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Overview

This project aims at investigating the safety and effectiveness of the highly effective cystic
fibrosis (CF) drug, Trikafta, in pregnancy and breastfeeding. Currently, the project is
progressing as planned and the status was listed below.

Completed Tasks

¢ 1.Pregnancy: By analysing the gene expression and protein levels of the cortex at
different postnatal ages, we found that in utero exposure to Trikafta in mid-late
pregnancy stage did not pose permanent damages on the neonatal brain
development.

e 2. Lactation: The histological assessments of neonatal CF rats were completed.
No structural abnormalities were found in tissues including lung, pancreas and
gut after exposure to Trikafta via breastmilk.

o Data from the last 6 months was presented at the VIC TSANZ ASM (Nov 2024,
Danni Li), ASCEPT (Dec 2024, Danni Li) and the workshop on prenatal modulator
use (Cystic Fibrosis Foundation, Nov 2024, speaker: supervisor: Dr Elena
Schneider-Futschik).

e Abstract submitted to TSANZ ASM 2025.

o Data was used in preliminary data for MRFF application (outcomes pending, CIA
Schneider-Futschik).

Ongoing Tasks
¢ 2 manuscripts in preparation (brain exposure; histology paper)

Overall, current progress did not find significant damages on neonatal development
caused by early Trikafta exposure, suggesting its potential safety.

Next Steps

In 2025, we will focus on CF rat models and extend the drug treatment to the whole
pregnancy stage, to investigate its impacts on early organogenesis stage, as well as its
effectiveness to delay the onset of CF pathology. We will also perform behavioural study
on juvenile rats to assess the long-term side effects of Trikafta on brain.



