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Energenesis
Biomedical AT A GLANCE

l A Taiwan based biotech company established in 2 01 z

3 o full-time employees 6 Ph.Ds anC1 6 Masters i“

9 A listed company on Taiwan’s emerging stock market (2018)
M( Current capital: 760 m NTD
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TERREIE AR (8) 5B Ll
CETE 6,306,295 8.30%
RUBY BAY LIMITED 4,747,037 6.25%
BEZ) 4,219,786 5.55%
—REHRHBERAT 2,320,000 3.05%
N 1,658,192 2.18%
JEE BB R HERAT 1,602,895 2.11%
=R AR P BRAT 1,167,500 1.54%
MBERERRHERAT 1,000,000 1.32%
T RE 866,000 1.13%
HhERER 700,000 0.92%
gy st 24,587,705 32.36%
H 51,387,295 67.64%
= 75,975,000 100.00%
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_ 1095 E 110 E 1115E 111Q2 112Q2
mEZWA(TRE) 7,081 7,489 7,351 2,856 3,418

N E5EMN(Fm) 4,825 5,359 5,165 2,088 2,552
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BT (treatment): HIMNMIA - EE%Y)

B# (self healing): HAMI - BEIRFMIBEES
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® ENERGI: /\/) F%24) (adenine)
® ITZLIEHET (first in class): 2 AIMEEEE (ATP) §</N | )

9H-purin-6-amine

adenine ® g @ 8 N 4R IRE St B

Salvage pathway
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ATP OH OH

(Adenosine triphosphate) Ribose

5-10 mM in cells
2 X 1023 molecules in 65 kg human
Store ENERGY for cells

Highly unstable

Cote aR5317 OB et

Fenwal

Anticoagulant Citrate Phosphate
Dextrose Adenine Solution, USP (CPDA-1)
Blood-Pack Unit

Triple For the Collection and Processing of 450 mL Blood
integral Donor Tube, 16 ga. Ultra Thin Wall Needle

HithFER?

U.S. Food and Drug Administration (FDA) approval of the anticoagulant-preserv-
ative, Anticoagulant Citrate-Phosphate-Dextrose-Adenine solution (CPDA-1) in Au-
gust 1978 marked the first major change in the available blood preservation systems
in 11 years.' Introduction of CPDA-1 for clinical use in the U.S. came almost 2 decades
after Nakao et al.*-* first reported that adenine and inosine promote red cell adenosine
triphosphate (ATP) synthesis. Simon and colleagues translated this observation into
potential blood preservation technology by demonstrating that small amounts of ad-
enine (0.5 to 1.0 mAM, whole blood concentration) added to Anticoagulant-Citrate-
Dextrose solution (ACD, Table 1) preservation media resulted in improved posttrans-
fusion *‘viability’” following storage periods of up to 46 days.® The reports of Simon
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F707 B5IE 8 F703 V=ERE E703VILU
Kbl Diabetic \/enous

Jtecifcféﬁc;'a Foot Ulcer Leg Ulcer
F705  \ MAmE BRER A2 S

Parkinson’s
disease
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i FRJ% 2 1% )87 (Diabetic foot ulcer, DFU) “Homean /3

WA B e B

® iEKmEE15-20% ff#DFU ® DFU B&E 33% S HaEiik
® = IKifE/KEE{RE67,000,000A ® Efiv @ AFIET B 70%

Source: Diabetes Care 2015 Oct; 38(10): 1852-1857
N. Engl. J. Med 2017 Jun 15;376(24)2367-2375, DG Armstrong, AJIM Boulton, SA Bus
www.podiatrytoday.com/healing-post-op-amputation-wounds
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Global Wound Care Market, by Product, 2015 - 2033, (USD Million), CAGR ~ 4.3%

Tvee _____ _2019_2014 2017 _2018_ 2019 2029 2021 2025 _2026_ 2027 2028 _2029_ 2030

\dvanced | 5616 5839 6,073 6,320 6,579 6,852 7,139 096_ 8,449 8,822 9,215 9,630 10,068 10,531

Surgical 3,351 3,478 3,611 3,750f 3,897 4,052 4,214 4,753| 4,952| 5,162 5,383| 5,615 5,861 6,119 6,392

Traditional 4,922 5,083 5,251 5,427 5,612 5,805 6,007, 6,219 6,441 6,674 6,919 7,175 7,444 7,726] 8,023| 8,334, 8,661 9,005 9,366

Therapy Devices| 2,618 2,710 2,806| 2,906/ 3,012 3,123 3,239 3,361 3,489 3,623 3,765 3,913 4,070 4,234 4,407 4,589 4,780 4,982 5,194

