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1. INTRODUCTION

Colorectal cancer

Cancer incidence, 2020

Cancer deaths, 2020

I 1,761

I 0,861

Lung I 2,093 Lung
Breast NN 2,088 Pl Colorectal
Colorectal NI 1,8 - Gut
Prostate NN 1,276 Liver
Skin I 1,042 Breast

Gut I 1,033 Esophageus

Liver N 0,841 Pancreas
Esophageus N 0,572 Prostate
Cervix N 0,569 Leukemia

I 0,782
I 0,781
I 0,626
I 0,508
I 0,432
I 0,358

I 0,309

Source: Bray, F., Ferlay, J., Soerjomataram, I., Siegel, R. L., Torre, L. A., & Jemal, A. (2018). Global Cancer Statistics 2018: GLOBOCAN Estimates of Incidence and
Mortality Worldwide for 36 Cancers in 185 Countries. CA: A Cancer Journal for Clinicians. doi:10.3322/caac.21492




1. INTRODUCTION

Colorectal cancer survival depending stage (%)
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5-years survival rate. Source. American Association for Cancer Research .




1. INTRODUCTION

Metasized organs by colorectal cancer
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5-years survival rate. Source. American Association for Cancer Research .




2. MARKET

Colorectal cancer market 2015-2025
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Source: Global Data. Colorectal Cancer — Global Drug Forecast and
Market Analysis to 2025




2. MARKET

M&A activity in the field of colorectal cancer

Companies involved Value
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3. PIPELINE

DEVELOPMENT

Target Id Target val. Ther Id. Ther. val. preclinic Phase | @m

Anti-angiogenic
Candidate 1

Anti-Cancer
Stem Cells (CSC)

Candidate 2

Immunotherapy
Candidate 3




4. OUR TECHNOLOGY

Span based nanosystem

e Sorbitan ester-based lipid nanoparticles (SENS)
* Negatively charged

* Possibility decorate with Glucosaminoglucans (GAG) to improve delivery specificity

e Combined with oleylamine charge positively to combine genetic material




4. OUR TECHNOLOGY

Span based nanosystem

* Flexible platform

* Non-toxic

 Easy and cheap to produce

e Combine with mRNA, miRNA, DNA

e Disruptive therapeutic strategy

e |P protected




4. OUR TECHNOLOGY-CANDIDATE 1

Antiangiogenic therapy

e We identified miR-20a downregulated in endothelial cells during liver metastasis
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r Q@ miR-652 0,0027
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4. OUR TECHNOLOGY-CANDIDATE 1
@ Antiangiogenic therapy

* Developed span based nanosystem to delivery miR-20a to liver endothelial
sinusoidal cells

Author: J. Marquez




4. OUR TECHNOLOGY-CANDIDATE 1
@ Antiangiogenic therapy

* Developed span based nanosystem to delivery miR-20a to liver endothelial
sinusoidal cells
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Author: J. Marquez




4. OUR TECHNOLOGY-CANDIDATE 1

Antiangiogenic therapy

* Non-toxic. NO Liver AST variation, NO reaction in kidney, liver, lung and spleen
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Author: J. Marquez




4. OUR TECHNOLOGY-CANDIDATE 1

Well-characterized. Reproducible.

Formulation
SP-0A-CS
SP-OA-CS-pEGFP
SP-0OA-CS5-miR-20

Size (nm)
1329+ 4.2
142.7 +* 13.8
142.6 = 1.4

Pdl

0.069
0.091
0.065

Antiangiogenic therapy

¢ Potential (mV)
38:2x1.6
36.4 + 8.6
33.3x30

Author: J. Marquez



4. OUR TECHNOLOGY-CANDIDATE 1

Antiangiogenic therapy

e 80% liver metastasis reduction (mouse)
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Author: J. Marquez



4. OUR TECHNOLOGY-CANDIDATE 1

Antiangiogenic therapy

e 80% liver metastasis reduction (mouse)

b

Control Nano-miR-C Nano miR-20a Nano-miR-20a
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Author: J. Marquez




4. OUR TECHNOLOGY-CANDIDATE 1

Antiangiogenic therapy

e 80% liver metastasis reduction (mouse)- angiogenesis reduction
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Author: J. Marquez




4. OUR TECHNOLOGY-CANDIDATE 1

Antiangiogenic therapy

* Formulation patented and accepted in Europe and USA

oz United States Patent

No:  US 10,888,529 B2

Sanchez Barreiro et al. 431 Date of Patent: Jan. 12, 2021
VEMICLES OB THE TRANSFECTION OF Referencn Cied
MIRSAS

LIS PATENT DOCUMENTS
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Universidad del Poaés Vasco - Euskal Hemko Unibertsintea (LIPV/EHL) |

Decision to grant a Eurcpean patent pursuant 1o Articls 97(1) EPC

Following examination of European patent J.':mcnuon No. 17778723.1 a European patent with the tite
and the supporting indicated in pursuant o Rule 71(3) EPC (EPO Form
2004C) of in the informasion (EPO Farm mw . Natice from the EPO dated B June 2015, OJ EPO
2015, A5Z) dated 25 05,21 is hereby granted in respect of the designated Contractng States

Paent Ne. 441074
DCnto of filing 04.0417
Prioity claimed 05.04 16ESA 201630417

Designated Contracting Stnes
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Anti-CSC therapy
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4. OUR TECHNOLOGY-CANDIDATE 2
o Anti-CSC therapy

We created 3 nanosystems with candidates genes mRNA

X Y Z

e 5 o
Formulation  Size(nm) Pdl Potential(mV)
SP-OA-X 110.3+4.5 0.055 -33.6+1.3
SP-OA-Y 115.4+3.3 0.049 -36.1+2.5
SP-OA-Z 145.8 £ 3.7 0.065 -39.8 £+ 3.3

