Targeted Delivery of microRNAs OligoNucleotide Therapeutics
to Cure Metabolic Pandemics and Ovarian Cancer

Marc Thibonnier, M.D., M.Sc. AptamiR Therapeutics, Inc., USA
RESULTS

Structure: AptamiR is a US modular Biotechnology Company currently A. AptamiR first generation miR-22-3p antagomir APT-110 (single stranded
executing the pre-clinical development of its OligoNucleotide Therapeutics 18-mer with PS and LNA modifications) reduced fat mass and liver
(ONTs) drug candidates. steatosis while improving metabolic parameters in obese mice:
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e Develop microRNAs-based ONTs to treat Ovarian Cancer s S } o B
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developing microRNA-based ONTs for complex diseases like obesity, MAFLD Mean Body Weight at week 8 of study e R giRsled i L

and ovarian cancer. B. Targeted Delivery of AptamiR Generation 2.5 ONTs

Accomplishments to date: Proofs of efficacy for our first generation 1. Membrane Fatty Acid Translocase (FAT) transporter selected for targeted
microRNA ONTs were achieved in primary cultures of human cells and in delivery to adipocytes and metabolic organs of ONTs coupled to a fatty acid
specific animal models. or a peptide
» mRNA expression levels (www.proteinatlas.org): ”
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e Complete the pre-IND and IND phases for our new generation 2.5 of SuE— |
targeting miR-22-3p Antagomirs to treat Metabolic Pandemics ?
e Achieve the pre-clinical selection of the targeting microRNA ONT drug e =
candidates to cure Epithelial Ovarian Cancer - L i l@“ o
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e Help patients live longer, productive and healthier lives while reducing = L
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e Develop safe, effective, and convenient treatments for:
e the metabolic pandemics Obesity, diabetes, and MAFLD
e the deadly Epithelial ovarian cancer

TARGET PRODUCT PROFILE OF APTAMIR GENERATION 2.5 ONTs

1. Use the pleiotropic concept of One Drug-Multiple Targets to develop
microRNA-based ONTs which simultaneously modulate several target
genes involved in complex diseases

2. Maintain resistance to nucleases and proteases/peptidases

3. Eliminate potential toxicities by replacing Phosphorothioate and Locked
Nucleic Acid modifications by a Peptide Nucleic Acid (PNA) backbone

: . delivery to Ovarian Cancer cells of ONTs coupled to folic acid or a peptide
4. Avoid chirality

5. Limit protein binding s &
6. Conjugate the ONT to a fatty acid or peptide or folic acid for preferential -
targeted delivery to adipocytes or ovarian cancer cells of a greatly o000 -
reduced effective dose with an extended duration of action (Mean .
Residence Time) -
7. Subcutaneous administration of bi-annual doses of metabolic ONTSs to a0- 0 :
improve patients’ compliance o : E
8. Intra-peritoneal administration of ovarian Cancer ONTs to treat Ovarian e l 0 0 8 ; i :
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