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» Age-related vascular * Founded in 2016, Seoul, Korea » Signed global L/O deal in
diseases & Cancer » |PO in the Korean stock market in 2021, 2021, jointly conducting

* Novel small molecule AA grade (the highest) technology global clinical trial
“Endothelial evaluation

Dysfunction Blocker”
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Preclinical Clinical

Lead finding Profiling In-vitro PoC In-vivo PoC Toxicology Phase 1 Phase 2 a+b Phase 3

Angioedema, inflammation inhibitory effect

Diabetic vascular mutation and renal fibrosis inhibitory effect

Inflammation inhibitory effect
Angioedema inhibitory effect

TME modify & VLS targeting inhibitory effect
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(Endothelial dysfunction)
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CURACLE's Endothelial Dysfunction Blocker

' % SO LVADYS® Development platform
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Developing candidate substance for endothelial dysfunction blocker
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Bench to human I Human EC to human
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T Glucose

Endothelial
dysfunction

A/_F\b

G Vasodilator lesponsesj

| faicrovessel) ) (T Piatelet reactivity |

\ dysfunction f J

o

End-organ dysfunction and damage
1

Retinopathy

Albuminuria Choroidopathy

Source: Kidney International (2020)
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Indication
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MOA
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 Factor Control ]

Hypertension HYPERGLYCEMIA —— Dyslipidemia
l Biochemical and Molecular Abnormalities
C ura Cle OI i~ Vascatar 1 (Polyol, AGE, PKC & Hexosamine Pathway Activation)
— 1
Dysfunction
ED Blocker o ~- l l l
HYPOXIA ROS INFLAMMATION |—
=
\ l ) / Anti-VEGF2| 28 &
Cytokines & Chemokines o o
(VEGF, Ang-2, TNF-a, MMP, IL-6, i g 5 I D H I' x|' H | =.
ICAM-1, MCP-1), | L
Kallikrein-kinin 20 - 5 1 %
______ — NTT——

C urac I egl Ir Endothelial Cell | Pericyte Thickening of Tenhontasis

E D BIO C ker L Junction Breakdown | Loss BM
Curacle?|
ED Blocker

Curacle@|

ED Blocker

Diabetic

Focal/Grid LASER s
[ s ] — Macular tregto ]
involvlgg DME) s

Edema

Source: IOVS (2016), Statistics from CATT, VIEW |, VIEW Il Studies
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Stroke
(IR injury)

DME,

Wet-AMD Hereditary

angioedema

Myocardial

. : ALI, ARDS Sepsis
infarction

NASH Tumor \

Diabetic

Nephropathy /i uc

Pioneer Takes All

7| A TS Set =28 A U8 /s

Source) IQVIA Report 2022, Global
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Bioorg Med chem 2010
HEZANH iR H?IfﬂvEECC'ﬁCR&Et A XA AKT, eNOS 2443} J Urol 2016
! EMM 2022
VEGF, Bradkynin, _cAMP 2t ot Eur J Pharmacol 2011
EpA AR HUVEC, HREC,  Histamine, IL-1B, IL-17, Rac1 2’43t I RhoA YA BBRC 2013
Toe HBMEC MCP-1, Thrombin, Cortactin 214t3t J neuroinflam 2017
TNF-a, H20; MZE L] ca’r AR Frontier in Immuno 2022
VEGF, Bradkynin, Eur J Pharmacol 2011
= - Histamine, IL-1B, IL-17, VE-cadhein QIAt3F AKX HAHA)AT S UEKT)) BBRC 2013
LN M = X ofx b b , _.. .
HEIMI= o7 QFgst  HUVEC HBMEC MCP-1, Thrombin, oI CHA 25l K| J neuroinflam 2017
TNF-a, H2O2 Frontier in Immuno 2022
VEGF, Bradkynin, _CAMP 2t 5t
Cortical actin ring HUVEC. HBMEC Histamine, IL-1B, IL-17, Rac1 243} B! RhoA YA BBRC 2013
= 8% ' MCP-1, Thrombin, Cortactin Qs J neuroinflam 2017
TNF-a, H20: MZLW Ca2+ X
NF-kB &3} AX| J neuroinflam 2017
g5 AN HUVEC, HBMEC IL-1B, TNF-a, LPS 7o (Sl '(ICAM 1, VCAM-1) & Zh4a J Mol Med 2020
Hli & o Frontier in Immuno 2021
Satst HUVEC, HBMEC  IL-1B, TNF-a, H20 ) peuroinflam 2017
LI M= =3} x| HUVEC, HBMEC & 7|7t AH|ICHEH ¥, H.02 B-galatosidase X p16, p21 &2 Submission 2022

