DINNESMIN

To DINNESMIN anoteAei oUpnpa&én TnG €AMNVIKNG
eraipeiac  spin-off Bionature kar  TNG  €AANVIKAG
(PAPUAKEUTIKNC €Talpeiac Qualia Pharma pe Tpia diebvwg
avTaywvIoTIKd, eAANVIKG akadnuaika/epeuvnTiKa
1Opupata TO EBVIKO ‘Idpupa Epeuvwv, TO  Idpupa
Texvoloyiac & 'Epeuvac otnv Kpntn kai Marpa kai 1o
MavenioTnpio KpATng, yia TNV NPokKAIVIKA avanTuén vewv
NPWTOTUNWV PAPUAKWV KATa Tns vooou AA(xaiuep (AD),
n onoia NANTTEl &KATOMMUpIA  aoBevwyv,  JiXwe
anoTeEAEOUATIKN Bepaneia Ewc onuepa.
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Me tn ouyxpnupatodotnon tng EAAGASac kat tn¢ Eupwnaikic Evwong

DINNESMIN is a joined R&D venture of the Greek
biotechnology spin-off company Bionature, and the Greek
pharmaceutical company  Qualia Pharma, with
internationally renowned  Greek  academic/research
establishments, the National Hellenic Research Foundation,
the Foundation of Research & Technology-Hellas in Crete
and Patras and the University of Crete, towards the pre-
clinical development of new medicines against Alzheimer
Disease (AD), a devastating condition affecting millions of
people, without cure to date.
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APAZH EONIKHZ EMBEAEIAZ: «<EPEYNQ-AHMIOYPIrQ-KAINOTOMQ>»
Eidikn Ynnpeoia Alaxeipiong EnixeipnoiakoU MpoypdppaTog AvraywvioTikOTnTa
EnixeipnuatikoTnTa kai Kaivotopia (EYA EMAVEK)

Eidikn Ynnpeoia Alaxeipiong kai E@appoyng Apdcswv oToug Topeig 'Epeuvag,
Texvoloyikng AvanTuéng kai Kaivotopiag (EYAE ETAK)

MAPEMBAZH: II. >upnpd&eig Enixeipnoswv e EpeuvntikoUc Opyaviopoug
TOMEAZ NMPOTEPAIOTHTAZ: 5-YDA:Yyeia kal dapuaka

MEPIOXH: 5.7 Avadei€n kal eniBeRaiwaon VEWV BEpANEUTIKWY PECWVY, OTOXWV Kdl
BIOJEIKTWV YyIa TNV avanTu&én €EATOMIKEUMEVWV OEPANEUTIKWY MPOCEYYICEWV Kal
VEWV OTOXEUHEVWV BEpaneinv

MPOTEPAIOTHTA: 5.7.4 MeAETn opyavo- Kal 10TO- EI0IKWV AKPOHOPInV
KATHIOPIONOIHZH Horizon2020: 31050358

MIS (ONX): 5032840 KQAIKOZ EPIOoyY: T1EAK-03186

Hpepopnvia évaping: 6/9/2018
Aiapkeia: 36lnveg
MpoinoAoyiopog: 998.750,00 €
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AKPQNYMIO: DINNESMIN

TITAOZ: [lpokAivikn Avantuén Kaivotopwv — NeuponpooTaTEUTIKWY  Kal
NeupoavayevvnTIKwV — JUVOETIKWV ~ MIKPOVEUPOTPOPIVWV  KaTta Tng Nooou
Alzheimer.

AEZEIZ KAEIAIA: NeuponpooTacgia, veupoavayevvnon, €VAAIKN VEUPOYEVEDH,
Nooog ANIXAIUEP, VEUPOEKPUAIOT, UNODOXEIC VEUPOTPOPIVWY,
MIKPOHUOPIOKOI  aywVvIOTEC  UNOOOXEWY, avakaAuwn  @apudkwy,
onuaTodoTNoN, Papuaka yia ANIXaIYeEp

KUTTApIKN

Aikaiouyoi ®opeigc:

(ZuvTovioTnc) QUALIA PHARMA AE (YneUBuvog: ®wTng ZakeAAapiong)

