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Teitur Trophics — company overview

= Series A funded biotech company located in Aarhus, Denmark

= Focused on development of first-in-class macrocyclic peptides based on groundbreaking biology
discovered on the receptors SorCS1*, SorCS2 and SorCS3

= 10 employees and +50 consultants supporting innovation

Teitur is a preclinical stage company with a pipeline of novel biology

Indication Discovery IND development Phase 1 Candidate

Huntington’s Disease
Parkinson’s Disease TT-P34
Frontotemporal Dementia

Hearing loss Not disclosed

Not disclosed Not disclosed
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TT-P34 has been developed on insight into BDNF/CREB pathway

= The neurotrophic factor BDNF, is critically important for neuronal health and viability

= BDNF drives synaptic plasticity and survival through activation of transcription factor CREB
= Activation of CREB leads to mitochondrial and lysosomal function driving synaptic integrity

= CREB is downregulated across numerous neurodegenerative diseases
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SorCS2 is essential for BDNF-signaling

= SorCS2 is a co-receptor for TrkB
= Knock-out of SorCS2 results in impaired BDNF-signaling

BDNF stimulation of neurons lacking SorCS2 display almost
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SorCS2-tail contains a signaling switch in the BDNF-signaling cascade

= Discovery: The SorCS2-tail contains a unique serine motif

» Modulating the SorCS2-tail motif can turn off/on neurotrophic responses

= From this, we have developed SorCS2-tail phospho-mimetic peptides
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TT-P34 is derived from the SorCS2-tail

= TT-P34 is designed for a once-weekly subcutaneous delivery in patients

= TT-P34 drive CREB activity in a neuron-specific manner and improve mitochondria and lysosomal function
through upregulating PGC1a and TFEB

= PGC1a and TFEB-pathways are well-established to be impaired across neurodegenerative diseases
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TT-P34 — Proof of mechanism in driving lysosomal function through TFEB

= TFEB controls the expression, import, and activity of lysosomal enzymes including GCase
(Glucocerebrosidase).

= TT-P34 increases GCase levels in human dopaminergic organoids with L444P mutation
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Halting disease progression in a PFF rat model of PD

= TFEB controls the expression, import, and activity of lysosomal enzymes including GCase
(Glucocerebrosidase).

= TT-P34 increases GCase levels in human dopaminergic organoids with L444P mutation

Question 1: Does the engagement in TFEB-pathway lead to clearance of a-synuclein in a PFF seeding model?

Study design
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Halting disease progression in a PFF rat model of PD
» Treatment with TT-P34 prevents further loss of DAT signal

» This was accompanied with significant rescue of TH+ terminals and DAT stains (IHC)

» This was accompanied with significant reduction (50-75%) in phospho-aSyn (S129)
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Preclinical proof of concept: improved pathology through TFEB

TT-P34 treatment in 3 other PFF rat seeding models of Parkinson’s

» Across all models, TT-P34 clears alpha-synuclein aggregates and increases dopaminergic survival

4 different PFF rat seeding model studies
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TT-P34 — Proof of mechanism in driving mitochondrial function through PGC1a

= PGC1a drives mitochondrial biogenesis and controls the expression of mitochondrial proteins important
for energy metabolism and synapse formation

= TT-P34 acutely increases mitochondrial biogenesis and glucose metabolism in vivo in brain of healthy

rats
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Preclinical PoC: improving motor function in a MPTP mouse model of PD

= PGC1a drives mitochondrial biogenesis and controls the expression of mitochondrial proteins important
for energy metabolism and synapse formation

= TT-P34 acutely increases mitochondrial biogenesis and glucose metabolism in vivo in brain of healthy
rats

Question 2: Does the engagement in PGC1a-pathway lead to neuroprotection in mitochondrial model (MPTP
mouse model of PD)?

Study design
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Preclinical PoC: improving motor function in a MPTP mouse model of PD

» TT-P34 chronic treatment of MPTP-injected mice rescued dopaminergic cell loss (measured by TH staining)

» TT-P34 treatment of MPTP-injected mice rescued motoric phenotype measured in open-field and grip-strength

» TT-P34 increased NPY CSF as explorative indirect target engagement biomarker
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TT-P34 efficacy across several neurodegenerative models

= Activation of CREB is beneficial across several neurodegenerative diseases
= TT-P34 displays ameliorative effects across models of HD and FTD.

TT-P34 treatment in models of Huntington’s and Frontotemporal dementia

Disease Model Treatment period Behavior Post-mortem analysis

Reduced clasping

Huntington’s R6/2 3 months : :
Improved median survival

= Restoration of mitochondrial

Rescue of motor function in beam test and synaptic proteins
Huntington’s zQ175DN KI 9 months : . = Restoration of dopamine and
Rescue of phenotype in home-cage analysis serotonin

= Rescue in striatal markers

Frontotemporal Grn+/- 1 week » Increased GRN expression
dementia » Normalized LAMP1 levels

Rights reserved TEITUR TR{}PHICS



Clinical development — phase 1

Phase 1 design
= Start in mid-2025

= Double blind, randomized, parallel group, placebo-controlled study of single and multiple ascending
subcutaneous doses of TT-P34 in healthy subjects

= Potential MAD patient cohort add-on

Clinical Endpoints of SAD/MAD

Administration
= Dosing subcutaneously (MAD = once weekly)

Primary:
= Safety and tolerability of a single subcutaneous (SC) dose and multiple SC doses of TT-P34

Secondary:
= Plasma pharmacokinetic (PK) profile of TT-P34 following a single SC dose and multiple SC doses
= Evaluate the exposure of TT-P34 in CSF following a single SC dose and multiple SC doses.

Exploratory
= Pharmacodynamic effect of TT-P34 in CSF following a single SC dose and multiple SC doses on exploratory
biomarkers including NPY
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Summary

TT-P34 is a first-in-class macrocyclic peptide designed for a once-weekly subcutanous
administration in patients

TT-P34 can cross the blood-brain barrier in non-human primates follow sc. dosing (kpuu
across species = 1)

TT-P34 induces activation of neuronal CREB leading to PGC1a and TFEB expression
ultimately driving lysosomal and mitochondrial function

TT-P34 demonstrated preclinical proof of concept across PD, HD and FTD models

TT-P34 did not show adverse events within the anticipated therapeutic window over 28-
day GLP tox studies

TT-P34 will enter the clinic mid-2025 to assess safety, PK and CSF exposure in humans
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