HUVEC (Human umbilical vein endothelial cells) :SH & WO 2 2 H qaf| =l LI M =

HREC (Human Retinal Endothelial Cells) : 21ZF ﬂol'El"é'i-T'-FQE B S LHof M=

HBMEC (Human Brain Microvascular Endothelial Cells): @17t | 2 M@ 2o 2 2 H Fef & Lo M =
HCMEC (Human Cardiac Microvascular Endothelial Cells): 917t & & DA 2 O 2 2B Fef &l LHI| M =

)CURACLE 18



19

CURACLE

Eh (|
o 0|70 & I (1 L =N i L =
ohu - " 0| mo|mo| %o |Ro|mo |®o|®o ﬁoMmMm MW =
_.___o K Ny
- OF ol
._ot hall L >3
m| | 24d| |E35
il dH 7_“_.:4 1o mumx
4 =T 20T - X0
= 02 2t ~ < OF 51| a1 |51 Ko 1o Klo| Ko Kloj Kloy Kio| Kio
o [of Klo
© KO Z o Jjo o 51|31 Klo[Klo| Klo | Klo
K o rd ol| 51| 51| o1 Mo
S | X K <0~ of orer e
0 - _A._ B
o= Ki il ERL
N | |Er KOS ol
Bl ol gy =Ko o 1 =
] Il _A_om_“_ ol__.Ea=_7
= EAlL P Ol © ng
H = 8 wr MR
Ton KO oy
- A OH N
ol ] A |
ko E3 ol <[R9 |2 A4
[ =3 7n£W nNO| NO
[N ©o| o
M <le|® o
r > EEle 2 e
g x A ==
Eld|= 3| g
A 2N 3k
A = £lE
T
% Ald(d] A
<0 LY ALY LY 414
nE
22| . o
g m %0 i
Bl < M KO
) X0 = Klo 30
~ o 0.1 - Klo
Klo =) ME R o _
ki —~ ® @ O} : o_Av
b © NPT SE AN 1+ HEREIREEE 4
® =5 o - ) oF o =3 I = I =2 B =3
S g/ A w B | [orlor| [oR| |of{ e et
wou” \ ® %/ 3 5 &
il £4
Zar o Do Rl 1
o 20 guzo OF i
70 X0 HK m
o1 H0 oN w
HH o !
w f <o RINEIEREE
B 0 RIEEN: 415
NO 0 A
qlw. ~NO| ~O ~NO | ~NO (OO ﬂ_”_ ﬂ_“_ ._MM_
O
(%3]
® &
>
%) el
Y M @]
el <
(0] n
a) foi = JLELE | 1813 |l
Kl g =l | 2|2 2l |2 |2|8
n wnl olunl = =[(0|0|5 < S| o
o K2 g1 22| 2| 213|3] 8| 2c|8] 2| &
> - 8 AN EHE R
—l _|._.__A_o = ) & O E WQ_,
— ) () 91 % = m/ W
O = ol £ % B
o c 3 I
== (e} -4
o n S £ =
Au -__O._R A o .m 7 <
N o= ..n_rl.w > © w O m D = & 2 ol o
o N o z 8 8 EZ A R E R
= = s F 535 cM 271518152 2|2
H=_._o v,m,emﬂa 3 %m ©
- 25298 s 99 c
1 — 2=8L92 > w2 ©
ryd Ofn 25858 <2 §£2 _ N
O ot = 28889 89X =% > 20 AL B
o foll geies £35S G d | T Ko 1ol e
£ 0o .® 2 Y = 0 F
- | ol mmw.mm mmmmm b= m_o m:m._“ i U m._u Mm___m_uMomo
il 3<al 52 Fz W 0 |aE | FH o|ZO| ol (Ko
@) kio = 4788 &Hz2.3 8 | TE 5T R s
= S oY N>..a = Nl [l = =
nwoxnz 10 10 ﬂ.._N.H_
O SR




AHM|CH

EH
=

1} O

T

ool

KO

CH

.l

<0
o0

k

cu104: Hl

CuU10

X =zH
X=X

KIO
<

<0
HO

T

.'

L. 3

F

CuUo01:

.I

<0
[
7
foi0
<0
{0

|.

