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CHARACTERIZATION
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STABILITY

Biological fluids DIVTECH

3001 250C/60 RH 3009 —— PBS
- / Human plasma 24 h*

—=— 40°C/75RH =e- HEPES .
—*— DMEM+FBS1% Simulated tear fluid 24 h*
~ 200+ ~ 2004
£ E ) Simulated synovial fluid 24 h*
e — — o = . o
_Ug) % Simulated gastric fluid 6h
100+ 100+ Simulated intestinal fluid ah
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0 0 oo Fed state SIF 4h
0 1 2 3 4 5 6 0 2 4 6 820 24 Fasted state SIF 24 h*
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BIOCOMPATIBILITY
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VERSATILITY
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501-nano-pep Subcutaneous Injection PET 24H

VERSATILITY

501-nano-pep Subcutaneous Injection PET 48H

SUBCUTANEOUS INJECTION

INTRAVENOUS INJECTION

TOPICAL

10X 40X



VERSATILITY

T, -weighted images
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VERSATILITY

Association
Molecules X
efficiency
Small molecules 85-99%
Peptides 70-99%
Proteins 70-99% ){
DNA/RNA 85-99%




SMALL DRUGS

Mean Intensity Percent

204

15+

10+

— DIVTECH
DIVTECH: Doxo 15%

— DIVTECH: PCX 1%

—— DIVTECH:ETP 1%

100 1000 10000

Size (d.nm)

Drug

Galunisertib

Doramapimod

Disulfiram
Paclitaxel
Etoposide
Doxorubicin
Oleuropein

Rose Bengal

MW
(g/mol)

369.42
527.66
296.54
853.91
588.56
543.52
540.51

973.67

Log
Pow

24
5471
3.9
225
0.6
)8!
-0.4

8.5

Mass
(mg)

0.75

0.75

0.75

0.05

0.05
1

0.75

% Loading
(W/w)

15%
15%
15%
1%
1%
20%
15%

20%

Molar
(mM)

2.03
1.42
2.53
0.06
0.09
1.84
1.39

1.03

% EE

>80%

>99%

>90%

>80%

>80%

>90%

>99%

>95%




PEPTIDES

FREE PEPTIDE

DIVTECH: PEPTIDE

% Therapeutic efficiency
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100+
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DIV031 DIV042 F DIVTECH
17.3 5.5 / v

Anakinra

Green Fluorescent Protein 287 ~6.0

Luciferase (LucR8) 37.0 82 y

Ovalbumin 445 £ 6 v
Inteqrin abp4 853.8 9.5

R-Phycoerythris 250.0 5.6 Vv




GENE
THERAPY

Oligonucleotide Length size Efﬁcsise%zi;t(i‘;?,ZE)
SIRNA 19-21 bp > 95 %
RNE 19-23 bp > 95 %
Aptamer 75-76 bp > 959
mRNA 1-2 Kb 595 %
pDNA 8-9.5Kb >95%

cDNA 4.5-12 Kb >95 %
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GENE
THERAPY (mirNA)

MIGRATION
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GENE

UNIVERSITY OF

COPENHAGEN
THERAPY (mrnA)
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METASTARG

METASTASIS PROCESS

Primary tumor

Circulating Tumor Cells

Biomarker
identification

Occult
Micrometastasis

Metastasis Progression

NIMPs for micrometastases

TARGETING & DIAGNOSIS
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\ Sphingolipids

Phosphosensitiser

PANIPAC

PDAC Tumor Microenvironment

@ Niche factors \ ECM fibers % Stellate cells (PSCs)

IMMUNE CELLS TUMOR CELLS
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Therapeutic peptides
Novel therapeutic peptides :

for targeting senescence |

and inflammation.

O,

Delivery system ,
Peptide-loaded, fluorescent- |
labeled, MNP-associated |
and radiolabeled NE.
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Aging-driven (senescence) and
inflammatory OA phenotypes
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Nanopharmaceutical

Anti-senescence and anti-
inflammatory NE with a
scalable methodology.
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\Intraarticular admin.

| Sustained and long-lasting,
symptom and structure
modifying personalized
treatment.
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DiVERSA

Experts in drug delivery

DIVERSA offers a reliable and versatile technology
ready for research and industrial use
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(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

World Intellectual P y )
e s, OO 0
Lok mational Burcao = (10) International Publication Number

WO 2019/138139 Al

(43) International Publication Date =
18 July 2019 (18.07.2019) WIPOIPCT

(51) International Patent Classification: (74) Agent: HOFFMANN EITLE S.L.U.: Pasco de Ia Castel-

AGIK 9/107 (2006.01) AGIK 47/44 2017.01) 140, Planta 3. Edificio Lima, 28046 Madrid (ES).

