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FTERRBE RAERE () 5L A1
PR & ES 5,967,295 8.28%
TTABERIRITRERERR 4,747,037 6.23%
iyl 4,180,786 5.54%
—RIRIKKRMHBIRAE] 1,771,000 2.32%
St 4e g 1,684,192 2.15%
JBEERENTKRNHBRAE 1,602,895 2.10%
SRRERNABRAE 1,167,500 1.53%
WESEIRE AR M BIRAE 1,000,000 1.31%
=File 827,000 1.14%
MEREA 700,000 0.92%
I =t 23,647,705 31.53%
H fih 52,576,295 68.47%
& &f 76,224,000 100.00%
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No. |Journal Abbreviation| Year &Volume Issue Title Link
1 EClinicalMedicine 2022 Jul 10:51:101497. Er’:laEsI:ﬁlt-rzog gel, as a new topical treatment for diabetic foot and leg ulcers: A multicenter, randomized, double-blind, e Gl Rl T e BT
. . . Adenine Combined with Cisplatin Promotes Anticancer Activity against Hepatocellular Cancer Cells through AMPK- ) . .
2 Pharmacedticals (Basel) 2022 Jun 26;15(7):795. Mediated p53/p21 and p38 MAPK Cascades. https://pubmed.nchi.nim.nih.qov/35890094/
3 FASEB J 2021 Mar;35(3):e21296. Modulation of adenine phosphoribosyltransferase-mediated salvage pathway to accelerate diabetic wound healing. https://pubmed.ncbi.nim.nih.gov/33675115/
4 Life (Basel) 2021 Dec 16;11(12):1408. The Cell Protective Effect of Adenine on Hypoxia-Reoxygenation Injury through PPAR Delta Activation. https://pubmed.ncbi.nim.nih.gov/34947939/
5 Pharmaceuticals (Basel) 2021 Aug 27;14(9):860. Adenine Inhibits the Invasive Potential of DLD-1 Human Colorectal Cancer Cell via the AMPK/FAK Axis. https://jpubmed.ncbi.nlm.nih.qov/34577560/
6 Int J Med Sci 2020 Feb 24;17(5):678-684.  |Adenine inhibits growth of hepatocellular carcinoma cells via AMPK-mediated S phase arrest and apoptotic cascade. https:/pubmed.ncbi.nim.nih.gov/32210718/
7 Biosci Biotechnol Biochem | 2019 Dec:83(12):2220-2229. ;fl_lliint(l:-éEammatoryfunctlon of adenine occurs through AMPK activation and its downstream transcriptional regulation in hitps://pubmed.ncbi.nim.nih.qov/31392929/
8 Eur J Pharmacol 2018 Jan 5;818:569-577. Adenine accelerated the diabetic wound healing by PPAR delta and angiogenic regulation. https://jpubmed.ncbi.nlm.nih.qgov/29162431/
9 Oncol Lett 2017 Nov;14(5):5575-5580. A_denlne_caus_es cell cycle arrest and autophagy of chronic myelogenous leukemia K562 cells via AMP-activated protein e L T e e e EaE
kinase signaling.
10 |Exp Dermatol 2016 Feb;25(2):162-4. Adenine supplement delays senescence in cultured human follicle dermal papilla cells https:/pubmed.ncbi.nim.nih.gov/26477890/
11 [J Proteomics 2015 Apr 29;120:204-14. Identification of adenine modulating AMPK activation in NIH/3T3 cells by proteomic approach. https://pubmed.ncbi.nim.nih.gov/25797921/
12 PLOS One 2015 Nov 6:10(11):60142283. Act_lvatlon ofA_MP-Actwated Protein Kinase by Adenine Alleviates TNF-Alpha-Induced Inflammation in Human Umbilical hitps://oubmed.ncbi.nim.nih.qov/26544976/
Vein Endothelial Cells.
13 |Mol Med Rep 2015 Sep:12(3):4566-4571. Pur_lne analogu_e E_NERGI-F_706_ induces apoptosis of 786-O renal carcinoma cells via 5'-adenosine monophosphate- hitps://pubmed.ncbi.nim.nih.qov/26062651/
activated protein kinase activation.
14 DNA Cell Biol 2015 Feb:34(2):133-41. AMPK ac.tlvatlo.n inhibits expression of proinflammatory mediators through downregulation of PI3K/p38 MAPK and NF-kB https://pubmed.ncbi.nim.nih.qov/25536376/
signaling in murine macrophages.
15 Biomed Res Int 2014,2014:692061. Amelioration of LPS-induced inflammation response in microglia by AMPK activation. https://jpubmed.ncbi.nlm.nih.gov/25025067/
16 Expert Opin Investig Drugs 2014 Sep;23(9):1253-65. AMP-activated protein kinase activators in diabetic ulcers: from animal studies to Phase Il drugs under investigation. https://jpubmed.ncbi.nlm.nih.qov/24857754/
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ITT 53#h
P < 0.05 (0.017)