2}l (CU04,CU05)

3

.'

o
&
o
UV..

O
VU 5
e
u]
c
@)

i




AM Shd}

B

CHir /g ZHt 2. 2(DME) &' g d (wet AMD
CEH 2 Qll 2A 20| H|AE[0, (oo SO WOl HIFAH I Y&
ato| 2F0|Lt O|M| EEZ QIsH

AZEoNE Yos|s Bt

—/

T @o2 A2 HOiE Yo7|s

Rupture
3 -
LR XX X 2

o
Choocapitary koss

Chorocaplars

Sci Adv (2019) Sci. Adv. 2019

)

C AMSHHIEH =
b B A SHEEEL 2 A S} A
Unit: Mil $
12000 14x¢ 20000 253
10000 AT 7 HEE T 7 NEE
: 8% 15000 : 10%
8000
6000 7x9 10000 10E9
4000
5000
2000
0 0
2021 2031 2021 2031

Source: Global Data Market Forecast 2021-2031

f

L

HE XN =H|
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AREDS formulation

AREDS?2 formulation

= Vitamin C (500mg) = Vitamin C (500mg)
» Vitamin E (400 IU = 270mg) » Vitamin E (400 IU = 270mg)
= B carotene (15mg) = Lutein 10mg
= Zinc (80mg) : ﬁix(azr's‘:r;)zmg
comeen = OoneEPA 100
1
o Az Ef2 S0z
Ranibizumab | Lucentis VEGF-A QLY = AL
Aflibercept Eylea VEGF-A, PIGF LY Z= AL
Brolucizumab Beovu VEGF-A OFR LY A}
Faricimab Vabysmo | VEGF-A, Ang-2 OFLYZ=AL

79 0|55 o
« Anti-VEGF 21}

=om™

XL
=5 /TS HIE 40%

« OF AN FALO]| [HE 24 /5 =2 /2K 2
« AL FEO 3l oA ®I%, &7I= Q1 K| 2 of2ig)

** Source: Eye (2015) https://doi.org/10.1038/eye.2015.48
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74 mol CU06 THOHO|=

1styear 2ndvyear 3rdvyear 4thvyear 5thyear 6thyear 7thvyear 8thwyear 9thyear 10th year

W SF Total - Thea (Gross Sales)

@ l, SF Total - Thea (Gross Sales) I:|_|"(r)‘| - 000 USD
=1
X-” O _cl)__Jlk_é-)l 3,500,000 \,_ 3,279,464 3,268,615
3,000,000 2,873,279
ZAHM|(Anti-VEGF X| 2K, Eylea) 35% vs CUOG(E T F0) 48%* L%t & —
e 2,500,000
Ang20f| oot Hite RO 2 A I I I I W oiscos
2,000,000 —
b <
1,500,000
150 ralh
3 48% Reduction 1,000,000 827,364
=
g 100 s ‘ 500,000 387.274 I
.. " m
£
E]
[

[
(=} o

Source) TOI's Consulting in 2021

v.C 5 10 20 10+10
1004 R g ol Chts, MEer
*<0.05 vs. Vehicle control

QUo6 & ¥ ] &5= | &S0

68% 21% 11%

CUO6

ro

Vehicle |

A

v

*Head-to-Head ¥+ Z1} Ot
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[CUO6] Treatment Paradigm Shift (

St DL Ef 2

A78
Endothelial Dysfunction

AREDS formulation AREDS?2 formulation Blocker OI_I-—_IJ- LH 7&! E = A|—I-||
= Vitamin C (500mg) = Vitamin C (500mg)
= Vitamin E (400 U = 270mg) = Vitamin E (400 U = 270mg)
= @ carotene (15mg) = Lutein 10mg
» Zeaxanthin 2mg
= Zinc (80mg) = Zinc (25mg)
= Copper (2mg) = Copper (2mg)
= DHA+EPA 1000mg

¢l o|0jX|= d=1 LS & ASLIC
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2k JHEH A (CU06 vs. TAHA))
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X|& 210 LtE cuoe 2= 7H

AREDS formulation AREDS?2 formulation
» Vitamin C (500mg) » Vitamin C (500mg)
» Vitamin E (400 IU = 270mg) » Vitamin E (400 IU = 270mg)
= 3 carotene (15mg) » Lutein 10mg
» Zeaxanthin 2mg I:
= Zinc (80mg) = Zinc (25mg)
= Copper (2mg) = Copper (2mg)
» DHA+EPA 1000mg

o .
nmany | V%62

378
Endothelial Dysfunction
Blocker

OLRLY BT AL

CUO6 2f= 7HE TEf

CU06: =X 2 X|

Ej)f A CU06 =< =AHH| CU06 << ZAMH|
CUOGL 2 &M XIE [=)
Qi = 3XtE HEE( o

FAHH 2 step up
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[CU06] Thea 7|=

