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A new treatment modality for oncology, anti-inflammatory and .t Jo

pulmonary diseases

NOVEL TECHNOLOGY WITH OVER 40+ YEARS RESEARCH

EC-18 is a safe, oral, lipid-based, first-in-class, small molecule drug

EC-18 is a synthetic monoacetyldiglyceride

Modulates neutrophils and macrophages (innate immune system)
with cytokines and chemokines; transcription factor STAT3 / STAT6

Global Clinical Phase 2 Program in Chemotherapy Induced-
Neutropenia (CIN), Chemoradiation-Induced Oral Mucositis (CRIOM)

FDA Fast Track Designation in CRIOM
FDA Orphan Drug Designation in Acute Radiation Syndrome (ARS)
Potential for FDA Priority Review Voucher (PRV) in ARS

S
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EC-18
Stat3 Transcription Staté
Factor
IL-6 4 Cytokine IL-4 4
cxcL2/8 4 Chemokine CXCL26
Neutrophil Eosinophil
migration Immune Cells migration
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Anti-cancer agents Radiation JFZtzato
Tissue damage Breakdown epithelial barrier
=» PLAG accelerates endocytosis
and return to plasma membrane DAMP release

PLAG containing micelle

mbrane n \%
.“““/

® T PL(Lipoprotein lipase)
\ GPIHBPI
Scavenger receptor
DAMP (DNA analogue, Alarmin. HMGBI..)
[N DAMP Receptor (A24. P2Y.)
@Y PAMP (Pathogen, LPS.)

(] pamvPReceptor (TIR4.)
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Pulmonary

B Anti-inflammatory Diseases
Breakthrough Therapy Designation
e
Fast Track Designation &%

B Oncology
Orphan Drug Designation &5, Animal

Aloz =)

Rule (2

Chemotherapy-induced
Neutropenia (CIN)

Chemotherapy-induced Oral
Mucositis (CRIOM)

Acute Radiation Syndrome (ARS)
Rheumatoid Arthritis

Sepsis

Atopic Dematitis

Psoriasis
Asthma

COPD
ENZYCHEM
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EC-18 FOR CANCER TREATMENT

FIRE Radiotherapy (radiation or x-ray therapy) uses high
energy radiation to destroy cancer cells or impede their
growth. Usually beamed through the skin, it can also be

administered internally by placing small sources of
radioactive material in or near the cancer.

ﬁ KEYS Targeted therapy or personalised medicine targets
m’ specific mutations in cancer cells. This is usually done with
small-molecule drugs that enter cells or with monoclonal CI N
6 antibodies that attach to specific targets outside the cell.

EC-18

POISON Chemotherapy is usually used in combination with CR I O M
other treatments; it is not curative for most solid cancers
when used alone. Cancers which rely on particular hormones ARS

to grow can often be controlled by drugs that suppress the
hormones or block their effect.

Lox

’-"’(/ KUNG-FU Immunotherapy is a drug treatment that
empowers the bady's immune system to attack cancer. Made
up of special cells, chemicals and organs, the immune system

protects the body from infection.

SOURCE: DR CRAIG GEDYE, AUSTRALIAN CANCER COUNCIL, US NATIONAL CANCER INSTITUTE

Asia Pac J Oncol Nurs. 2018 Apr-Jun; 5(2): 137-155
Scientific RepoRts | 6:32020 | DOI: 10.1038/srep32020
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Chemotherapy suppresses neutrophil

production in bone marrow,
decreases blood neutrophil content
due to neutrophil leakage

EC-18 (PLAG) regulates circulating
neutrophils from exaggerated
extravasation

Chemotherapy-induced tissue
damage triggers neutrophil
extravasation and neutropenia

EC-18 (PLAG) augments
pegfilgrastim’s therapeutic effect by
inhibiting neutrophil transmigration
through CXCL2/CXCL8 modulation
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release and extravasation

c s ] G-CSF
Bone marrow &l P . Promotion of neutrophil synthesis,
o .o'c. .o

Blood

PLAG
e. Inhibition of excessive extravasation

. Chemotherapy
Tissue
Induction of tissue

damage by chemotaxis

yp



* Neutropenia is a common side-effect of
chemotherapy and is associated with a
higher risk of serious infections (below
500 cells/ul)