50

BOZEAESE (%)

PP 534
P < 0.05 (0.008)

43.9%

ENERGI-F703

BOZEESE (%)

50

36.7%
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ENERGI- ENERGI-
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SE2AES 18 2 20 TEAS 19 2 21
rKES 23 18 41 KES 33 20 53
N 41 20 61 AE 52 22 74
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@ 2022 FERMNBEIFEIM BRI EHH| eClinicalMedicine °
® F703DFU EEMEWERBEEOES - BBRIEFR®EZZ -

eClinicalMedicine | login Q =
Part of THE LANCET Discovery Science

ARTICLES | VOLUME 51, 101497, SEPTEMBER 01, 2022

ENERGI-F703 gel, as a new topical treatment for diabetic foot and leg ulcers: A
multicenter, randomized, double-blind, phase Il trial

Jui-YungYang ' e Cha-Chun Chen ' o Shun-Cheng Chang *  Jiun-TingYeh * ¢ Hui-FuHuang * « Hwang-ChiLin e etal.

Show all authors ¢ Show footnotes

=ss o Published: July 09,2022 « DOI: https://doi.org/10.1016/j.eclinm.2022.101497

ENERGI-F703 gel, as a new topical treatment for diabetic foot and leg ulcers: A multicenter, randomized, double-blind, phase Il
trial
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Epidermolysis Bullosa

RARE

1:17,000

One in seventeen
thousand live births
affected.

Source: Debra Ireland

GENETIC

Hereditary, but
parents may not

know they are
carriers.

ANYONE

Equally affects
Both Genders and

Every Ethnic Group.

NOT
CONTAGIOUS

®
2 -

=
£ f': T
N'U -

) 0

Being genetic, there is

no risk of ‘catching”EB.

CURE

=
»

yet ! But Research is
hopeful. Current
treatment is based on
Wound Care and

Pain Management.
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0 . Blistering on Hands and Feet, v NMMM“’QM
50 /0 +3 Blstering all over body. YW m;:.m l“
Contraction of joints reasonably unrestricted lves.
Rt Fusion of fingers and toes
0 - 1 Contraction of mouth membranes
25 /0 b Narrowing of oesophagus.
Possibility of skin cancer.

Marking and damage to skin on face Children with severe forms of
Internal blistering of oral tracts. Junctional EB can die within

J t l I Extensive blistering over the body. the first 2 years due o
u n c o n a Bistering of membsranes of internal organs malnutrtion an d ansemlia cau sed by
Severe compilications can often kil blistering of pharynx and cesophagus

IRITEOA ENERGI-F703EB %L

- RITABELUEMREZEHRSE -

.« 2023£ FDA i&38 Krystal's VYJUVEK™ E[&H « FFA EB &S 0]{#
BEAAR DEB £& -  FEFRAZE 63 E=7T -
Jpa = o - ERMEENESNE—REY

b EICR °

« Chiesi ATyt B2 ZZ AV #h 2 Filsuvez ®
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® £k EB && > 500,000 A
hisiRE > 24 EETG

/ MM Others
HiZRE > 13 {E3%7T

(E- % BB
AF - FHISF «
#E - B

Source: Delvelnsight 31
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& Market Place, Suite 300
Baltimore, Maryland 21202

iplY U.S. FOOD & DRUG

ADMINISTRATION

O D D E’ Hy 1‘3 Office of Orphan Products Development
Food and Drug Administration

WO, S20:

ipYY U.S. FOOD & DRUG

ADMINISTRATION

Attention: Christopher Novashinski Food and Drug Administration
COO and Co-founder 10903 New Hampshire Avenue
WO, 90!