Technology Licensing and Collaboration on Development

« CU06 O Bty EHEIEZ /&4 SEHAS O Cf3t /= O/
o SQALHEF QI AtRIDIO) L} 5t T
- HIOF: 2 HEAZE 5 JEA7H KT
7elE - BT MY 4o IHE

anticipated to be paid

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

October 27, 2021 11:47 AM Eastern Dayfight Time

2 Bil USD deal amount

SEOQUL, South Korea--{BUSINESS Wi

70%
1837 <

8% of net sales

« Upfront ;

iet-AMD)
» Milestone . —
e world's first vascular endothelial
ction blocker developed with
E's SOLVADYS platform technology,

« Royalty

(W0} 1052+ BOfOl = 7| o 1.8 Z£) Lokt
~t hope for
a suitable

Us & Europe

. OFAJO} y BF=22 BHAS QI8F 1 /0 XIS &

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, payments for development and regulatory milestones, and royalties

RE)--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 degenerats

Under the terms of the agreement, CURACLE will receive an upfront paymy
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
CU0B-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
for the Phase | and Il clinical studies with TOI providing
infrastructure support. Further, under the terms of
will retain the marketing rights in all Asia ¢
marketing rights in all other coun|

(%) CURACLE 26



[CUO06] Thea — 150 years dedication to ophthalmology

O Theéea

let's open our eyes

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

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

One of the Global Leaders in Ophthalmology Market

Global Presence Fast Growing

20 WA >10 %

CAGR (2011~2021)
countries ”
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THERAPEUTICS

partnerships signed in 5 indications in 2021

NENVAKAR

Reposinoning Drugsfora Better Outcome”

tipple

2/ therapeutics

__Parner | indication ___Technology R&D Status
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[CUO6] O|= &

2022'd 6F 0|3 U4 144 (0|F) 2tF | o U42a 4 FDA 52 U 7HA|

Cre|dS8 Al (0]=)

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

r~ ) /~ \
Total number of subjects = 56 Total number of subjects = 24
(By Cohorts, Test: Control =6 : 2) (By Cohorts, Test: Control =6: 2)

1200mg

N
900mg / Twice a day(12 hours interval), 7 days I:II E_ onl *°|_2a*°|_
SOOmQ/Jj/ (5T 74 A

D 200mg

o
300mg [ ] —J’Tﬁi‘:‘:’mg BID 300mg }/ (2022 H 1 O“é'l)
100mg D/ ‘IT?:;"Z ;’;t::",’;":gi:ﬁ fake o /" Once a day, 7 days

Food Effect assessment Once a day, 7 days

—
\. — J \. J
—~ b o X SAD+food effect study with 56 subjects completed in Nov
}_l I:H %Eo 1200mg77 | 3EH Oljé;I'Hl_l'S (SAE) = 2021 and no SAEs or adverse events related to changes in vital
signs or EKGs were reported.
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[CUO6] O]= A2a4F A|™ C|X}QI B! X

® Phase 2a Study to Evaluate the Efficacy and Safety of CU06-1004 for 12 Weeks in Patients
® with Diabetic Macular Edema (DME)

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

. Protocol No.: CU06-RE-P2A-01

*  ClinicalTrials.gov Identifier: NCT05573100

A& 1,n=20 CU06-1004 100mg, QD

CU06-1004 200mg, QD

CU06-1004 300mg, QD

Randomization
| Screening Y Treatment Period Follow up
I I
V1 V2 (0D) 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

HNetxt S=0178

o 0| Ef 24

CSR
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[CUO06] Scientific Advisory Board

David Lally, MD

 New England Retina Consultants

Carl D. Regillo, MD
* Director, Refina Service

Jeffrey S. Heier, MD
+ Ophthalmic Consultants of Boston

Coordinating Investigator Wils Eye Hospital
* Professor of Ophthalmology
Charles C. Wykoff, MD PhD Thomas Jefferson University
Philadelphia, PA

* Retina Consultants of Texas

* Retina Consultants of America

* Houston Methodist Hospital &
Blanton Eye Institute

»

