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Background

Comprehensive genomic profiling (CGP) can reveal tumour-agnostic
biomarkers that are potentially targetable across a range of cancer types,
including rare (<6/100,000 population) and less common (6-12/100,000
population) cancers (RLCC). Common cancers occur in >12/100,000
population.

The prevalence of genomic biomarkers and their actionability has not been
well characterised, particularly in RLCC.

Real-world Australian data on methods of accessing genomically-matched
therapies is unclear.

Methods

The Molecular Screening and Therapeutics (MoST) Program
(ACTRN12616000908437) is a nationwide precision oncology platform.

Patients were eligible if they had a RLCC with no standard treatment options
or advanced common cancers on last line therapy.

CGP was conducted on archival tumour samples via panels such as Illumina’s
TST170 and TSO500, and Foundation One CDx.

This study focused on therapeutically significant genomic biomarkers,
including high tumour mutational burden (TMB-H; TMB > 10), microsatellite
instability (MSI-H), BRAF V600E, oncogenic alterations in ERBB2, or fusions
in NTRK7-3and RET, and access to molecular tumour board (MTB)-based
therapy recommendations.

The cohort included 7011 patients, with 26 months of clinical follow up to
June 2024.
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Access to ed therapies

« Biomarkers linked to matched therapies are predominantly by either clinical
trials or compassionate access programs. A minority of matched therapies
were privately funded. Over the course of the program, PBS indications for
immunotherapy, BRAFand ERBB2-directed therapies have expanded based
on supportive clinical trial evidence.
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Notes:
« TMB-H is not a TGA-approved/ PBS-reimbursed indication for immunotherapy use.

« ERBB2 detected by CGP is not approved for use to access PBS-funded therapy (IHC/FISH required).
« BRAF V60OE colorectal cancer would be considered predicted but assigned.

* MSI-H patients may also be mismatch-repair deficient (dMMR), which confers PBS-reimbursement.

« A greater proportion of patients with rare cancers who had either N7TRK
fusions or MSI-H received matched therapies than patients with common
cancers.
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« Patients with a TMB-H RLCC received a greater proportion of immunotherapy
therapies.

« Access to selective RETinhibitors was dominated by common non-squamous
non-small cell lung cancers.
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« Over half of all patients that accessed a matched therapy targeting either
ERBBZ or BRAFV600E had lung or colorectal cancer.
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Conclusions

¢ CGP confirms identification of tumour-agnostic biomarkers associated with
approved targeted therapies in common cancers, where reimbursed
standard panels are used as standard in Australia.

* CGP extends the identification of patients who may be benefit from
biomarker-directed therapies based on a tumour-agnostic approach where
a current reimbursed indication may not exist, highlighting the utility of
molecular characterisation in this group of patients.

« Clinical trial participation, with inclusion of RLCC, is an important modality
for access to biomarker-dependent matched therapies by Australian
patients.
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