7

chris@raremoonconsulting

Re: Designation request # DRU-2022-917 ., "
Dated 10132002 RareMoon Consulting, Inc.

d ; 8 Market Place, Suite 300
‘ E M A Received: 1032022 Baltimore, MD 21202

Dear Mr. Novashinski Adention: - Sabrina Mogle EUROPEAN MEDICINES AGENCY
s TINES I H

sabrina@raremoonconsulting.com

o ] J- /E This letter responds to your request submi
\ H t, O D D . 1? Ltd. for orphan-drug designation of adenir| Re: Desigastion request # RPD-2022-675 oo 013 comB AL
ST< AL " . ® Pursuant to section 526 of the Federal Fool Dated: = October2d, 2022 EMAOD/OUIRLBERS

your orphan-drug designation request of as “ October 24, 2022 ‘Committee for Orphan Hemnna\ Products
bullosa. Please be advised that it is the acl

¢ 1 i
features of the drug' and not the formulatig Dear Ms. Mogle:

Opinion of the Committee for Orphan Medicinal Products

This letter responds to your request on behalf of Energenes| on orphan medicinal product designation
pediatric disease designation of adenine (ENERGI-F703EH

Epidermolysis Bullosa (EB).”

If your drug receives marketing approval

it may not be entitled to exclusive marketi
Therefore, prior to submission of your ma
the drug’s orphan designation with the prs

information to amend the orphan-drug des ‘We hereby grant your request and designate adenine for #r

(EB) as a drug for a “rare pediatric disease,” as defined in s]
Food, Drug, and Cosmetic Act (FD&C Act) (21 U.S.C. 36/ Active ingredient(s) Adenine
EB meets the definition of a rare pediatric disease based on|

Medicinal product
If the same drug is approved for the same
of your drug, you will have to demonstratd

already approved same drug in order to ob} Sponsor
demonstrate clinical superiority over the al . 3 - B . .
N c B Based on information you provided, there is sufficient infor Name or corparate name of sponsor:  Raremoan Consulting Esp S.L.
drug not receiving orphan-drug exclusivity - |
larynx, esophageal, and corneal blistering leading to fibrosi
ym 3 g Permanent sddress of sponsor: Ronda De Sant Pere 33
infections and sepsis, and growth retardation are serious or Peal Y 4
of EB that primarily affect children. EB also meets the de:
" Th «drag” in this letter includes drug and bl 3 that 1 08010 Bercelana
¢ term “drug™ in this letter includes drug an condition” at section 526 of the FD&C Act. Therefore, yor spain

pediatric disease designation for treatment of EB.
Orphan condition

The statute also requires that FDA, in responding to rare pef Treatment of epidermolysis bullesa
requests, decide whether the associated marketing applicati
pediatric disease product application.” Section 529(d)(3) o
360f(d)(3)). At this time, we cannot designate any associa) Pursuant to Article 5 of Regulation (EC) No 141/2000 of 16 December 1999, the spansor submitted to
the Eurapean Medicines Agency on 27 Seplember 2023 an ARRICALON far rphan MESIENal praguel

Basis for opinion

drug as a “rare pediatric disease product application,” as de
FD&C Act (21 U.S.C. 360f(a)4)), because we canriot ass designation Tor the above-mentioned MEdicinal praduct
such until the time of approval or licensure. We can only ¢f The procesure started on 26 Detober 2023,

arketing application as a “rare pediatric disease product a|
marketing application as a “rare pediatric disease produs opinian

The COMP, having considered the application in accordance with Article 5 of Regulation
(EC) Mo 14172000 of 16 December 199, is of the opinian that:

the medicinal product satisfies the criteria for designation as laid out in the first paragraph of
Article 3(1){a), Regulation (EC) No 141/2000 of 16 December 1995; and

+  the sponser has established, as required under Article 3(1)(b), Regulation (EC) No 141/2000 of 16
December 1999, that although satisfactery methods of treatment of the conditian in question have
Been authorised in the European Unien, the above-mentioned medieinal prasuet will be of
significant Benefit ts those affected by that condition

Bl addrass s
Aebdruss for visits and duliverien ol




Energenesis
Biomedical

ENERGI-F705PD
- B2 & M AR

- BIFFFER : Ht a-synuclein EEE R E
- EYEIREE R PD fEAR
o ERR—HAGIEREHB T

Discover Phase | Preparing



ENERGI-F705PD 4/& PD f98I5 F 3 s 3

= R BVEE AR 7 B 1 P ik
e BITROA

- ZBEM (dopamine)EEZHE

o PD && 1. EMZEBRRRUL
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