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Energenesis Biomedical

A Taiwan based biotech company established in z 01 z

3 5 full-time employees 5 Ph.Ds and z 5 Masters

A listed company on Taiwan’s emerging stock market

To be listed on Taiwan’s over-the-counter stock market (2019)
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Our research partners (1)

Pl Name Affiliation/Department Project Title
. National Applied Research Laboratories/National To explore the new route of ENERGI administration to treat the T transfer-
Yu-Chia Su . ) : . L
Laboratory Animal Center induced cell induced autoimmune colitis
National llan University/Department of biotechnology Validation of the protection and mechanism of ENERGI in preventing

Ying-Chen Yan . . L . . ) .
& & |and animal science cytotoxicity in paraquat induced cell and animal of Parkinson's disease

National Yang-Ming University/Proteomics Research

Center Evaluation of the efficacy of ENERGI for anti-aging

Chen-Chung Liao

National Yang-Ming University/Institute of Anatomy and

Hsueh-Te Lee Pharmacodynamic Study of ENERGI in Alzheimer’s Disease

Cell Biology
. Taipei Medical University/Department of Medical Evaluating ENERGI on the disease prevention and therapeutic efficacy in
Yung-Feng Lin . . . e )
Laboratory Science and Biotechnology Alzheimer's disease model mice
Fang-Chia Chang [National Taiwan University/Veterinary Medicine New applications of ENERGI on treatments of insomnia and epilepsy
Yen Lin Chen |Cardinal Tien Hospital/Department of Pathology The impacts of ENERGI in limber girdle muscular dystrophy

To evaluate therapeutic effects of small molecule compound ENERGI in

Vin-Cent Wu  [National Taiwan University Hospital/Internal Medicine . . . .
ischemic acute kidney injury

China Medical University/Graduate Institute of From cell, mice to bed translational repositioning of the novel combination

Da-Tian Bau . . .
Biomedical Sciences for oral cancer




Our research partners (ll)

Pl Name Affiliation/Department Project Title

National Health Research Institutes/Institute of cellular | Using db/db mice model and high throughput Micro Western Array platform

Chih-Pin Ch . ‘ . . . :
in-rin Lhud and system medicine to investigate the therapeutic effects of ENERGI on Type 2 Diabetes mellitus

Chin-Lin Hsu Chung Shan Medical University/Department of nutrition |Anti-diabetic effect of ENERGI in db/db diabetic mice

Ming-Shiou Jan Chung Shan Medical University/Institute of biochemistry, | Evaluating ENERGI's effectiveness in protecting the intestines from

microbiology, and immunology inflammatory bowel disease using two induced animal models
Yih-Fong Liew |Fu-Jen catholic university/Nutritional science Evaluation of the efficiency of ENERGI as treatment of cancer cachexia
Jin-Mei Lai Fu-Jen catholic university/Life science Evaluation the effect of ENERGI in cancer and cisplatin induced cachexia

Investigating the effects of anti-inflammatory agents on mitochondrial

Chung-Hsing Chou | Tri-Service General Hospital/Department of Neurology function in a rat model of rotenone-induced Parkinson's disease

National Applied Research Laboratories/National To explore the new route of ENERGI administration to treat the T transfer-

Yu-Chia Su Laboratory Animal Center induced cell induced autoimmune colitis
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® 5-10 mM in cells

® 2 x 1022 molecules in 65 kg human
® Store ENERGY for cells

® Highly unstable

RRTEECE AMP (Adenosine monophosphate)
ADP + H20 — AMP + Pi AG" =-15.1 kJ/mol

_ _ ATP + H20 — ADP+Pi AG’ =-30.5 kJ/mol
---------------------------------- ATP (AdenOSIne trlphOSphate)
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ez E i Int. J. Mol. Sci. 2012, 13, 3563-3582.
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A curious case of all human beings .......
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EHEIEAMP KDIEEMIR U Z DEH
Compound for Activating AMPK and Uses Thereof
Compound for Activating AMPK and Uses Thereof

Compound for Activating AMPK and Uses Thereof

Compound for Activating AMPK and Uses Thereof
Compound for Activating AMPK and Uses Thereof
Compound for Activating AMPK and Uses Thereof
Method for Activating AMPK and the Use of
Adenine

Compound for Activating AMPK and Uses Thereof

Method for Enhancing Wound Healing by
Administrating Adenine

— e B WAMPKOEIEEIREZ..............

