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Summary of PICO/PPICO criteria to define question(s) to be
addressed in an Assessment Report to the Medical Services Advisory
Committee (MSAC)

Table 1 PICO for Testing for MET overexpression and amplification in patients with locally advanced or metastatic non-
small cell lung cancer to determine eligibility for treatment with PBS subsidised savolitinib in combination with osimertinib

Component Description

Population Test: patients with locally advanced (Stage I11B/C) or metastatic (Stage IV) non-
small cell lung cancer (NSCLC), who have progressed on or after treatment with
osimertinib and do not demonstrate histological evidence of small cell
transformation.

Drug: patients with locally advanced (Stage 11IB/C) or metastatic (Stage IV) non-
small cell lung cancer (NSCLC), who have progressed on or after treatment with
osimertinib and who are found to have MET amplification/overexpression
following testing with IHC and/or FISH.

Prior tests Patients are tested for epidermal growth factor receptor (EGFR)-mutations as part
of their NSCLC diagnosis before 1L treatment commences.

Intervention Test: Immunohistochemistry (IHC) for MET overexpression +/- MET fluorescence in
situ hybridisation (FISH) for MET amplification in IHC-negative or IHC non-
assessable cases.

Drug: Savolitinib in combination with osimertinib to treat adult patients with
locally advanced or metastatic NSCLC who have progressed on or after osimertinib
treatment, with MET overexpression and/or amplification as the mechanism of
resistance.

Comparator/s Test: No testing

Drug: Standard platinum-based doublet chemotherapy

Clinical utility MET overexpression IHC testing with Roche CONFIRM anti-Total c-MET (SP44)
standard Rabbit Monoclonal Primary Antibody kit and MET amplification testing with Abbott
Vysis MET Spectrum Red FISH probe kit.

Outcomes Test-related Outcomes:

Safety outcomes: Adverse events associated with biopsy and re-biopsy for patients
with inadequate tissue for tumour testing.

Diagnostic performance: Sensitivity and specificity, Test failure rate, Assessment of
extent of and implications of discordances between Australian IHC and FISH testing
and the respective clinical utility standards, Test-retest reliability, inter-rater
reliability, diagnostic accuracy of proposed testing sequence (IHC followed by
FISH), comparability between IHC assays.

Clinical validity: Positive and negative predictive values, positive and negative
likelihood ratios.
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Component

Description

Clinical utility of the test: Determine whether testing for MET
overexpression/amplification predicts variation in the treatment effect of
savolitinib and osimertinib in terms of health outcomes for patients. Relative
predictive accuracy of IHC versus FISH assays at proposed cut-off thresholds.

Other test-related considerations: Re-biopsy rates, Test turn-around time
Drug-related outcomes:

Safety outcomes: Safety and tolerability of treatment with savolitinib and
osimertinib compared to platinum doublet chemotherapy (adverse events,
physical examinations, laboratory findings and vital signs).

Clinical effectiveness outcomes: Objective response rate (ORR), Overall survival
(0S), Progression-free survival (PFS), Partial response (PR), Complete response
(CR), Central nervous system (CNS) efficacy, Health-related quality of life (HRQol)
compared to platinum doublet chemotherapy.

Healthcare system outcomes:

Cost of testing per patient with associated biopsies and re-biopsies, Cost of
treatment and cost of treating adverse events, Cost effectiveness

Financial implications: number of patients tested; number of patients treated.

Assessment
questions

What is the safety, effectiveness and cost-effectiveness of MET
overexpression/amplification testing and treatment with savolitinib in
combination with osimertinib versus no testing and platinum-doublet
chemotherapy in patients with locally advanced or metastatic NSCLC who have
progressed post osimertinib?

Is there a treatment effect modification for the therapy based on MET variant
status in population?
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Purpose of application

The codependent application requested:

e Medicare Benefits Schedule (MBS) listing of mesenchymal-epithelial transition (MET)
immunohistochemistry (IHC) and/or MET fluorescence in situ hybridisation (FISH) for patients who
have progressed on or after prior osimertinib treatment to evaluate for MET amplification or
overexpression. If a MET-driven resistance mechanism is confirmed, patients may then be
considered eligible for treatment with the combination of savolitinib and osimertinib.

e Pharmaceutical Benefits Scheme (PBS) Authority Required listing of savolitinib in combination with
osimertinib to treat adult patients with locally advanced or metastatic non-small cell lung cancer
(NSCLC) who have progressed on or after osimertinib treatment, with MET overexpression and/or
amplification as the mechanism of resistance. Savolitinib is a highly specific inhibitor of the MET
tyrosine kinase receptor.

PICO criteria

Population

Background and rationale for testing for MET overexpression / MET amplification

Lung cancer is the fifth most commonly diagnosed cancer in Australia and the most common cause of
cancer-related death, accounting for 17.0% of cancer-related deaths (Australian Institute of Health and
Welfare 2025). NSCLC is the most common type, representing approximately 85% of all diagnoses (Cancer
Council Australia 2022). In Australia, epidermal growth factor receptor mutations (EGFRm) account for 12%
to 36% of NSCLC and confer sensitivity to epidermal growth factor receptor-tyrosine kinase inhibitors
(EGFR-TKIs) including osimertinib, a third-generation EGFR-TKI (Kim et al. 2020; Peters et al. 2014; Yang et
al. 2024). Prognosis is poor following progression on a prior EGFR-TKI. A study showed that out of 521
patients who progressed on an EGFR-TKI and went on to receive platinum-based chemotherapy, median
overall survival (OS) varied between 6 to 11 months, dependent on their response to their first-line (1L)
EGFR-TKI (Song and Zhang 2016; Imai et al. 2019).

For patients with locally advanced (Stage 111B/C) or metastatic (Stage IV) NSCLC who are not amenable to
curative surgery or radiotherapy, and whose tumours harbour EGFR mutations, the current 1L standard-of-
care (SoC) is osimertinib monotherapy. Osimertinib has TGA registration and PBS listing currently only for
use in the treatment of patients with NSCLC. Disease progression with osimertinib monotherapy still
occurs frequently, typically due to the emergence of resistance pathways, with an approximate median
time to progression of 19 months in 1L EGFRm NSCLC (Soria et al., 2018). The proposed population
comprises patients with locally advanced (Stage 11I1B/C) or metastatic (Stage IV) non-small cell lung cancer
(NSCLC), who have progressed on or after treatment with osimertinib. Osimertinib may be given in either
the 1L locally advanced/metastatic setting or in second line (2L) patients who have progressed after a 1L
EGFR-TKI, and whose tumours are found to harbour the EGFR T790M mutation at the point of progression.

Treatment of NSCLC can lead to selective pressure being exerted on tumour cells, leading to the
emergence of resistant clones with new genetic alterations. As a result, the genetic makeup of the disease
may evolve with treatment, making it more difficult to treat effectively. Alterations to the mesenchymal-
epithelial transition (MET) gene have been identified as the most frequent resistance mechanism to
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osimertinib treatment in NSCLC (Leonetti et al. 2019), occurring in approximately 34% of patients (Ahn,
Cho, et al. 2022). In some cases, these pressures also induce histological transformation (HT) with
conversion of NSCLC to small cell lung cancer (SCLC), further limiting available treatment options and
worsening prognosis. The application reported that approximately 25% of patients with EGFR mutation—
positive NSCLC who experience disease progression undergo re-biopsy to assess for potential HT to SCLC.
This estimate could not be independently verified by the assessment group. Currently available evidence
suggests that HT to SCLC may occur in as few as 2.8% of patients following EGFR-TKI resistance, which
means that a 25% re-biopsy rate would result in a true-positive result and subsequent treatment change
for approximately 10% of those who are re-biopsied, assuming all true positive patients with HT to SCLC
were selected for biopsy (Fujimoto et al. 2022). Unless clinicians can select patients for HT to SCLC testing
with 100% accuracy, there may be some patients who harbour HT to SCLC who are not currently identified.
The selection of patients with an EGFR mutation who require HT to SCLC testing is based on risk. This is a
challenging, and a complex topic, as the likelihood of HT to SCLC occurring is influenced by a range of
clinical and genetic factors. Patients with particularly aggressive disease that develops early resistance to
targeted and immune therapies are at higher risk of HT to SCLC (Liu et al. 2025). Patients with NSCLC
tumours that harbour mutations in RB1 and TP53 genes are at unique risk; additionally, patients with ALK,
ROS1, PIK3CA and KRAS G12C mutations may also be at increased risk of HT to SCLC after treatment with
targeted therapy, however it is unclear how many patients with HT to SCLC may be currently missed (Offin
et al. 2019, Dorantes-Heredia, 2016 #599).

Currently no targeted treatments are available for MET-driven resistance in post-osimertinib patients in
Australia. Patients who progress post-osimertinib are not routinely tested for MET amplification/
overexpression; instead, the treatment of choice is platinum-based doublet chemotherapy (Ngo et al.
2023). The submission’s algorithm proposed that patients who are tested positive for SCLC do not form
part of the target population, however the patients who are negative for SCLC transformation will likely
require immunohistochemistry (IHC) / fluorescence in situ hybridisation (FISH) testing if savolitinib in
combination with osimertinib is to become the standard of care for patients with MET
overexpression/overamplification.

The applicant provided the following estimated utilisation for PASC consideration.

Table 2 Incident (historic) osimertinib monotherapy 1L patients based on 10% PBS data

Year

Incidence data 2021 2022 2023 2024 2025

10% PBS script data incident osimertinib

. REDACTED REDACTED REDACTED REDACTED REDACTED
mono 1L patients

Source: Adapted from Table 1, p 10, Estimated Utilisation document provided with the application.
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Table 3 Projected number of patients eligible for osimertinib monotherapy

Year
2026 2027 2028 2029 2030 2031

Projected incident osimertinib
mono 1L patients with REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
application of 3% growth rate
Project incident osimertinib REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
mono 2L patients
Total osimertinib patients inthe | penAcTep | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
metastatic setting

Source: Adapted from Table 2, p 10, Estimated Utilisation document provided with the application.

Table 4 Adjusted osimertinib patient numbers to estimate MBS services

Year

Savolitinib plus osimertinib 2026 2027 2028 2029 2030 2031
listing scenario
Project incident osimertinib REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
mono 1L patients
Project incident osimertinib REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
mono 2L patients
Total osimertinib patientsin | penacTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
the metastatic setting

Source: Adapted from Table 3, p 10, Estimated Utilisation document provided with the application.

*2026 and 2027 Project incident osimertinib mono 1L patients based on Table 2 and subsequent years extrapolated

Table 5 Estimated number of MBS services

Proportion Year
2026 2027 2028 2029 2030 2031

Total osimertinib patients in
the metastatic setting (Table REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
4)
E;tgts undergoing tissue 90% REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
Patients undergoing MET 100% REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
testing, IHC
Patients undergoing MET o
testing, FISH followed by IHC 71% REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
Total proposed MBS services
for MET REDACTED | REDACTED | REDACTED | REDACTED | REDACTED | REDACTED
overexpression/amplification

Source: Adapted from Table 4, p 10, Estimated Utilisation document provided with the application.

Test population

The proposed population for MET testing to determine eligibility for savolitinib plus osimertinib
combination therapy in the application includes all patients with locally advanced or metastatic NSCLC with
documented disease progression on or after prior osimertinib therapy. This is consistent with the
population selection for the phase Il trial SAVANNAH and ongoing phase Il trial SAFFRON, where patients
could be enrolled if they had locally advanced or metastatic NSCLC with documented EGFRm (Ex19 del/ or
point mutation in L858R) and/or T790M substitution), and were eligible for treatment if their tumours
demonstrated MET overexpression and/or amplification as determined by a central laboratory.

PASC determined the population definition should include the phrase “...and do not demonstrate
histological evidence of small cell transformation’. This has been subsequently added to the test description
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(Table 1 above). PASC considered that this would ensure patients who may go on to receive treatment with
osimertinib in combination with savolitinib have NSCLC, as the proposed treatment is neither TGA approved
nor proposed to be PBS listed for treatment of SCLC.

