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I AN A A (VM202) — 2= M| Z Of| A| HGF (Therapeutic Gene) & &

Injection to calf muscle

HGF protein

(1) Passive entry Domain interacting with ~ ~o-chain
(Diffusion) heparan sulfate (~69KD)

~—

O (2) Endocytosis ~ B-chain
O O (~34kD)

~2.5cm

Skeletal
Muscle

Transgene is expressed
in about 50% of muscle

cells within 1cm radius Transcription
from needle injection Qe 9 P
point. Nucleus ™ ‘
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Sciatic
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(Regenerative Medicine
Advanced Therapy)
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¢ axons
Tibial/sural . . .
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Skeletal o Amelioration of neuropathic pain
muscle .M. injection of Recovery of sensory function
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( :T Clinical and
Translational Scuence

T

Article & Open Access @ ® @

: OlA} =
Gene therapy for diabetic peripheral neuropathy: A randomized, = XAh:DPN3-1 Y FR AT
placebo-controlled phase Il study of VM202, a plasmid DNA X} (Kessler, Shaibani, Sang, ...)
encoding human hepatocyte growth factor
John A. Kessler g, Aziz Shaibani, Christine N. Sang, Mark Christi , David Kudrow, Aaron Vinik, Nari o = =S
5(:;1?;' IChee\ils\,ﬂezr02 Swéljg,-]gtlpa ni, Christine N. Sang, Ma ristiansen, David Kudrow, Aaron Vinik, Nari = DPN 3-1 _| =) = |_'_.|| O| E_I =M

_ OlIAFZ=<oO 747
First published: 19 January 2021 | https://doi.org/10.1111/cts.12977 O o TB‘ |-

- AN FIIENEL

VM202 demonstrated long-term, clinically significant reductions in pain in the

subset of subjects, particularly in subjects not on gabapentinoids, prospectively
continued with no further treatment intervention into the 12-month extension = 2021 |—|j 1< %"_—H—_
study, DPN 3-1b. Similar findings were observed in the phase Il study.

... further study is warranted especially in patients not on gabapentinoids.
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l DPN3-1B &8 A Znt 2

Total population (N=101) Subjects NOT on pregabalin and/or gabapentin (N=53)
M Placeb
“ “ Two treatments m V,?,,C;OZO “ “ Two treatments : Cll\a/lcfg);
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-2.60 _ -2.57 -2.60 (A=-1.48)
=1. - A=-0.82 (A=-1.34) - T
3.0 =1 0 (a=089)  (AT082) 3.0 S N e 7 E) ‘
0 3 6 9 12 0 3 6 9 12
Months after first injection Months after first injection
*p<0.05, vs. placebo group *p<0.05, vs. placebo group
Long-term high pain-relieve effect Much higher analgesic effect
with Engensis treatment in subjects not on gabapentinoids (sub-analysis)
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| DPN 3-2 A A 7|

Double blind, Randomized, Placebo-controlled

1. ARE 2

DPN (=88 2X 43 3E35)

o
3/HE g A A 72

152 (A A:2]9F = 1:1)
Adaptive design2 2 2507} X| Ll 7t5

= 1571 7|2 (O]=)

2 treatment cycles
32 mg + 32mg
(Days 0, 14) (Days 90, 104)

e/l

FHIKE: REY

Pain (BPI-DPN, ADPS)
QOL, PGIC, Survival &
MK K| E (biomarker) 2=
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Katz, Neurology, 2008
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I E-Diary &= 2!: P-Diary vs. E-Diary compliance

2tXte| EF 7| = compliance rate, %

100
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Self- Actual Actual
reported
Paper Diary E-Diary

Stone et al. (2002) Patient non-compliance with paper diaries
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J E-Diary ;0PN 32 UM Y L2 AIZHES 7|5

= DPN3-2 55 2 E &HXH0| Al Samsung Galaxy A30 Ol e-DiaryS & X510 22
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Mng In progress
Skt i e A e Tl 4 an_adasle I-ITrI_I in the eDiary before
by tapping the + oF - buktons R R The eDiary & currently sending data to
the study team. This can take several
minutes.
Today's ez
You will not be abie to use the eDiary
until sending has finlshed.
an | S
03 @ 00 L . = — " .
FM _
Settings 1 2 3
Train again (practice anly)
Ondy times from DE00 AM o 10:00 e 5 6
AM are alknved.
Rescue Medicarion
7 8 9
Pre-Visic 7 Day Diary Activation
Hﬂ w'
I » Carcel I Sve ol I I b 2 Exit eDiary I
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Bill Schmidt

Head of Clinical Development

UC San Francisco
PhD

304 O| &9
Pain =0F Y& 7,

ANY AH HY

Ensysce Bioscience
EicOsis
DuPont Phramaceuticals

Adam Ruskin

Head of Clinical Operations

Emory Univ.
MS, PhD

25 0| A9
400712 &A A
S EEY ER

Asuragen Inc
Lab CRO
Genturadx

Bill Frank, MD

Medical Director

Temple Univ.
MD

35 0| A9
UMM DL HE,

o o
ANY FH BQ

Sentarus
Novartis
Sandoz

(2021.4.1)

Cindy Fisher Jose Zapata

Head of Regulatory Affairs Head of QA
UC Irvine Temple Univ.
PhD MS
9 15 2| 2 2049
o7, it SEae
3 EQ I

Conatus Pharmaceutical

Vical Corporation Peregrine Pharmaceutical
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Note:
* Koreansite in red
* Dual job with asterisk(*)

CFO

O o L
# & 359
CEO

(2021.4.1)

Sunyoung Kim* ‘

’ B. Nigra

Clinical Mgmt. Org/Admin Mfg/QC Mgmt.

