndrome
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1986 1998

2003

(Int. J. Mol. Sci 2022; empha5|s added)

2021

Ludmer et al. Furchogott, Ignarro and Murad

Introduction of Endothelial Discovery of Endothelial-
Dysfunction in relation to Derived Relaxing Factor (EDRF)
coronary atherosclerosis being nitric oxide (NO) and

signaling molecule in the
cardiovascular system

JACC

State-of-the-Art Paper

Widlansky et al.

Clinical utility of endothelial
dysfunction as a surrogate
marker for evaluation of
atherosclerosis & CVD

Cells
Review Article

Hennigs et al.

Vascular endothelium is the
largest organ in the human
body

Reviews heterogeneity and
targeting approaches of
vascular endothelial cells

.

s — ]| .|||I|||||“H“MH|M

PubMed2|
“Endothelial Dysfunction Z A

2023

J'l_l.n

/
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: Extracellular matrix - T, " R ——
A Healthy Endothelialcell  Red | B Vessel density . Endothelial C
endothelium with tight junctions .b'°°d°9"§ and perfusion dysfunction |
Vasodilat ? A Z i
* Nonperneatle 0 <@ Neuwop Pt ; P 4 x

* Anti-inflammatory \ ‘Macrophage / ,  Macro- : e c=
/ o Monocyle molecule No vasodilation

2 Anu.mrmwk -------------------------------------------------

in response to a
vasoreactive agent

I1:D Permeability 7 Expression of E:l

I ¢ “adhesion molecules |

Our publications on Permeability | It dentiinctcns A oytokinest i1
Blood (2009b) > | E-selectin Cheor:-:::rt:c = |
J Neuroinflammation (2020) I oo ety - e
Exp Mol Med (2020) : T st :
....................................... Transmigration

: F Vessel wall Thrombosis G :

infl ti :

Our publications on Inflammation I intamma 'o: S e Reddl ]
Circ Res (2005) »> | e S S plesicte I
J Neuroinflammation (2020) 1| ocomveee B ® red blood celis |
Exp Mol Med (2022) | e E::::sh;:i‘zl cells |
I e von Willebrand factor :

: ‘Extracellular | /]

Our publications on Angiogenesis I fnatibe |
Circ Res (2008) Nat Commun (2015) | 1
Blood (2009a, 2009b) J Cell Biol (2015) > | newvesseis :
J Clin Invest (2011) J Clin Invest (2017) i preeustng I
Biochem Biophys Act (2013) : i
L“:.:.:.:.:.:.:.:.:“- L B N N N §B §B B B B | -I

Adapted from Frontiers in Medicine (2022)
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CURACLE's Endothelial Dysfunction Blocker

SOLVADYS® Development platform
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End-organ dysfunction and damage
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Source: Kidney International (2020)

Anti-VEGF
Anti-VEGF & Ang 2 inhibitor
P2Y12 platelet inhibitor
HMG-CoA reductase inhibitor
factor Xa inhibitor
P2Y12 platelet inhibitor
HMG-CoA reductase inhibitor
5-ASA
Anti-TNF

JAK inhibitor
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DIABETES

l l— ( Systemic
Hypertension HYPERGLYCEMIA —— Dyslipidemia
l Biochemical and Molecular Abnormalities
_ — r--TI;s:u-Iar---' (Polyol, AGE, PKC & Hexosamine Pathway Activation)
°E-||;|'LH.I.I.I7IEI° OH L_ Ey_siu_nsﬁ_o:_J l l l
N,
\,
|
HYPOXIA ROS INFLAMMATION | CSteroids )
\ l / A o| B=xd
Cytokines & Chemokine AQU ;/EGCE—l Ei_l'—_
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— - R — D S —
LT 7| 5ol __l: P Thickening of | quostasts
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Diabetic
Macular

' Edema
Source: IOVS (2016), Statistics from CATT, VIEW |, VIEW Il Studies
% CURACLE
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Stroke
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*wet AMD
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Diabetic Neuropathy
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Bioorg Med Chem 2010
Arch Pharm Res 2012
Eur J Med Chem 2014
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MEAFE % HI-II3LI\J/IVEECC I—||_|CRI\5ICEIC Sy A 7 AKT, eNOS 23}