Se Joon Woo, MD, PhD

* Retina Bio&Data Science Center,
Seoul National University
Bundang Hospital (SNUBH),
South Korea

David S. Boyer, MD

* Retina-Vitreous Associates Medical
Group
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[CU104] HI¥/E CH &<H (Ulcerative Colitis)

g X O=5F d=zs8

o
10

> G0 HYS ELCR S5t BY|7t X&EEs Y
> N0l XNz2e=0 ME Xl
> UEe 2" 37t
>3
=7 Ha, 55, AL g8 8
- HHE A2 102 9~20

B Jzdemed v )

CU104-# &g CHE A S/ S X = A
15.0 1. Antibodies targeting extracellular molecules
: 12.9 * pro-inflammatory cytokines: TNF-a, IL-12 and IL-23
/ * cell adhesion molecules: MadCAM-1, ICAM-1 and
10.0 integrin o437
’ 72 2. Intracellular targeting small molecules
* anti-inflammatory Janus kinase inhibitors(JAK inhibitor)
50 * modulators of sphingosine-1-phosphate receptors

* phosphodiesterase 4 inhibitors
3. Oligonucleotide-based therapeutics
0.0 * Antisense oligonucleotides: smad-7 and ICAM-1
* TLR-9 agonist oligonucleotide
2019 2029 4. Fecal microbiota transplantation

Source: Global Data Market Forecast 2021-2031

Remission rates in induction trials for ulcerative colitis

Trial—drug

38-8% 14-9% A 23.9%  ACT 1—infliximab?
33-9% 5-7% A 282%  ACT 2—infliximab’
16-5% 9-3% A 7-2% ULTRA 2—adalimumab®
17-8% : 6-4% A 11-4%  PURSUIT-SC—golimumab?
16-9% _ 5-4% A 11.5%  GEMINI—vedolizumab*®
19-4% 6-9% A 12.5%  HIBISCUS I—etrolizumab®
18-2% 11-1% A 7-1% HIBISCUS ll—etrolizumab?®*
18-5% 6-3% A 122%  HICKORY—etrolizumab??
15-5% | ] 5-3% A\ 10-2%  UNIFl—ustekinumab®
18-59/.,' ] 8-2% A 10-3% OCTAVE 1—tofacitinib’®
16-6% I :l 3-6% A 13-0%  OCTAVE 2—tofacitinib**
26-1% | I 15-3% A\ 10-8%  SELECTION A—filgotinib®®
11-5%' :I 4-2% A 7-2% SELECTION B—filgotinib**
18-4% | :l 6% A 12-4%% TRUE NORTH—ozanimod*®
10090 80 70 60 50 40 3'0 20 10 0 10 20 30 40 5'0 60 70 80 90100
Remission in therapy group (%) Remission in placebo group (%)
= = = u x == AL ”
Szl X| = H|2| A F8 "015F 228
1.M2tEl 25 26l & (Remission rate) 1. Need to break the therapeutic
. = o
* 2 4otM 20~30%E X %S ceiling
2. 77|, 58, 4= S d(intolerance) 2. More safety, effective oral medicine
3. 2t 8 K| =2 0t0f ot Hasd0] = 3. Biomarkers for each patient
2 (high variables)
...
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[CU104] HIYE CHE A X|=0M CU1042] X|= concept

[e] = g2 Ul
OF o] P Gl) CUl04= SSHIZIt =
Cifot 29l ol PaEs 2 R
i i H 2 Ab I it
genetic background, environmental and luminal factors, =dE SIM= 4
. . ml B = [ ) - = T
& mucosal immune dysregulation e e 8 LS .' o ‘ -
o= el Inflammatory 0
O o [as]
Ql-_f,_\__c"z ceIIs Qg

? *9$ ocytokmes
Cell adhesmn

molecules

Chh oo -- -
=4 Lo M=
*L{o M= 5'*(junction)2| i
*HE N Z Bk 91 2 (recruitment)