» Current treatment: Postpone/dose
reduce chemotherapy or administer
G-CSF

* Dose reductions may worsen outcomes,
and G-CSF can cause various adverse
events: injection-site discomfort, fever,
malaise, and influenza-like symptoms

e Bone pain, the most common side
effect, develops in 10-30% of patients
receiving G-CSF

* EC-18 decreases the severity and
duration of severe neutropenia

ENZYCHEM
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Neutrophil in Blood (15h)
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Neutrophil Count

-

o S 1000-
5 >
i = .\ EC-18 250 mg/kg I 10.04
z 4B L -‘ = EC-18 125 mg/kg o
E <= Neutropenia ;
g ' 1 .O -1
S
z 0.1 4= = = = = = = = =\l[I{ONIIHI o~ = = = = — = = = = Severe g 05
-% Neutropenia < 0.1
B

.01 8
% - 0-01 T T T T T T
s =-S5 FU+EC-18 125 0 4 8 12 1 6 20 24

=tr—5_FU+EC-18 250

0.001 1 2 3 4 5 6 7 3 o 1 m 12 1B 1 15 Sludy Day

Day post 5-FU injection
Median Absolute Neutrophil Count (ANC) in the study Groups during Cycle 1.
Results from mice The counts are shown on a linear scale (Left) and log scale (Right).The hatching
highlights the degree and duration of neutropenia (Counts
<0.5X10°%/Liter) NEJM 1991, 325 (3):164-170 Crawford et al

EC-18 shows dramatic reductions in the incidence, duration and

severity of Grade 4 neutropenia
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Study evaluated the effectiveness of EC-18 for the prevention of CIN in pancreatic cancer
patients treated with gemcitabine-based chemotherapy

Standard of Care (Gem+Erl)

vs. EC-18+Gem+Erl 15+ @EC18 «#-Control *:p<0.05
*
45%
’ 40.62% B Gem+Erl (N=32) *
T 40%
% 359 34.38% W EC-18+Gem+Erl (N=16) | 107 5
B 30%
‘i 25% .|
g 20% 18.75% 18.75%
% 15%
'O 10% 0 00 - ' r ~
c 5; 6.25% ANCL/IANC ANC2/IANC ANCS/IANC ANC/IANC
° - 0.00%
0%
° Grade 2 Grade 3 Grade 4

Total number of patients with Grade 2-4 neutropenia decreased 44.7% with addition of EC-18
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No specific therapy for protection

against mucositis is currently available

for patients with solid tumors

Study investigated the therapeutic

effect of EC-18 (PLAG) in 5-FU-induced

and chemoradiation oral mucositis
animal models

EC-18 was administered daily at
250 mg/kg/day

EC-18 administration significantly
reduced 5-FU/scratching-induced
mucositis

Histochemical staining data also
revealed newly differentiated
epidermis and blood vessels in the
cheek pouches of EC-18-treated
hamsters, indicative of recovery

ENZYCHEM
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Survival Rate

Improved Survival in the EC-18 Group

©-EC-18 -A-PBS
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* Dramatic reversal of weight loss in EC-
18 (PLAG) treated hamsters with
mucositis was observed

* EG-18 administration had a significant
effect in preventing weight loss
associated with 5-FU/scratching-
induced mucositis

* By Day 13, hamsters in the 5-
FU/scratching group exhibited a 15%
decline in body weight compared to
controls which lost only 5% body
weight

* EC-18 enhances recovery from 5-FU-
induced oral mucositis and could be a
new treatment for the side effects of
chemotherapy, such as mucositis and
cachexia

ENZYCHEM
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The body weight

--=- PBS
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Mechanism of Action

Radiation DAMP 8 Neutrophil
__ Blood P Adhesion Molecule
9 Vesse[o o Macrophage & ) Activated Neutrophil
O] q O pSTAT3 ©  Chemokine
O og O] chemokine (CXCL2/8)
O] O Cytoklne(IL 6, TNF, IL-1B)
O % q o T TP OP T EPT ERT EPT TP ETTES
- g
o Jaae (0]
Ol oy dewlc®
o] T %
&

Nervous system

Orphan Drug Designation for ARS

ices.,
*

’f _/C (IPJAY EC-18: Orphan Drug Designation for
ARS (2017.12.23)

Seven Years Exclusive Licensing
R&D Funding & Tax Incentive
Rapid Review for Treatment

Conditional Market Approval after Phase 2

Lung

Radlatlon \\W €l
exposure h \

Hematopoiesis

¢
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Awards Priority Review Voucher (PRV)

- Completion of review within 6 months

PRV $ Selling voucher (average price of PRV: $S0.2B)

Approx. $1.5B

.