VEGF, Bradkynin, cAMP 23t
HUVEC, HREC Histamine, IL-1B, IL-17, MCP-1 Rac1 283t X RhoA X
TLE TIEA o{x 1 7 1 ] - ] ] . ol
IS A HBMEC Thrombin, Cortactin Q14t3}
TNF-a, H.02 MZELY ca®* 9|
VEGF, Bradkynin,
e Histamine, IL-1B, IL-17, MCP-1,  VE-cadhein QIAt5} X ExhA)HH
d] q ] ] 1 ] =
HEHIZ A st HUVEC, HBMEC Thrombin, L URTHAY CHUT 2o oK
TNF-G, H.O;
VEGF, Bradkynin, cAMP g3}
Cortical actin ring Histamine, IL-1B, IL-17, MCP-1, Rac1 243t 3 RhoA K|
2E 9X| e Thrombin, Cortactin ©14t3}
TNF-a, H.0; MIZLY Ca2+ X
NF-kB 22t 2|
K} C}EH Xl _ _1) EiS
A= ofF| HUVEC, HBMEC IL-1B, TNF-a, LPS =0 e E('CAL\{',J' peANl S =
O =
IS M= 25 oK
aHitst HUVEC, HBMEC IL-1B, TNF-a, H20;
LHT| M = =3} K| HUVEC, HBMEC 2712 ATHEl 2, H20: B-galatosidase 3 p16, p21 &2

» HUVEC (Human umbilical vein endothelial cells) :Ei & 2t 2 2 H {2l =l LYo M| =

+ HREC (Human Retinal Endothelial Cells) : 217t Watgiato = B E Q2| E Lo M=

» HBMEC (Human Brain Microvascular Endothelial Cells): /7t | M@ 2 2 £ E Fei & LHO A=

» HCMEC (Human Cardiac Microvascular Endothelial Cells): @17t M2 DA 2o 2 £ H Fef &l LI A=

&

[

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
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ALI: Acute Lung Injury

ARDS: Acute Respiratory Distress Syndrome

LPS: Lipopolysaccharide
IR: Ischemia-Reperfusion

MCAO: Middle Cerebral Artery Occlusion

ST: Streptozotocin

CNV: Choroidal NeoVascularization

KO: Knock-Out
DSS: Dextran Sulphate Sodium

NASH: Non-Alcoholic SteatoHepatitis

CUO06 Efficacy and MOA in disease models related to Vascular Endothelial Dysfunction

-

852 g

Cuo6 £9
Hoj B W S22

73 =k HZ Hio|20HAH
LPS 2a x| [P TNF-q, IL1-g A2 e A7
M
(11 =48 H&d e Cecal ligation FIPN TNF-a, IL1-B, IL-6 24 o= e
Dog LPS FTPN i TNF-q, IL-6, IL-18, MCP-1 Zf 2 25 3
[2] 23 Rat Left artery ligation a4 O M2 8| Hizs IES oo
S /AN A A —— —
(/MR &) Pig Left artery ligation ki Chs
3] HES Mouse MCAO FAEN K| A e a7
CIE/MER £4) Rat MCAO ga FX g o5 oY
[4] Eutes Mouse ST-induce diabetes A 2= Chs
-Te Dog CNV za KX o5 Can
[5] SHY LS Mouse Bradykinin C1 inhibitor KO FAEN A= a7
[6] HE CHEHA Mouse DSS e S| e TNF-q, IL1-B, IL-6 Z2 s Cha
[7]1 HIE3ASE XLzt Mouse High fat diet des o PAEN TNF-a, IL1-, IL-6 Z 2 9z a7
8] B Mouse MC-38 syngenic A | A= e
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CHir 4 2t 2.5 (DME)
S 2 QIS R MZEH0| HIME|Of, 2Ete| EFO0|Lt Ol E- 2 Qltt
NEfROIE Yor|s e

— =21

AREDS

FORMULA

FORMULA

—
%EY 4EY Et2U FHE=E

gm Ranibizumab | Lucentis VEGF-A

i Afl
a1 ibercept Eylea -

a g &8 (wet AMD) ol P ’ YEOTA, PIOT OHRLYZEAL

Lol SO2 o H|™HAMMO| MAN 2= MO 2 A3 A& 2o 7|= Azt ol Brolucizumab Beovu VEGF-A

Faricimab Vabysmo VEGF-A, Ang-2

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

B ozzoz+e )

o Anti-VEGF 21} £X5 / 2HtS H|8 40%**
, wecmon - QI AT FAJO] 2 SIS/ BEL BN 2T
Rupture of BM
®  Choriocapillary loss . xAl- _I_O1 2|A o|-7:|| XI_“ é II O|_| XIE O‘IE:I%)
- 43/ SRE flot K& oot 25
** Source: Eye (2015) https://doi.org/10.1038/eye.2015.48
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Q4T MBI AN o Bt H2URY) )