Total 16,508 17,109 17,741 18,404 19,100 19,831 20,599 21,406 22,254 23,146 24,085 25,072 26,112 27,204 28,359 29,573 30,853 32,202 33,624
Revenue (USD Million)

Region 2015 2016 2017 2018 2019 2020 2021 20220 2023 2024 2025 202 2027 2028 2029 2030 2031 2032 2033

AsiaPacific 2509 2618 2732 2853 2980 3113 3255 3404 3561 3727 3902 4087 4282 4489 4708 4939 5183 5442 5716

Europe 4431 4578 4732 4893 5061 5238 5423 5618 5821 6035 6259 6494 6741 7000 7272 7558 7859 8175 8507

Latin America 12521 1303| 1356 1412 1471 1533 1598 1667 1739 1815 1896/ 1981 2070 2165 2265 2370 2481 2599 2724

Middle East &

Africa 830 851 872 894 917 941 965 991 1017] 1045 1074 1103 1134 1166 1199 1234 1269 1306 1345

North America 7485 7760 8049 8353 8671 9006/ 9358 9727/ 10116 10525 10955 11408 11885 12387 12915 13473 14060, 14679 15333

Total 16508 17109 17741 18404 19100 19831 20599 21406 22254 23144 24085 25072 26112 27206 28359 29573 30853 32202 33624

Source: Grand View Research, market estimate and trend analysi from 2018 to 2033
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WARNING (asked by FDA since 2008)

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.

NOC 0045081010 OIN 02230408 NET WT. 159
Onty

For Tops
REGRANBX® St  mimdsout,

"_{nmmbv'\mmw-h

“ lermin)\ 513 o
——— L?P&iw-{m. ::-ﬁt-.,lh' u,. ‘h.-:t.::.:

\ ‘“llllm 30 oo Une cap 10 ponctury seal

(%1
NNI10000450810158

Regranex (BEHALHIM/NRHTEREF) FEGAETRE oo

1. ENMBEMNELERERESORS 1. J|BRHE

2. BRE=EIEE /ATl Johnson & Johnson) Em 2. EpE (US$800/tube)
HEmEIEREESL (Smith & Nephews now) 3. IBIMEEMIER

Source: www.smith-nephew.com/key-products/advanced-wound-management/regranex-becaplermin-gel/



ENERGI-F703 gel BX{R &

Qﬂé’]#@?%ﬂu“ﬁ/_ﬁ
ENERGLF703geI
v ZEHEEE - BHO]

v OIEER
v IENEBRE

v ﬁLJ:EZ.“HiIHﬂ*%?

m) AR

Shapls

OEe

m
o
Sim
e}
Op

ENERGI-F703

Energenesis
Biomedical

R oERE—FhRIEE

¥1884H 11.8 X v.s F703 gel 5.5 X

Pre-clinical study

Days of wound closure
7 13

SLAFEN -
g [ L F
(I |
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4 Control CMC
# Low Dose F703
¥ High Dose F703

db/db mice
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% 3 0 1 3 § 7

S ~4 v ‘ Post Wound Clousure (Days
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FIK ATP #4483 DFU Z£4¥)Ra 3%
1.7 i8S B1Z&ATP (ATP in Liposome, E University of Louisville, B RBTEN 1) & i)
2.Granexin® gel (CXA1 mimic peptides, =B Firststring, ek =Hf =2722020/05 $1£ =Hf)

=T ES =

3.ENERGI-F703 gel (purine compound, EZ%EREE . [FKR_H - EASEERK=1f)
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ERESE: HEFRIB 2 EES (DFU) Yy
BOREENT 26 FDA - &% TFDA o
#H5: ENERGI-F703 gel : Vehicle gel = 2.1 (#85) ' ;

2z : ™
BZEARITT 132 A | | . o
B4k : Wagner grade 1~3 (without active osteomyelitis) S L
SO - 1~ 36 AR SHNN BB ERERES
HNITER: aXEix - aAREMD R - —ERER - MORRER - fltREER - i8Rk

EMEL

METS XA 2R BN
#MITHEME: 2017 £5 H -2019F 10 A
FTEFEER F 12 BEOTZRESE
REBFHIEIR: (1) HERI~12BERETTERE R, (2) 2 RalE
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Wagner grade 1-2