IAPYMA TEXNOAOIIAX KAI EPEYNAZ, Ivomitouto Mopiakng BioAoyiag kai
BioTexvoAoyiac (EY Tou €pyou: KaB. AxiAéac MpaBavnc)
MANEMISTHMIO KPHTHE, Iatpik SxoAi (E.Y.: Av. Ka®.
XapaAapnonouAog)

EONIKO IAPYMA EPEYNQN, IvoTmitouto Xnuikng BioAoyiac (E.Y.: Ap Ocidwpa
KaAoyeponoUAou)

IAPYMA TEXNOAOITAX KAI EPEYNAZ, IvoTiTouTo EnmioTnuwv Xnuikng Mnxavikng
(E.Y.: Kab. Zopiac AvTiunaiapn)

BIONATURE E.A. Ltd (YneuBuvoc: K. NeopuTou)
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Treatment of Alzheimer Disease

Acronym: DINNESMIN

Title:  Pre-clinical Development of Innovative  Neuroprotective &
Neuroregenerative Synthetic Micro-neurotrophins for the Treatment of Alzheimer
Disease

KEYWORDS: Neuroprotection, Neuroregeneration, Adult Neurogenesis,

RESEARCH-CREATE-INNOVATE Alzheimer Disease, Neurotrophin Receptors, Small Molecules, Novel Ligands, Drug

Discovery, Signaling Pathways, Therapeutics for Alzheimer’s Disease

Partners:

+ (Coordinator) QUALIA PHARMA SA (Head: Mr. Fotis Sakellaridis)

* Foundation for Research and Technology Hellas, Institute of
Molecular Biology & Biotechnology (Scientist in charge: Prof. Achilleas
Gravanis)

« University of Crete, Medical School (Scientist in charge: Ass. Prof. Ioannis
Charalampopoulos)

* National Hellenic Research Foundation, Institute of Chemical Biology,
(Scientist in Charge: Dr. Theodora Calogeropoulou)

* Foundation for Research and Technology Hellas, Institute of Chemical
Engineering Sciences: (Scientist in Charge: Prof. Sophia Antimisiaris)

+ Bionature E.A. Ltd (Head: Constantinos Neophytou)
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Ministry of Economy & Development, Special Secretary For ERDF & CF Managing
Authority Of EPANEK, EPANEK2014-2020 Operational Programme Competitiveness
—Entrepreneurship —Innovation (EYDE-ETAK)

Horizon 2020 Category: 31050358

MIS (OMNX): 5032840

Project code: T1EAK-03186

Starting date: 6/9/2018
Duration: 36 months
Budget: 998.750,00 €
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H vooog Alzheimer (AD), €ivalr pia xpovia VEUPOEKPUANICTIKN nadnon kai
anoTeAei TNV OuxvoTEpPn MHop®n avoiac (60-70%). ZAuepa Oev UNAPXEI
Oepaneia, evw O UNAPYXOUOEC OUUNTWHATIKEG ‘Oepanciec’ BeATiwvouv
napodika kanoia cUPNTUAaTa.

o O1 NeupoTpogivec napayovral kal Opouv KUpiG OTOV EYKEPAAO, Kal
avayvwpidovral anod Ta VEUPIKA KUTTApa PE TNV €EEIOIKEUPEVN OUVOEDT TOUG
oe diapePBpavikouc kuTTapikouc unodoxeic (o NGF oTtov TrkA, o BDNF kal
NT-4/5 otov TrkB kai n NT-3 otov TrkC).

o H napoucia Twv NeupoTpo@ivwv gival akpwg avaykaia ouvenkn yia Tnv
eNBinwon Twv VEUPWVWV 0 OAn Tn didpkeia TNG (wNC, evw n EAATTWON TNG
EYKEPAAIKNC Napaywyng Touc oTnv ynpavon aAAd Kai oTIG VEUPOEKPUAIOTIKEG
vOOOUC ONnwc n AD, €xel KEVTPIKO POAO OTNV anwAeia yKepPAAIkoU I0ToU Kal
oTNV KAIVIKF) EkONAWON TWV AVWTEPW VOOWV.

o Ol VEUPOTPOPIVEC EXOUV KAKEC (PAPUAKOKIVNTIKEC I010TNTEC MOU TIC kabioTouv

akaTAAANAEG WG PpApuaka.
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Alzheimer's disease (AD) is a chronic neurodegenerative disease and is the most
common form of dementia (60-70%). There is currently no cure, and existing
symptomatic 'treatments' temporarily improve some symptoms.