Method for treating disease or condition
susceptible to amelioration ..............
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Discovery Lead opt. Pre-clinical Phase 1 Phase2 Phase3 NDA Market
CODE INDICATIONS WOEE R ERAME ER—8 ER_D BR-D SBIE FELS

DERMATOLOGY DISEASES - FZ[EtHEI & Tw

F703 Diabetic foot ulcer treatments (gel) #ERFEEERINHERE . 2020
F701 Alopecia treatments (tonic) B LE &S5 iR E -
F703VLU  Burn treatments (cream) T 53 &S &390 A5 2 I 2020

F703EB Epidermolysis Bullosa (cream) EE M ERLZ#EEKpERLE  INININING 2020

MITOCHONDRIA DEFICIENCY - #fii#4F 5218 &=
F705 Parkinson’s disease 1 #xEGiE I 2020

INFLAMMATION RELATED - 2%k MHEA %= 7%

F704 inflammatory bowel disease Bz EE

F708 Asthma treatments &% %

OTHERS - Eftr
F706 Cachexia treatments 52 %% & %%

F709 Vaccine adjuvants ZE & & El
HmEER
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k& & (Diabetic foot ulcer, DFU)
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® DFU B& 33%Z ek

® iEFRmEEL5-20% 2 DFU
® HKEBAOFITHEBR 70%

® FIKiEfKimE[RE67,000,000A

11

Source: Diabetes Care 2015 Oct; 38(10): 1852-1857
Engl. J. Med 2017 Jun 15;376(24)2367-2375, DG Armstrong, AJM Boulton, SA B

N.
w.podiatrytoday.com/healing-post-op-amputation-wounds
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Advanced Wound Care Market

R 233
. . B t
Overview (Allied Market Research) =~ ESSSSSS— 121

1 e
® 2014:57,117 million Advanced wound : 12

® 2022: 512,454 million NscLe 12.2

(Supported by a CAGR of 83%) Prostate cancer _563_ 18.4

Source: www.moneyweekly.com.tw/Channel/Detail.aspx?UType=10&UID=18044944320&AType=1
www.grandviewresearch.com/press-release/global-non-small-cell-lung-cancer-nsclc-therapeutics-market
www.businesswire.com/news/home/20171219005519/en/Global-Prostate-Cancer-Treatment-Market---Forecast
www.gbiresearch.com/report-store/market-reports/therapy-analysis/nonsmall-cell-lung-cancer-market-to-2020-new-therapies-to-enhance-treatment-segmentation-and-drive-growth-in-an-increasingly-

21
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WARNING (asked by FDA since 2007)

An increased rate of mortality secondary to malignancy was
observed in patients treated with 3 or more tubes of Regranex

Gel in a post-marketing retrospective cohort study. Regranex Gel
should only be used when the benefits can be expected to
outweigh the risks. Regranex Gel should be used with caution in
patients with known malignancy.

Regranex (EAHAFHIM/NRITEEF) FEERRRIRE oo

1. ENBEENEERRERESORS 1. HALHE

2. EREZEEIBEAE/T (Johnson & Johnson) Em 2. EBE (US$800/tube)
EEmEIEAZESL (Smith & Nephews now) 3. IEMNERERIEER

*g?@ﬁ\*&_lw.smith-nephew.com/key-products/adva nced-wound-management/regranex-becaplermin-gel/



EBOEaE—E ERE®= RIS FEBTE

Wound healing is an intricate process
in which the after injury.

Nguyen, DT; Orgill, DP; Murphy, GT (2009). "4 The Pathophysiologic Basis for Wound Healing and Cutaneous Regeneration".
Biomaterials for Treating Skin Loss. Elsevier. pp. 25-57. Orgill DP, Blanco C (editors). ISBN 978-1-84569-554-5.
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Am J Surg. 2007 Feb; 193(2): 213-218.

PLoS One. 2014; 9(3): €91787.
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ENERGI-F703 gel BB ERRFEEOES

SRS ERE—FMERIEE

KB ENY) E B 2 #8844 11.8 X v.s F703 gel 5.5 X

ENERGI-F703 gel
v ZFMH®EE - Bo
v PiEERk
v IBMEBRER 7w
v (BiE LR ARET
m) SNRESOES

£ AR db/db #EhRm 1R = B R4S

BEER
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AR ELHESFER - =RAARA ATP

BREZ - ARERFEES

EIKHEAZEYIR S -

1.5 532 BB ATP (ATP in Liposome, B University of Louisville, B& /R E1 47 & &)
2.Granexin® gel (CXA1 mimic peptides, ¥n 1 Relief, BaR=Hf)

3.ENERGI-F703 gel (purine compound, E&FE%EE . [FK_HA)
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A

Design of ENERGI-F703 trial (B R E §REE5T)