CEO OFFICE

|

Youngjoo Park* ‘ ’

Jehee Suh* ‘ ’

Jaegyun Jeong* ‘

Regulatory Affairs

Medical Affairs

Clinical Operations

Strategic Medical Affairs

Clinical Advisory

Clinical Team (Korea)

’ Head - Jose Zapata ‘

Head - Cindy Fisher ‘

[

[

Director GCP QA
Myrna Hoffman

Manager - Document Co
ntrol and Elec. Systems

Jordan Finkelstein

Minjeong Kim*

Associate
Christina Bonner

Associate
Haewon Shin*

Medical Director
Bill Frank

[

Medical Monitor
Warren Sherman

Medical Writing
Jane Gorsline

Sr. Dir.
Pharmacovigilance
Armida Diaz-Lelevier

HELIXMITH

Head - Adam Ruskin ‘

’ Head - Jennifer Guzman

ALS

Director - John Carlins

SHARED FUNCTIONS

W. Schmidt

Sr. VP- Clin Development

Lead — Youngjoo Park }7

Sr. Clin Project Manager
Victor Harding

Director — Clinical Field
Operations
Gina Pezzino

CRAs
Sandy Isham, Helen
Penfield, Laura
Hartmann, Jared Brodie

(UB), Lara Black (UB)

Sr. Clin Project Manager|
Philip Calvillo

Clinical Data Manager
Gwen Everhart

Clinical Trial Associate
Shannon Edwards

cmMT

Project Manager
Eunseon Shin*

Associate Project Manager|
Yongjin Park

Biostatistics
Nari Shin
Jasmine Choi
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|°.1II.1_IAI ALS 2a : QAF A

Double blind, Randomized, Placebo-controlled
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27| L HEE = ALO| QP AT} 235 A

18 (AMHA| A2 Qf = 2:1)

5270 + 37 7|2 (0|23

3 treatment cycles
64 mg + 64 mg + 64 mg
(Days 0, 14) (Days 60, 74)  (Days 120, 134)

56742

TE7HA[#: 2

Muscle function (ALSFRS-R)
Muscle strength (HHD)

QOL, PGIC, Survival &
M| K| E (biomarker) &=

SAX|77HK| 2 =HK}
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Muscle biopsy & A
(Biomarker)
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Single center, Open label

J AHAIA cMT 1/2a: L4 A

CMT (AF2R-0F2[-EA 1A)

12 (?1°r Bl5)

S 1M 712 (ddM=d

o

)

2 treatment cycles
28 mg + 28 mg
(Days 0, 14) (Days 90, 104)

ol

Biomarker (p62, p75, NCAM)
MATH (CMAP, SNAP, NCV)
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I TADIOS : COVID-19 HE 2 TADIOSS| 28 7=
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Mildly infected
individuals

Severely infected
individuals

TADIOS

COVID-19
Symptoms

s

Sz Hews )

f IFN-y
wHfo|2| £ ey gt il i
HEO|2{A =4 4| pri
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23 4/

Bfoj 2 417
ZaLed 24 Hed

TNF-a \

IL-6
IL-8
IL-10
G-CSF
MCP-1
IP-10
MIP-1A
IL-2R

\ @ <

Pro-inflammatory cytokines

\ Cytokine storm syndrome

— e
=2
. OE7A
£E
E|E
sz
* I_%%
Y
. AN
. IE
o kl*l.
\_ = )

0|57t 2, /85 (2020)
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v

Severe inflammation leading to
multiple organ failure

Dhama, Kuldeep, et al. Trave/ Med. Infect. Dis. (2020)
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[Erelringmamoiena] Control LPS (2mglkg) LPS + TADIOS (1000m9fk9)
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| Autophagy |

7 Epithelial cells  Mocrophages  Neutrophils %
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Celldeath

i Cytokines = Cytokines
e C r(fv!uk:l!es Chemokines
¥ Endocytosis? = Migi
~/ \permeability?, Psdcotoi] Differentiation?

" -] ABMES IS Y M=
cute Lung injury
Hu, Yue, et al. Microbes and Infection 16.9 (2014) Neutrophils TNF-a
300+ " 300+ #
b iy 5
= OH} = o I @ -
.U.:" %:I o 1T EI- EIEI(LPS)E - g 200 § 2001
S 22 3
OHTl—O—l 7|ELHE '§-3100 £ 10
= =S (@) ro) £'®s £
£0§3}0] S o
TT- AN = .
) Jl:” Tl__él- E_._ = 0" A-I > 500 1000 ' 300 100
TADIOS Ol 7 H A._-I .9.% %,I' O|_| LPS (2mglkg) + TADIOS (mg/kg) LPS (2mglkg) + TADIOS (mg/kg)

12| ll1|7| D, O MR 28 SHME 2t =0l (=2 EH|3)

Lee et al. (2021) Botanical formulation, TADIQOS, alleviates lipopolysaccharide (LPS)-Induced acute lung injury in
HELIXMITH mice via modulation of the Nrf2-HO-1 signaling pathway 20



l TADIOS : A A A

Double blind, Randomized, Placebo-controlled

1. CHAPR g

HELIXMITH

i =85

COVID-19

100 (TADIOS: /< = 1:1)

5 47 718 (Qlk)

12 23|(BID)

m

2 DIXIY YA L2 RE| 142

FEIIR|E: QY

Biomarker (TNF-o, CRP, IL-6, IL-1ra, Hb, and Ferritin)
Clinical measurement (8-point ordinal scale, Time to
clinical recovery in clinical symptom scale, clinical in
symptom scale)

Quiality of life (WHOQOL-WHO 5 wellbeing scale, FSS)
Hospitalization
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