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Since 2000

Corporation History

2021
2020

2019
2018

2017
2016

2015

2014
2013
2008
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Oblato, Inc.

« ZZFLGBM Ph2 T F

+ Temozolomide2t2| HEQ'H AU A
o B FAY - AR e 2tz

« 3B|HAOtHEHRPD) A|7H 2tE

« DIPG X|2X| FAST TRACK X|’8

GBM | Glioblastoma Multiforme

DIPG | Diffuse Intrinsic Pontine Glioma

ReGenTree, LLC

+ 314 Ph 3 (ARISE-3) Top-line &8 %
HA Hole 24 &

J' HOX|&:61.5%

* Dedicated to ophthalmology

» Most advanced pipeline
* BLA S2IA| ERX|E 75%
- 82 FDA Pre-BLA O/& A1 o F

Neurotrophic Keratopathy

1 ERX & :50%

Lenus Therapeutics, LLC

* EB: Ph 2 completed

e 2nd Ph 2 XloH

S (Open Study

)
- FDA EB Guideline 7§ 0] [}2 0 H|

S 1% HIIRIS MY 2 ph 3 WEE

e

Ol Propose O

=

2|5l FDA

Epidermolysis

Bullosa
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Do orgmeol mo|matel B9 ol  Aorsper Mok 9 (o FhAIS AR 3

Pipeline Market

+ ARISE-1 2t&"
+ ARISE-2 &=

of=, LA * ARISE-3 £2f &= &
Dry Eye Syndrome (StL1Z4Z=, DES) oﬁbriﬂ%% 2871= — N

FDA Pre-BLA O|& 4

Ophthalmology | RGN-259 HE St M SRS
(tarzeh (GBT-201) » Bestin class
Neurotrophic 0|2, FHLict « SEER-1 (15‘ Ph3) etz
Keratopath moF — .
(ﬂgogcgjgzlrég’ NK) OFAlOH EfB S 287H= + Bestin class
i - 2" Ph2 2 &
Dermatology RGN-137 Epidermolysis Bullosa | 0/, 9H|—H1hm=. st ——— . Ph3AE =
(msaseh (GBT-101) (+ZduO/e2|F, EB) =, g2, 5% Firstin class
3|FAEe|%E . Phib &tz
(Orphan « Ph22dl &
Drug Glioblastoma Multiforme - .
ignati s 4k E———— Temozolomide@to]
Designation) | (A=, GBM) i e
SSoatleS
Brain Cancer » Bestinclass
EX:
(=3 s Ph1 A= S
OKN-007 Diffuse intrinsic pontine RPD 2|2 &0
glioma 4k I . A 50l
(M2 LHAHY | F, DIPG) BAA - Fast Track 2|4
« Firstinclass
of THA S0 = HZS _ o HYY 2 study S
7188 (st ) P . HHE/HE 0] 2
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Refractive surgery
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Topical anesthesia |

11




05 | SHHUXT MY HE - 2020 22 HuM

P R

JEMA FRAZS KZH AE
$11.1B

0,
CAGR+101A: $ 5.6B

$223/'I

2016 2026E
S [source] GlobalData, 2018 R

________________

CAGR+10.6%

= = = —

2018 2028E
[source] GlobalData, 2020

e MUY, AFH A0E 2 ME 372 549 4%

X SAIE X ZH|0f Chgt 2HAHS 2| compliance 7t H&

MZ2 mto|Z 2210 LB Unmet need =Xl

RGN-259 Novel MOA Z significant market share 0fl & (1=

2H A Of =)

I

12

XHSH A High medical unmet need A|%&

Oj= AFH=T X =M ME

e T T T T s s mm

I
1
CAGR+8.8%
$83B | -
! $ 3.98
1
CAGR+11.9% I
. $178B
R
1
1 2016 2026E

-

- -

l \ [source] GlobalData, 2018 /I
S .