- EEEEHE: ENERGI-F703 gel (B Z) : Vehicle gel (Z&HEl) = 2.1
- WZEHEZ:. o574 AZ 105

« TEFMLER 12 BxEzREXR
« REFLIER: HER 1-12 BRFTEREEX

- WEETERRE:
(1) 73#: Wagner grade 1 to 3 (Grade 3 & B FinSRIHRBEREE)
(2) ME#&: Ulcer ulcer size of 1 cm2 to 36 cm?2

BEER



Trial design comparison (with other phase 2 trials)

Energenesis Lynch Biologics Remedor Novalead Charsire lzun Pharma Ltd | OcuNexus HealOr Ltd.
Biomedical (TW) | LLC (US) Biomed Ltd Pharma Private Biotechnology (V)] Therapeutics, (Israel)
(Israel) Ltd. (India) Corp. (TW) Inc. (US)
Product ENERGI-F703 gel ~ ABSOLVE RMD-G1 Galnobax® CSTC1 IZN-6D4 gel Nexagon® HO/03/03 10ug
API NME (US/EV) Rh-PDGF Rh-EPO Esmolol Herbal Herbal oligonucleotides  Not disclosed
dressing hydrochloride medicine dressing

Trial Phase Phase I Phase Il Phase I/11 Phase I/11 Phase Il Phase Il Phase Il Phase Il

Masking Blind (4) Blind (2) Blind (1) Blind (3) Blind (2) Blind (4) Blind (3) Blind (2)

Enrollment 105 40 20 50 100 82 168 196
[ o e e e e
| Ulcer Grading 1,2,3 1,2 1,2 1,2 1,2 1,2 1 1,2 -

1

1 1
: Ulcer Size (cm?) 1~36 2~14 2~10 1.5~10 N.A. 1~8 1~8 1~10 :
e I B —

Study Start Date Mar 2017 Jan 2017 Mar 2016 Feb 2014 March 2013 Mar 2012 Jul 2012 Feb 2010

Status Completed Unknown Completed Unknown Recruiting Completed Completed Unknown

NCT no. NCT02672436 NCT03037970 NCT02361931 NCT01113515 NCT01813305 NCT01427569 NCT01490879 NCT00926068

Treatment period 12 Weeks 12 Weeks 12 Weeks 12 Weeks 12 Weeks N.A. 12 Weeks 14 Weeks
F--------------------------------------------------------------------------------------------------1
1 Arm/comparator 2 Arms (2:1) 2 Arms (1:1) 2 Arms (1:1) 4 Arms (unknown) 2 Arms (1:1) 2 Arms (1:1) 4 Arms (1:1:1:1) 2 Arms (1:1)

|
1 /placebo control /placebo control /placebo control /placebo control /placebo control /placebo control /placebo control /placebo control

1
1
1
| (ENERGI-F703 (Collagen sheet) (Placebo Hydrogel) (CSTC1 Matched (Placebo Hydrogel) (Nexagon® vehicle) 1
1‘%’ Matched vehicle) vehicle) :



Trial design comparison (with other phase 3 trials)

Energenesis FirstString Research, Adocia (France) Integra LifeSciences Oneness Biotech Co.,
Biomedical (TW) Inc. (US) Corporation (US) Ltd. (TW)
Product ENERGI-F703 gel Granexin gel BioChaperone (PDGF- DSC127 WH-1 ointment rhEGF
BB)

API NME (US/EU) Oligopeptides Rh-PDGF/chaperone Angiotensin Herbal Medicine rhEGF

Trial Phase Phase Il Phase Il Phase llI Phase Il Phase Il Phase Il

Masking Blind (4) Blind (4) Blind (4) Blind (4) Blind (1) Blind (2)

Enrollment 105 552 252 266 236 176
U N N N N SN SN SN NN NN SN SN NN NN N SN BN SN BN NN NN SN SN SN BN BN N SN SN SN NN N S SN SN SN BN BN SN SN SN BN BN NN SN SN BN BN N SN SN SN S BN SN S SN SN S S SN SN SN BN NN S S SN SN SN B S SN SN SN B S SN SN SN BN N SN SN BN N B S S S S . . -
: Ulcer Grading 1,2,3 1 1 1,2 1,2 1 :
1 1
: Ulcer Size (cm?) 1~36 1~40 1~10 0.75~6 1~25 0.25~5 :
[ e e e ) 1

Study Start Date Mar 2017 Jul 2015 Dec 2014 Feb 2013 Sep 2012 Oct 2010

Status Completed Recruiting Completed (failed) Terminated Recruiting Completed (failed)

