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Immunotherapy in Advanced ¢SCC

* Cemiplimab (anti-PD1)
 First FDA approved agent to treat cSCC (2018!)
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Migden et al. NEJM 2018

Neoadjuvant Cemiplimab

* Phase 2 study
* 95% IIl/IV (MO)
* 4 neoadjuvant cycles
* Protocol allowed for adjuvant treatment at
investigator discretion

Neoadjuvant Cemiplimab Results

* 51% CRrate




Primary immunotherapy m herapy (PRIMO)

* “Definitive” immunotherapy
* Mean age 80
* Patients with CR/PR rarely suffered PD

* Reserve surgery and radiation for PD
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Biito et al. ASCO 2024
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RAMPART

* Unresectable cSCC

APhase Il, Multicenter, Single-Arm Clnical Trial of Defintiive Radiotherapy And CeMiPlimAb-wlc
ImmunoTRherapy for locally Advanced, Unresectable Cutaneous Squamous cell Carcinoma
Primary endpoint disease free survival at 18 months

ORR secondary endpoint

Swd¢Phass:  Screening

Time. Wetks 6.0 Weeks 23-52
StudyEvent:  Sereening Cemiplimab Cemiphmas Radioherapy & Cemiplimab
Procedures  Immunotheragy

¢SCC conclusion

* Lots of good options for patients
* The best treatment algorithm is (??7?)
* HN 014

Testing the Addition of an Immunotherapy Drug, Cemiplimab (REGN2810), Plus Surgery to the
Usual Surgery Alone for Treating Advanced Skin Cancer

Phase 3 to confirm neoadjuvant is superior to soc

C-POST data imperils this study

* Future directions/Needs
* Add LAGS3 and other agents to neoadjuvant
* Determine who needs more than single agent

Immunotherapy in HNSCC

* Checkmate 141 Nivolumab 2016
approved 2™ line
* Keynote 012 supports pembrolizumab
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Chow etal. JCO 2018

Immunotherapy in first line HNSCC

* Keynote 048 supports first line N
pembrolizumab (CPS >=1) or
pembrolizumab + chemotherapy (any
CPS)

* Keynote B10 supports paclitaxel
substitution

* PFS for single agent pembrolizumab 2-3
months

Burtness et al. Lancet 2018
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Keynote 689 — Neoadjuvant pembrolizumab

KEYNOTE-689 Study (NCT03765318)
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Primary endpoint: EFS per RECIST 1.1 by BICR
Koy Major pathological response by BIPR (mPR; £10% residual
invasive SCC in resecled primary fumor + all sampled regional lymph nodes), OS
Other secondary endpoints include: Safety

Exploratory endpoints include: Locoregional fadure rate, DMFS, second cancers

Stratification factors

v8 larynx vs hypapharym)
+ Tumor stage (Il vs IVA)
+PO-L1 TPS® (250% vs <50%)
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Keynote 689 — Neoadjuvant pembrolizumab
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Keynote 689 — Neoadjuvant pembrolizumab
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Keynote 689 - W nefits most?
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Phase 2 study Wise Draper

* Similarish design

* 1 cycle neoadjuvant 1-3
weeks prior to surgery

* Concurrent/adjuvant
pembrolizumab for 18
weeks

* 1year DFS 97%
(intermediate risk) vs.
66% (high risk)

Figure 1. Survbeal suatified by Pathological Adverse Features.
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Keynote 689 - Pathological Response

* pCR and mPR rates low

* pCR rate could be a surrogate marker for
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Chemo+10 better?

* ~25% pCRin NSCLC
* Two small phase 2 studies in Asia utilizing cisplatin + nab-
paclitaxel + camrelizumab in locally advanced (llI-IVB
* Zhang et al = 27 patients (all went to surgery) — no oral cavity!
* ORR97%
* pCR37%, MPR 74.1
* Wu et al 2 48 patients including oropharynx, larynx,
hypopharynx, and oral cavity = 27 treated with surgery, 21
non-surgical (CRT)
* ORR 89.6% (48 patients)
* pCR 55.6%, MPR 63%
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Chemo-10 associated with good tumor control

Fig.2: IST 11 (n = 48).
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HNSCC Conclusion/Future directions

* Pembrolizumab improves EFS
* DMFS seems to be driver

* Benefit may be uneven

* How much does adjuvant immunotherapy drive EFS and
potentially OS?

* Intensification of neoadjuvant for IVA and greater
patients?
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