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Towards organ preservation and cure via immunotherapy in cutaneous squamous cell carcinoma patients, normally
undergoing extensive curative surgery and radiotherapy (MATISSE 2)
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Background

The MATISSE trial (NCT04620200) showed that 80% of patients with a cutaneous squamous cell carcinoma (CSCC) and an indication for
extensive curative surgery with or without adjuvant radiotherapy as standard of care (SOC) reached a partial or major pathological response
following two courses of neoadjuvant nivolumab and ipilimumab (NIVO/IPI). In addition, 9 patients reached a clinical complete remission
(CCR) after only two courses of NIVO/IPI, without SOC. This raised the question whether organ preservation and cure can be reached via
only ultra-short neoadjuvant NIVO/IPI, without SOC and without maintenance immunotherapy.

Methods

In the MATISSE 2 trial (NCT06823479), 41 CSCC patients with an indication for extensive or disfiguring curative surgery will be treated with
neoadjuvant NIVO (weeks 0 & 2) and IPI (only week 0). Response evaluation is performed in week 5. In case of a non-response, patients
undergo SOC in week 6. In case of a clinical response following NIVO/IPI, we will withhold SOC and patients enter a strict wait-and-
monitoring programme.

Results

So far, thirty-one patients have been included (median follow-up of 8 months). Overall, 22/31 (71%) patients showed a clinical response in
week 5 and did not undergo SOC per protocol, of whom 15/31 (48%) achieved a CCR and 7/31 (23%) achieved a partial clinical response
(PCR) during their wait-and-monitoring program. In total 9/31 (29%) patients received SOC, of whom one patient showed a complete
pathological response in the surgical specimen. Immune-related toxicity (19% grade 3-4) was well manageable. There was no delay in
surgery due to immune-related toxicity.

Conclusions

Overall, 71% of patients reached a clinical response and did not undergo surgery. So far, 48% of patients reached a CCR following only
ultra-short neoadjuvant NIVO/IPI, without SOC and without maintenance immunotherapy. Longer follow-up is required to investigate further
deepening of the response in PCR patients and the durability of the response in CCR patients.
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