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Since 2000

Corporation History
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HLB Therapeutics

1 H{X|E :100% l HRXE:61.5%
Oblato, Inc. ReGenTree, LLC
|52 GBM Ph 1b completed in Oklahoma * Three Ph 3 (ARISE-1, 2, 3) studies completed
Medical Center + Dedicated to ophthalmology

Temozolomide2t2| HEQ® Ao T =
o FANN - ETFENLE A =

5| 20t 2HRPD) X8 2tE
DAY HE A2 569

* Most advanced pipeline
* BLA S2A| EFX[E 75%
« X ZAYAUE ApLF R 552694 R

GBM | Glioblastoma Multiforme DED | Dry Eye Disease

DIPG | Diffuse Intrinsic Pontine Glioma NK | Neurotrophic Keratopathy
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dY/tsd ® /28 V(™o Mok EXYSHA High medical unmet need AlZ

ORAZZ 2 2H| AlZ (9 7 key markets) 0= AFUZZ 2 24| AlE

________________________________

$11.1B /' HAMA otRAZRSZ 2 =2H| AlZ \“ O] ARZAZRZS 2 =2 A AlZ
I
. I 1
: |
: : $3.98
| |
CAGR+10.6% L8 2-23/' i
| ! $1.7B
$4B ! . | .
1
! 2016 2026E l 2016 2026E
‘\ [source] GlobalData, 2018 /I [source] GlobalData, 2018
2018 2028E 2018 2028E
[source] GlobalData, 2020 [source] GlobalData, 2020
e 7Y, ARH AOIE & AFE S7t2 849 8% =  Xiidra 2} Restasis &g X2 X| 7| Mol XEefat = A|
AN SAE X=X Of Ciot 2XHE2| compliance 7t 2 & = FMA A|EOA O A|ZHO| XFX|St= HIESL 74% in

B N 2028 (66% in 2018)
M2z THo| = 2}210f LS Unmet need X}
= 20194 53 HFE[ATF CHA|CE Xiidra $5.3B Off 21
RGN-259 Novel MOA £ significant market share 0|4 (1=
2 i)
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cenegermin

Source: GlobalData, Pharma Intelligence Center (Accessed: 3 May 2018)

BMM =

U5, France, Germany, Italy, Spain, UK, Japan, China

1

= olj2l 47|22l Global Data= Xl &gz} € ARHAXF X=Xt 7i'ES e X|2XHF RGN-2597f 2026'H 7|&E
3 x<
0= TopO| & A2 E 0=
Late-Stage Early-Stage 2016 8MM Sales for DES 2026 BMM Sales for DES
C Marketed D
ompany N/ Drugs Drugs (5M) (5M)
Restasis, Refresh Optive Cortisol .
Allergan N/A 51418 5172 Restasis
Mega-3 OTC Analog (6/H X2, SHEHUT|H, Motz ed)
Hyalein, Diquas, Ikervis, AbE| quuas
Santen Cationorm, Hyprosan, N/A Cyclokat 5253 5357 (g2, o=t 52, T )
Oftagel Xiidra
JNK| 2 SFAHCEQI 7| A X OpZHEEE
Shire Xiidra N/A SHPE59 $54.2 5487 CHEXE, FBHL7IH, BE=T)
JH2EAICL
Sun Seciera (Pre- Restasis H =
N/A N/A N/A 5506
Pharmaceutical registration)
RegeneRx N/A RGN-259 N/A N/A £1050 ReGenTree/GtreeBNT
(2% &, multiple functions, HtZ )
Aldeyra N/A Reproxalap N/A N/A 5484 242t PO 2 34 3~43] GfjoF 7
Sylentis N/A Tivanisiran N/A N/A $460 24 b2 1K} 34 2 =
Aciclovir, Viscotears Gel
Liquido, Viscotears,
N - Physiotears, Tears ECE-843 N/A N/A $161
ovartis Maturale, Tears )
Maturale I, Tears
Humectante, Oculotect
ECF-843,
Dompe N/A N/ A N/A $35
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RGN-259 (ReGenTree) Xiidra (Novartis) Restasis (Abbvis)

Active Ingredient Timbetasin (Thymosin B4, Tp4) Lifitegrast Cyclosporine A

Multi-functions
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Global Effect in e Symptg,”,‘f’"” e e
_ Global Effect 25 (ARISE-2) « O 3= 9l Global effect . 7ol gle
SIEN ¢ YT - CHOl SOl AR S K2 My
Onset Time * 2 weeks * 12 weeks * 12~24 weeks
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Ztato| Atm| &4k (Corneal epithelial breakdown), healing &O0f, Zt2} #| ¥, melting,
ME 2l S22 Qo 3%t A 22 FO[o e 7= 3|7 Eldd 45 22t
A Stage 1 Stage 2 Stage 3
ZAp
oo
v USHA| A7 A B EA A EY v ALl o] &4 HY 21U AS v £32 Z9 HY, melting, B3
=< 2ot el Sd2 20|12 =
c BEH Q= EwE * Tarsorrhaphy (Z’HZ3&}) - Keratoplasty (ZH2+0|Al&)
EL « Conjunctival flap (Z2}H) * Amniotic membrane
transplantation (20| 4l)
+ 2|28 Contact lens
EO|AFS - S T2 R} 27El= T - Hiz| A| AZt5t Corneal Perforation
PAISA do] 22 ZE o, (ZHahH ) 2
S ML 58 =3
=4
si2tA 50,000 5,000% 0|4t 3,5002~5,000%