PP (0.025) ITT (0.066)
60 60
50 28.0% 50
9 40 D|ff ~ 28% < 40 40.3% D|ff ~ 20%
= = 100 SRLERCENENG I Safety — ENERGI-F703 gel
B 30 R 30 - Regranex
gE! 20.8% ?U 20.7% &
& 20 @ 20
G G $ 75 - Placebo
R 10 IR 10 —
@
0 0 =
ENERGI-F703 Vehicle ENERGI-F703 Vehicle o
(24/50) (5/24) (25/62) (6/29) EI_.I 50 4 _l_l
3 |—‘_‘
8 |
16 weeks treatment O 254 _,_I_'_.
. 80% Treatments Follow up W ding: 1-2
S : == agnelr glra ing: :
St 70% 0 — Ulcer size: £10 cm
S so% 1 T T T T
2 ’ n 0 4 8 12 16 20
% 50% ok ]
2 40% Time (Week)
O o * *
§ 30%
@ 20%
£ 10% I
S o e I B K 1B
0 1 2 4 6 8 10 12 14 16

B ENERGI 0.00% 0.00% 0.00% 7.32% 12.20% 26.83% 29.27% 43.90% 48.78%|56.10%
W Vehicle 0.00% 0.00% 0.00% | 5.00% 5.00% 5.00% 5.00% 10.00% 20.00%}25.00%

Weeks Ulcer size: 1.5-25 cm2
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Patient A Patient B Patient C Patient D

13 1




ENERGI-F703 trial (B 5k = 8 E B #h) energensst O3

ERREEEMI: 1. B FDA - &% TFDA; 2. @M EMA or B9 NMPA
EEE S ENERGI-F703 gel: vehicle gel = 1:1

W BEE: SRRIIAGE AR (TT = 230)

2 #%: Wagner grade 1 and 2

EHE: 1.5-25cm?2

FEFEEZ: 16 B2 Rma ARLLA

REF IR 1-16 BES AZLLHA]

I .
%

5—& phase lll trial HEZBENTR - HEZEHIITH FH 2= DR IR MR 2 52 X

l_

5_f& phase lll trial HZEZENCHA - HPBEREBDTHK - HEKERERETH
FR RO 352 18 ok ° 52 X
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ENERGI-F701 tonic

E—RIFBIZ AN ATPRHEHIAIBL LEE

IEEEEEEE
catagen >
o telogen Life time (80yrs)
e A _ﬁiﬁmmmﬁng
L /\ /W\/\/\/\
232 (minoxidil)  Z&iM (finasteride) catagen >
telogen V V hair loss Life time (80yrs)
v BREWE X BREHE A ENERGI-F701 104880 ATP - thiSEE A
X PFplEEE v BhIEEE
X PHEHRZEERE X FEMINEE anagen /\ /\N/\ /\ /\ /\
B /ERE R e §

L|fe time (80yrs)

BiEEERESE OTC &1t
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F701 R MARIEERER D EE (ZEETRE Lol
Improvements of hair loss
- Loss count after combing at study site compared to week 0O
- Reduction percentage of hair loss compared to week 0
Incidences improved at
AEIT [0 BN week 2 |week 4 |week 6 |week 8 |week 10 |week 12
Improvement rate
F701 (n=33) 8 12 8 11 11 11
0
>o0% Regaine (n=30)| 8 4 8 9 8 9
P value 0.825 | 0.036 | 0.825 | 0.776 | 0.565 0.776

Energenesis

At week 4, F701 significantly improved the hair loss with over 50%

improvement rate

3
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//

Average Hair Wash/Shed Hair Collection Count, hairs/ day RIEEREE

- The hair loss percentage compared to week O

B EC A

>

Hair loss percentage after treatment

120%

100% week 0 —
e £
8 § 80% 3
S S =
83 60% §
S © =
= =
5 5 40% =
e = B
20% BaseliNe ssssssssssnnssunnnnnsnsnnnnnnnnnasssssssnnsn:
m 701 (33)
m Regaine (30) No. of hair lost

0% X 100%

week 2 week 4 week 6 week 8  week10 week12 No. of baseline hair

P value 0.27 0.0003 0.011 0.133 0.196 0.499
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1. As monotherapy, we have to convince FDA to allow a 4-6 week comparison.

2. As combined therapy, ENERGI-F701/Regaine and Regaine can be compared for the efficacy of
hair loss reduction for a 4-6 month comparison. Using the hair loss as the primary endpoint

\_ and hair growth as secondary endpoint. -

b . OTC bl mnmE B RmEEE ~

1. As expected, ERNERGI-F701 tonic demonstrated prompt and significant effect on
reduction/prevention of hair loss, but Regaine didn’t.

2.  Current results may be enough to endorse OTC or cosmetic products.

3. This asset is ready for licensing. )
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Science. 2017 May 19;356(6339):753-756.

ATP as a biological hydrotrope. (ATP o] LI{E& S Y BhiA )

Patel A, Malinovska L1, Saha S, Wang J%, Alberti S?, Krishnan Y2, Hyman AA3.

