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Project Information

Grant name Developing evidence-based strategies to
mitigate mental side effects of Trikafta.

Responsible Entity The University of Melbourne
Chief Investigator Dr Elena Schneider-Futschik
Chief Investigator Email Elena.schneider@unimelb.edu.au

Lay Title of Research Project  Effects of Trikafta on the brain

Research Activity Start Date 1/1/2025

Research Activity End Date (if 31/12/2026
applicable)

Report Period 01/1/2025 to 1/8/2025

Project Progress

Lay Project Progress Summary

In the first year of the grant, we have focused our efforts on the younger animals
(correlating to children and adolescents), in the second year of the grant we will
complete adult animal studies. We have completed analysis looking at gene and protein
expression changes as well as histological analysis of younger animals. We have also
optimised our sleep study protocols, and will conduct sleep assays of animals that have
received Trikafta.
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Detailed Milestones and Objectives

Plan from proposal:

AIM: Ages P5/10/40 7-12/25 1/26-6/26

Drug concentration assessments

Gene expression changes

Histological analysis

Cognitive function and sleep tests

Completed for adolescent age groups P5:

e Omic analysis
e Histological analysis
e Drug concentrations

Ongoing:

e Omic analysis for P10/P40

e Histological analysis for P10/P40
e Drug concentrations

e Cognitive function tests for all

Additional Research Activities

Provide details on the additional research activities and how this relates to or supports the
milestones and objectives outlined above (250 words max)

Measurements and Main Results: We found that at early ages, ETI enters various body
compartments incl midbrain and cortex, and ivacaftor has higher affinity to tissues. Entry into
brain tissue was restricted by blood-brain barrier. We identified 3 proteins (Hbal, Hemoglobin
subunit alpha-1/2; Cal, Carbonic anhydrasel & Slc4al, Band 3 anion transport protein) that
were downregulated in female cortex at P5. We are now investigating if these changes are
temporary or permanent and what the impacts are.

Achievements

First manuscript being prepared. Work was presented at the ECFS 2025 in Milan (oral
presentation).
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Work form this has been included as preliminary data in an MRFF application (outcomes still
pending).

Next Steps

We are currently completing the work for our P10 animals. P40 animals are planned for 2026.

Consent and Declaration (Investigator)

1. | declare that the information provided in this annual progress report is
true and correct. | understand that providing false or misleading
information may result the awarded grants being cancelled.

2. | acknowledge and consent to the information provided in this report
being shared with stakeholders (i.e. ACFRT Trustees, CFA Board
Members, CFA community, Grant sponsors, etc.) via methods such
as, but not limited to, electronic communications, website, social
media, research reports for governing bodies, and other reporting
activities.
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