Dompé At Oxervate NK X=X 2

& 50 - 00| M SR 07t oftE (At

°F $600,000)
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Temozolomide(Temodar),
Bevacizumab(Avastin)

= BYULZ AHAHE So UBMNES DA 2 SUM|E SA L

» FDA 5|#Z&et 2| 54| 2|4 (2016.8)
* Small Molecule

GBM Indication 22 FDA 24+ 21¢4 52!
CHE 222 Indication expansion ZE &
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12 | GBM k|O|Al OIS A B EIOA OKN-0072F Temozolomide &5 1}

OKN-007 3t EZE X|2K|2l Temodar (Merck) £ ¥& F0i3h Zo|A| 74 37| FYRT Q| Lot ME7|7Ho
S7t2 EQ (ME 7|7 Tumor volume Of| A])

Temodar (Temozolomide, TMZ) - HE 50| 27

« Standard treatment for GBM patients

* Only effective in ~50% GBM patients

* Due to tolerance to TMZ, most tumors reoccur and are resistant to chemotherapy
» Key factors in its resistance: MGMT, APNG, BER

OKN-007 Increased % survival after tumor detection OKN-007 decreased tumor volume

Tumor volumes (Days 19-22)

_ 100 | i =
E ! |== UT (n=6) :
> I |— TMZ (n=5) £
2 L L |— OKN(n=5) o
£ 607 — OKN+TMZ (n=5)  §
o '[l %
[ | >
o o
0 £

1 Ll 1 :

0 20 40 60 =

Days after Tumor Growth ut ™Z OKN Lcombinedl

Treatment Groups

Towner RA et al, Trans. Oncol. 2019;12(2),320-335

(**p < 0.01; ****p < 0.0001)

MGMT: O6-methylguanine-DNA methyltransferase , APNG: alkylpurine-DNA-N-glycosylase ,
BER: base excision repair
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= 2019 CHAMP|OSHA - KAASO| ChSh

=  OKN-007 XA|2 0| M HIF-1a Z A =20l

Nobel prize in medicine awarded to hypoxia
researchers - 2019

THE NOBEL PRIZE
IN PHYSIOLOGY OR MEDICINE 2019

payaLu3 sepiN ‘suoledjsni||

William G. Sir Peter J.
Kaelin Jr. Ratcliffe

“for their discoveries of how cells sense
and adapt to oxygen availability”

THE NOBEL ASSEMBLY AT KAROLINSKA INSTITUTET

23

IHC Scoring

4.5

3.5

2.5

15

0.5

B Untreated

O Treated

*

HIF-1

Towner et al, Neuro-Oncol 2013




14 | OKN-007 : QM| F=tH O] M|

——
HLB

o

S

SL 04 &
(]

T
0=
o
Py
O
cn

« MMP22} MMP92 =2

701 M TGF-p2] B3

RIMZO| MotAEZ AR Qlof 2
L

2=l M A M Z (astrocytes) 0l Al Reactive Oxygen Species (ROS) 2

= latency-associated peptide (LAP) domainS At$tA|7| TGF-RE HIZ=

QI3H latent transforming growth factor-B binding protein (LTBP)7t 7t=25i£| 0 TGF-RE Hi=

- HiEEl TGF-B7} receptordi| bindingstd] QM2 S4!, O|F, AtAAL, HEdd S0 &J

Based on microarray, RT-
PCR, ELISA and IHC data
from the rat F98 glioma
model, OKN-007 mainly
affects the TGF-B1 pathway
through LTBP2 and
reducing ROS resulting in
reduced tumor growth.

Towner RA et al., Trans. Oncol.
2019;12(2),320-335

. - \Q}- i 3%
E I -y '!
Extracellular matrix i “'hl l'?'i M q}
MMP2, MMP9 '
MMP1A, MMP3,
MMP7, MMPS8, i - p ]
MMP12, MMP13, UTTIC:'I'_ romotion
and MMP14 Activities and growth
® :'_'_'_'_'_'_'_':; 1 Cell proliferation
0000 1 Cell migratiqn
:;gﬁ; ROS e ‘\ | Cell apoptosis
Angiogenesis
ITGA4 \ oA T Angiog
a

- ~ . .- =~ __ . Radiation

R 3 Oxidative stress

Modified from Costanza et al. (2017)

AstrocyteslSupportlng ceIIs 7

Cancer cells (_® fi
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FDA Orphan Drug Designation : NK, E
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