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CHAPTER 1. Company Overview
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Researcher
Dr.SooJinLee CEO 2R IO et S0 s 2
+ R&D Head at IW Pharm EZO| Z2HHQ|SH KAl THARE =Hd
« Chugai-Roche Co-Development Scientific
Committee E5121121 5212 1202 52

« Ph.D. of Medicinal Chemistry form Ajou Univ

Dr. Sung Hwan Moon CTO Patent Stratgg\lé fpo|; t(?célrcrigtwe Stress/

« Head of R&D at Hanmi & Beijing Hanmi Pharm
» Head of C&C and R&D at JW Pharm

» Molecumetics, USA Research Scientist

« Suntory Institute, Japan(Postdoctoral)

« Ph.D. of Biomedical Chemistry from POSTECH

51 17821 £2 2 98H SE(H

Dr. Soon-Hoe Kim Board of Advisory

« R&D Head of Dong-A ST
« R&D Head at Dong-A Pharm
« Ph.D. of SNU College of Pharmacy

« Bachelor's of Pharmacy from SNU College of Pharmacy
Eol 33U EAL222HEE

Dr.Dae-Ryong Cha CMO | MD Ph.D.

« Professor of Gastroenterology at Korea Univ.
« Professor of Gastroenterology at Asan Hospital Py
« Exchange Professor at Vanderbilt Univ.,USA to=
« UCLA Medical Center fellow

Apta-12/Apta-16

« Ph.D. of Internal Medicine at Korea Univ.,
Medical College

(@)
™
Advisor
Dr.SukRan KimMD Ph.D.

« Clinical director of Hanmi Pharm
« Medical director at Sanofi
» Ph.D. of SKKU College of Medicine

Dr.Hyun Cheol Kwon MD Ph.D.

« Professor of Cardiology at Samsung Hospital
« Professor of Cardiology at SKKU
« MD Ph.D. from SNU College of Medicine

Dr. Peter Adamson Ph.D.

+ Head of Ophthalmology at Johnson&Johnson
« Discovery Head of Ophthalmology at GSK

Dr.Ted JungPh.D.

« CEO at Adelphi
« CFO at Rexahn Pharm

Dr.JungLeePh.D.

« Head of Tech at AstraZeneca
« Principal scientist at Johnson&Johnson
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0O1. NOX KNoHH| E2HZ (Oxidative Stress / CAF modulator) (1) J|&

AptaBio

M AEHIA ZE| OSt First-in-Class Bz 8= XIS H| & Biistely| JHE:

Nox1, Nox2, Nox3,
Nox4, Nox5,
Duox1, Duox2

23, AR3L, MIEAE, MIZHICHSE MIZR| JIE =H

Diabetic Complications

@@

CAF(Immuno-oncology)

Diabetic MASH Arteriosclerosis

Cancer
Nephropathy
O
-.0

D|abet|c FOOt Reduced CAF Induced
Retlnopat?m D|seases Genesis Immuno=suppressive TME

Degeneratlon

*ROS(Reactive Oxygen Species)

Angiotensin-converting
enzyme inhibitors

Ang Il receptor

AGE inhibitors blockers
| Aroams b/
AGE receptor Rl ,
blockers |AOPP5/AGEs ‘ ‘ Hyperglycaemla ‘ )

<— Metformin ®
/\ /\ PPAR'y Pioglitazone \ /\

Rosiglitazone
Statins

PKC
: : H inhibitors
v v H v Y

i
—_

NADPH NADPH 0, NADPH o,
Small-molecule
Nox inhibitors

Small-molecule
Nox inhibitors

Small-molecule
Nox inhibitors

- -

Complications of diabetes
inthe kidney, retina, heart, vessels, vasculature

ZEX : Clinical Science 2013
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NOX KshKl SHZF