Target Market

o
| >\ 2



ARS animal study using mice_ Presence or absence of erythema or
Survival rate (for 30 days) purpura (or severe bruising)

y-ray + PLAG

)

120

~+-6.5Gy (total)

: ( \
-~ 465Gy + PLAG (total) | - .
8 o . ' |
i (12/20,60%)
= 60
3 Female ‘

i Improved \
e survival 1 1
0 , 12 fold
(1/20,5%)
» ——r—r—-rrr—Trr—r—TrTrr
01 2 3 4 5 6 7 8 9 1011121314 1516 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 bl
Days A t
Male A f

11 weeks Balb/c mice_6.5 Gy y-irradiation to whole body
Each group: n=20 (10 male & 10 female)
PLAG treatment: 250 mpk
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S

Radiation (y-ray)
]

Balb/c : 11 weeks

Group : 20 mice, male (n = 10) and female (n = 10)

(10/20,50%) —

J (5/20,25%) _|

Improved
survival

3.6 fold

2 fold

v
14
01 ] v-Radiation : 6.5 Gy (100 rad=1.06min), TBI
‘ ‘ ’ EC-18 : 250 mg/kg/day EC-18 and PBS as a control
EC-18
(or PBS)
120 -
100 ————a———
g I_i—.n (18/20, 90%)
£ E 80
L3 ! 1
e
23
S & 4{ —*PBS
=5
3 - EC-18 after 1 day
20 -
EC-18 after 2 day
0 T T T T T T T T L] T 1
1 2 3 4 6 7 8 9 10 11 12 13 14 15
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Day after radiation




_ Funding Opportunities

MCM for ARS (National Stockpile)

ERIE
2L

National Institute of
Allergy and
Infectious Diseases
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INDICATIONS IN DEVELOPMENT FOR EC-18

CHEMOTHERAPY-INDUCED

NEUTROPENIA (CIN)

CHEMO-RADIATION
INDUCED ORAL
MUCOCITIS (CRIOM)

ACUTE RADIATION

SYNDROME (ARS)

Common side-effect of
chemotherapy, often requiring
hospitalization

> 1.5M patients per year in US

Inpatient mortality rate of
approximately 1 in 14 (7.2%)

EC-18 is targeted for patients
non-responsive to G-CSF, blood
cancer patients and radiation
therapy-treated patients

Unique and differentiated MOA

@ $3B Market Opportunity

ENZYCHEM
LIFESCIENCES

Severe, diffuse mouth sores
caused by chemotherapy or
radiation treatment for cancer

~170K ulcerative patients/year
in US

Causes serious consequences for

cancer patient treatment and
survival

No drug approved for CRIOM in
patients with solid tumors

High unmet medical needs
FDA Fast Track Designation

@ $2.6B Market Opportunity

Serious illness caused by high
doses of radiation exposure,
resulting in cellular degradation,
multi-organ failure and death

~270K patients per case in city
(with 2.0M population)

EC-18 has efficacy in
neutropenia, thrombocytopenia,
oral mucositis, sepsis,
pneumonia and skin damage,
acute lung injury

FDA Orphan Drug Designation

@ $1.5B Market Opportunity
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SALES PERFORMANCE FY2014-2017

Total Sales Figures

(Millions of USD)

2018 Ardt7]

. 26 Sales
OA’ ' $16.1IM  +28% YoY
‘y 21.8
y EPS
15.4 _
Free Cash
S 42.5M
FY 2014 FY 2015 FY 2016 FY 2017
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INVESTMENT THESIS
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Thank You
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