2018 2028E
[source] GlobalData, 2020

Xiidra 2t Restasis & X|ZX| 7|™Q| X atefdt ZA|

HMA AIZOAM Bl= AFO| XHX[StE HIS2 74% in
2028 (66% in 2018)

20193 53 HLE[ATF CHAICH Xiidra $5.3B Off 2l




06 | Potential Revenue from 8 markets (by Global Data)

(€A BNT

OE TopO| E ALE 05

o2l 2447|2Ql Global Datat= €xf ¥zt & AFUEF X =Mt 7iE Sl X|2H S RGN-2597t 2026'd 7| &

P—— Marketed Drugs Late-Stage Early-Stage 2016 8MM Sales for DES 2026 8MM Sales for DES
Drugs Drugs (5M) (5M)
Restasis, Refresh Optive Cortisol
Allergan N/A 51418 5172 Restasis
Mega-3 OTC Analog 67 EX 2, StA Ll 7| & HotztE2h
Hyalein, Diquas, Ikervis, AHE| Diquas
Santen Cationorm, Hyprosan, N/A Cyclokat 253 $357 (%I%/ ot 0t S0l Thoy 5)
Oftagel Xiidra
INLK|Z, SHTHYU T R HMotztEar
Shire Xiidra N/A SHP659 $54.2 $487 G7HaX =SSN, BLEES)
i« JHZEA|OF
Sun Seciera (Pre- Restasis 7219
N/A N/A NSA 5506
Pharmaceutical registration)
RegeneRx N/A RGN-259 N/A N/A $1050 ReGenTree/GtreeBNT
(2FX| 2, multiple functions, ZHtZ L)
Aldeyra N/A Reproxalap N/A N/A 5484 242tz YO 2 34 3~43| offOF &
Sylentis N/A Tivanisiran N/A N/A 5469 24 &t@ 1K} 34 XY =
Aciclovir, Viscotears Gel
Liquido, Viscotears,
N " Physiotears, Tears ECE-843 N/A N/A $161
ovartis Maturale, Tears )
Maturale Il, Tears
Humectante, Oculotect
ECF-843,
Dompe N/A N/ A N/A 535
cenegermin

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

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

13




’

07 | AFUZF X EH RGN-259 7' g

= £ 1,618Y CfA T|EXt B Ol EoF otz
=]

= 2021'd 3E Top-line Z1} 2 &, 438 ™A Z3} £ = FDA Pre-BLA O|® 4178 of

=t

Pooled Data (ARISE-1 & ARISE-2) Top-line Summary

" 01 Signt Symptom0{|A{2]| - 02 Licensing out| &2 75’4
Global Effect E&

Y Signdt Symptom 2FO0|A X} S}

Y Signa} Symptom2| 02| Parameters(‘B7}H ) 1
Fast-onset &1t 22l

olMe] SAH 7oAt =t:

v EtES HUZQABEE) / AHY / %Y

EHI S H Y 7] 291 HZE ChH| 29 Global Effects, QHM A & okzt

— LOO| CH?t Strong Position ZH&

20154 9& ~ 2016'd 2& 2016 118 ~ 20174 7& 20194 5& ~ 2020 11
317 O etz 6013 O ot etz 7009 o mHA 2 3 Fof pt2
HA HlolH 24 &
A Phase Il Study of RGN-259 Identifying Safety and Efficacy

14




= H ot 25 (Fast Onset) U IS} SYSH +=9| QHH

Active Ingredient

RGN-259 (ReGenTree)

Timbetasin (Thymosin 34, Tp4)

Xiidra (Shire)

Lifitegrast

Restasis (Allergan)

Cyclosporine A

Multi-functions

Y, B

MOA © SNA= Single-function Single-function
c MEES . &l . 5t
_ . S B8 S O
* M= o|s5 T (RH& Tt
o MZXHSHALH|
. OFZ1 AFQYZH
o . o a . o7 XY, o4 0|2 S aTEEE
o] &HtS o Pt YT =T S %20| Labelof] 27| « Y, A HEOj(AOF=ED &
M ape
e ° - 2X20| Labelo| F7|

Global Effect in
Sign & Symptom

+ Sign1t SymptomOf| A{ 042 23t
Global Effect 235 (ARISE-2)
« CHRIM Al Ot HET K2 M

- Aol glg

Onset Time « 2 weeks « 12 weeks o 12~24 weeks
il =3 DN Eo - ARISE-1 I} ARISE-2 « DR ME7|E W oSt
(Y AC|x}Ol) 2T =€ 2zt 3AbOjC} CH2 i