Author: |. Badiola




4. OUR TECHNOLOGY-CANDIDATE 3
o Immunotherapy

e NNPM-Neuronal Neoantigen Predicting Model
* Transfect neoantigen mRNA using Span-Based Nanosystem to DC




4. OUR TECHNOLOGY-CANDIDATE 3
O Immunotherapy

e NNPM developed
* Nanosystem developing




5. COMPETITORS

Our competitors

< N | I = — )
NmocleE ".:,-‘3,; @ M “ = \;ﬁ mﬂsc‘;m‘-s =
_ /
Candidate 1 Bevacizumab Cabozantinib Sorafenib Ramucirumab
andidate (Avastin ©) (Cometriq®) (Nexavar ®) (Cyranza ®)

Cheap production

Molecular Specificity

v % % v

v
v4
v X
v
v

Low Toxicity

Multi-target

Other applications

Specific delivery




5. TIMELINE

Foundation
March 2021

Public funds
May-Dec 2021

Ny W

=

—

September 2022

Bussiness

plan
0 Dec 2021

Candidate 1 Report

Experiments March. 2021

License University
Jan. 2021

S5

Patent granted
Jan-Oct 2021

-

Preclinic-Regulatory

Candidate 2
Oct 2022-March. 2023

Preclinic-Regulatory

Candidate 1
October 2022-Octoberl. 202

-

Clinical trials-Phase |
Candidate 1
May. 2023




5. TIMELINE

SENS chondroitin sulfate (CS) nanoparticles
loaded with miRNA-20a
Non-Clinical Development Plan
enabling First into Men

Prepared for Iker Badiola

Version: 1

ssued on 18" March 2022

Author(s):
o
( i
o) _{/
o o
Ana Andrés Perni, BSc, PhD Eduarde Cunchillos, DVM,
Toxicology Consultant Toxicology Consultant

EUROTOX Registered Taxicologist

1/22




5. TIMELINE

Timeline Non-clinical studies to support First in Human clinical trial (up to 1 month):

., - »
Areas MONTH 1 MONTH 2 MONTH 3 MONTH 4 MONTH 5 MONTH & MONTH 7 MONTH 8 MONTH 5 MONTH 10 MONTH 11 MONTH 12

DRF efﬁmq-i

| Efficacy studies
! Frequency and P st

{Toxicology
‘and TK evaluation
method BA

DRF redent [rat or mice)

Repeated-dose 4w odent [t or mice)

o
TK 4 weeks rodent (rat or mice)
Repeated-dose 4w non redent ([dog or minipig)
TK 4 weeks non-rodent (dog orminipig)
Single-dose Monk ey immunotox assay
TK single dose Monkey
In vitro assays Hemolisis in vitro

Protein binding




5. TIMELINE

8 LIST OF STUDIES AND ESTIMATED COSTS (EUROS)

Studies Price (Euro)
Pharmacology.
Selection of animal spegies,
[sponsor)
Efficacy.
-
DRF efficacy study 15.000-20.000
PE and frequency study at selected efficacy dose 15.000-20.000
<
Analytical method validation for formulations analysis 20.000-30.000
Analysis of the formulations used for the in vitro prot binding and toxicity 35.000-40.000
studies
( ]
Hemolysis in vitro l &.000 J

Toxicology (miRNA-loaded nanoparticle/fempty nanoparticle/control (vehicle)) * 600 OOO 800 OOO €

Rodent (mice or rat)

DRF 25.000-35.000
4-week repeated dose (including TK) 160.000-200.000
MNon rodent (Minipig/ Dog)
MTD 40.000-60.000
A-week repeated dose (including TE) 200.000-250.000
Phototoxicity
MEC determination 300
Phototoxicity assay [if necessary) 4.000
ADME
Protein binding 6.000-8000
Monkey
Acute immunestimulation iv assay and TK 120.000-140.000
Bioanalytical methods validation,
Method validatien in rodent plasma 30.000-40.000
Method validation in gon,redens plasma 30.000-40.000
Partial meathod validation (non GLP) in monkey 20.000-25.000
Total approx. 726.300-918.300

*: These activities will include the assessment of safety pharmacology parameters
#*: To consider if the analytical work can be conducted by the same CMO that develops and

characterize the drug producﬂ

Note: price of toxicology studies has been estimated based on a 5-groups ond 2 sexes design




Dr. Prof. lker Badiola
Chief Executive Officer

Dr. Isabel Rial
Chief Scientific Officer

Dr. Isabel Rial
Chief Medical Officer




1. TEAM

e Assistant profesor University of Basque Country

. (acreditted Full Profesor)
{9_ e Founder Innoprot SL (2007)
é =Y ,__ e Founder Nanokide therapeutics SL (2021)
ET = * Young investigator award ISCHS, 2006, Niigata
; (Japan)
Dr. Prof. lker Badiola e Ernesto Vietiz award, best 2020 molecule (Spain).
Chief Executive Officer e 1 patent
e 26 papers

e 5books




6. TEAM

 PhD in delivery bioactive molecules.

e Best PhD award USC 2016

* Qenns University Belfast 2016-2018

e University-Industry contracts (250 K €)
 Founder Nanokide Theraeutics (2021)
e 1 patent

Dr. Isabel Rial e 14 papers.
Chief Scientific Officer e 1 book.




6. ACHIEVEMENTS

Candidate 1 awarded by RCAG

Candidate 1 patented

B e i e
| |
# NCL o e

Candidate 1 granted by USA NIH nanoparticle program

Big Pharma interest
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