LPS

f ‘ t |
| l g
. CU104 Ll 7DE ol ;
I : : 2
| —— . Endothelial dysfunction 5
" e Adopted fQNutrg; Rev. 2018°Jun; 31(1))%7 blocker |f‘> HE Nt
(&
v W1 7|s #of= uce| M (progression)of| 382t de2 & SEM image: LPS-treated lung blood vessel &
« C}E ALO|EF}OI0] O3t &= @ leukocyte adhesion in mice
S oY =ler s . .
S QR =R s B el Fo 4ol
a= ZFA
[= =Y = = _ — = — f— e - - '
cuio4e| X| 2™ =7 (advanced concept) =0T 0=-0=0=-0=-0=0
o Lt AO| E7L10]| CHSH Ot E X 3t A
e : X 4o 3%
- GEME HF K| uc 542 &3} ':>
cMESY A

e g*
C N N N N X )
EPTE

)CURACLE 34



[4] CU104: HI ¥/ CHEA

X =H|

DSS (dextran sodium sulfate) & HI ¥
AlS] & =

<) E =82S
(1] 24FE X EE0) 4 Bk T B4 KIE 22 /TiF 20| S7h
ctrl Dss DSS+M DSS+1004

I ZEAA x| W o 20| 3F HE M8 WX 21

DSS+1004

ctr Dss DSS+M

: IHI%’EH‘_' I:HHI -?-%.3_ "sE =Y

]
3

sl dlamete
F
]

coion ve

DAI: Disease Activity
Index

(1) Body weight loss
(2) Stool consistency
(3) Fecal blood

I-10 kO O A DRIGA SEABE 25

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

AAASARAL

0 2% DSS

Body weight (%)
1101

100+

80+

70 T T T T T T T T
0 1 2 3 4 5 6 7 8 9

DAI (avr)

7 water 9

bt b

]
: { days
Comparison with 5ASA
Colon length (cm)

154
% %k %k *

Water

DSS+Veh
DSS+CU104(10mg/kg)
DSS+CU104(20mg/kg)
DSS+5ASA(100mg/kg)
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[CU104] & 4F 24F AL C|X}ol

A Randomized, Double-Blind, Placebo-Controlled Phase 2 Study to Assess the Safety and Efficacy of CU104 in

Study Title Active Ulcerative Colitis
 To evaluate the safety and efficacy of CU104 after oral administration for 8 weeks in Active Ulcerative Colitis
patients
Objective(s) « To evaluate efficacy of CU104 at weeks 8 as measured by clinical response, clinical remission, and mucosal
healing
« To evaluate the overall tolerability of CU104 for the duration of the study
CuU104 100mg, QD
CuU104 200mg, QD
CU104 300mg, QD
Study Design Placebo, QD
Screenlngl Treatment Period | Follow up
Vi v2 v3 va V5
(-2W) (0D, Baseline) (4w £7D) (8W +7D) (12W +14D)

The number of

participants 120 patients (30 patients per group)

« Number of Participants with Clinical Remission at Week 8
« Change from Baseline in Total Mayo Score

Study Endpoints |+ Change from Baseline in Partial Mayo Score

« Change from Baseline in Histologic Assessment

« Number and Severity of treatment-emergent AE (TEAEs)
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) NI HLE Fo] YABHE S8 X9

v Cl-esterase inhibitor(C1-INH)2| §3H% Zgto| ofsfitit5XQl HaRZ0| &
St= 3| E H(1:50,000)

v Ze mm, Yost L mt =
37tx /¥
v Type 1: X} & 80-85%
v Type 2: X} 5 15%-20%
v" Type 3: Super rare

v X EREX 2 CiRES BXES2 Mok SHEof T Hel 24 odstE ddd

N

a Bradykinin 2HOA &5 4

* )

[1] Prevention of vascular hyperpermeability

ﬂ NERFB/X|2H HE

)

v' Firazyr sales $663 million in 2017
v Kalbitor sales $67.3 million in 2017

v Ruconest sales $180 million in 2021
(estimated from the first half sales of 2021)

v Takhzyro sales $840 million in 2020
(estimated from the quarterly sales of Q4 2020)

Source

:https://www.genengnews.com/news/fda-approves-shires-projected-blockbuster-hae-treatment-takhzyro/
https://www.prnewswire.com/nl/persberichten/pharming-group-reports-financial-results-for-the-first-half-of-2021-863874136.html
https://clarivate.com/blog/shires-takhzyro-anticipated-to-dominate-the-market-following-on-track-approval-in-hereditary-angioedema/

CON  BK 1004+BK

Bradykinin 2EH0|M 25 E7} )
[1] 2t £214 o2 23k Evans Blue (HMeHE gty A

=
=%

C1.INH J- + CUDB-1004

4

; \
- ‘::I. I\‘jl' '725’7*_":

xiravansion
T ot contran
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https://www.prnewswire.com/nl/persberichten/pharming-group-reports-financial-results-for-the-first-half-of-2021-863874136.html
https://clarivate.com/blog/shires-takhzyro-anticipated-to-dominate-the-market-following-on-track-approval-in-hereditary-angioedema/