PASC noted the applicant’s comment stating approximately 25% of the target population is currently
biopsied and tested for transformation to SCLC. The applicant considered this estimate was reasonable
given clinical advice they had received. The applicant stated key external experts concurred that tissue
testing at progression is clinically valuable beyond identifying MET overexpression or amplification, for
example to detect SCLC transformation. The applicant further noted that currently rebiopsy has largely
been driven by EGFR T790M testing (MBS 73351), and uptake of rebiopsy may increase if additional testing
is publicly funded. PASC considered that it was unclear if the applicant’s 25% estimate is accurate and
applicable to the proposed target population for the below reasons:

- Patients tested for EGFR T790M are not part of the proposed target population (this application is
for patients who have progressed on first-line therapy, and are being tested for a genetic variant
which is treated with osimertinib monotherapy). After these patients demonstrate progression on
osimertinib monotherapy, they will become part of the target population and require a new
rebiopsy to test for the MET resistance mutation.

- During the PASC meeting, the applicant’s clinical expert did not confirm the 25% figure, instead
stating that the testing rate is institutionally dependent. They noted testing for transformation to
SCLC is not widely recognised and testing is based on clinical trial work. They also added that
having the proposed testing publicly funded may prompt more testing for SCLC, and potentially
change treatment options for patients.

PASC noted that estimates of HT of NSCLC to SCLC within the target population range from 2.8% to 15%.
PASC considered it is uncertain how many patients will be found to have SCLC if biopsy rates increase. PASC
noted that if a separate population (those with SCLC) is to be proposed in the ADAR, it will require sufficient
clinical evidence to support its inclusion.

The applicant estimated up to 90% of the target population would be eligible for re-biopsy in the
progressed setting with the remaining 10% likely experiencing ‘rapid clinical deterioration, refractory
disease, severe competing illness or biopsy refusal’. Based on the proposed treatment algorithm and
applicant’s estimates, the population size is approximately 800 patients per annum, meaning 720 would
have MET IHC testing, of which approximately 29% will demonstrate MET IHC90+ positivity, and an
additional 5% will demonstrate FISH10+ positivity. Therefore, PASC noted based on these estimates
approximately 245 patients per annum would be tested MET positive and be eligible for treatment with
osimertinib in combination with savolitinib. However, PASC considered that the potential uptake rate of the
MET rebiopsy pathway is uncertain.

PASC noted that the applicant stated that archival tissue may be used when a new rebiopsy is not available
after disease progression in the first line. PASC considered the use of archival tissue (when new rebiopsy is
not available) may be inappropriate, as the majority of MET overexpression/amplification mutations
develop after treatment with a TKI (i.e. the mutations are not present on archival tissue which precedes TKI
treatment). PASC requested information from the applicant on how many participants were enrolled in the
SAVANNAH study based on archival tissue results, and whether their outcomes were analysed separately.
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PASC noted feedback from The Thoracic Oncology Group of Australasia (TOGA) to consider testing in
patients with other actionable genomic alterations (e.g. rare cases of patients with ALK fusions who have
MET amplifications as part of resistance). However, PASC considered that these patients should not be
included in the population for this application because they are not included in the key trial.

PASC noted NSCLC may rarely demonstrate MET amplification at primary diagnosis (0.17%), and MET
amplification may also be found in non-EGFR mutant cancers as a resistance mechanism (e.g. ALK
rearranged tumours). However, PASC considered that these patients should not be included in the
population for this application because they are not included in the key trial.

Drug population

Eligibility for savolitinib in combination with osimertinib requires a diagnosis of locally advanced or
metastatic NSCLC with documented disease progression on or after prior osimertinib therapy, where MET
overexpression and/or amplification (IHC threshold for eligibility: staining intensity 3+ in 290% of tumour
cells or FISH threshold: 210 MET gene copies per cell) is identified as the resistance mechanism. This
population is consistent with the population from protocol 7 of the SAVANNAH trial and the treatment
population from the currently ongoing SAFFRON trial. Note that the evaluation of the use of savolitinib in
combination with osimertinib therapy for the proposed PICO population is the remit of the Pharmaceutical
Benefits Advisory Committee (PBAC).

Prior tests

All patients will be referred for NSCLC gene testing at the time of initial diagnosis to detect disease variants
and to subsequently determine access to targeted therapies. These tests assess for DNA variants in genes
including BRAF, EGFR, ERBB2, KRAS, MET exon skipping mutations (note this is a different mutation to the
MET overexpression/amplification which the applicant is proposing), and PIK3CA, as well as RNA fusions
involving ALK, MET (exon 14 skipping), NTRK1, NTRK2, NTRK3, RET, and ROS1. Additionally, testing for the
p.T790M EGFR mutation may be performed on patients who initially responded to gefitinib and erlotinib;
patients who harbour this mutation are eligible for 2L osimertinib; patients who progress from this 2L
osimertinib form part of the target population for MET amplification/overexpression testing. The relevant
tests on the MBS for determining EGFR mutation (EGFRm) status and other genetic alterations that are
relevant to treatment and/or prognosis in the NSCLC setting are listed in Table 6. The MBS currently lists
generic histopathology items, in the range items 72823 through to 72838, that support testing for
transformation from NSCLC to SCLC at the rebiopsy stage. The item used is dependent upon the specimen
type, complexity and number of specimens.

Table 6 MBS items available for EGFRm and NSCLC work-up tests

MBS Item Item description Fee

number

72846 Immunohistochemical examination of biopsy material by immunofluorescence, Fee: $61.05
immunoperoxidase or other labelled antibody techniques with multiple antigenic Benefit: 75% =
specificities per specimen - 1 to 3 antibodies except those listed in 72848 $45.80 85% =
(Item is subject to rule 13) $51.90

72847 Immunohistochemical examination of biopsy material by immunofluorescence, Fee: $91.55
immunoperoxidase or other labelled antibody techniques with multiple antigenic Benefit: 75% =
specificities per specimen - 4-6 antibodies $68.70 85% =
(Item is subject to rule 13) $77.85
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MBS Item Item description Fee

number

72849 Immunohistochemical examination of biopsy material by immunofluorescence, Fee: $106.80
immunoperoxidase or other labelled antibody techniques with multiple antigenic Benefit: 75% =
specificities per specimen - 7-10 antibodies $80.10 85% =
(Item is subject to rule 13) $90.80

72850 Immunohistochemical examination of biopsy material by immunofluorescence, Fee: $122.05
immunoperoxidase or other labelled antibody techniques with multiple antigenic Benefit: 75% =
specificities per specimen - 11 or more antibodies $91.55 85% =
(Item is subject to rule 13) $103.75

72814 Immunohistochemical examination by immunoperoxidase or other labelled antibody Fee: $76.30
techniques using the programmed cell death ligand 1 (PD-L1) antibody of tumour Benefit: 75% =
material from a patient diagnosed with: $57.25 85% =
(a) non-small cell lung cancer; or $64.90
(b) recurrent or metastatic squamous cell carcinoma of the oral cavity, pharynx or
larynx; or
(c) locally recurrent unresectable or metastatic triple-negative breast cancer.

73337 A test of tumour tissue from a patient with a new diagnosis of non-small cell lung cancer, | Fee: $397.35
shown to have non-squamous histology or histology not otherwise specified, requested Benefit: 75% =
by, or on behalf of, a specialist or consultant physician, if the test is: $298.05 85% =
to determine if requirements relating to epidermal growth factor receptor (EGFR) gene $337.75
status for access to an immunotherapy listed under the Pharmaceutical Benefits Scheme
(PBS) are fulfilled; and
not associated with a service to which item 73437 or 73438 applies

73437 A nucleic acid-based multi-gene panel test of tumour tissue from a patient with a new MBS Fee:
diagnosis of non-small cell lung cancer requested by, or on behalf of, a specialist or $1,247.00
consultant physician, if the test is: Benefit: 75% =
to detect variants in at least EGFR, BRAF, KRAS and MET exon 14 to determine access | $935.25
to specific therapies relevant to these variants listed on the Pharmaceutical Benefits 85% =
Scheme (PBS); and $1,148.30
to detect the fusion status of at least ALK, ROS1, RET, NTRK1, NTRK2 and NTRKS3; (Greatest
and Permissible
to determine access to specific therapies relevant to these variants listed on the PBS; or Gap (GPG) wil
determine if the requirements relating to EGFR, ALK and ROS1 status for access apply)
immunotherapies listed on the PBS are fulfilled; and
not associated with a service to which item 73438, 73439, 73337, 73341, 73344, 73436
or 73351 applies

73438 A DNA-based multi-gene panel test of tumour tissue from a patient with a new diagnosis | MBS Fee:
of non-small cell lung cancer requested by, or on behalf of, a specialist or consultant $682.35
physician, if the test is: Benefit: 75% =
to detect variants in at least EGFR, BRAF, KRAS and MET exon 14; and $511.80
to determine access to specific therapies relevant to these variants listed on the 85% = $583.65
Pharmaceutical Benefits Scheme (PBS); or (Greatest
to determine if the requirements relating to EGFR status for access to immunotherapies | Permissible
listed on the PBS are fulfilled; and S;; ()GPG) will

Y

not associated with a service to which item 73437, 73337, 73436 or 73351 applies
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MBS Item Item description Fee

number

73439 A nucleic acid-based multi-gene panel test of tumour tissue from a patient with a new MBS Fee:
diagnosis of non-small cell lung cancer and with documented absence of activating $682.35
variants of the EGFR gene, KRAS, BRAF and MET exon14, requested by, or on behalf | Benefit: 75% =
of, a specialist or consultant physician, if the test is: $511.80 85%
to determine the fusion status of at least ALK, ROS1, RET, NTRK1, NTRK2, and NTRK3 | = 583.65
to determine access to specific therapies relevant to these variants listed on the (Greatest
Pharmaceutical Benefits Scheme (PBS) are fulfilled; or Permissible
to determine if the requirements relating to ALK and ROS1 status for access to Gap (GPG) will
immunotherapies listed on the PBS are fulfilled; and apply)
not associated with a service to which item 73437, 73341, 73344 or 73351 applies

73341 Fluorescence in situ hybridisation (FISH) test of tumour tissue from a patient with a new | MBS Fee:
diagnosis of locally advanced or metastatic non-small cell lung cancer, which is of non- $400.00
squamous histology or histology not otherwise specified, with documented evidence of Benefit: 75% =
anaplastic lymphoma kinase (ALK) immunoreactivity by immunohistochemical (IHC) $300.00 85%
examination giving a staining intensity score > 0, and with documented absence of = $340.00
activating mutations of the epidermal growth factor receptor (EGFR) gene, requested by
a specialist or consultant physician, if the test is:
to determine if requirements relating to ALK gene rearrangement status for access to an
immunotherapy listed under the Pharmaceutical Benefits Scheme (PBS) are fulfilled; and
not associated with a service to which item 73437 or 73439 applies

73344 Fluorescence in situ hybridization (FISH) test of tumour tissue from a patient with anew | MBS Fee:
diagnosis of locally advanced or metastatic non-small cell lung cancer, which is of non- $400.00
squamous histology or histology not otherwise specified, with documented evidence of Benefit: 75% =
ROS proto-oncogene 1 (ROS1) immunoreactivity by immunohistochemical (IHC) $300.00 85%
examination giving a staining intensity score of 2+ or 3+; and with documented absence | = $340.00
of both activating mutations of the epidermal growth factor receptor (EGFR) gene and
anaplastic lymphoma kinase (ALK) immunoreactivity by IHC, requested by a specialist or
consultant physician, if the test is:
to determine if requirements relating to ROS1 gene arrangement status for access to an
immunotherapy listed under the Pharmaceutical Benefits Scheme (PBS) are fulfilled: and
not associated with a service to which item 73437 or 73439 applies

73436 A test of tumour tissue from a patient with a new diagnosis of locally advanced or MBS Fee:
metastatic non-small cell lung cancer requested by, or on behalf of, a specialist or $397.35
consultant physician, if the test is: Benefit: 75% =
to determine if the requirements relating to MET proto-oncogene, receptor tyrosine $298.05 85%
kinase (MET) exon 14 skipping alterations (METex14sk) status for access to an =$337.75
immunotherapy listed under the Pharmaceutical Benefits Scheme (PBS) are fulfilled: and
not associated with a service to which item 73437 or 73438 applies

73351 A test of tumour tissue that is derived from a new sample from a patient with locally MBS Fee:
advanced (Stage llb) or metastatic (Stage IV) non-small cell lung cancer (NSCLC), who | $397.35
has progressed on or after treatment with an epidermal growth factor receptor tyrosine Benefit: 75% =
kinase inhibitor (EGFR TKI). The test is to be requested by a specialist or consultant $298.05 85% =
physician, to determine if the requirements relating to EGFR T790M gene status for $337.75

access to osimertinib under the Pharmaceutical Benefits Scheme are fulfilled.