15
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09 | FDA OLRAZZE X|E2X| 7 7Io| =22l AlA

= 202049 12E, FDAO|A X X2 R AZTF X|E X 70 Cigt 70| =21 HxE

" FDA recommends that the sponsor demonstrate one of the following:

« A statistically significant difference between the investigational treatment and vehicle for at least one
objective prespecified sign of dry eye (mean group score of test versus vehicle) and at least one subjective
prespecified symptom of dry eye (mean group score) J

(Source: FDA Dry Eye: Developing Drugs for Treatment Guidance for Industry, December 2020)

= UFAXFT2 LR CtYet RQ1S0| SRAHo = X | LiEfL= HeEt

[

+  FDA 7I0|E2tQl 40| QLAAXZ KZR0| Ch3t Bt 7|F : AHO| MHE Sign BIHK|ES Symptom HIEX| EollA
E7% Qol%t US

- ARISE-1, ARISE-2 QA0 M, ALHO| MHE Chao| Byt Ha0M Q&4 2ol

= 0= FE7I AESa s @olet XHES S5l FDA Pre-BLA O|™ FTof| Cish H=F 8 078
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« 2035E7kXA| RGN-259 EoHH| =8 &, Xz Y, MZz=3d S0l e £3 d#el ==

- MET 2 IVttt Kl WY S5 3 = (BtE: 20354)

- 595 el A2 R XISH2 EX =2/ T

o MO A PTE MEE S & 7|2 = A8 St 53 7|7 AF of|E: d7[7HEE E57|e a% dE 7ts
« BLA A2k X ZE Market exclusivity 7|ZF 124 HE (2022'A &{7} A| 2034 LFEH A OHR)

Xiidra (Novartis)

« MO Market exclusivity= 20214 78 TtE O

- 8= 59 A Mt #EE = 59 20249 Ttz 07
- =255 20263 =

- Btd 80|, Generic challenge Ofl 4=

. ZENA EF 20334 THE Of &

Restasis (Abbvie)

« A9 Market exclusivity =
- T8 S5 U7& 553 Tt HE
« 202430] DES 2 d N, &Y 55 & tREE2 55 2tz ofEo|H, etef 870 thet S5{2t &A &
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11 | HZBL S AU H(NK) - Phase 3

Ztoko| Atm| &4 (Corneal ep|theI|aI breakdown), heallng ZHoff, Zpak '_H| 2, melting,
HE 2l 522 0ot 3kt AMF Ex Fofof efsf M7= 3| Eld-d 29 2t
oA Stage 1

Z A
oo
v A&HQ MI| &4 HY ZoFAS v &9 Zt9t H| Y, melting, 3
S22 HO|Z| 9=
* Tarsorrhaphy (2’HE &) « Keratoplasty (ZH2f0|Alz)
P « Conjunctival flap (Z2H) * Amniotic membrane
transplantation (2F210[4l)
- 2|28 Contact lens
E0jAFe T Ses =AR7} 27 &= HA - Ht2| A| A1Z¥5t Corneal Perforation
7\|-"“-;H oo 224 Zdeks 9t (ZHBHE ) kAl
11 -0 = O
= HY 3= %’“
=3
1y 50,000H 5,000 O]AF 3,500%~5,000

« Dompé Al Oxervate NK X|Z2HX2 X S¢Q - O|=0A 5K 107} & (HZt & $600,000)

=

18




12 | M

’

G
I ZL4UE(NK) - Phase 3

[0 Multi-Center, Randomized, Double Masked, Placebo Controlled Study

[l

468 21 A= /18F 2

* 0.1% RGN-259 (10-patient) or placebo (8-patient) group

- A BEHO[R: i) Bl Eet 2tXp 28 HAH and i) SFAXRTI Y MY A2 E Q1o FEFX Y
2

el

28 (4F)ZH 1¥ 53] &0 + 14 2F) £H ZF follow-up

e 2t

o 1A I W43 RO 2 400 AT 2HX[E 2} H[E (%)

« 47 F0| 2 RGN-259 &0 - 108 & 63 49 &KX &X[ / placebo £ - 8F T 19 2K

« 1XI B7t = p = 0.0656 (Fisher's exact test), p = 0.0400 (Chi square test)