AGIK 4710 201701 AGIE 44092000, 01) (81) Designated States (unless otherwise indicated, for every
ABIK 47/12 2006.01) AGIK 4910 2006.01) i o niden it St oloblo): AR AG. AL, AM
AGIK 47/14 (2017.01) AGIK 49/18 (2006.01) ind of national protéction available); AR, AG, AL, AM,

AO, AT, AU, AZ, BA, BB, BG, Bl BN, BR, BW, BY, BZ,
CA, CH, CL, CN, CO, CR, CU, CZ, DE, DJ, DK, DM, DO,
PCT/EP2019/050979 DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, IN,
HR, HU. ID, IL, IN, IR, IS, JO, JP. KE, KG, KH. KN, KP,
KR.KW.KZ.LA.LC.LK,LR. LS, LU.LY, MA. MD, ME,
MG, MK, MN, MW, MX. MY, MZ, NA. NG, NI, NO, NZ,

(21) International Application Number:

(22) International g Date:

15 January 2019 (15.01.2019)

(25) Filing Language: English OM. PA, PE, PG, PH, PL. PT. QA, RO, RS, RU, RW, SA.
. ) ) SC. SD. SE. SG. SK, SL. SM, ST. SV. Y. TH. T/, TM, TN,

325 P i Baglish TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

(30) Priority Data: ‘ o

! — L, (84) Designated States (unless othervise indicated, for every
18382012.3 15 Janaary 2018 (1501.2018) ‘EB kind of regional protection available): ARIPO (BW, GH,
(71) Applicants:  FUNDACION INSTITUTO DE IN- GM,KE, LR, LS, MW, MZ, NA, RW, SD, SL, ST, §Z, TZ,
VESTIGACION SANITARIA DE SANTIAGO DE UG, ZM, ZW), Eurasian (AM, AZ, BY. KG, KZ, RU, TJ.
COMPOSTELA (FIDIS) [ESES|; TRAVESA DA M), European (AL. AT, BE. BG, CH, CY, CZ, DE. DK,
CHOUPANA, SN, 15706 Saniago de Compostcla (ES). EE. ES, FI, FR, GB, GR_ HR. HU, IE, IS, IT, LT, LU, LV,
SERVIZO GALEGO DE SAUDE [ESTS]. EDIFICIO MC. MK, MT. N L, PT, RO, RS, SE. SI. K, SM.
ADMINISTRATIVO SAN LAZARO. SN, 15703 SAN- TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ. GW,

TIAGO DE COMPOSTELA (ES).

(72) Tnventors: DE LA FUENTE FREIRE, Maria; SERVI-
ZO GALEGO DE SAUDE, EDIFICIO ADMINIS-
TRATIVO SAN LAZARO. SN, 15703 Santiado de
Compostela (ES). LOPEZ LOPEZ, Rafacl. SERVIZO
GALEGO DE SAUDE, EDIFICIO ADMINISTRATIVO
SAN LAZARO, SN, 15703 SANTIAGO DE COM-
POSTELA (ES). LOPEZ BOUZO, Belén; FUNDACION
PARA A INVESTIGACION, DESENVOLVEMENTO
E INNOVACION RAMON DOMINGUEZ, TRAVESA
DA CHOUPANA. SN, 15706 Samtiago de Compostela
(ES). VAZQUEZ RIOS, Abi Judit. FUNDACION
PARA A INVESTIGACION, DESENVOLVEMENTO
E INNOVACION RAMON DOMINGUEZ, TRAVESA
DA CHOUPANA, SN, 15706 Samiago de Compostela
(ES). ALONSO NOCELO, Marta; FUNDACION PARA
A INVESTIGACION, DESENVOLVEMENTO E IN-
NOVACION RAMON DOMINGUEZ, TRAVESA DA
CHOUPANA. S/N. 15706 Santiago dc Compostela (ES).

KM, ML, MR, NE, SN, TD, TG).

Published:
—  with international search report (Art. 21(3))
—  with sequence listing part of description (Rule 5.2(a))

(54) Title:

(57) Abstract: In the present invention, the of various ol ©1W) comtaining an oil phase or
oil core, preferably selected from vitamin E or oleic acid, stabilized by a sphingolipid of the splmlgonw clin type. and optionally other
lipids such as phospholipids, cholesterol. octadecy lamine, DOTAP (N- [1- (2.3-Dioleoyloxy) propyl] -N. N. N
methyl-sulfatc), and PEGylated derivatives (derivatives with polyethylene glycol), for use as a nanotech vehicle, in particular for the
management of cancer and metastatic discase, is herein described. Said nanocmulsions can be functionalized with ligands capable of
interacting or binding to receptors expressed on the cell membrane of tumor cells, and in particular capable of interacting or binding to
seceplors expressed on the membrane of primary and/or disseminated or metastatic wmor cels. Also, antitumor dsugs of therapeutic
can be in said fons and, finally, contrast agents can be incorporated for their use in the i vivo
diagnoss in said nanoemulsions.