7| &= AHH|(Anti-VEGF X| 2 X, Eylea) 35% vs CUO6(AT £0]) 48%* L3t &
Ang20] ofot Htee TIEOZ AR

— 150~ i
X 48% Reduction
=
2 100-
5 .
E T
£
S 50-
(/)]
o
(o]
=
.
V.C 5 10 20 10+10
1004 (mpk)

*<(0.05 vs. Vehicle control

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

M HO ok

124m 90nD
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[HA AlEH [SHp A ZHHEE = &4 ShdbH M)

« F2 774= : 0/=, « 20213 : 54 B USD . 2021 = : 74 B USD
EU 5=, & +2031H : 11.1 BUSD « 2031 : 229 B USD o = — AR e
O0e - CAGR : 82 % «CAGR : 12 % G| OFAF SOOI MEERE
aLE o

Source: Global Data Market Forecast 2021-2031, 2022 Source: TOI's Consulting in 2021
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[CUO6] Treatment Paradigm Shift (2=

A8
Endothelial Dysfunction
Blocker

SHA} QL[ Ef2

CFtL 2T AR

AREDS formulation AREDS2 formulation

AREDS |AREDS

FORMULA FORMULA

¢l O|0|X|= d=1 BHE 5 ASH T
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[CUO6] X|= 21}0j [}E CUO6 &=

AREDS formulation AREDS2 formulation i —

AREDS |AREDS 2

FORMULA FORMULA

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

X223} 74 cuge > T M CU06 =< FAHl | CUO06 << FAHH|

CUOBL E &M X7 = . H2EQ QH
CUO6 &= 70 T =k CU06: =X =X S0 EESXES . H2SZ A (mild to
TAHE step up 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 ,}

CURACLE 30
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| Partner | indication | _Technology R&D Status

RABED) L DS dmam LT cuos e dgns dhan AT
oo - Ud&5E FUHY GRNA OLX301A Y14 IND 52/(2022.08)
SES G N e S @e oz gy 90D
O 71 1--L oo
- Beasys v 52 PR ) ey
Coave(Z ) (i_ﬁ,)AV—Ligand Y& EH  CPDE6D 5055 01 sy
= 2026.12 - B
Nevakar(0| =) . (”zt”%“#itﬂé% - 7Y 9ol A;Av-Ligand 2R k002 QAN34 DY Fo25 483 ol ™
. ChipHIA SHiEZ a2y Tl = (2020.10)
RippleiLTH) | Sioioe & e oty Fae) "TEOEE s S S oA
2023.06 - B
Remarks

* o EE
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https://clinicaltrials.gov/ct2/home

CURACLE

therapeutics

=(2022.091 741

oF LY

AL

31


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

[CUO6] T HH

2ad Al (O]

Stage 1. £/ 28 & &'SA/B(SAD), 22/ Stage 2. LfSE & &' A/ B(MAD), Z 2/
4 ™ g ™
FH &AL == = 563 FAH [HaA 2> = 242
(BEEY, AMEE: TE=6:2 1200mg (DEEH AHTITE=6:2)
N
300mg h ‘ 12 2512 A] 7F FH), T2 I:Ilq- OILI—Z AL
= a
soomo [ S2as
— 1 200mg BID / ARl 7H Al
300rmg [T mg o
/.D 122 o0z (2022'd 108)
100rmg [ ] Oftl 28 NS 15/ o 1218, 75
:‘?’5, 200mg
A0NTFNE o . 1218, 72
, 200rng
\_ a2, \ y,
¥ SAD+food effect study with 56 subjects
7‘|EH 8¢t 1200m 7|'X| 3EHO| b F% (SAE) HAEI completed in Nov 2021 and no SAEs or

adverse events related to changes in vital signs
or EKGs were reported.
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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