« 2K} BIt = 2F follow-up & 2tX|2HAF H[20{A 84 R2[X 2 (p = 0.0359 (Fisher's exact test))

NK S2 JiM 59| Ct2 2kt I HSOME 23S 112 HQ

. PR Gl Ljok BRI 9 (Frol4ES 2y gt

19
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OKN-007

L MADMZOIM 7|€E SYS 0[5, KBS SOIME 7HE ©
2
+E 422 |2 we Ee
& 7152 2|ti2 EZ5tHA — °
7Hs5H B % A7 | B 12~157HY
HFAFM QH 2|22 b2 AL

| BZ4.570E

Temozolomide(Temodar),
Bevacizumab(Avastin)

= EHMAZHHE S WDM|IE DAL T ZUM|Z SA ZHA
= OFAEZIHH|ZHOIM | EZO 2 3MTR| b2t £ Drug Reposition =2 01714 0|77 54

= FDA 3|1 2&&t 2| 24| X4 (2016.8)
= Small Molecule

= Oklahoma LisHH A Stephenson Cancer Center0|A Phase 1b 2t&

* GBM Indication 22 FDA 24t 219! £9I

=

» [}E 2O Z |ndication expansion ZE &

JE!

| 20,0009H
(0§ 12,000

2

| 3,000H

Azt

o))
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rot
otk

4 | GBM 7§t F=F gl

’

Recurrent GBM 2tX} L& : OKN-007 & Temozolomide Combination Therapy S0l 240f|A| =%
TSt 70 MEf 8

Naive GBM 2X} CH4 : Combination Therapy &&=

ox >

B.
xt

14 28 (0]=) 24 IND 59! (0]=) 20204 4E
14 At 2% T
. SIT (2Kt =AU A : OKN-007 THE E 0|, Recurrent GBM X} C Recurrent GBM £t X} C{ 4, OKN-007 + Temozolomide HE& 50

159 SHAICH & 24 37 dose Al™)

Z| 28T (60mg/kg) £ Overall Survival :
(Avastin OS 9.171 &)

obdd - A0 EOEOME 'Q'E'tx'l o5 A (Dose-Limitin
2oIx|X] Z A H#HEl Grade 45 =
SIX 4270 E W At WE S

2174

Toxicitise : DLT) &
X T 4474 2K HE

g ot

59
ojo

nT (A1 ==
CH &

i

2l 4H) : OKN-007 + Temozolomide, naive GBM

13 OKN-007 33| £E0{20{ A
Qlst= C|XtQI

otg g 2ol = Chof 2tAto M =1t

= T = =

MK 5 A 2 Y

19 18742 Ol40] @ro| I MY K%, £of T 5

21

rtot

bR} THA
CH A

o

BARE X 22F TMZ £0 & X3t Grade 4 GBM At 60

oR

Dosing regimen : TMZ (4557F 1 cycle: 5€ £0 + 23 §X| 7|Zh +
OKN-007 (60mg/kg, =Y 33| £0f (1257 -> FY 23] £o (12F7h
-> F 18 &Y

MZE7|ZH0S), EXIE M=7|ZHPFS), BH2 & (overall response rate)

o7
OKN-007 1} TMZ2| 2-& &3t (pharmacokinetics) &7} B3
SAIO|E : O|= 871 HRI0|A TIH

2 2F(2020 3Q), Topline Data

oo

oo

AFQIE - K T A E 2H(2022 3Q 5 H)




15 | GBM x|0|4 O}~ R0 OKN-0071t Temozolomide '8-8 & 1t

OKN-007 2t #Z& X2 X Q! Temodar (Merck) & H& F0|ot 0| M 7t I SLRIL| Zaef HET|Zto)
=72 2 (MZE 7|7t} Tumor volume Of Af)

Temodar (Temozolomide, TMZ) - H850] 24
+ 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 OKN-007 decreased tumor volume
detection
Tumor volumes (Days 19-22)
— 100 I I ) —~ 300 =
g I |—— UT (n=6) E 250 : :
s I |— TMZ (n=5) = |
2 Lt L |, — OKN(=5) o 200 : I
g 50- — OKN+TMZ (=5) £ 150 : '
©° I
£ -Il > 100 I :
o o
0 1 ) 1 E 50 I I
0 20 40 60 2, : I
Days after Tumor Growth utT T™Z OKN Combined !