NCT no. NCT02672436 NCT02667327 NCT02236793 NCT01830348 NCT01898923 NCT01629199

Treatment period 12 Weeks 12 Weeks 20 Weeks 10 Weeks 16 Weeks 12 Weeks
[ ke e e e e e e e e e e e e e e e e e e e e e e e e e e e e e .- - ]
: Arm/comparator 2 Arms (2:1) 3 Arms (1:1:1) 2 Arms (1:1) 2 Arms (1:1) 2 Arms (1:1) 2 Arms (1:1)
1 /placebo control /placebo and SOC control /SOC control /placebo control /Active control /placebo control
| (ENERGI-F703 Matched (Vehicle gel) (Aquacel® Hydrofiber®

T . ... N
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25 Wagner grade 3 B &E

> B1E Wagner grade 3 SONEEEM A - FRIBEHILEESE O FnEE)8
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Primary endpoint (3

50

40

30

20

10

P < 0.05 (0.008)

43.9%

ENERGI-F703

10.0%

Vehicle

FEFEER

© PP)

ENERGI- | Vehicle | Z&AEK
F703

12 ]
J:/\

12 ]
)

EEBAR
EEAI

23

41
43.9%

18 41

20 6l
10.0% 32.8%

Ulcer size: 1.5-25 cm?2
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Primary endpoint (EZ5FEHERZE ITT)

P <0.05 (0.035)
50

ENERGI- | Vehicle | Z&AEK
40 37.3% F703

S BT

= 30 ERE

jé 123@ 32 20 52

@ 20 REZHE

a 13.0% 2EAE 51 23 74

Ik 10 5Bl 373%  13.0%  29.7%
0 . Ulcer size: 1.5-25 cm?2

ENERGI-F703 Vehicle
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Secondary endpoint (X Z:15L 5 1E

80%
70%
60%
50%
40%
30%
20%
10%

0%

Complete closure rate(%)

0
B ENERGI 0.00%
W Vehicle 0.00%

1 2
0.00% 0.00%
0.00% 0.00%

B ENERGI

W Vehicle

PP)

%
%k
E 3 3
im II Il II l I I
4 6 8 10 12 14 16

7.32% 12.20% 26.83% 29.27% 43.90% 48.78% 56.10%

5.00%

5.00% 5.00%
Weeks

5.00% 10.00% 20.00% 25.00%



Grade 1-2 1.5-25 cm2 12 weeks P value

Per protocol (PP)
ENERGI-F703 gel Vehicle Total volunteers  0.0081

Complete closure incidence 18 2 20

Not Complete closure incidence 23 18 41

Total volunteers 41 20 61

Complete closure incidence (%) 43.90% 10.00% 32.79%

Grade 1-2 1.5-25 cm2 16 weeks P value
ENERGI-F703 gel Vehicle Total volunteers 0.0078

Complete closure incidence 23 5 28

Not Complete closure incidence 18 18 36

Total volunteers 41 23 64

Complete closure incidence (%) 56.10% 21.74% 43.75%

i

gx#81t ENERGI-F703 B PRa0 B8 R




¥85T ENERGI-F703 Phase 3 st E#:8 3

 Two arms: ENERGI-F703 gel vs Vehicle gel (1:1)
* Target of enrollment: Wagner grading 1-2, ulcer size 1.5 -25 cm?2,

* Primary Outcome Measures :
e The ulcer closure rate [ Time Frame: Week 16]
* Defined as the proportion of subjects with complete ulcer closure at the end
of treatment period
e Secondary Outcome Measures :

* The accumulated confirmed ulcer closure rate at each of the post-treatment
visit [ Time Frame: Week 1, 2,4 ,6,8, 10, 12, 14, 16 ]

* The ulcer closure time [ Time Frame: Week 1, 2, 4, 6, 8, 10, 12, 14, 16 ]
» Defined as the time to complete ulcer closure

BEER



Regranex Emi&HT3E (Phase 4)

® I - Ex ANIRER Regranex it RBIEZ2005FMargolis 155 A BRI Bl BRI 5T

® 7t1998%20044F - UE24,898& K mERMEERE - 239472 (9.6% ) EX
Regranex /5%

® #53R Regranex MIZEHIAHNEE R (208)7 A4 33.5% K%25.8% (p<0.0001) -
® B Ry ENERGI-F703 EHZEFIZAHBESE (128) 7 hl& 48.0% 524.0% ( p<0.05) -

1. Margolis DJ, Bartus C, Hoffstad O, Malay S, Berlin JA. Effectiveness of recombinant human platelet-derived growth factor for the treatment of diabetic
neuropathic foot ulcers. Wound Repair Regen. 2005 Nov-Dec;13(6):531-6.

BEER
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