NANOSYSTEMS AS SELECTIVE VEHICLES
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TEAM

CO-FOUNDERS

Maria de la Fuente, PhD, MBA  Abi Judit Vazquez, PhD Rafael Lopez, MD, PhD

CEO COO0 Medical advisor
Victor Francis, PhD Gabriela Garrastazu, PhD Barbara Dominguez, PhD Cristina Cotelo Laura Taina, MSc
Business developer Project Leader Research Scientist Lab Technician Lab Researcher

Acvandere  LONZA
Genentech | apto000

AstraZeneca




ADVISORY BOARD

Oscar Pérez Anthony Brown David Bott Felicity Sartain Eric Mayes
Business advisor Scientific advisor Scientific advisor Scientific advisor Scientific advisor
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BUSINESS MODEL

]
/7 v/ Academic and research
@ institutes
v/ CROs

]
KITS

“DO IT YOURSELF”

v/ Pharmaceutical and / or
biotechnology companies

CO-DEVELOPMENT

“DO IT WITH US”

v Own developments

R&D

“WE ARE DOING IT”



BUSINESS MODEL \
‘ DIVERSA
=
E KITS ‘DO IT YOURSELF" Co-developments
T ) )
CO-DEVELOPMENT DO [T WITH US

R&D ‘LOOK HOW WE DO IT"
PRECLINICAL STAGE m MARKET APPROVAL

In vitro and in vivo testing Human testing Review and approval



DIVTECH
KITS

References

DIVTECH FluoGreen Uptake Kit

DIVTECH Small Molecule Kit

DIVTECH FluoGreen Small Molecule Kit
DIVTECH Broad Range Peptide Kit
DIVTECH FluoGreen Broad Range Peptide Kit
DIVTECH Broad Range Protein Kit

—

tebu-bio

Innovative Lab Services & Reagents

EUROPE AND UK

DIVTECH FluoGreen Broad Range Protein Kit
DIVTECH Anionic Peptide/Protein Kit
DIVTECH FluoGreen Anionic Peptide/Protein Kit
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CO-DEVELOPMENT

DIVERSA
 —

Service Agreement

€

Material Transfer

from Customer
License Agreement

€ DiVERSA

S \
DIVERSA formulation
development

Testable Prototypes



PROOF OF PRECLINICAL PHASE
DISCOVERY | FEASIBILITY CONCEPT Il

ONCOLOGY PROGRAM  (CAGR 13.4%)
OSTEOARTHRITIS PROGRAM  (CAGR 7.9%)

METABOLIC DISEASES PROGRAM  (CAGR 7.6%)
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Diversa Technologies
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One technology. Limitless applications.
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DIVERSA

m Q Buscar o
nicio

Di

DIVERSA
DIVERSA. One technology. Limitless applications. Let's start the therapeutic revolution.
Biotecnologia - Santiago de Compostela - 1515 seguidores

m Maria y 3 contactos mas trabajan aqui - 6 empleados

e e N
2 V Siguiendo )

Inicio Acerca de Publicaciones Empleos Personas Videos

Acerca de

ver mas

Ver todos los detalles

& DIVERSA Technologies

52 Tweets

DIVERSA
DiV

Edit profile

DIVERSA Technologies
@DIVERSATechnolt

Discover our drug delivery technology based on lipidic nanoemulsions for safe
intracellular delivery of complex macromolecules. 1 tech: limitless apps!

© Santiago de Compostela, Spain ¢§ diversatechnologies.com
[F) Joined September 2021

74 Following 86 Followers

Tweets Tweets & replies Media Likes

. DIVERSA Technologies @DIVERSATechnoll - 5h
Div Don't miss the testimony of @mfuentefreire, our CEO at DIVERSA.
"Difficulties arose when | wanted to progress professionally, especially as a

.l was i in my p ional pi ion."

At DIVERSA we believe in a gender-equal world.

youtube.com

"Mulleres de Compostela": Maria de la fuente
Video da galardoada Maria de la Fuente, licenciada
en Farmacia pola USC, investigadora e co-

-
DIVERSA

Experts in drug delivery

DIVERSA offers a reliable and versatile
technology ready for research and industrial use

From the lab to the patient

We aim to improve patients’ lives by providing a
fast and reliable drug delivery process based on
lipid nanoemulsions




CONTACT

0 [0 &

¢ S

www.diversatechnologies.com
maria.fuente@diversatechnologies.co
m
maria.de.la.fuente.freire@sergas.es
@diversatechnologies
@DIVERSATechnol1

_f2an - ighicia _lgape

=3 | INSTITUTO GALEGO X .
F34 | DE PROMOCION )
8¢ | Economica % acobeo 21-22

NANOGMED

:][eJINCUBATECH

bioga

Healthtech

Spin A TAB

DIVERSA