Source: Small Gene Panel Testing for Non-Small Cell Lung Carcinoma (NSCLC), Department of Health and Aged Care 2023

Intervention

The application sought MBS listing for MET IHC and/or MET FISH testing for patients with NSCLC who have

progressed on or after treatment with osimertinib, to detect MET overexpression/amplification and

1 https://www.mbsonline.gov.au/internet/mbsonline/publishing.nsf/Content/0FAE1338D92EA3A3CA258A6F0001701A/$File/FS%20-

%20Small%20gene%20panel %20test%20for%20non-small%20cell%20lung%20carcinoma.docx
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determine eligibility for savolitinib in combination with osimertinib (pending PBS consideration and listing
of the proposed treatment). The application proposed that in clinical settings, MET alterations can be
assessed using IHC to detect protein overexpression, or by FISH to detect amplification of the MET gene.
FISH detects amplification by the ratio of MET to chromosome 7 centromere (CEP7) copies to distinguish
between polysomy and true amplification. In the key trial SAFFRON, patients were selected for savolitinib
treatment in combination with osimertinib, based on IHC overexpression (290% of tumour cells staining at
3+ intensity) using the Roche CONFIRM anti-Total c-MET (SP44) Rabbit Monoclonal Primary Antibody or
FISH amplification (=10 MET gene copies per cell) using the Abbott Vysis MET Spectrum Red FISH probe kit.
These tests require a trained pathologist to interpret IHC staining intensity and assess the proportion of
cells with 3+ intensity on slides; to interpret FISH results, a trained pathologist must count and compare
the number of target MET gene signals (usually labelled red) with the number of CEP7 control signals
(usually labelled green). There is limited subjectivity regarding interpretation of results, assuming the tests
are prepared appropriately and interpreted by a trained pathologist.

PASC noted that the key trials used variable cutoff thresholds in its selection of patients (in both IHC and
FISH tests). The applicant stated high cut-off thresholds were justified, as it ensured maximal efficacy of
treatment. PASC noted that the IHC/FISH cut-off thresholds were increased during the SAVANNAH trial.
PASC queried the high cut-off thresholds for MET overexpression/amplification (3+ in = 90% cells in IHC
testing and 210 in FISH) as limited evidence was presented to support the cut off thresholds, and PASC had
concerns that they may exclude potential responders from treatment. The applicant noted that in the
SAVANNAH study, secondary analysis will include comparison of outcomes in the FISH and IHC positive
subgroups; this comparison may be more robust in the key SAFFRON trial, which has a chemotherapy
control arm. PASC considered that further evidence justifying the chosen cut-off thresholds will be
informative for decision-making.

In the post-PASC period, PASC considered that more clarity was required regarding the threshold for
identifying MET amplification for the FISH test. PASC noted the applicant’s proposed threshold of 210 MET
gene copies per cell. However, PASC considered that the applicant had not defined the threshold for the
number of cells in which the MET variant needed to be found and requested this information from the
applicant.

FISH is regarded as the gold standard for identifying MET amplification (Peng, Jie, et al. 2021; Kumaki, Oda,
and lkeda 2023), however there is no ‘gold standard’ test for detecting the population of patients whose
tumours are likely to benefit from savolitinib in combination with osimertinib, apart from the proposed
sequential IHC90+ and FISH10+ tests. In lieu of a gold standard or reference standard for this population,
the MSAC guidelines (TG 2.4) state that test accuracy will need to be demonstrated by direct from test to
health outcomes evidence showing a health benefit from use of the test, or by comparison against a
suitable clinical utility standard.

The Human Genetics Society of Australasia provided some references examining the test accuracy of IHC
and FISH looking for MET alterations, briefly evaluated as follow:

e (Guo et al. 2019): This paper found IHC was a poor detector of MET amplification, concluding “IHC
appears to be an inefficient screen for [MET amplification]”. A key feature of this study is they
evaluated the role of IHC in detecting MET amplifications; this is a task best suited to FISH, and the
applicant has not proposed IHC is used to detect MET amplification. Instead, the proposed role of
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MET is in the detection of MET protein overexpression, defined as 290% of tumour cells staining at
3+ intensity.

e (Xiang et al. 2024): This paper evaluated the roles of IHC detecting MET overexpression, FISH
detecting MET amplification (METamp), and using NGS to examine the biological characteristics of
different METamp subtypes. This study utilised lower cut-off thresholds than proposed by the
application, defining METamp as a MET/CEP7 ratio >2 and/or gene copy number (GCN) >5. This
cohort did not demonstrate a treatment effect in the phase Il SAVANNAH study; only patients who
demonstrated a GCN 210 demonstrated a treatment effect. As such, the test performance in this
study is not applicable to the proposed test population.

e (Han et al. 2024): This is a review article which summarises evidence from clinical trials, and
discusses the variations in definitions of METamp and/or alteration utilised by different trials and
treatments. It does not discuss test accuracy, but highlights the importance of pairing the correct
test cut-off values with the appropriate corresponding treatment option.

o (Arriola et al. 2014): This is a meeting abstract from the 2014 American Society of Clinical Oncology
(ASCO) conference. This paper evaluated a range of 127 NSCLC tissue samples, of which only 11%
were EGFR mutated. They used H-Scores on the IHC test, and defined METamp as a MET/CEP7
ratio >2 or GCN >5, which are thresholds not applicable to the proposed target population. The
results were discussed in relation to the clinical characteristics of the cancers, as targeted
therapies had not been developed in 2014.

PASC noted that there were a number of outstanding issues with the proposed IHC testing which will need
to be addressed as part of the ADAR. These included:

e Possible false positive IHC test results (due to variability with tissue fixation/processing/assays)
e How a true positive result is defined, noting that there is no reference standard for IHC

e Comparability between different IHC assays

e Tissue heterogeneity in IHC testing

PASC noted that focal high-copy amplification of the MET gene is an oncogenic driver event for cancer
whereas polysomy (increased numbers of the whole chromosome) is typically not. In FISH testing the ratio
of the mean MET gene copy per cell relative to chromosome 7 centromere (CEP7) can be used to distinguish
between polysomy and true amplification. However, PASC noted that under the proposed threshold of 210
MET gene copies per tumour cell, polysomy was unlikely (although the risk of misclassifying polysomy as
amplification was still possible with a threshold of 5 gene copies per tumour cell), therefore PASC
considered it was not recommended to undertake dual CEP7 probe in FISH testing (i.e. using the MET/CEP7
ratio as a scoring criteria). PASC noted that not all histopathology labs are accredited to do FISH, and
chromogenic ISH may become more widely available on automated platforms. PASC noted that there was
no discussion of tissue heterogeneity for MET amplification in the application although this is recognised as
a significant issue in the literature.
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Table 7 Summary and comparison of potential tests for MET overexpression/amplification

the MET protein. The intensity and
quantity of staining is then read by
a trained pathologist.

(usually red) and compared to the
control signals from CEP7 (usually
green). The ratio of MET genes per
CEP7 copies is then read by a
trained pathologist.

Test/ Immunohistochemistry Fluorescence in situ Next-generation sequencing
laboratory hybridization
technique
Tissue used Core needle Fine/core needle Fine/core needle biopsy
Tissue sample Tissue sample Tissue samplef
Test target MET protein overexpression MET gene amplification MET gene copy number as a proxy for amplification
Testing Prepare and stain a slide with Prepare a slide, and MET DNA is A glass flow cell with oligonucleotides bound to its surface has denatured DNA strands attached. A
process antibodies which specifically bind to | labelled with a fluorescent probe repeat process of copying and denaturing is performed until a cluster of DNA strands are attached

to the oligonucleotides and are ready to be bound by fluorescent DNA tags which are read by a
camera. Results are compared to a pooled baseline, and a high coverage or fold change in the
MET gene region indicates amplification (too many copies). A specific threshold, usually gene
copy number 25, is the threshold to define MET amplification. Additional analysis can be
performed to distinguish between focal (only MET gene is amplified) and non-focal amplification
(MET amplification amplified with additional duplication of neighbouring regions on the
chromosome, such as CDK6 and BRAF).

Proposed test

Staining intensity 3+ in 290% of

=10 MET gene copies per cell

MET gene copy number =10 appears to be the optimal approximation of a FISH threshold of 210

false-negative and false-positive
rate.

Lower interlaboratory reproducibility
(these limitations may be partially
mitigated by requirements of high
staining intensity and follow-up
FISH test in negative cases).

detect abnormalities in the specific
region where probes are applied to
the genome. The test has low
resolution, limited probe capacity,
and cannot detect all types of
genetic changes such as point
mutations or uniparental disomy.

threshold tumour cells MET gene copies per cell, however uncertainties around the sensitivity of this threshold remain.
Strengths Typically a relatively cheap test. Gold standard for detection of MET | High throughput; ability to sequence millions of DNA strands in parallel
Can be a strong test option when amplification High resolution and sensitivity
used in conjunction with follow-up High accuracy: low false-negative Versatile applications, rapid results
testing, such as FISH. and false-positive rate
High interlaboratory reproducibility
Limitations Lower accuracy than FISH: high A targeted test which can only Cannot discern the MET to CEP?7 ratio and therefore focal amplification from polysomy.

While accuracy is very high, challenges remain; low sequencing depth (number of times a
particular nucleotide is read during the sequencing process) can lead to false negatives, and the
sheer number of potential variants can lead to false positives.

Ongoing uncertainty of the clinical significance for many identified genetic variations.

NGS generates an ‘average’ picture of a given population of cells; this can become more
unreliable in the presence of multiple mutations and increased cellular heterogeneity.
Expensive, however prices are decreasing over time.

TWhile NGS can be used with circulating tumour DNA (ctDNA) derived from a plasma sample, this has been found to be unreliable when testing for MET amplification.
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Testing Methodology

Alterations to the MET protein expression can be assessed using IHC to detect overexpression, by FISH to
detect amplification of the MET gene, or by next generation sequencing (NGS) to detect exon 14 skipping
mutations and amplifications (Feldt and Bestvina 2023). MET exon 14 skipping refers to mutation that
causes exon 14 of the MET gene to be skipped during RNA processing leading to a protein that is described
as more stable that leads to greater stability and increased MET signalling. Both national and international
consensus best practice recommendations made in the last 12 months advocate for molecular and
biomarker testing for patients with NSCLC following progression during treatment with a targeted therapy
(Zhou et al. 2024; Cooper et al. 2025). The specimen types required for these tests typically include tissue,
circulating tumour DNA (ctDNA) and NGS panel testing. These tests may only be relevant and/or
appropriate in settings where prognosis or treatment may depend upon the results; as additional targeted
treatments are developed and listed on the PBS, broader testing will likely become part of the mainstream
workup for these patients in the Australian setting.