[CU105] F8/d 285 (HAE)Q| & 7|

Kallikrein-Bradykinin Pathway

Intrinsic Pathway i =
_ —» Vasodilation
Xl —» Xlla - HMWK
v
— *» Increased
Xl Xla permeability
|
v
~ = Increased
pain
. \ :
Coagulation . Plasminogen L )
Cascade ¥ l
C1 esterase T
\ N
\ B S
\ G, - ~
\ = i
" e Fibrin  Complement st Dutnga
Fibrin ) : e
degradation activation
© Lineage Lucy Liu
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[CU105]

Is Y
C14NH &Edema formation in C1-INH-HAE )
deficiency HMW
S, kininogen .@ ®
Kallikrein —2 > \__(_ ) :?( (*] b - ( “"@Ddf\i 3 p -
Bradvkini VE-cadherin phosphorylation t EC junction disruption & EC contraction
radykinin & F-actin formation — Interendothelial cell gap formation Fluid extravasation 1 — Edema formation

—( Vehicle = CU105 D

CU0G-1004 —  ( (- HAE X|20{|M cu1050] 7|CHst=

‘@ * P P Protects & stabilize cell to cell junction
M GE D 7 X2 HH
-0

BK activates E R (I
a“"fte - ® ﬁ_}}{k_) . 1. 8759
S : R K activates EC x_l Hl _g_ |j=|_|é|.

(O 4O 1

-,
CO—*-0 )
VE-cadherin phosphorylatlon l & F-at:tln formation |

— EC junction disruption | and EC contraction |
— Interendothelial cell gap formation |

Ha|st Xpotae

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

[ T N ORI
r
R
2

- O
HE F°| HAEWAM X|= =1t 7|Cf

\Vascular integrity | — Fluid extravasation 1 — Edema formation t / \Vascular integrity 1 — Fluid extravasation | — Edema formation l/
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[CU105] & 4F 24F A3 C|X}ol

A multicenter, randomized, double-blind, placebo-controlled, parallel design Phase 2 study to evaluate the efficacy

Study Title and safety of CU105 for the prevention of acute HAE attacks after oral administration of CU105 for 12 weeks in
patients with type 1 and type 2 hereditary angioedema.
Objective(s) The purpose of this study is to compare and evaluate the efficacy and safety of CU105 100 mg once a day for 12

weeks orally in preventing HAE attacks in patients with type 1 and type 2 hereditary angioedema.

Study Design

CU105 100mg, QD
CU105 200mg, QD

Placebo, QD
Randomization
Screening ‘ Treatment Period | Follow up
Vi v2 Ve va V5 Ve v7 V8 V9
(0D, Baseline) (2W+7D) (4W7D) (6W +7D, Phone) (8W 7D) (10W +7D, Phone) (12W +7D) (16W +14D)

The number of
participants

45 patients (15 patients per group)

Study Endpoints

« Average monthly number of HAE attacks over 12 weeks (per 4 weeks)

« Total number of HAE acute attacks in 12 weeks

* Number of HAE attacks by symptom/severity over 12 weeks

* Proportion of subjects receiving on-demand treatment for HAE attacks for 12 weeks
» Proportion of subjects without HAE acute attacks for 12 weeks

* Asymptomatic period before first HAE acute attack

* Quality of Life Assessment Questionnaire (AE-Qol) Score Changes
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Control aPD-1
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1
= S . . o » ~
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SY NT N U MEE 7t aa ) SY N N U MEE 37t aa )
'‘CU106 + aPD-1" inhibits tumor growth qcolon cancer) and extends '‘CU106 + aPD-1" improved tumor vascular normalization and
maniica Qlirvi/a

decreased hypoxia & abnormal vessel density

[CU106: 1 mpk, IV, mouse MC38 colon cancer g
madall Vehicle or 1004 = o
R — Control # § @ %
i 100 g = B 4 =
- 80 — D1} 5 8 & 40 (LJ >
" Control S — tom} |® " g 8o 3 g 32 3
; PD-1 E % — 1004+aPD1 § | ¥ T g0 5 20 ~ 2 h
.9 o € 404 : —~ a 5 I
, —_— 8 = 40 ~2 g 16 9
® o < = 2
) @ L 4 LI +(DJ 20 8 10 5 8 3
® © & 1004+aPD-1 0 0 20 30 £ < c 0 x
' Isotypeor aPD-1 A A & 50 0 &
0} 8
(1004 corresponds to Days post treatment EI d 2 3 ¢
Cu106) Y ] 8
=of E I HIS =X &
) o SY 50X CD8+ T M= g ST 21t )