1. Max Planck Institute of Molecular Cell Biology and Genetics, 01307 Dresden, Germany.

2. Department of Chemistry and Grossman Institute for Neuroscience, Quantitative Biology, and Human Behavior, University of Chicago, Chicago,
IL 60637, USA. yamuna@uchicago.edu hyman@mpi-cbg.de.

3. Max Planck Institute of Molecular Cell Biology and Genetics, 01307 Dresden, Germany. yamuna@uchicago.edu hyman@mpi-cbg.de

Hydrotropes are small molecules that solubilize hydrophobic molecules in aqueous
solutions. Typically, hydrotropes are amphiphilic molecules and differ from classical
surfactants in that they have low cooperativity of aggregation and work at molar

concentrations. Here, we show that adenosine triphosphate (ATP) has properties of

a biological hydrotrope. It can both prevent the formation of and dissolve previously
formed protein aggregates. This chemical property is manifested at physiological
concentrations between 5 and 10 millimolar. Therefore, in addition to being an

energy source for biological reactions, for which micromolar concentrations are
sufficient, we propose that millimolar concentrations of ATP may act to keep proteins
soluble. This may in part explain why ATP is maintained in such high concentrations
in cells.

32
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S ERRIREN ATP RETHOES
&

R

EALERE a-synuclein RS

a-Synuclein aggregation

— PFF only
Alzheimer's Parkinson's Mad Cow Transthyretin c — monomer + PFF

Disease Disease Disease Amyloidosis 2 o E 1500- — monomer + PFF + ATP 5 mM
£ g'-g — monomer + PFF + ATP 10 mM
E ) =]
o o
= o £ 1000+
s Wss
© =%
g fe&
g k2 W 5004
[V Fu

2" O <
A Q’ 0 T T T T
\ \ 0 1000 2000 3000 4000
Time(minutes)

Amyloid 3 prions transthyretin

IRMNAAMRA ATP ol)a & R(EETR

Science. 2017 May 19;356(6339):753-756.
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adenine

Wild type

RARAANESEREHS

A53T mutant A53T mutant

BiE 8 adenine ARAEERELRIIE

Energenesis N
E]"J ~EX Biotnedical ’ﬁ

E e/ \1E B & F A IR R B EN R VT

et

6-hydroxy dopamine treated C57BL/6 mice

PFF induced Parkinson's Disease model in mice.

Viral vector-mediated overexpression of a-synuclein
in SD-rat

Paraquat-induced Parkinson's Disease model in SD-rat
Rotenone-induced olfactory dysfunction in a mice
model of Parkinson's Disease

Paraquat-induced Parkinson's Disease model in mice




BN (Paraquat) 58 2

=& MR CAEZ E&EIURE adenine

Paraquat + adenine

Challenging beam transversal

30

Energenesis
Biomedical

3



ENERGI-F705 #8738 [ AR 26 4% 48 78 37 282 51 5% “Bromenen /3

SE= 2022 | 2022 | 2022 | 2022 | 2023 | 2023 | 2023 | 2023 | 2024 | 2024 | 2024 | 2024
n Ql | Q2 | Q3 | -Q4 | Q1 | Q2 | Q3 | -Q4 | -Q1l | -Q2 | -Q3 | -Q4
ENERGI-F705

o [1ARHIZRI% _
o CMOZ®  ZEixE

o HIIGFREE HE e

® [ K—HA _

o [RR_H (E£RKIE)
® [w/K_Hi (FZ%/8RNIE)
o [RR_HA (BRAE)

® [EAR_H (PTSD)




AIEE MR ECAERS

2016 Total $3.1B

16.9%

50.2%

32.9%

2026 Total $8.8B
8.8%

EU 5MM: France, Germany, Italy, Spain, UK

f — ERENETREL

70.7%

F

/\\\iiﬁl\‘maﬁ

Treatment

Strategy

Energenesis
Biomedical

%

ER1E

First in class ENERGI-F705

Increase dopamine

uptake Levodopa/Carbidopa
P Rasaline, Selegiline,
revent : Safinamide
degradation of Ent
dopamine ntacapone, .
Tolcapone
Mimicking the Prar_m_pexole,
Ropiniole, .
effect of L
dopamine Rotigotine,
P Apomorphine
Anticholinergic agents )
Treat the symptoms .
of PD

Amantadine

« MAO inhibitor

* Prevent protein

aggregation
Dopamine
precursor with
metabolic inhibitor

Symptom improvement

Symptom improvement

COMT inhibitor Symptom improvement

Dopqmlne receptor Symptom improvement
agonists

Block the action of
acetylcholine
Mixed (dopamine
release,
anticholinergic,
NMDA antagonist)

Symptom improvement

Symptom improvement
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