The Australian consensus statement noted that non-formalin-fixed paraffin-embedded tissue (FFPE)
cytology specimens (e.g., samples from fine needle aspiration [FNA]) are appropriate for molecular testing
but not recommended for IHC (Cooper et al. 2025). In addition, the National Comprehensive Cancer
Network (NCCN) noted ‘judicious use of IHC is strongly recommended to preserve tissue for molecular
testing, most notably in small specimens’ (National Comprehensive Cancer Network 2025). The application
did not provide information regarding the feasibility of conducting both testing methods with the typical
tissue yields obtained from biopsy and declined to provide details on tissue biopsy technique in the
SAVANNAH and SAFFRON trials. Based on this advice, if IHC is to be performed on all samples as part of
testing for MET overexpression and/or amplification, then it may be prudent to avoid FNA tissue
collections.

The applicant suggested that all patients with NSCLC EGFRm who have progressed on osimertinib should
initially be tested with IHC for MET overexpression as supported by evidence from the SAVANNAH trial
(Figure 1). Patients who yielded a negative result to IHC would then be tested by FISH to identify a small
subset who are positive for MET amplification. Due to the difference in test performances, it was proposed
that IHC is the initial method used followed by FISH. According to the application, the IHC test will detect
approximately 85% of true positive cases, however the IHC test will have a false-negative rate of 15%. To
identify the remaining 15% of true positive cases, the subsequent FISH test was proposed for all negative
cases. The submission did not consider the false positive rate of the IHC test.

PASC noted no evidence was presented in the application to justify the proposed sequence of IHC testing
followed by FISH testing for IHC negative samples. The applicant stated that in the key SAFFRON and
SAVANNAH trials, both IHC and FISH testing were performed on all patient samples. The applicant stated
the testing sequence that was proposed was to keep the process cost-effective and reduce the number of
FISH tests, if IHC alone can identify patients likely to respond to the addition of savolitinib to osimertinib.
PASC noted the justification for the testing sequence, however considered that further evidence to support
the testing sequence will need to be presented within the ADAR.

PASC considered that in Table 1, where the intervention is described as ‘Immunohistochemistry (IHC) for
MET overexpression and/or MET fluorescence in situ hybridisation (FISH) for MET amplification’, the phrase
‘and/or’ should be replaced with ‘“+/-’, as ‘and/or’ suggests FISH/IHC testing sequences may be
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bidirectional, however the application proposed that all eligible patients have the IHC test first, and only
IHC negative patients (as per the algorithm defined as patients who fail to meet the staining intensity 3+ in
290% of their tumour cells) will proceed to FISH testing. PASC proposed the following rewording of the
intervention: “IHC for MET overexpression with MET FISH for MET amplification in IHC-negative or IHC non-
assessable cases”. PASC considered there are cases where an IHC test may not be assessable, such as where
only FNA/cytology samples are available. PASC considered that these cases may skip IHC testing and
proceed directly to FISH testing.

The application did not provide any discussion or data on the potential for IHC90+ to identify false positive
cases; as the application has proposed that samples which are IHC90+ positive undergo no further MET
FISH testing, false positive cases could inappropriately be treated with savolitinib in combination with
osimertinib.

Figure 1 Venn diagram of IHC and FISH MET cut-offs

All patients
Patients with NSCLC
progressing on Osimertinib

Unselected

34%
of all patients
|HC90+ and/or FISH10+

MET IHC and/or FISH+
High cutoff

IHC: 3+ >90%

FISH: 210 copies of MET

IHCS0+

and FISH10+

FISH10+

FISH = fluorescence in situ hybridisation; FISH10+ = 210 MET gene copies; IHC = immunohistochemistry; IHC90+ = IHC 3+ in 290% of tumour
cells; MET = Mesenchymal-Epithelial Transition factor; NSCLC = non-small cell lung cancer.

Note: The Phase Il SAVANNAH trial determined the prevalence of MET overexpression or amplification would be 34% when applying the
SAFFRON IHC and FISH cut-offs. Of note, prevalence appeared similar between lines of therapy and regions (Ahn et al. 2022).

Under the applicant’s proposal, there are four post-MET test population groups, described in the table
below and adapted from Figure 1.

Population | IHC90+ FISH10+ % of testing | % of MET Eligible for savolitinib
population | positive cases plus osimertinib?

At Positive Negative 14 41 Yes

B Negative Positive 5 15 Yes

Ct Positive Positive 15 44 Yes

D Negative Negative 66 0 No

*As there will be no further testing performed after a positive IHC90+ result under the applicant’s proposal, these two populations will be combined
into a single group representing approximately 29% of the test population and 85% of the MET positive population. The remaining 71% of the test
population will have the additional FISH test performed.

The applicant noted some of the patients from FLAURA, a phase 3 trial which compared first-line
osimertinib with other EGFR-TKIs in patients with EGFR mutation—positive advanced NSCLC, were also
screened (with MET testing) for enrolment in SAFFRON. PASC recognised this may present a unique
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opportunity to compare outcomes across populations A, B, C and D in a single trial cohort, representing key
comparative cohort data for population D (as these patients were otherwise screened out of the key
SAFFRON and SAVANNAH trials).

PASC considered that it was unclear whether strong MET protein overexpression or gene amplification is
the best predictor of response (since there is not a direct overlap between patients who are IHC positive and
FISH positive). PASC noted that there is an absence of a valid reference standard to evaluate samples which
are IHC90+ positive but FISH10+ negative (14% of total; 41% of “positives”). PASC considered that in the
absence of a valid reference standard, the ADAR will need to supply supplementary evidence to
demonstrate clinical effectiveness of savolitinib plus osimertinib treatment versus platinum-based doublet
chemotherapy in patients whose tissue samples were IHC90+ positive but FISH10+ negative. This is
consistent with the MSAC guidelines (Technical guidance 2.4) which state that in the absence of a reference
standard, test accuracy will need to be demonstrated by direct from test to health outcomes evidence
showing a health benefit from use of the test.

A recent publication by the Royal College of Pathologists of Australasia, in collaboration with the Thoracic
Oncology Group of Australasia, recommended that molecular testing results should be available as soon as
possible, with best practice defined as ideally within 5 business days but no more than 10 business days
from receipt of the specimen in the molecular laboratory. This means that the sequential IHC and FISH
testing may take up to 10 business days (Cooper et al. 2025). Added to this time, it is reasonable to expect
at least a 1-to-2-week delay for scheduling/booking/performing the biopsy. This means overall the
proposed biopsy, IHC and FISH testing may take up to 3-4 weeks. This delay may be increased for
rural/remote patients who face additional barriers to accessing healthcare. With the proposed
intervention in place, approximately 66% of patients in the target population who do not have a MET
alteration will undergo a biopsy and have their doublet platinum chemotherapy delayed by up to 4 weeks
(i.e. one full cycle). A recently published systematic review found that given the aggressiveness and
lethality of this type of lung cancer, waiting times and delays in management must be reduced to achieve
optimal management and prognosis (Guirado et al. 2022). However, it is also noted that a range of
targeted therapies for this population are in development; if additional tests/treatments become available
in Australia, then the proportion of target population which will benefit from the biopsy/testing process
will likely increase.

The application stated that Australian practice relating to re-biopsy at disease progression is variable
across centres that treat EGFR-mutated NSCLC. The availability of osimertinib has led to a shift away from
re-biopsy in the progressed setting due to removing EGFR T790M resistance mutations as a target. The
application also described key opinion leader (KOL) advice that suggested that around 25% of patients
currently undergo biopsy in the progressed setting to look for histologic transformation (HT) to small cell
lung cancer (SCLC); this test is primarily a hematoxylin and eosin (H&E) stain, however a small percentage
may demonstrate an equivocal result and require an alternative method such as IHC testing to identify HT
to SCLC.

The application assumed that as many as 90% of patients will be eligible for re-biopsy in the progressed
setting with the remaining 10% likely experiencing ‘rapid clinical deterioration, refractory disease, severe
competing illness or biopsy refusal’. This could not be verified by the assessment group. Previously, the
applicant suggested that only 82% of progressed patients would be eligible for biopsy after first line
Osimertinib (Pharmaceutical Benefits Advisory Committee 2019). If treatment with savolitinib in
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combination with osimertinib demonstrates superior clinical effectiveness, then it is likely that clinicians
will recommend the biopsy and testing process for all clinically amenable patients.

Assessment of concordance of NGS, FISH and IHC

The applicant stated that NGS is not currently considered an appropriate technology to detect MET
resistance for two reasons. Firstly, MET exon 14 skipping mutations, which are detected by NGS, occur de
novo in lung adenocarcinomas and have yet to be reported as a resistance mechanism to osimertinib
(Gomatou, Syrigos, and Kotteas 2023), meaning these may be reported as ‘false positives’ in terms of
identifying a MET dependent resistance pathway which is likely to respond to savolitinib in combination
with osimertinib. Secondly, FISH amplification is assessed by the ratio of MET to chromosome 7
centromere (CEP7) copies to distinguish between polysomy and true amplification (Coleman et al. 2021).
NGS assays are unable to control for CEP7 to comparably evaluate gene copy number gain to FISH (Piper-
Vallillo, Sequist, and Piotrowska 2020). Due to these issues, the application is not seeking NGS testing. The
European Society for Medical Oncology (ESMO) guidelines considered available tests in the space and
stated “Increased MET signalling may result from high gene copy number (GCN), either due to polysomy or
true gene amplification. Detection is reliable by in situ hybridisation (ISH) techniques, but NGS or
comparative genomic hybridisation may also identify cases. Definitions of high GCN vary and, in absence of
current standardisation, confound existing data.” (Hendriks et al. 2023). In addition, the NCCN
recommends the use of IHC to test for MET overexpression and FISH to test for amplification of the MET
gene (National Comprehensive Cancer Network 2025).

The assessment group’s view aligns with the Royal College of Pathologists Australia (RCPA) and the
applicant’s conclusion that NGS is inappropriate for this target population. Whilst NGS has demonstrated
reasonable performance compared to fluorescence in situ hybridisation (FISH) in identifying MET
amplifications in tissue samples, it does not appear to be a robust method of identifying patients who will
respond to savolitinib plus osimertinib (Gomatou, Syrigos, and Kotteas 2023). Defining MET amplification
to guide treatment strategies poses a unique diagnostic challenge, as the thresholds for what ‘counts’ as
resistance is not well characterised, and may vary between trials/treatments. The task is not simply
differentiating between a ‘present’ or ‘absent’ marker but seeking to meet a quantitative threshold.

The phase Il SAVANNAH trial evaluating savolitinib plus osimertinib following disease progression on
osimertinib determined that the optimum cut-off was MET IHC+/>90% (3+ staining intensity in 290% of
tumour cells) and/or FISH10+ (=10 MET gene copies per cell) (Ahn, De Marinis, et al. 2022). Earlier versions
of the trial’s protocols allowed enrolment of patients with lower cut-offs (IHC3+/FISH>50%) and local NGS
testing (with retrospective confirmation by central IHC and/or FISH), however this option was removed in
the latest protocol version, with the following table showing only patients with IHC3+/>90% and/or
FISH10+ demonstrated a statistically significant benefit of treatment (de Marinis et al. 2025):
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Table 8 Patient responses parsed by a range of MET, FISH and NGS values

m'ggf/egg%'\" ET | Patients with MET Patients without MET
and/or FISH5+ IHC3+/=90% and/or I[HC3+/=90% and/or
status FISH10+ status FISH10+ status
(N = 1939) (n=108) (n=7T7)

ORR, % (95% Cl) 32 (26, 39) 49 (39, 59) 9(4,18)

Complete response, n (%) 0 0 0

Partial response, n (%) 62 (32) 53 (49) 7(9)

Median DoR, months (95% Cl) 8.3(6.9,9.7) 9.3 (7.6, 10.6) 6.9 (4.1,16.9)

PFS

Events, n (%) 153 (79) 80 (74) 68 (88)

Median, months (95% Cl) 5.3(4.2,5.8) 7.1(5.3,8.0) 2.8(2.6,4.3)

Source: Supplementary Table S1. Efficacy outcomes by IHC and/or FISH MET status in EGFR-mutated advanced NSCLC following disease progression
on osimertinib (Data Cut-off August 27, 2021)

2Patients with EGFR-mutated locally advanced or metastatic NSCLC and MET overexpression and/or amplification with disease progression
following treatment with osimertinib (first or 2second-line), who received savolitinib 300 mg QD plus osimertinib 80 mg QD.

bIncludes 8 patients with invalid or missing results for MET IHC3+/>90% and/or FISH10+ status, these patients were excluded from subgroup
analyses based on MET alteration levels.

