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The overall likelihood of approval (LOA) from Phase | for all developmental candidates over 2011-2020 was 7.9%.

Unmet clinical needs in cancer, especially the advanced stage of this disease
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Immuno-oncology therapies success in oncology R&D with an overall LOA of 12.4% vs 5.3% for all oncology
approaches.

Biological complexity in drug modalities Trials with patient preselection biomarkers have two-fold higher
leads to higher LOA: LOAs (15.9%), with a Phase Il success rate of nearly 50%.

Success rates by modalit . . .
y y Success rates by use of patient preselection biomarkers

Likelihood of Approval: Novel Modalities Probability of Success: Preselection Biomarkers
100% 96.0% -
CAR-T I 17.3% X 90.3%
w  90%
SIRNA/RNAI I 13.5% O 80%
8 - 68.2%
Monoclonal antibody ~ IEEG—G— 12.1% g 0% 57 1%
ADCs 10.8% u  60% —52.4% s7.0% :
I 10. .
o a 50% 46.3%
Gene therapy NG 10.0% = 40%
a g 28.3%
Vaccine G O 7% 3 % 15.9%
o 20% R
Protein GG O.4% T 1% 156%
Peptide |GGG S.0% 0% -
. Phase I to Il Phase Il to 11l Phase lll to NDA/BLA to Phase | to
. 7.
Small molecule 7.5% NDA/BLA Approval Approval

Antisense [N 5.2% . . .
M Preselection biomarkers B No biomarkers

0% 5% 10% 15% 20%
Probability of Success

Biotechnology Innovation organization, Informa Pharma Intelligence report on “Clinical development success rates and contributing factors 2011-2020, 2021. * 3



ok U
imed ‘ Hallmarks of cancer: rethinking how to defeat cancer LsBoA

Research Institute UNIVERSIDADE
. » DE LISBOA
for Medicines

Sustaining Evading
proliferative signaling growth suppressors

Unlocking Nonmutational
phenotypic plasticity epigenetic reprogramming

Avoiding immune
destruction

&

~
Tumor-promoting
inflammation

Deregulating
cellular
metabolism

Resisting cell Enabling
death G replicative
immortality

Genome
instability &
mutation

Polymorphic

| : 2

Senescent cells microbiomes
Inducing or accessing Activating invasion &

vasculature metastasis

Hanahan D. Cancer Discov 2022;12:31-46




imed* | Hallmarks of anti-tumor immune response and nanotechnology st

Research Institute UNIVERSIDADE
for Medicines DE LISBOA

Migration & Priming
Activation &

Maturation ‘
mature DC

Cytotoxic T-cell
Activated yt' t c C

activity against
CD8* T cell

tumors cells . )
Cytoklne Germinal

¢ (N 3
. k—\s\ecretion Folicular Center
S DC

B cell R
~ Activated

" CD4* T cell T cell.and-BCy /
migration

) . .:' a8 ' Plasma B cell Memory B cell
S ~ Activated
* NK - -

Cytokines .

. B cell .
Granzyme Antibod P .
Tumor y : y X ') &
Carreira B, et al. B secretion :::::;t oq  Beel MDSC  Macrophage  NK 5
Advanced Therapeutics, 2020; 4:1-39 Perforin fibroblast




U

LISBOA

UNIVERSIDADE
DE LISBOA

Nanotechnology Integration with Pharmacology, Immunology and

Activated T cell

imed* |
Pathophysiology
Mature DC (mDC) Naive T cells

Research Institute
for Medicines

Immature DC (iDC)
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No breakthrough is too small
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‘ Our Approach — A Multifunctional Nanovaccine Against Melanoma
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‘ Our Approach — A Multifunctional Nanovaccine Against Melanoma
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Our Approach — A Multifunctional Nanovaccine Against Melanoma

Size, polydispersity index (Pdl), Zeta Potential, Entrapment Efficiency (EE) and Loading Capacity (LC)
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In vivo biodistribution profile
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Conniot J, Scomparin A. et al Nat Nanotech 2019, 14 (9): 891-901
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Triple-negative breast cancers (TNBC) account for ~15-20% of all diagnosed breast
cancer cases.
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NANO-IMMUNOTHERAPY FOR SOLID TUMORS:

* Antigen-specific cellular immunity triggered by combining the delivery of shorth (MHC class
1) and long (MHC class Il) T cell peptide sequences with adjuvants (e.g., TLR ligands):

 Activation of IFN-y producing CD4" T helper cells;
e Reduction or non-activation of Treg cells
e Effector Cytotoxic T Lymphocytes
* Modulation of tumor immunosuppressive environment

e Humoral immunity leading the secretion of high-affinity antibodies and memory immune
response.

e Suitable for different routes of administration — modulation of lymphoid structures at
distinct locations.

No breakthrough is too small
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