Neurotrophins have been shown to control a number of aspects of
survival, development and function of neurons both in the central and the
peripheral nervous systems binding selectively to their tyrosine kinase cell
surface receptors (NGF to TrkA, BDNF and NT-4/5 to TrkB and NT-3 to TrkC),
activating downstream signalling pathways.

Preclinical studies point to the therapeutic potential of neurotrophins in
preventing or slowing the progression of neurodegenerative diseases like AD.
However, their poor pharmacokinetic properties, mainly due to sensitivity to
proteolysis, restricted penetration of the blood—brain barrier, and limited ability
to diffuse in tissues, render their use as drugs prohibitive.
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H Bionature o€ ouvepyaoia pe To EIE/IXB kal To ITE/IMBB &xel
avantU&el  pn  TOEIKA, OUVOETIKA  MIKPA  popla,  TIC
HIKDOVEUPOTPOPIVEC ~ HE IOXUPN) VEUPOMPOOTATEUTIKN Kal
VEUpOAvayevvnTikn dpaon.

O1  MikpoveupoTpoQiveg dlEpxovTal Tov  QIMATEYKEPAAIKO
(Ppayho, OuvdEovTal HE MEYAAN XNMIKN OUYYEveEld  Kal
gvepyonoloUv Tov KuTTapikd unodoxea TrkA Tng vEupOTPOYIvNG
NGF.

O1 MikpoveupoTpopiveg npooTatelovTal anod diebvr dinAwuara
eupeaiTexviag og 130 xwpec.
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monomer B
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® Bionature EE Ltd in collaboration

with  NHRF/ICB and FORTH /
IMBB has developed non-toxic,
synthetic small molecules the
microneurotrophins (MNTs) with
potent  neuroprotective  and
neuroregenerative activity.

The Microneurotrophins cross the
blood-brain barrier, bind with
high affinity and activate the TrkA
cell receptor.

®* The Microneurotrophins  are
protected  with international
patents in 130  countries,

worldwide.
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Me tn ouyxpnuatodotnon tn¢ EAAGSac kat tn¢ Evupwnaiknic Evwong

To DINNESMIN oToxeuUel:

®* oTn BeATiwon Kal €NEKTAON TNG UNApPXOUOdC
XNHIKNAG BIBAIOBAKNG TWV HIKPOVEUPOTPOPIVWV

® otn dlgpelivnon TNG anoTeAeopaTikoTNTac (proof
of concept) Twv VEWV  HIKPOVEUPOTPOPIVOV
(veuponpooTacia, VEUPOYEVEDN, €nidpacn oTn
MVAMN KAl GUMNEPIPOPA) OTO  MEIPAMATIKO
HovTEAO Tng vooou AD (diayovidiakoi HUEC

5XFAD)
°® ornv nNARPN  QAPHAKOKIVNTIK  MEAETN  Kal
TOEIKOTNTA TWV nAEov OpaCTIKWV

HIKPOVEUPOTPOPIVWYV O neipapaTolwa (HUEC).

® OTNV NPOETOINACIA (PAKEAOU VEOU (PAPHAKOU
(Investigational New Drug, IND) otnv ApepIkn
(FDA) kai otnv Eupwnn (EMA).

DINNESMIN aims to:

® to improve and expand the existing chemical
library of microneurotrophins

® to investigate the efficacy of the new
microneurotrophins (neuroprotection,
neurogenesis, effect on memory and behavior) in
the experimental model of AD (transgenic 5xFAD
mice)

® to study their pharmacokinetic profile and toxicity
in in mice

® to obtain the necessary data for the preparation of
a new drug dossier (Investigational New Drug,
IND) in the US (FDA) and in Europe (EMA).
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