Cl, confidence interval; DCO, data cut-off; DoR, duration of response; EGFR, epidermal growth factor receptor; FISH, fluorescence in-situ
hybridization; FISH5+, MET gene copy number =5 and/or MET:CEP7 ratio >2 by FISH; FISH10+, MET gene copy number >10; NSCLC, non-small cell
lung cancer; IHC, immunohistochemistry; MET IHC3+/250%, 3+ staining in 250 of tumours cells; MET IHC3+/290%, 3+ staining in 290% of tumour
cells; NGS = next generation sequencing; ORR, objective response rate; PFS, progression-free survival; QD, once daily.

A range of studies have evaluated concordance of NGS and FISH in evaluating MET amplification in the
advanced NSCLC setting, however some studies examined treatment-naive tissue samples which is not
consistent with our target population. The assessment group performed a rapid review seeking data to the
point of saturation. The best NGS test performances were only obtained with tissue samples, ruling out the
possibility of using circulating tumour DNA (ctDNA) by NGS. While agreement has been reasonably high in
some recent studies, there are conflicting data with little between-study consistency (these studies
defined MET amplification positive as a MET gene copy number (GCN) =5 unless otherwise specified, which
is below the 210 threshold identified in SAVANNAH). Note that in the following studies below, which assess
concordance between NGS and FISH, the applicability of the evidence may be limited due to differences in
the study populations to the PICO population, including in the areas of: treatments received, FISH
threshold used to determine eligibility for treatment and anatomical site of cancer (it is unclear whether
the samples were lung tissue, unless specifically stated below).

e (Schubart et al. 2021): sought to determine if NGS could replace FISH in a real-world setting using
treatment-naive patients. It found that out of the 205 evaluable cases, only n = 9 cases (43.7%) of
n = 16 high-level MET amplified cases (MET/CEN7 ratio >2) assessed by FISH were classified as
amplified by NGS. Cases where the gene copy number was high (>10) had the greatest
concordance (80%), noting that one of the five cases was not classified as MET gene amplified by
NGS. Given the very small sample size, it is unclear how many ‘false positives’ may be associated
with NGS compared to FISH. The paper concluded that NGS assessment of the MET GCN detects
high-level MET amplified cases harbouring a MET GCN >10 but fails to detect the various facets of
MET gene amplification in the context of a therapy-induced resistance mechanism; particularly,
ambiguity around ‘true’ high-level MET amplified cases, defined as a high MET/CEN?7 ratio 25.0
without concomitant polysomy, and in differentiating ‘intermediate’ from ‘low” MET (not relevant
for the proposed target population).
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e (Peng, Jie, et al. 2021): 40 patients with advanced NSCLC eligible for MET-TKI treatment found the
concordance rate among FISH and NGS was 62.5% (25/40); MET amplification identified by FISH,
defined as MET/CEP7 ratio >2 or GCN >5, showed the optimal predictive value to MET inhibitor
therapy, which included crizotinib, savolitinib and bozitinib. In addition, amplification identified by
NGS was found to be an ineffective predictive biomarker, and failed to distinguish significant
clinical outcomes in terms of partial response and progression-free survival, concluding “MET
amplification testing by NGS remains uncertain and it could not be directly used in clinical
practice.” The same author published another paper (Peng, Li, et al. 2021) which found that IHC,
FISH and NGS had only 54% concordance when defining METamp as MET/CEP7 ratio >2 or GCN >6,
concluding “Compared to MET amplification identified by FISH, copy number gain (CNG)
dysregulation by NGS or MET protein over-expression by IHC could not serves as the predictive
biomarker for MET inhibitors.”

e (Laietal.2019): 200 treatment-naive patients were evaluated for concordance, first evaluated by
FISH. Of the 18 out of 39 patients identified as MET-high (two amplification and 16 polysomy) who
had sufficient tissue, only eight of 18 were deemed to have MET CNG by NGS. Of the two amplified
tumours identified by FISH (3.4 and 2 by ratio), the latter was found to not be MET amplified on
NGS. In addition, only one of three tumours with MET CNG >8 by FISH, were MET amplified on
NGS. Overall, findings suggest that concordance is low and likely reflects the differences in assay
resolution (sequencing reads v fluorescent signals) and input material (single section v pooled DNA
from multiple sections).

e (Lin et al. 2023): 67 patients with EGFR-TKI resistant disease were enrolled to detect focal MET
amplification on biopsied tissue. FISH detected METamp in 22 patients; 8 cases were polysomy,
and 14 with focal amplification (note that the application excluded cases of polysomy from the
target population, and noted NGS cannot differentiate between METamp due to polysomy versus
focal (‘true’) amplification). FISH and tissue NGS achieved an overall agreement in focal MET
amplification of 94.6% (53/56). Sensitivity and specificity of tissue NGS for detecting focal MET
amplification were 78.6% (11/14), and 100.0% (42/42) respectively.

e (Zheng et al. 2024): 116 patients were enrolled after progression on 1%, 2"- or 3"-generation
EGFR-TKIs; 83 had progressed after a 3™ generation EGFR-TKI, the same class as osimertinib.
Patients were tested by FISH and NGS, then the NGS results had their thresholds ‘optimised’ to
achieve maximum accuracy. The study investigated a subgroup of patients which used a FISH CN
210, which is consistent with the key trial cut-off value. In this group, NGS tissue samples achieved
concordance of 91.46%, with sensitivity 68.42% and specificity 98.41%.

Two other studies have demonstrated NGS and FISH may demonstrate higher concordance, however the
assessment group believes these results are not applicable to the proposed target population and test
thresholds. These were:

e (Solomon et al. 2022): Validated NGS analysis of MET copy number alterations in >50,000 solid
tumours across a range of cancers. If read-depth and focality analyses were incorporated, a 91%
concordance, 97% sensitivity, and 89% specificity was achieved, however the study noted that
tumour heterogeneity, neoplastic cell proportions, and genomic focality affected MET
amplification assessment. No subgroup of test performance for NSCLC or at the proposed test-
thresholds could be identified in this paper, limiting the applicability of the results.
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e (John et al. 2024): This poster abstract compared NGS and FISH in patients with EGFR NSCLC. The
cut-off used was a MET:CEN7 ratio of >2, which is lower than the cut-off for our target population.
They found that FISH identified 7 METamp cases, while NGS only identified 5 (71%).

It is the assessment group’s view that the above results suggest that NGS is an imperfect replacement for
FISH testing in this setting.

Only one study (Zheng et al. 2024) compared the performance of FISH and NGS on patients who
progressed following an EGFR-TKI utilising the same cut-off value as proposed by the application (GCN
>10). This study found NGS tissue samples achieved concordance of 91.46%, with a relatively low
sensitivity of 68.42%, and and specificity of 98.41%. This means out of 100 patients positive for METamp
GCN 210 by FISH testing, only 68 would be correctly identified by NGS and go on to qualify for savolitinib in
combination with osimertinib. The other study to compare test performance of GCN >10 did so on
treatment-naive patients, and found the concordance of NGS and FISH was 80%. This improvement may be
due to the fact that treatment-naive tissue has less heterogeneity and may therefore be easier to analyse
by NGS compared to post-treatment tissue samples, which have substantially increased intratumour
mutations and heterogeneity (Oh et al. 2025). With an increase in heterogeneity, NGS signal and
sequencing depth may be lower, and as bulk NGS reads an ‘average’ picture of all cells in the sample, the
target cell mutation may be diluted, therefore increasing false negative results (Kim et al. 2019; Goldman
et al. 2019).

Finally, the diagnostic challenge is further compounded by the fact that the sequential IHC then FISH test is
being proposed to identify a small, specific group of patients who had a ‘false negative’ on IHC, as
described by the submission’s Venn diagram (Figure 1). In the proposed context, the only reason to
perform the FISH test is to identify the 5% of the target population which the IHC test classified as ‘false
negatives’. This proportion makes up 25% of the FISH ‘true positive’ cases; this means that even if NGS and
FISH had high agreement (e.g. 80%), it is unclear how many of the ‘true positive’ cases identified by NGS
correspond to the ‘false negative’ cases identified by IHC. Stated another way, a scenario where almost all
the NGS true positive cases fall within the IHC true positive cases cannot be ruled out; in this scenario,
there would be little benefit in performing sequential IHC and NGS tests. To resolve this knowledge gap, a
comparison of IHC90+, FISH10+ and NGS on NSCLC who had progressed following a 3™ generation EGFR-
TKI would be required.

PASC noted the potential suitability of NGS for assessment of high level MET amplification. PASC noted that
there were issues with using NGS to assess MET gene copy numbers because of the difficulty in
differentiating between high level polysomy and genuine gene amplification under NGS testing (given the
lack of relevant centromere control in NGS testing). PASC also noted the reduced reliability of NGS in
heterogeneous cell populations with low tumour cell percentages. This is because the relevant measure of
MET amplification is the average number of MET gene copies per tumour cell and not the average number
across all cells in a sample (as measured by NGS), meaning that NGS can lead to a high false negative rate
in cases of low tumour cellularity or heterogeneity. The applicant stated that FISH is likely more reliable
(sensitive) than NGS at detecting MET amplification. This is reflected in the relatively low NGS sensitivity of
68.42% as reported by Zheng et al 2024 in the NGS tissue sample subgroup with a threshold of GCN 210,
which achieved concordance of 91.46%, with sensitivity 68.42% and specificity 98.41%.
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PASC noted that while NGS studies generally seem to use a copy number >5 as the cut off for MET
amplification this is also problematic as there is a risk of misclassifying polysomy as amplification under this
threshold, leading to more false positives than under FISH testing. The applicant further stated that in cases
of high levels of MET amplification (>10 copies), NGS can have close correlation to FISH, particularly when
utilising new methodologies of computational ploidy, which may provide good accuracy with high
cell/chromosome numbers, potentially making the accuracy of NGS acceptable. However, PASC noted that
setting the gene copy cutoff number to 10 for NGS would likely lead to more false negative results than
under FISH testing (as per reasons discussed above). Performing NGS for MET assessment also represents a
more expensive option than IHC/FISH.

Therefore, PASC ultimately did not find NGS to be a relevant substitute for IHC or FISH testing, and
concluded that it is not necessary to compare with FISH and IHC in the ADAR.

Registration status

The application stated MET overexpression/amplification testing with IHC/FISH has not been listed or
registered or included in the ARTG by the Therapeutic Goods Administration (TGA), and described that
currently there are MBS Items for IHC and FISH which have generic descriptors not specific to MET testing;
an independent search performed by the assessment group confirmed there are currently no specific MET
overexpression/amplification listings. There are generic IHC items on the MBS that could be used for MET
testing. The application anticipated that laboratories would develop in-house in vitro diagnostic (VD)
solutions that meet the National Pathology Accreditation Advisory Council (NPAAC) Companion Diagnostic
standards, and that manufacturers, including the clinical trial manufacturers, may register their IVDs on the
Australian Register of Therapeutic Goods (ARTG). A letter from Peter MacCallum Cancer Centre dated 16
September 2025 confirmed that the notification for MET IHC and FISH testing has been submitted for
National Association of Testing Authorities (NATA) accreditation. An independent search found a range of
NATA accredited laboratories which could test for MET skipping mutations, however none which were
NATA accredited for testing for MET overexpression/amplification.