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

22
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16 | OKN-007 : UM E F 0|H2H7 =8

= 2019 Rty - HutaFof Ciet & =X CHAFA S

= OKN-007 X| 2T A HIF-1a 224 201

Nobel prize in medicine awarded to hypoxia
researchers - 2019

THE NOBEL PRIZE

= a5 -
@ = " 9~ . B Untreated
Z ‘tl 1 y ot W % = J 4 1
O S Q N A ' 3.5 - OTreated
3 “.‘ S 4 -\_"‘ /
i ‘ j WL oo —
\‘:.- oy ,.'-i’l, i ) 4 I\ NN 0 .E 3 *
= 7 ‘ 5 25 -
&g ‘ 5 V S 3 2 -
A { |
) 478 T 15
William G. Sir Peter J. G ' 1 -
Kaelin Jr. Ratcliffe Semenze 0.5 -
“for their discoveries of how cells sense 0 - —
and adapt to oxygen availability HIE-1
THE NOBEL ASSEMBLY AT KAROLINSKA INSTITUTET

Towner et al., Neuro-Oncol 2013
23




17 | OKN-007 : QMIE FH 0|

o

b .y | Gtree NI
a4xH

gdstE o

AN Z (astrocytes) 0l Al Reactive Oxygen Species (ROS) 2

¢ 0[N 20| M TGF-p2| &/dst
o QN ZO| AMBIAEYAZ Ol
. I-A EI_

« MMP22} MMP92 2 QI3

Based on microarray, RT-
PCR, ELISA and IHC data
from the rat F98 glioma
model, OKN-007 mainly
affects the TGF-31 pathway
through LTBP2 and
reducing ROS resulting in
reduced tumor growth.

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

| ROSE= latency-associated peptide (LAP) domaina
b latent transforming growth factor-p binding protein (LTBP)7} 7t
« HYZEEl TGF-B7} receptord bindingstd] RMZO| ZA|, 05, XtHAL, &

ASEA|7{ TGF-RE HIE
T2l |0 TGF-RE HiE
ol ot S0 20

B
Extracellular matrix ’
— Yy 3 3
. » ] . ﬁ\l
MMP2, MMP9 OKN-007 o
MMP1A, MMP3,
MMP7, MMPS, i .
MMP12 i T Tumor Promotion
MMP13: and LAP “ Activities and growth
MMP14 P\ N . ‘
& > ® > 1 Cell proliferation
g 1 Cell migration
:lgﬁ; ROS Lt N I Cell apoptosis
Angiogenesis
ITGA4 \ FY' T Angiog
a

S > o Y o v e - Radiation
Astrocytes/Supporting cells Oxidative stress

Cancer cells (_®

Modified from Costanza et a/ (2017)

24




’

= ox S r— Gtree BINI3
18 1Yo =Z HMEF =il A=
(" 71z gumelel wgavoz 1t M2 3w Xet It N
= Sulf-2 29 AN . LN Z HEIf Ol A, LFE DHAONM 7|E AN Hdd S7t =l
= TGF-f HH AN : LOINZZO|AM| TGF-B & AX=Ql . L& TGF-B XXM S0| HALYK (PD-
1/PDL1 XMoliA)e| Bt8& 57t 2
=  HIF-1a 238 A . A0[N2HZ0|Me LM ST Ko S A L AX|
= VEGFR2 ¥ AN : Yx % FHo| Mlda 4o X

Effect of OKN-007 on the immunoexpression
of SULF2 in 1C3752 pGBM tumor bearing
mice._’,

¥ 80
‘ B
¥ ‘ ‘i-;",.l“. ];
g SRR . 74
\ \’f" -1'. O ST T
. > |
S et =L
§ '”, < -4 :\;
3 2 tedl ~
i Wﬁbe <P
|
7]
Ci ?
20
° OKN-007

P Normal uT OKN-007

25

Immunohistochemistry (IHC) and ELISA confirms that
OKN-007 decreases protein levels of TGF-B1 in a rat F98
glioma model
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