AE®1,n=20

CU06-1004 100mg, QD

A" 2,n=20

CU06-1004 200mg, QD

CU06-1004 300mg, QD

AME# 3,n=20

Randomization
| Screening Y Treatment Period Follow up | GIO|E| 5
I I | =
V1 V2 (0D) V3 V4 V5/ET V6
(-28D) Baseline (4Wx7D) (8Wx7D) (12w+7D) (16W+7D) CSR

*[Stratification factor] Treatment-naive (50%) : Non-treatment-naive (50%) = 1:1
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=2 AH2a4 SAB (Scientific Advisory Board)

David Lally, MD

*» New England Retina Consuitants

Carl D. Regillo, MD
« Director, Retina Service

Jeffrey S. Heier, MD
» Co-President & Medical Director,

Ophthalmic Consultants of Boston Coordinating |nvestigator Wills Eye Hospital
+ Assistant Professor, Ophthalmology, Tufts * Professor of Ophthalmology
University School of Medicine Charles C. Wykoff, MD PhD Thomas Jefferson University
Philadelphia, PA

* Retina Consultants of Texas
* Retina Consultants of America
* Houston Methodist Hospital &

Blanton Eye Institute
David S. Boyer, MD Se Joon Woo, MD, PhD
M * Retina-Vitreous Associates Medical * Retina Bio&Data Science Center,
Group Seoul National University
« Cedars-Sinai Medical Center Bundang Hospital (SNUBH),
* PIH Health Good Samaritan Hospital South Korea
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A E 9. =0 2KHumira, adalimumab)
N &2 9ot R (adalimumab) , anti-TNF-alfa
N = Af: Abbvie
HhOf | 20034
9| - B USD
25
20
15
10
5
0.3 0.9 I

O 7777777777777777777

S q/@b‘q/@ q/QQ q/QQ

Source: StLt=

85Xt M2k HFO| 2 Overweight, 2019 / Evaluatepharma 2019

2.8%
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[CU104] SIE H¥/d CHEA X|=HHO| ot

(08
>
0%
rok
o
_/

1 IEERE

« LCHEFO| MO} cE
459 ;q: GbINES (A ThEe)
Jo= or= . ZQ gJ|= 0|2, EU 52, Y&, FlLict + 20199 : 63 B USD
=2t - 20294 : 11.1 B USD

- BN X = - CAGR : 59 % el 5 uso
HaoH0] HA| 12

- OHEY0| 21 10

- TR IYLR 7
HoH S 8

6

4
B ==xgzx )
X2H E2 m Therapeutic Ceiling 0
2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029

o

Aminosalicylates 24.4% Remission rates
eroids 0.5% . aon Source: Global Data Market Analysis 2019-2029, 2022
Immunomodulators 8.3% "‘i (St " "

| ol fon L IR )
Anti-TNF-alfa 34.8% e
Anti-Interleukin Biologics 3.5% PR ,_';\"“ e N

. . _ P oy 1.83tel &5 262 (Remission rate) * 2 AotM 20~30%S
Anti-Integrins 24.4% 1.5 [ &>~ x| ot
Biosimilars 2.8% mr:':] - oo

' ”",m:;—:’f“ 2. =7, &8, 4= =4d (mtolerance)

i i | 9 IEEE' —t e P~ . .
S 5% e o g e s g g 3. 8tAt 2 XA mE a0 Ciel HEd80| &5 (high variables)
S1P Receptor Modulator 0.0% Remision in therapy grovp (%) Rermisaion in placebo gro

Source: Global Data Market Analysis 2019-2029, 2022
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& A Epithelium g - , . .*' .k

o ° o cytokines

oH=09| ':'_ fom]
8 © —l Cell adhesion
‘ O} =3} molecules
| s COes eeseee
o P <112 Briakinumab 2AME| LI H| =
Covtis e IL-10 IEL SO A 2, LAy *LHI| M| 2 B (junction) 2| I}
R * Brazikinumab *ASM = 2% 8 S (recruitment)
. . : ¥ ‘ Risankizumab
1. Inhibitors of inflammatory I v Mirikizumab
. . -
cell activation : S Guselkumab
| T R R 2. Inhibitors of cell adhesion to endothelium
| TO-1413 Lo Blood vessel Ccul04
1 Upadacitinib ! ) )
Qe | Filgotinib :t161 Endothelial dysfunction

blocker
(tHz| 71's Zof XEHA)