Tissue specimen collection

A specialist (e.g. thoracic surgeon, interventional radiologist) collects the specimen and completes a test
request form (e.g. medical oncologist, thoracic surgeon) for IHC and FISH testing for MET alterations. A
registered anatomical pathologist is responsible for conducting the detection, diagnosis and reporting of
the pathology results which guide treatment.

The application stated that obtaining the tissue sample will be the primary limitation on the provision of
the new technology. No details were provided in the application to highlight the anticipated re-biopsy
procedures undertaken, the estimated success rates of the different re-biopsy techniques, or the
associated risk of complication with the procedures.

Potential approaches to biopsy collection, listed in order of invasiveness are as follow:

e Fine needle aspirate
e Core needle biopsy
e Tissue sample
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Method of collection of these biopsies may include:

e Percutaneous Transthoracic Lung Biopsy (interventional radiology)

e Transbronchial biopsy (flexible bronchoscopy)

e Video-Assisted thoracic surgery (VATS) (thoracic surgery)

e Open Lung Biopsy (thoracic surgery) — note this is an unlikely approach for this target population

Biopsy technique/approach primarily depends on the location and least invasive access to tumour tissue,
as well as clinician advice and preference. In the re-biopsy setting, percutaneous transthoracic lung biopsy
and transbronchial biopsies are preferable. The transthoracic lung biopsy may be performed using either a
fine needle aspirate or core needle biopsy; transbronchial typically take multiple small tissue samples,
noting these samples are prone to crush artefact which may be ameliorated through use of cryobiopsy
(freezing tissue prior to collection). Test accuracy may be affected by biopsy type; for example, fine needle
aspirates are not recommended for use with IHC, and crush artefacts may affect the test accuracy of IHC
and FISH. VATS has largely replaced open lung biopsy due to its less invasive nature, and is reserved for
collecting larger tissue samples and/or lymph nodes to establish initial diagnosis (Modi and Uppe 2025).

The biopsy procedure is not trivial, with a range of risks depending on approach and technique. A recent
publication estimated that following a minimally invasive percutaneous CT-guided core needle biopsy in
patients with NSCLC, 32.7% of patients in this population experienced a complication at re-biopsy with
10.6% experiencing a pulmonary haemorrhage and 20.4% experiencing a pneumothorax, however most of
these were low-grade (Grade 1-2) (Wang et al. 2024).

Currently no targeted treatments are available for MET-driven resistance in post-osimertinib patients in
Australia. Patients who progress post-osimertinib are not currently routinely tested for MET
amplification/overexpression; instead, they receive platinum-based doublet chemotherapy or move onto
palliative care (Ngo et al. 2023).

The application’s proposed clinical algorithm did not include in the population, patients who are tested for
HT to SCLC and noted to still have NSCLC who may require further testing for MET amplification or
overexpression with IHC and/or FISH testing. In the pre-PASC teleconference, the applicant confirmed that
patients who tested negative for HT to SCLC should form part of the target population. The applicant
confirmed that MET amplification/overexpression may occur in patients’ tumours which have had HT to
SCLC. Without confirming the specimen’s morphology, it is possible a small number of patients with HT to
SCLC, who are outside the target population, could be treated with savolitinib in combination with
osimertinib.

Comparator

The proposed comparator reflects the current testing and treatment pathways for patients with locally
advanced or metastatic NSCLC who have progressed on or after Osimertinib.

Test

There is currently no testing for MET overexpression. The comparator test therefore is ‘no MET
overexpression testing’.
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Drug

Currently no targeted treatments are available for MET-driven resistance in post-osimertinib patients.
Patients who progress post osimertinib are not tested for MET amplification/overexpression, instead, the
current standard treatment for these patients is stated by the applicant as platinum-based doublet
chemotherapy as the next line of therapy. For patients who have failed 2L osimertinib, the most
appropriate comparator may be single-agent chemotherapy instead of doublet. The comparator for the
drug will need to be confirmed by the Pharmaceutical Benefits Advisory Committee (PBAC) when they
consider savolitinib for this population.

Therefore, the proposed comparator is ‘no testing and the standard platinum-based doublet
chemotherapy’. It is noted that in the key SAFFRON trial, the comparator population underwent IHC/FISH
testing followed by platinum-based doublet chemotherapy.

PASC found the comparators appropriate.
Clinical utility standard (for codependent investigative technologies only)

In the key SAFFRON trial, patients were selected for treatment based on IHC overexpression using the
Roche CONFIRM anti-Total c-MET (SP44) Rabbit Monoclonal Primary Antibody and MET amplification using
the Abbott Vysis MET Spectrum Red FISH probe kit. Central MET testing was carried out on tumour tissue
collected after radiologic disease progression on osimertinib. Therefore, a combination of IHC testing with
Roche CONFIRM anti-Total c-MET (SP44) Rabbit Monoclonal Primary Antibody kit and MET amplification
testing with Abbott Vysis MET Spectrum Red FISH probe kit forms the clinical utility standard
demonstrating the clinical utility of MET testing and treatment with savolitinib in combination with
osimertinib. Thresholds for higher MET overexpression and/or amplification cut-offs were defined as MET
IHC 3+ intensity staining in 290% tumour cells and/or 10 or more MET gene copies per cell (FISH10+).

At the time of evaluation, only an abstract for SAFFRON was published, and it is unclear from the wording
in the publication and application whether all patients’ samples had both IHC and FISH tests performed, or
whether a sequential testing approach was used where patients found to be positive via IHC testing would
not require a FISH test (or vice versa).

PASC noted that in the SAFFRON trial (which at the time of PASC consideration was still ongoing), the tests
used were:

e MET overexpression IHC testing with Roche CONFIRM anti-Total c-MET (SP44) Rabbit
Monoclonal Primary Antibody kit (defined as 3+ staining in 90% of tumour cells for the trial).

e MET gene amplification testing with Abbott Vysis MET Spectrum Red FISH probe kit (compared
to chromosome 7 centromere; defined as > 10 MET copies per cell), however there was no
MET:CEP7 ratio requirement.

PASC considered that FISH is the gold standard for identifying MET amplification but noted that there is no
reference standard for identifying the population of patients likely to respond to the addition of savolitinib
treatment.

As noted in the intervention section, in the absence of a valid reference standard to evaluate samples which
are IHC90+ positive but FISH10+ negative (14% of total; 41% of “positives”), efficacy data demonstrating a
consistent clinical benefit of savolitinib + osimertinib in patients whose tissue samples demonstrated
IHC90+ positive but FISH10+ negative are required. The applicant noted these data should be forthcoming
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from a SAVANNAH secondary analysis or from the SAFFRON trial. PASC considered that these data will be
necessary for further consideration of the proposed testing algorithm.

Outcomes

PASC noted that MET overexpression is not stable over time and considered that the outcome measure
'evidence of stability in MET overexpression status over time’ should be removed.

Given the discussion on the application’s proposed cut off thresholds, PASC considered that ‘Relative
predictive accuracy of IHC vs FISH assays at proposed cut-off thresholds’ should be included as a relevant
test-related outcome. PASC considered this should demonstrate the treatment effect of savolitinib and
osimertinib in terms of health outcomes for patients.

PASC noted that there is potential for variation in IHC assays between pathology laboratories. PASC
considered that the comparability between different IHC assays should be included in the ADAR.

PASC considered that central nervous system (CNS) efficacy should be added to the drug-related outcomes.
The final set of outcomes is presented below.

Test-related outcomes

Safety outcomes:

e Adverse events associated with biopsy
e Re-biopsy for patients with inadequate tissue for tumour testing.

Diagnostic performance of IHC and FISH:

e Sensitivity and specificity

e Test failure rate

e Assessment of extent of and implications of discordances between Australian IHC and FISH testing
and the respective clinical utility standards

o Test-retest reliability

e Inter-rater reliability

e Diagnostic accuracy of proposed testing sequence (IHC followed by FISH).

e Comparability between IHC assays.

Clinical validity: Positive and negative predictive values, positive and negative likelihood ratios.

Clinical utility of the test: Determine whether testing for MET overexpression/amplification predicts
variation in the treatment effect of savolitinib and osimertinib in terms of health outcomes for patients.
Relative predictive accuracy of IHC vs FISH assays at proposed cut-off thresholds.

Other test-related considerations:

e Re-biopsy rates (test failure and inadequate sample rate as a proxy for re-biopsy rate)
e Test turn-around time
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Drug-related outcomes

Safety outcomes: Safety and tolerability of treatment with savolitinib and osimertinib compared to
platinum doublet chemotherapy (adverse events, physical examinations, laboratory findings and vital
signs).

Clinical effectiveness outcomes:

e Objective response rate (ORR)

e Overall survival (0OS)

e Progression-free survival (PFS)

e Partial response (PR)

e Complete response (CR)

e Health-related quality of life (HRQoL) compared to platinum doublet chemotherapy.
e (Central nervous system (CNS) efficacy.

Healthcare system outcomes

e Cost of testing per patient with associated biopsies and re-biopsies

e Cost of treatment and cost of treating adverse events

e Cost effectiveness

e Financial implications: number of patients tested; number of patients treated.

Assessment framework (for investigative technologies)

A linked evidence approach is the most appropriate as there is unlikely to be direct evidence of the impact
of MET overexpression testing on health outcomes. An assessment framework linking MET overexpression
testing to relevant health outcomes is presented in Figure 2.

Questions relevant to this assessment framework are as follows:

1. Does the use of the MET overexpression/amplification test in place of no testing result in the
claimed superior health outcomes?

2. What is the accuracy of the proposed testing sequence (IHC followed by FISH)? What are the
implications of discordances occurring between the proposed testing procedure and the clinical
utility standard?

3. Does the availability of new information (MET overexpression/amplification status) from MET
overexpression/amplification testing lead to a change in management of the patient?

4. Do the differences in the management derived from MET overexpression/amplification testing
result in the claimed superior health outcomes (0S, HRQolL)?

5. Do the differences in the management derived from the proposed test result, relative to the
comparator (e.g. differences in treatment/intervention), result in the claimed intermediate (PFS,
CR, ORR) outcomes?
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6. Isthe observed change in intermediate outcomes (PFS, CR, ORR) associated with a concomitant
change in the claimed health outcomes (OS, HRQol), and how strong is the association?

7. What are the adverse events associated with MET overexpression/amplification testing (including
the adverse events associated with biopsy) compared to a no testing strategy?

8. What are the adverse events associated with treatment with savolitinib and osimertinib compared
to platinum doublet chemotherapy?

Figure 2 Assessment framework showing the links from the test population to health outcomes

HMDE;;ZZW or Decision making Savolitinib and osimertinib / J \
platinum doublet chemotherapy
,Adu':ipugenﬁ Mgth Intermediate
ocally advanced or Test results Change in clinical 5
metastatic NSCLC information — 0 > decis ::ut:r;::es. = 0. » tlea(l)t: outcomes:
who have Classification based on Treatment « CR . HRaOL
progressed on or test results management + ORR Q
after osimertinib
treatment

Adverse effects

due to the test Adverse effects

due to the
treatment

CR = complete response; HRQOL = health related quality of life; MET = Mesenchymal-Epithelial Transition factor; NSCLC = non-small cell lung
cancer; ORR = objective response rate; OS = overall survival; PFS = progression-free survival.

Figure notes: 1: direct from test to health outcomes evidence; 2: test accuracy; 3: change in diagnosis/treatment/management; 4: influence of the
change in management on health outcomes; 5: influence of the change in management on intermediate outcomes; 6: association of intermediate
outcomes with health outcomes; 7: adverse events due to testing; 8: adverse events due to treatment

PASC noted that the proposed testing sequence (IHC followed by FISH, for patients who were IHC negative),
differs from the testing sequence in the pivotal trial and therefore additional new evidence may be required
to assess the accuracy of this testing sequence under a linked evidence assessment framework.