‘CU106 + aPD-1" improves tumor specific CD8+ T cell response in spleen and
tumor tissue (secretion of IFNy = upregulation of PD-L1 expression by

~TATan

‘CU106 + aPD-1" promotes accumulation of CD8* T cells and apoptosis in

Control aPD-1 1004  1004+aPD-1

Control aPD-1 1004 1004+aPD-1

e
e

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

o
e
]

m Conl = PDA
m 1004 = 1004+ePD1

@ ®
[<3R<]

Control  aPD-1 1004 1004+aPD-1

P-STATY i S5 4 W B o 46 W
STATI M5 5 S e = % o -
PDL1 S 5 S . —“

& o - ———— -

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

Positive apoptotic cells { mm
N
o

Number of CD8" T cells | mm
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CUOT 58 =, AM*M| O{0t=2(GFR) 7|5 24

7| M| Chu] 125 &

ZF AT GFR B3}2F (FAS EA)

T T 777777777777777777 l 777777 CUO1  380+872mL/min/1.73m’
| = md Ml
i QIR -463+11.14 ml/min/1.73m"
Nk Eoj 7 fo|O|st k}o| ol
GFRDE%I%'I [e]fe] e e] (p-value=0.0121
=380 GFR H3l2f
L =-463

NPT a=z

71X X] EiH] 12 £ SEA|HO| ACR HztEf
ACR H3teF S AT -3965, 91fT -169

— 5, A[FTO ACRO| O LA S
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—

ot

« GFR(Glomerular Filtration Rate) ; AF-4| O] 2H&

* ACR(Albumin Creatinine Ratio)
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[CUO3] &7 ZHtH/d X=X

o

AGE/p-actin

P = N}

(o o (4 o
o o o o o

E 3
?

CuO3@mg/ml) CTL 0 3 10

A 2Rt

75

A CHAR} == 758

Ljors w7t

(15%)

HG+BSA .
Visit 1 isit 2 '

Scre)gnlng Baseline \ﬁs;tt 3

(2=~0 0%) @)

2

7|= : 8950 + 3.16 mg/mL
CUO03 : 1340 £ 0.32 mg/mL 159
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Oncology Pipeline

N N\
Cu0o4 CBP/EP300 Brd Z{5H{X| D CU05 A3 PBK-AKT X{SH]
AN HEMY MEXtegE A 252 SRt 1HSY H2X T8 X=X
Et SN2 CHE M 22 7H'E 2| Bromodomain (First-in-Class) X| 2| PDK1 PH Domain2 1 ™M= M2 7|X 9|
c-Myc & | PI3K-AKT Pathway First-in-Class 2f= 7H'&
EFS““' EPEI'[H] G;::;;r;
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Stage 1 (~2023)
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8% T FH| &

HWELSEHS = =l A| At M
ECHELIED) (EFQI: =phel)
T& 2019 2020 2021 1H22 T2 2019 2020 2021 TH22

TS ALt 13,649 10,735 46,522 39,011 R Bl - - 6,255 1,671
H| RS Xt 1,875 1,952 19,007 21,524 EZE|(OEY) - - 6,255 1,671
INENE | 15,524 12,687 65,529 60,536 =50/ NA NA NA NA
&7 321 5,262 2,384 1,250 Fhtd| 5,734 7,853 13,125 7,513
H| 7= X 29,968 699 8,128 8,389 Iy (5,734) (7,853) (6,870) (5,842)
S B 30,289 5,961 10,513 9,638 7|Et=9] 0 22 84 8
NE= =) 1,773 5,475 6,844 6,895 7|EtH| & (11) 61) 165 57
AN F 0 45,989 99,848 100,835 aF8TY 166 139 363 691
7|EfRtE 1,291 1,718 1,650 1,832 I 8H& (8410 (20,856) 91 134
ol9jdda (17,828) (46,456) (53,325) (58,665) Mol (13,989) (28,610) (6,678) (5,333)
NS (14,765) 6,726 55,017 50,897 =7]&=0]¢ (13,989) (28,610) (6,678) (5,333)
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