Vedolizumab

e Lymph node

L]
‘ 2 PN 4 < Lymphocyte :
' anti-inflammatory v A = >y 7/
effects IL10' e 123 _ pifferentiation > -

I~ TNFa  cytokines

| IFN
Etrasimod

Y 1 ‘V
o O e e AN { Amiselimod ---..-;. * g *

Anti-Inflammatory | | [IEFGIRTGMMEtORNA
Ozanimod

3. Inhibitors of systemic circulation of naive lymphocytes

|
1
|
|
|
*& - Proliferation |
1
|
1
|
|
|

Adopted from Carsten Schmidt et al. Frontier in Pharmacology. 2027
CURACLE
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colon vessel diameter(pixel)
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Ctrl: Control

DSS: Dextran Sodium Sulfate
M: Mesalazine

1004: CU104
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° DSS (dextran sodium sulfate) & 24 A|2k4 At e )

Vehicle or mesalazine or CU104 oral administration

vyvyvvwyvwyy

1
O wllm
N
W e
N
w
[e)}

>
b
i

euthanize

)

DSS+104

*Edema= Colon weight/length ratio

Colon length 2| 3|=

)

10

8
6
4
2
o T

*

Colon length(cm)

N
<

Hit

|

3=

N r
S

&
<

Colon edema 29| Zta

3.;*
Ko d
s

&

i

] *
Mo A
30 adda * ok %
g <A -
g 20 . v
<
w
10
0
N =] B >
< F F ]S

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

(A) Body weight loss
1101
100

90

Body weight change(%)

% %k %k

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

(C) Fecal blood

47 ok k
*okok
5 37 *EE *kk
8
S 5 o
3
3 *ok
o
1-
0
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, * %k
<
3 61 *k ok
k=
) *:l *ok K
= 47
i3]
IS
L o
@
)
L
oo 4 4 4 ® ®
DO D1 D2 D3 D4 D5 D6 D7
-o— ctrl —4— DSS+M
-= DSS -+ DSS+104
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(Chronic Colitis)

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

)

2.5% 2.5% 2.5%
DSS H%O DSS H?O DSS H%O
| | | .
[ [ [ [ [ [ "
-1 0 1 2 3 4 5 6 7 8 9 10 weeks
CU104 10mg/kg/day
© cizzoe 22 )
Control Vehicle 10mpk
%k %k k
15-
h okl e Control
E s o DSS+vehicle
= 104 F*3 4 o DSS+1004 10mpk
> =
5
S 57
o]
o
0 1 1 1
S ¢ &
& o);&
&

B
o

M9 X| & (Disease Activity Index) 2| AZ

)

Body weight change(%)

Disease activity index(DAI)

2.5% DSS 2,5% DS! 2,5% DS
140 f—

; ; ; ; ; : -~ Control
130+ ; ; ; ; ; ; -m DSS+vehicle
L20- 11, — DSS+104
110 : ; . ;

100 L : L
90 1 I 1 i L L DL L L I r 1T 1mr1rriririririu
’I/ (L'lx\"bq/ ’lx N ‘1% (o’l/ q/,\'»,\’b%'\/%'lxqﬁ\'qﬂ/'&f\/
Weeks

2albss PEEY 23%DS
8m oo P oo

: i i ' i j -e- Control
o i -e- DSS+vehicle

-e- DSS+104
2+ .

O-

) 1 1
A R AL T A S

Weeks
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° DNBS(Dinitrobenzene sulfonic acid) 5= 24 HIZE CHIEE 2

DNBS-induced acute colitis model

Intrarectal injection of 2% DNBS in 50% ethanol

Fasting DNBS Sacrifice
L ! L L L L L
1 1 1 1 1 1 1 1
-1 0 1 2 3 4 5 6
1t Days
CU104 (10mg/kg)
or Tofa ( 30mg/kg)

. Tofa: Tofacitinib

) @

fecl
o

Day

A 2Hd X| & (Disease Activity Index) 2| ZAZt
_ 130 207
e\i é Con
% o 5 N Veh
% _g Cu104
g B
= 0 > Tofa
E ; 4_
.% 100 8
[
z ©
S (]
8 0
[a