Clinical management algorithms

Currently, patients who experience disease progression on or after treatment with osimertinib receive
platinum-based doublet chemotherapy as the subsequent line of therapy, or they are palliated.

The application for the proposed health technology specifies that patients progressing on osimertinib
should undergo re-biopsy to assess for acquired resistance mechanisms involving MET overexpression/
amplification, assessed through IHC and/ or FISH testing. Patients identified as MET-positive would then be
eligible for targeted therapy with savolitinib plus osimertinib, whereas those who test MET-negative would
proceed to receive platinum-based chemotherapy in line with the current standard of care. Alternatively,
the treatment algorithm recognises that some patients may not undergo re-biopsy for MET testing and
would instead continue with current clinical management, receiving platinum-based chemotherapy or, in
selected cases, being evaluated for HT to SCLC. The application’s current and proposed future treatment
algorithm are presented in Figure 3 and Figure 4 below.
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Figure 3 Clinical management algorithm without the proposed health technology

Progressed on/after oismertinib

Platinum-based doublet chemotherapy —

Source: Page 12 of the application

Figure 4 Clinical management algorithm with proposed health technology

Progressed
on/after
osimertinib

———

Tissue re-biopsy No re-biopsy for
for MET MET*

IHC and/or FISH I_ Platinum-based

testing chemotherapy
1
| 1
MET positive MET negative
I— savolitinib+osimertinib I— Platinum-based
chemotherapy

*Some patients receive re-biopsy for determining other resistance mechanisms such as small cell transformation

Source: Page 12 of the application

The submission’s algorithm failed to account for patients who are tested for HT to SCLC and found to be
negative; these patients may then go on to be tested for MET overexpression/amplification. The
submission stated that advice from a clinical expert estimated that in Australian practice, 25% of patients
in the progressed setting are currently being re-biopsied to assess for HT to SCLC although this evidence is
not verified by the assessment group. The application’s clinical algorithm also does not explicitly detail the
sequential nature of IHC then FISH testing, instead stating ‘IHC and/or FISH’ which may be misleading.
These issues have been addressed in a revised treatment algorithm developed by the assessment group,
presented in Figure 5 and Figure 6 below. These algorithms are presented as a clearer and more explicit
version of the applicant’s algorithm, and do not claim to depict the ‘ideal’ sequence of tests. For example,
PASC may wish to consider the cost-efficacy of testing all tissue samples for HT to SCLC prior to conducting
the MET tests; as this approach doesn’t rely on clinicians’ judgement, all HT to SCLC would be identified,
removing the risk of performing unnecessary MET testing and assigning inappropriate treatments to
patients with HT to SCLC (i.e. either savolitinib in combination with osimertinib, or doublet platinum-based
chemotherapy).

The revised algorithms have clarified the application’s algorithm, which may have been misleading. The
applicant has proposed performing the HT to SCLC tests on a clinician-selected subgroup prior to MET
testing, as patients with demonstrated HT to SCLC are not eligible for savolitinib in combination with

Ratified PICO Confirmation — December 2025 PASC Meeting 27
Application 1811



osimertinib. This is now depicted in both algorithms which show that patients should be considered for HT
to SCLC testing and the testing performed if appropriate, before progressing to platinum-based
chemotherapy or palliative care, or testing for MET alteration.

If there is only a small sample of tissue available, test prioritisation may be required. According to the
application, the IHC test would have the highest yield of positive MET overexpression (IHC detects 29% out
of 34% positive cases, as described in Figure 1), however if a patient is determined to be at high risk of HT
to SCLC then this test should be performed first. There are emerging technologies available which allow for
concurrent viewing of H&E (to assess for HT to SCLC) and IHC specimens on the same specimen slide,
which may be a future solution to the problem of tissue/slide limitations by combining the MET IHC test
and HT to SCLC test on a single slide (Morrison et al. 2025).

PASC considered that currently combined visualization (as described in the paragraph above) may not be
widely available in pathology laboratories. PASC also considered that it would be highly unusual that there
would be too small a sample of tissue to be able to perform HT to SCLC testing, and then a panel of
IHC/FISH.

PASC noted the applicant’s statement that histologic confirmation of NSCLC (i.e. to confirm the patient does
not have SCLC) must be mandated prior to MET guided therapy. PASC considered it is important to rule out
HT to SCLC before performing MET testing, as the evidence base for savolitinib in combination with
osimertinib is for use in patients with NSCLC, and the proposed treatment is not TGA registered for the
treatment of SCLC.

PASC considered the same biopsy used to test for transformation to SCLC could be used for MET evaluation
and stated the proposed treatment algorithm could be simplified. PASC considered patients would no
longer need to be selected for testing for HT to SCLC, as this possibility can be excluded by pathologists on
all patients prior to testing for MET alteration. After biopsy, only patients who have histologic confirmation
of NSCLC will proceed to MET testing. These changes have been reflected in the revised future treatment
algorithm, however, PASC considered that this algorithm remains subject to change pending further
evidence (as noted in the intervention section).

PASC noted the applicant’s comment that if only cytology/FNA is available, analysis of cell block material
may be performed. PASC also noted liquid biopsy samples are not recommended for assessing MET
overexpression/amplification (unlike their potential utility in identifying a specific mutation). PASC
considered that use of archival tissue samples may not be appropriate in this setting, as the genetic
alterations being tested for are primarily developed in response to TKI treatments, and unlikely to be
present in archival tissue which predates osimertinib treatment. PASC considered that if only FNA is
possible, then IHC testing should be skipped and samples should proceed directly to FISH testing (as
discussed in the intervention section).
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Figure 5 Current clinical algorithm

Patients with locally advanced (Stage IIIB/C) or

metastatic (Stage IV) non-small cell lung cancer

(NSCLC), who have progressed on or after 1L or
2L treatment with osimertinib

Patient
Yes suspected of Mo
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to SCLC?

Patients
clinically No
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consenting to
biopsy?

Biopsy
collection & No
SCLC I
transformation
confirmed? &

Platinum- based

Commence advanced/
metastatic SCLC
treatment algorithm

chemotherapy or
palliative care

Source: Developed during evaluation

1L = first line; 2L = second line; NSCLC = non-small cell lung cancer; SCLC = small-cell lung cancer.

1 This test is primarily a hematoxylin and eosin (H&E) stain, however a small percentage may be equivocal and require a separate IHC test to
determine NSCLC or SCLC status.
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Figure 6 PASC revised future treatment algorithm

Patients with locally advanced (Stage IB/C

or metastatic (Stage IV) non-small cell lung

cancerwho have progressed on or after 1L

or 2L treatment with Osimertinib, and are fit
for biopsy

Biopsy performed and Evidence of

pathF:lDEiE-t o HT to SCLC Standard of care
determine whether 4 treatment =palliative [ ==
there is evidence of care
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transformation.
Mo evidence of HT
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Y METtesting’
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290% of tumour cells?
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b
Commence treatment with Yag FISH amplification No
combination savolitinib and [ ey showing 210 MET gene
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Source: Developed during evaluation, modified to reflect PASC outcomes.

1L = first line; 2L = second line; FISH = fluorescence in situ hybridisation; IHC = immunohistochemistry; MET = mesenchymal-epithelial transition
protein or MET gene; NSCLC = non-small cell lung cancer; SCLC = small-cell lung cancer.

Yellow boxes = proposed tests; red box = proposed treatment

" Individuals who have undergone biopsy for HT to SCLC testing will not need a repeat biopsy for MET testing, as the same sample that was used
for HT to SCLC testing can also be used for MET testing.
2 Core/needle tissue biopsy preferred.
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Proposed economic evaluation

The applicant claimed the proposed codependent technology (MET overexpression/amplification testing
and treatment with savolitinib plus osimertinib) is superior in terms of clinical effectiveness, patient safety
and quality of life versus the main comparator (no testing and treatment with platinum-based doublet
chemotherapy). It is unlikely that performing an invasive tumour biopsy is superior to not performing any
biopsy in terms of safety, and it is unclear whether the safety profile of savolitinib plus osimertinib as
superior safety compared to platinum-based doublet chemotherapy, pending safety outcomes from the
key SAFFRON trial.

Based on the applicant’s proposed clinical claim of superior effectiveness and safety, a cost-effectiveness
analysis (CEA)/cost-utility analysis (CUA) would be the appropriate type of economic evaluation. Table 9
provides a guide for determining which type of economic evaluation is appropriate.

In the event that the proposed codependent technology is superior in terms of clinical effectiveness but
inferior in terms of safety, the applicant may wish to perform a CEA/CUA noting the effect of inferior
safety.

Table 9 Classification of comparative effectiveness and safety of the proposed intervention, compared with its main
comparator, and guide to the suitable type of economic evaluation

Comparative safety Comparative effectiveness
Inferior Uncertain? Noninferior? Superior

Health forgone: need Health forgone possible: Health forgone:

Inferior other supportive need other supportive need other ? Likely CUA
factors factors supportive factors

Uncertain? Hg:sltigllqrgggg other ? ? ? Likely
possible. ' ' CEA/CUA
supportive factors
Health forgone: need

Noninferior other supportive ? CMA CEA/CUA
factors

Superior ? Likely CUA ? Likely CEA/CUA CEA/CUA CEA/CUA

CEA=cost-effectiveness analysis; CMA=cost-minimisation analysis; CUA=cost-utility analysis

? = reflect uncertainties and any identified health trade-offs in the economic evaluation, as a minimum in a cost-consequences analysis

a ‘Uncertainty’ covers concepts such as inadequate minimisation of important sources of bias, lack of statistical significance in an underpowered
trial, detecting clinically unimportant therapeutic differences, inconsistent results across trials, and trade-offs within the comparative effectiveness
and/or the comparative safety considerations

b An adequate assessment of ‘noninferiority’ is the preferred basis for demonstrating equivalence

A preliminary search yielded three relevant studies investigating the clinical effectiveness of the proposed
codependent technology: SAVANNAH (Phase 2), SACHI (Phase 3) and SAFFRON (Phase 3). The applicant’s
clinical claim was primarily based on the SAVANNAH study. However, the study investigated the efficacy
and safety of savolitinib plus osimertinib versus savolitinib plus placebo which is not the proposed
comparator (platinum-based doublet chemotherapy). The SACHI study demonstrated savolitinib plus
osimertinib significantly improved median PFS (8.2 months vs 4.5 months, p<0.0001) versus chemotherapy
in the proposed population, however the median OS was not significantly different (22.9 months vs 17.7
months, p=0.4191); this may be due to 52.4% of patients in the chemotherapy group were crossed over to
receive savolitinib plus osimertinib or other MET inhibitors. The applicant stated comparative evidence will
be provided by SAFFRON, a confirmatory Phase 3 study evaluating the efficacy and safety of savolitinib in
combination with osimertinib versus platinum-based chemotherapy in patients with EGFR-mutated, MET-
overexpressed, and/or amplified advanced NSCLC following progression on first- or second-line
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osimertinib. Given the nature of all three studies, results from SAFFRON would be most appropriate to
inform the clinical claim. At the time of preparation of PICO document, results from the SAFFRON study
were not available. Therefore, the comparative effectiveness and safety of the proposed codependent
technology remain uncertain at this time.

PASC noted that based on the applicant’s proposed clinical claim of superior effectiveness and safety, a
cost-effectiveness analysis (CEA)/cost-utility analysis (CUA) would be the appropriate economic evaluation
but that the outcomes of the SAFFRON trial are awaited as evidence to justify this proposed clinical claim.

Proposal for public funding

Currently there are no existing MBS items specifically for MET testing. There are generic IHC items that
could already accommodate IHC testing for MET. The applicant proposed two new MBS items for IHC and
FISH testing respectively.

As per the proposed population, patients with locally advanced or metastatic NSCLC who have progressed
on or after osimertinib treatment, with MET overexpression and/or amplification are eligible for treatment
with savolitinib in combination with osimertinib. The wording in the applicant’s originally proposed item
descriptors did not include “progression on or after osimertinib”.

