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melanoma as a clinical predictive biomarker of response to PD-1
inhibitors
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Background: Cutaneous melanomas have a high tumor mutational burden (TMB)
because of mutations induced by ultraviolet radiations (UVR). TMB is a predictive
biomarker of response to PD-1 inhibitors but it is unfortunately not yet routinely
available. Considering photoaging as a result of repeated and cumulative exposure to
UVR, we hypothesized that signs of photoaging around primary melanoma could
predict response to PD-1 inhibitors.

Methods: We conducted a retrospective bicentric study including 34 patients with
stage IV melanoma treated with first-line immunotherapy. Five independent derma-
tologists assessed the grade of photoaging for each patient using two clinical scales,
one descriptive and the second photo-analogic (McKenzie Photographic Scale), in a
blinded, photographic assessment. The reliability of the clinical scales was statistically
assessed by intraclass correlation coefficients (ICC). Outcomes were progression-free
survival (PFS), overall survival (OS), and objective response rate (ORR).

Results: The clinical scales, graded from 0 to 3, were reproducible, with an ICC of 0.68
for the descriptive scale and 0.72 for the photo-analogic scale. PFS was significantly
higher in case of severe photoaging with both the descriptive scale and the photo-
analogic scale (HR¼0.32, p<10-3, and HR 0.41, <10-3, respectively). Similarly, OS was
higher when photoaging was assessed severe. Three-month ORR was better in cases
of severe photoaging than in cases of mild/no photoaging, both with the descriptive
and photo-analogic scales (77% vs. 24% and 61% vs. 25% respectively).

Conclusions: Our study suggests that reliable determination of photoaging around a
melanoma or its scar can be used as a predictive clinical biomarker of response to PD-
1 inhibitors, higher grades being associated with better response rate and progres-
sion-free survival.

Legal entity responsible for the study: Boussemart Lise.

Funding: Has not received any funding.

Disclosure: T. Lesimple: Research grant/Funding (self): Roche; Travel/Accommodation/Expenses:
Novartis; Travel/Accommodation/Expenses: Pierre Fabre; Travel/Accommodation/Expenses: MSD. L.
Boussemart: Advisory/Consultancy: Novartis; Advisory/Consultancy: Pierre Fabre; Advisory/Consul-
tancy: Roche; Advisory/Consultancy: BMS; Advisory/Consultancy: MSD. All other authors have
declared no conflicts of interest.

https://doi.org/10.1016/j.annonc.2020.08.1256
1134P BRAF codon 600 mutations in patients diagnosed with melanoma
in the UK; An audit to assess variation in mutation frequency &
methods between clinical testing centres

M. Charakidis1, A. Backen1, A.J. Wallace2, F.H. Blackhall1, X. Wang3, P. Lorigan1

1Department of Medical Oncology, The Christie NHS Foundation Trust, Manchester,
UK; 2Manchester Centre for Genomics Medicine, St Mary’s Hospital, Manchester, UK;
3Department of Analytics and Statistics, The Christie NHS Foundation Trust, Man-
chester, UK

Background: The published frequency of the BRAF p.V600 mutations in patients with
melanoma is approximately 40% and is dependent on age and melanoma subtype.
BRAF status is a key predictive factor for response to targeted therapy and immu-
notherapy and there is increasing evidence that it is also prognostic. Mutation testing
is a standard of care for patients with resected Stage 3 and for Stage 4 disease, to
inform treatment choice. There are currently a variety of validated and approved
methods for BRAF testing. The primary aim of this study was to identify all clinical
laboratories in the UK performing BRAF testing for melanoma and examine the assays
used, positivity rates and turnaround time.

Methods: This was a retrospective audit of laboratories performing BRAF gene
mutational analysis in melanoma samples in the UK. 14 out of the 18 identified
laboratories participated. Methodologies used and anonymised results for samples
tested Jan-Dec 2019 were collected.

Results: 4050 results were analysed. The median BRAF positivity rate amongst all
laboratories was 34% (range 23-41%). The median turnaround time for reporting
results was 7 calendar days. 6 laboratories used only one method of testing and 8
laboratories used more than one. The types of tests used varied between the testing
centres. All laboratories are able to detect clinically important BRAF p.V600E and
p.V600K mutations. Men (p¼ 0.0354) and younger patients (p <0.001) had higher
rates of BRAF mutation. the range of median age per laboratory was 65-72.

Conclusions: The median reported BRAF positivity rates in the UK is lower than
published and there is a wide range. The reasons for the difference in the positivity
rates are likely multiple but could potentially have an impact on treatment options
offered to patients. Further research is required to identify the reasons for these
differences. This will include collaboration with the UK National External Quality
S760
Assessment Scheme to optimise the methodologies used across centres, aiming for
more consistent results across the board.
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Background: Targeted therapy have significantly improved the outcome in BRAFV600-
mutated metastatic cutaneous melanoma (CM). These therapies induce rapid therapy
response in BRAFV600E/K disease and can be used alone or in combination (i.e. MEK-
and/or BRAF-inhibitors). Although the 5-year overall survival and progression free
survival (PFS) are comparable to the results from anti-PD-1 therapy for metastatic CM,
resistance often occurs within 6-12 months. Clinically useful treatment predictive
biomarkers are lacking. Previously, we have demonstrated that unbiased mass-
spectrometry-based in-depth proteomics with high resolution isolelectric focusing,
liquid chromatography, mass spectrometry (HiRIEF LC-MS/MS) is able to quantify over
1,000 proteins, including circulating and tissue-derived proteins. Recently, we have
reported that HiRIEF LC-MS/MS, with adjuvant targeted proteomic analyses, provided
us with a unique and previously unexplored view into the dynamic changes of the
proteins present in plasma of metastatic melanoma patients receiving immune
checkpoint blockade (ICB), and the ability to detect peptide-coding variants in plasma.
Moreover, we showed that the major plasma proteome changes in patients treated
with ICB were not detectable in patients treated with targeted therapy, which we
analysed for comparison.

Methods: Serial plasma samples from 24 patients with metastatic CM patients
receiving targeted therapy were analyzed with a mass-spectrometry proteomics
method (HiRIEF LC-MS/MS) and proximity extension assays (PEA). The aim was to
investigate systemic biological processes and we estimate the predictive relation
between protein plasma levels and PFS as well as tracing numerous proteins back to
metastatic CM tissue using TCGA transcriptomics data.

Results: Unbiased MS proteome analysis indicated plasma levels alterations related to
treatment in 84 out of 1,160 proteins. In total, 38 proteins were associated with PFS.
EPHA1, CPB1, and ICAM3 detected in the analysis of responders were associated with
longer PFS. CTSB and SNCA.were associated with shorter PFS. SFTPA and ADGRL4
correlated with PFS.

Conclusions: Several protein signatures linked to melanoma or biological processes
during targeted therapy were detected.
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Background: Linking genomic and real-world evidence (RWE) datasets has the po-
tential to generate insights to inform clinical research or practice, including identifying
biomarkers associated with treatment response. This study explored the feasibility of
linking genomic and RWE data for melanoma patients within the UK 100,000 Ge-
nomes Project.
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