)
ol
N
L
1o
oM
10
o}
5

Q

Control Vehicle 10mpk

Tofa

CICH XE T  SETETEYCF O T XEE O BE AEF P

) NN

Colon length 9| 3|=

Colon length (cm)

ns

*kk *k%
8-

HiH#

Con Veh CU104 Tofa

Colon edema Z2

weight/length ratio(g/cm)

o

o

@
1

o
o
T

0.04+

o

o

N
1

o
o
T

Con

Veh CU104 Tofa
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[CU104] IL-10 Knock-Out O} A H ¥ O

Xt
o

) @

© ' vonien arome g

Z'H 2d X| & (Disease Activity Index) 2| ZZ

Body weight (%) DAI (avr)
1109 xxx 47 -o- Water
) *
CU104(10, 20 mg/kg) or 5-ASA(100mg/kg) o ***13;1*** £xx ¥y
FVEY VYV VY g - 55 Jleed
%k -+ DSS+CU104(10mg/kg)
: | | : : | | | : : 90+ 24 -+ DSS+CU104(20mg/kg)
0 2% DSS 7 water 9 * * 3k ]** —+- DSS+5ASA(100mg/kg)
80+ 1
2% DSS Water
70 I | L) T * L) I T =
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
© oxzosn )
Water Dss Colon length (cm)
Veh Veh CU104 (10 mg/kg) CU104 (20 mg/kg) 5-ASA (100 mg/kg) 154
M 80*H @ @@@ —— -
N f;’ ‘ [ 10 °
{ i ! eaze pda e
@ C)
! ! F ! ‘ i ’ r o py . ol®
. . } i '
' ’ ' R , )
' 2 AL S ) . ! ! ! * R
i ‘ . L} | k \g&"z’ 6)(46 %\\l-q %\\l-q %\\l-g
i = S S s
F &
\5\' o’\* (=)
O O X
<3 2 <3
- M EAE AB|YI XS D4 ATAT FEAT VY 3 T
o= - |_ = oo o &
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ol 2t5d H IO S (Ulcerative Colitis) 2HAIE CHA O 2 CU1042| CHH Hut R 2 d2 "HIHSH| 2ot £
= - (Randomlzed) 0|% WA (Double-Blind), $12f CHZE(Placebo-Controlled) A 24 A|H
- 259 HEUEEUC) SHAOA 8F 7 CU104 BT F0] Al eHH d(safety)dt 72 d(efficacy) 2 B7I5t A} g
o2 X « 8 XHOf| AA HES(clinical response), &&& 28l (clinical response), 7é‘.“:'—.P X[ (mucosal healing) 2 HEE|=
= cu1042| f2d ot
« AF7|2t T CcU1042| A L2k M (tolerability) B 7t
CU104 100mg, 1¥ 13|
CU104 200mg, 1¥ 13|
CU104 300mg, 1¥ 13|
ol M7 Placebo, 1 13|
Screeningl Treatment Period I Follow up
Vi v2 V3 va V5
(-2w) (0D, Baseline) (4W £7D) (8W +7D) (12w +14D)
CH & Xt == 120 E (Z Groupd 30 & 2HXh
«  8FXHOf YAH 2SH(Clinical Remission) Off =2rst BHA}F &~
_ - 7|X X[ CHH| & Mayo Score®| 3} (Change from Baseline in Total Mayo Score)
X & « 7|MX| CiH| & Mayo Score2| B3} (Change from Baseline in Partial Mayo Score)

« 7| MX| ChH| -n-’5|'5 Ol "Ito| B3} (Change from Baseline in Histologic Assessment)
H

« Xz R o[BSl =2 5% (Number and Severity of treatment-emergent AE (TEAESs)
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B ze ) EHE FHo) HASE B8 AR
v Cl-esterase inhibitor(C1-INH)2| SHE Zzfo] olsjrExiol PR Z0| LA a Bradykinin SH0|M &5 T} )
St 8| EEH1:50,000)
v Ze Fu| Mots 9 mjst = [ YA X252 71 51t (F2HF+E RaECE AN )]
v AR, EE, fEE Y R
< 37 2% “f SR
v Type 1: 8%t 5 80-85% it i?ZMl i |_I_I_[
v Type 2: X} & 15%-20% “-gﬁg. _——— == eon ot
v Type 3: Super rare [Bradykinin 2 = El BHO|A HUVEC HE X min|SH Y ZhA]
v X REX| %2 R E2| SXIE2 HMojr SO o Ho| 2/ o43tE A