O1. NOX Xshil Z21=(Oxidative Stress / CAF modulator) (2)2H2H4 AptaBio
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20224 1128 Kidney Week HICT &£t
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Ministry of Food and Drug Safety
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Low risk Moderately increased risk Highrisk = Very high risk Highest risk
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Al A2 A3
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3mg/mmol 3-39mg/mmol  >30 mg/mmol et/ 1 I|' E; j I' XI E
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Normal or high Z90 | Non-steroidal R e . DN
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H [ o
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Stages G3b H e T T N=186 0|0k [HHI
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decr)éased Y SSER e 2EH01-3|0EIS HI
. . . HiS|2k
G4 15-29 Isuzinaxib (Aptabio, APX-115) 5 i = 5
Severely decreased Pan-NOX inhibitor
G5 <15

Kidney failure
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02. APX-115 &g J|A AptaBio
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Radiocontrast Media
Computed tomography
Vascular interventions

NOX4 mRNA GKT137831 or
proliferation Nox4 Knockdown

NOXZ\ " /
Macrophage °*|~l" : NO)(4 2 *

Recruitment | ™ y ‘
& activation |
P38 MAPK '* i ;
INK ERK NG i
; i | INK. P38MAPK ppy
{ v Y e T

Caspase 3/7 activation

Signaling
: pathways

Peroxisomal &
‘ Mitochondrial
dysfunction

v

‘ Dysregulated
Lipid metabolism

N

Caspase 3/7 activation

\ 4

Ly § Diabetic <«
Kidney disease

(inflammation and fibrosis)

_apoptosis
'V

ZX :PLoS One, 31{1): e0191034. Jan 12,2018
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04. ABF-101/103 &2 J|X AptaBio

ABF-101/103 Z&J|H

‘ Hypoxia, high glucose, cytokines(CTGF,TGF- g and etc.)
Apoptosis of retinal

Vitreous Ganglion cells
000000000000 edii 00000 seeees .
scccssssccsee. NOX  gecccccccscce cavity NOX1, NOX2, NOX4

. Y | O

o
o 0% Cornea RETINA
° TRABECULAT
ROS| MESHWORK Choroid

Collagen production
¢ i ¢ a-smooth muscle Sclera Glial cell
Actin induction activation leads to
NOX4 neuroinflammation

NOX2

N

VEGFR-2NEGF1 IL-6, IL-8, IL-1p l ;'"c':ToF 1

SN ARTERIOLES  OPTIC NERVE
S . Microglial activation
b Endothelial
. . A . NOX2
Anygiogenesi Inflammatio ibrosis dysfunction

NOX2

=K : Antioxidants 2021, 10, 238 23
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O5. NOX XMoHXl Eye drop &8 KI= AptaBio

JI1E KIEMI(VEGF: Eylea)2t HIL! Al 28t 25 =01, ZEXHHI CHet E2F MOl JHA

Eylea Nox XoHxl 4000000
L]
Vehicle | AF-20 0.075 0.15 0.3 . ' MM Z=F:
i i — ) |
TR P N ':' « Eyedrop formulation S5 /molA
3 S e 4 « IVTlong acting formulation ==
1000000 :' _A‘ 2 3 1 TxHE] &
0 L
& « JIEAZ[HHI 1/70 SN 248t s
$© v“” o

Nox Kot Xl (ug)

GLP Alge= =l
H3| E0d Assingle-dose toxicity study in rat No issues
A repeated-dose toxicity study in rat No issues
Ht= B0
A repeated-dose toxicity study in dog No issues
Central nervous system in rat No effects
Respiratory system in rat No effects
OFFla ot
Cardiovascular system in dog No issues
hERG assay No issues
QU=EH in vivo micronucleusin rat Negative

*NOAEL (no observed adverse effect level) : REAE, QK0 Soist Y2 DIKIXI 24= £ICH 0122 2lOlsh= 2fst=20]
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06. Apta-DC =& J|A

AptaBio

Apta-DC =& J|H

TRANSCRIPTION

Cytoplasm

Normal Cell

0 Nucleolin

Cancer Cell

A A Angiogenic factors
A

Increased expre!
disordered distrib

TRANSCRIPTION u : i

Cytoplasm i
1
Ribosome synthe?is

0 B Growth factors ligand
Pro-apoptotic

T molecules

APOPTOSIS

—_

Cell death receptor

""""""""""" Cell survival/proliferation

Apoptosis

=X : Life Sci, 2017, 186: 1-10
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