PASC considered that a number of changes should be made to the applicant’s proposed descriptor. These
included:

e The test for tumour tissue must specify ‘A test of tumour tissue derived from a new sample’, as
PASC considered the use of archival tissue is inappropriate in this setting, where most MET genetic
variants manifest after treatment with osimertinib.

e FISH on FNA samples needs to be included as a potential testing option for patients where optimal
tissue collection for IHC cannot be performed.

e Minor grammatical changes.

PASC noted the concerns expressed in the consultation feedback by the RCPA around the varying definitions
of the IHC threshold (negative, non-3+, 2+ or less) and considered that the IHC threshold should be
described in a standardised manner, and based on the available evidence to be presented in the ADAR on
threshold cut offs.

PASC noted the item descriptor for FISH should include the possibility of direct FISH testing without the need
for IHC (if IHC testing is not technically feasible e.g. on cytology cell block preparations). PASC noted that
the proposed item descriptors specified that the test was “... to determine eligibility for savolitinib in
combination with osimertinib under the Pharmaceutical Benefits Scheme (PBS)”. PASC considered that this
wording should be amended to allow the item descriptor to be drug agnostic.

PASC considered that there was a low risk of leakage, and therefore a frequency restriction was not
required.

The proposed item descriptors with amendments by the Department, assessment group and PASC are
presented in Table 10 and Table 11.
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The proposed fee for IHC and FISH testing are $76.30 and $400.00 respectively. These fees are consistent
with the current IHC listing for PD-L1 and other FISH testing in SCLC.

Table 10 Proposed item descriptor for IHC
Category 6 — PATHOLOGY SERVICES - P5 - Tissue Pathology

MBS item *XXXX

material A test of tumour tissue derived from anew sample
from a patrent dragnosed wrth recurrent eprdermal growth factor receptor (EGFR) mutated non-small cell Iung cancer to

BenefrtsSehenm%QBS}areiumMed who has have progressed onor after osrmertrnrb treatment requested by, or on behalf
of, a specialist or consultant physician, if the test is:

(a) using immunohistochemical examination of biopsy material by immunoperoxidase or other labelled antibody
techniques using the-mesenchymal-epithelial a mesenchymal-epithelial transition (MET) antibody on tumour
material; and

(b) for MET gene expression status; and

(c) to determine eligibility for a relevant treatment aceess-to-savolitinib-in-combination-with-osimertinib asisted under
the Pharmaceutical Benefits Scheme (PBS) are-fulfilled.

Fee: $76.30 Benefit: 75% = $57.25 85% = $64.90

Source: Table 1, p 9 of the application. Departmental changes to the descriptor are in red. Assessment group changes to the descriptor are in
blue. PASC changes to the descriptor are in bold.

Table 11 Proposed item descriptor for FISH
Category 6 — PATHOLOGY SERVICES — P7 - Genetics

MBS item *XXXX

Fluorescence in situ hybridisation (FISH) test of tumour tissue derived from a new sample from a patient diagnosed with
recurrent eprdermal growth factor receptor (EGFR) mutated non- smaII ceII Iung cancer who has progressed on or after

(a) to-determine-ifrequirementsrelating-to for a patient with documented evidence of mesenehymateprthettat

mesenchymal-epithelial transition (MET) expression by immunohistochemical (IHC) examination giving a staining
intensity score of 2+ or less; or if MET assessment is technically not possible; and

(b) for MET gene amplification status; and

(c) to determine eligibility for a relevant treatment access-to-savelitinib-in-combination-with-osimertinib as-listed under
the Pharmaceutical Benefits Scheme (PBS) are-fulfilled.

Fee: $400.00 Benefit: 75% = $300 85% = $340

Source: Table 2, p 10 of the application. Departmental changes to the descriptor are in red. Assessment group changes to the descriptor
are in blue. PASC changes to the descriptor are in bold.

A letter from the Peter MacCallum Cancer Centre dated 16 September 2025 suggested that notification for
MET IHC and FISH testing has been submitted to NATA to be included in their scope, and the quoted costs
to provide MET testing were listed as:

IHC: SREDACTED
FISH: SREDACTED

The quote for MET IHC testing is substantially higher than the applicant proposed MBS item (SREDACTED
vs $74.50 respectively), and MET FISH testing is slightly lower than the proposed MBS item (SREDACTED vs
$400.00 respectively). The applicant also claimed they are not anticipating any out-of-pocket expenditures
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due to MET IHC and FISH testing. Therefore, it is not clear who will be responsible for covering any
potential shortfall in fees.

PASC considered that histological examination to exclude transformation to SCLC should be performed prior
to MET testing and transformed cases should not proceed to MET testing. This examination may require
use of additional immunohistochemical stains. PASC considered whether initiating MET testing on samples
that are confirmed to be NSCLC should be pathologist determinable, advising that justification and clinical
evidence will be required in the ADAR. PASC noted that the FISH test could be pathologist-determinable,
rather than require the clinical team to specify the additional FISH test, if the IHC test is negative. The
applicant stated that with pathologist education, it may be reasonable to allow pathologists to order the
FISH test rather than having the clinical team submit the request. However, PASC considered further
evidence would be required on this issue to inform decision-making.

PASC acknowledged that the applicant’s proposed fees align with current MBS fees for IHC and FISH and
noted variation exists in fees charged for MET testing across laboratories.

PASC noted the applicant’s proposed fee of 574.50 for IHC testing, noting concerns that the fee may be
considered low for a complex IHC item, the viability of testing in laboratories due to low utilisation and high
service costs, and the potential impact for patients regarding out-of-pocket costs. PASC noted consultation
feedback from Public Pathology Australia which stated that a fee of 5112 for the IHC test would be more
appropriate. PASC considered the fee for the MBS item for IHC testing should be 5112.

For the MBS item for FISH testing, PASC considered S400 as an appropriate fee. PASC considered that
further justification is required for any proposed changes to the fee.

PASC noted that there may be future applications also requiring analysis of MET amplification (e.g. gastric
cancer) and queried if generic IHC items based on complexity may future-proof the item.

Summary of public consultation input

PASC noted and welcomed consultation input from 10 organisations and no individuals. The 10
organisations that submitted input were (list in dot points):

e Royal College of Pathologists of Australasia (RCPA)

e Royal College of Pathologists of Australasia Quality Assurance Program (RCPAQAP)
e Public Pathology Australia (PPA)

e Thoracic Oncology Group of Australasia (TOGA)

e Rare Cancers Australia (RCA)

e Lung Foundation Australia (LFA)

e Australian Pathology (AP)

e Pathology Technology Australia (PTA)

¢ Human Genetics Society of Australasia (HGSA)

e Omico

Consultation input was supportive of public funding for testing for MET overexpression and amplification
in patients with locally advanced or metastatic NSCLC to determine eligibility for treatment with PBS
subsidised savolitinib in combination with osimertinib.
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Consumer Experience

Consumer and patient advocacy organisations highlighted the significant social, emotional, and financial
burdens faced by patients with advanced NSCLC and their families. Out-of-pocket costs for treatment,
travel, and medical care can be substantial, and the disease often impacts patients’ ability to work and
participate in daily life.

There was strong support for public funding of MET testing to enable access to targeted therapies, which
are seen as offering hope, improved prognosis, and better quality of life. Equity of access was a key
concern, with stakeholders emphasising the need to remove financial barriers and ensure all eligible
patients, regardless of location or socioeconomic status, can benefit from advanced diagnostics and
treatments.

Benefits and Disadvantages

The main benefits of public funding for MET testing included enabling access to targeted therapies that
may improve clinical outcomes, extend survival, and enhance quality of life, including by allowing patients
to avoid or delay chemotherapy and its associated side effects. Public funding was seen as essential for
ensuring equitable access to testing and therapies, regardless of a patient’s financial situation or
geographic location.

The main disadvantage from the consultation input was the proposed tissue biopsy, with RCA noting that
by this point patients will have already had a biopsy to determine EGFR variant status prior to first line
treatment. RCA recommended ensuring that patients are informed and aware of the clinical reasoning for
tissue biopsies by their clinicians at first-line treatment, not at the point where resistance starts to
develop.

Population, Comparator (current management), and Delivery

Consultation input largely agreed with the proposed population—patients with locally advanced or
metastatic NSCLC who have progressed on or after osimertinib. However, TOGA recommended that
eligibility be broadened to include patients who have received osimertinib in combination with
chemotherapy (not just as monotherapy), as well as patients with other oncogenic driver mutations (such
as variants in the ALK, ROS1, and KRAS genes) due to the emerging evidence that MET amplification and
overexpression represent important resistance mechanisms in these subgroups as well. TOGA stated that
inclusion of these patient groups would help address a significant unmet need in Australia, as similar to
those with EGFR-mutated NSCLC who progress after first-line therapy, these patients currently have
limited or no effective treatment options beyond chemotherapy.

Stakeholders generally agreed that the appropriate comparator is no MET testing, with patients managed
by platinum-based doublet chemotherapy, reflecting current standard of care in the absence of targeted
testing and therapy.

Some stakeholders raised concerns about the reliability and appropriateness of different testing
methodologies. While the proposed pathway is IHC followed by FISH testing if IHC is negative, several
organisations noted that IHC may be unreliable for detecting MET overexpression, and that FISH, although
considered a gold standard for gene amplification, may be superseded by NGS in some settings.
Specifically, the HGSA advocated for the use of NGS panels, which can assess MET amplification alongside
other resistance mechanisms, and suggested that new standalone IHC or FISH items may duplicate services
already available through established NGS-based workflows. HGSA stated that the current RCPA best
practice guidelines for lung cancer biomarker testing recommend the use of multi-gene NGS panels for
comprehensive assessment of resistance mutations in NSCLC. Additionally, PTA raised that NGS is most
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appropriate in newly diagnosed advanced NSCLC whereas FISH and IHC are preferred in confirmatory and
recurrent settings.

PTA also stated that NGS copy number alterations (CNA) is a potential alternative methodology, however,
reiterate the significant amount of time and resources that would be needed to be invested in determining
local validation, clear cut-offs, and lab specific validation processes including appropriate external quality
assurance (EQA). Without this infrastructure, they believe that FISH will remain the orthogonal standard.

Equity of access to tissue biopsy and testing, especially for patients in rural and remote areas, was also
noted as a key consideration for implementation.

MBS Item Descriptor and Fee

The consultation input ranged from agreeing to expressing concerns with the proposed service descriptor,
with the HGSA disagreeing with the creation of MBS items specifying IHC and FISH methods. Most
feedback supported the intent of the proposed MBS items for MET IHC and FISH testing, recognising their
alignment with the clinical need for targeted therapy eligibility. There were also calls for clear and
consistent definitions in the item descriptors to avoid confusion regarding eligibility criteria and testing
thresholds for MET positivity.

Regarding the proposed fee, PPA raised concerns that the proposed IHC fee (574.50) may be too low to
cover the costs of providing the service, given the complexity and quality assurance requirements.

Additional Comments

The importance of ongoing review of testing methodologies as new evidence and technologies emerged
was highlighted, particularly less invasive (than tissue biopsy) techniques of determining MET protein
overexpression.

PASC noted that the majority of inputs were supportive of the testing. PASC noted multiple issues had been
raised throughout the input including concerns regarding the need for a repeat tissue biopsy, patient
population and reliability of the proposed testing methodologies. PASC noted that PTA stated that NGS CNA
may be a potential alternative to FISH testing, however stated that IHC and Fish testing was the preferred
option for assessing protein overexpression. As discussed in the Intervention section, PASC did not consider
NGS to be a potential alternative. PASC also noted a number of organisations had commented on the
potential fees of the proposed items. PASC considered this input during discussion around the potential fee
for the items, and this is reflected in the Proposal for public funding section.

Next steps
The results from the SAFFRON trial are pending, which will inform the timeline for the ADAR submission.

Applicant Comments on Ratified PICO
The results from SAFFRON are expected in Q3 2026.
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