B Jzdemed v )

Gephes (el T}

J__I_i
--- -

v' Firazyr sales $663 million in 2017
. onge . e~ —
v Kalbitor sales $67.3 million in 2017 e C1-INH ZE S REoAM 25 E7t )
v" Ruconest sales $180 million in 2021
(estimated from the first half sales of 2021) T — o ot
Back foot
v Takhzyro sales $840 million in 2020 b X : - o
(estimated from the quarterly sales of Q4 2020) ‘ i i T
: i it
Source =l i ji é%

X X . & =] & ot &
:https://www.genengnews.com/news/fda-approves-shires-projected-blockbuster-hae-treatment-takhzyro/ ~ . “ H
https://www.prnewswire.com/nl/persberichten/pharming-group-reports-financial-results-for-the-first-half-of-2021-863874136.html 3 |
https://clarivate.com/blog/shires-takhzyro-anticipated-to-dominate-the-market-following-on-track-approval-in-hereditary-angioedema/ | | | i KO KoM LA K Kot
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[CU105]

VE-cadherin phosphorylation 1 & F-actin formation
— EC junction disruption 1 and EC contraction
— Interendothelial cell gap formation 1

\Vascular integrity | — Fluid extravasation 1 — Edema formation t

(" c1NH &Edema formation in C1-INH-HAE ) )
deficiency HMW
kininogen .@ ®
Kallikrein —2 > \(_ §-“?( i_f :} > Q ( ) '@Ddf\ 1_3 ) —
.. VE-cadherin phosphorylation EC junction disruption & EC contraction
Bradykinin & F-actin formation 1 — Interendothelial cell gap formation Fluid extravasation 1 — Edema formation
. N\ o
/:C Vehicle = CU105 );’
CU0G-1004 —  ( (-

Protects & stabilize cell to cell junction

N v

~
|

OO 4
K activates EC

/:_—----x.

- ? ( e 2

VE-cadherin phosphorylatlon l & F-at:tln formation |
— EC junction disruption | and EC contraction |
— Interendothelial cell gap formation |

\Vascular integrity 1 — Fluid extravasation | — Edema formation l/

/

HAE X| 20{|A cU1050] 7|CHSt=
XNz &3

1. 47459

|8 St

ma|sh p7take

o

vk W

= O
2E 9

O HAEO| Al X|& =1t 7|}
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Type 11t Type 22| R ¥ 5 F (Hereditary Angioedema) SHXHO| Al 12F2ZH CU1052] B £ 0f ozt &4
75 A (HAE attack)ol oy fadat QHH-dS EI1ohr| feh Bh7ZHmulticenter),

(double-blind), ?12f CHZ(placebo-controlled), ¥ & 7| (parallel design)&l &4 244 Al

=2 fin}
= -

B2l (randomized), 0|5 WA

ofof ofet 29

ek
e

=
T

Type 11t Type 22| R7d HEEZ(HA) 2HAHO| A 1232 CU105 100mg 1€ 12| 8+ &
attack O F2d1t HHd= HIISH7| fIE

OB

A 24

CU105 100mg, 1Y 13

CU105 200mg, 1Y 13
Placebo, 1 13|

Randomization

Screening ‘ Treatment Period | Follow up

Vi V2
(0D, Baseline) (2W+7D) (4W+7D) (6W +7D, Phone) (8W +7D) (10W 7D, Phone) (12W £7D)

V3 va V5 V6 v7 V8 V9
(16W +14D)

45 H (Z Group & 15% X}

AT 7| =

- 1250 2H 24 YREE ux Zoict 2
. 12_7|Q_ X
e 12F

« 12F

(HAE attack)Q| 2 & 2HM =~ 4
FA

_

& St Tl ofX Of
NrH X 0% 0

mx I

il
X
ot

Ac]

_

Y= 2HALHIE

IN PN N Y

MO oy

(Quality of Life Assessment Questionnaire, AE-Qol) X|== H =}
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[CU106] HAETAUN HEEH X|2 XN 7HE

of
09
a
=
o
oy

« Z 0| M| 2HE(TME, Tumor MicroEnvironment)2
T T 1t o E LA EH S ded= FR
HOICE HIHMHO Zddd 7|50 HdATLEE
=0 FRFO YO E REUSH YK 2R IE
Notst= g2 o

-CUT060| B HTHo| 0|4t Ol &2 QI3 of2
o ROj2 M S U

.CU106 O] EE7|5S HAsHsl0f U oxsHs
PO HBHS P XUt ZU0MBHOR
Ha 5 9l

ASA=0H AL CUt062 &

=& aPD-1 CU106 CU106 + aPD-1

1 - ' ~
¥ v,

Vascular normalization | Vascular normalization | Vascular normalization 1 Vascular normalizaton |
Pericyte coverage | Pericyte coverage | Pericyte coverage | Pericyte coverage !
Vascular leakage ! Vascular leakage ! Vascular leakage | Vascular leakage |
CO8Y cellinfitration & actvty | Drug defvery | C08'T el infitration Drug defivery |
NK cellnfiration & activty | 08T el nflraton & actviy 1 NK celinitration 1 COBT cellnfilraion & activty 11
[FNy expression | NK cellnfitration & activity Tumor eell apoptosis ! NK cellinfltration & activity 't
Tumor cell apoptosis | [FNy expression { IFNy expression 11
Tumor cell apoptosis | Tumor cell apoptosis {1
@ Endothelialcell ® Tumorcell @ NKcell Y P01
# Pericyte ® CD8* Tcell * Dendritic cell Y aPD-1
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S 9% o U MES 57t 21 T ME oH U MES 37t B )
'‘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

[CU106: 1 mpk, IV, mouse MC38 colon cancer model] g
! = Tt
Vehicle or 1004 B g § 5 %
. 100 t + = 0 40 5
g 80 — aPD1 } 5 2 o 40 (.'_J >
,‘ Control s M — 1004} |2 " g 8o 3 g 32 E
i 3 601 Coprtld g 60 5 X T L
| @ @ @ P01 £ 404 — 1004+aPD1 3 ~ g - I
1004 3 204 ; 40 {: 20 'm] 16 g
LN & g 2 10 2 s 3
0 O 2 8 1 > b
® ° & 1004+aPD-1 0 0 20 30 £ o 5 0 x
Isotypeor «PD-1 A A A 5 0 % ué:
(1004 corresponds to Days post treatment EI o z T
CU106) 3 y S
|' o =7} al o ir H =X|S -
e ZojMol s+ T HIZ 57t X AME AE SRET ) o o 20|X D8+ T M E B2 57 &1} )

'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)

Control aPD-1 1004 1004+0PD 1
Control

aPD-1 1004 1004+aPD-1

Control ~ aPD-1 1004  1004+aPD-1 Ity

o
e
]

m Conl = PDA
m 1004 = 1004+ePD1

®
o

Control  aPD-1 1004 1004+aPD-1

@
S

PSTATI i B M e B i N
STATI M5 5 S e = % o -
L PDL1 5 S -“
s St ————

N
=]

o
PDL1/ f-actin (%) Cytokine expression (RQ)

Positive apoptotic cells / mm?
N
o

Number of CDB' T calls | mm®
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Oncology Pipeline - 42 =
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Stage 2 (~2026)
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HWELSEHS = =l A| £ A
(EHe: =Dt (EH9): 2Tt
T& 2019 2020 2021 3Q22 T2 2019 2020 2021 3Q22

TSRt 13,649 10,735 46,522 37,855 R Bl - - 6,255 2,544
H| 7& Xp&t 1,875 1,952 19,007 21,695 ECE[(Of=Y) - - 6,255 2,544
NN 15,524 12,687 65,529 59,550 =50/ NA NA NA NA
FSF 321 5,262 2,384 1,111 That] 5734 7,853 13,125 10,355
H| 7= £ XH 29,968 699 8,128 8,432 IeolY (5,734) (7,853) (6,870) (7,811)
S B 30,289 5,961 10,513 9,543 7|Et=¢ 0 22 84 9
e 1,773 5,475 6,844 6,895 7|EHH| & (11) 61) 165 58
AN F 0 45,989 99,848 100,835 =Z8+Y 166 139 363 1,341
7|EfRtE 1,291 1,718 1,650 2,338 a&H& (8,410) (20,856) 91 206
oY Aoz (17,828) (46,456) (53,325) (60,061) Mol (13,989) (28,610) (6,678) (6,726)
X2 EA (14,765) 6,726 55,017 50,006 27]=0/¢ (13,989) (28,610) (6,678) (6,726)
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