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BACKGROUND SELECT CONSENSUS STATEMENTS AND KEY RECOMMENDATIONS CONCLUSIONS

* Cutaneous squamous cell carcinoma (CSCC) is the second most common skin cancer, with an estimated annual incidence * Currently, there is no standardized approach for the diagnosis and management of advanced

of ~700,000 in the US resulting in over 8000 deaths,/year'? Identification, Staging, and Risk Stratification of Advanced CSCC CSCC

* Radiotherapy, chemotherapy, and targeted therapy are available for the management of advanced CSCC, defined as metastatic Criteria for LA CSCC and metastatic CSCC Consensus  Synoptic pathology for CSCC should include the following minimum key requirements Consensus * Immunotherapy should be considered first-line systemic therapy, following its recent
of |OCC|||y. advanced disease nf)’r amenable o et I’O;:Illtahon,‘ however, there is a lack of randomized clinical trial data for * LA CSCC is a local tumor where surgery or radiation is unlikely to obtain clearance of the tumor, or where the patient is not a 82% * Clinical preoperative tumor diameter (provided to the pathologist by the surgeon) 89% mtrOdUCi._:lon nto th.e freatment paradlgm o . .
these options and no standardized management approach? candidate for surgery or radiation due fo an inability fo safely reconstruct the wound, or due to high morbidity unacceptable - Additional studies are needed on immunotherapy in immunosuppressed patients, and in
* In addition to the medical burden of CSCC, patients sutter poor quality of lite from tunctional loss, impairing surgeries, and the to the patient combination with other treatment modalities
psychosocial impact of the disease”®

* Millimeter thickness OR tissue level of invasion

* Millimeter depth measured from the granular layer of adjacent normal epidermis

* Metastatic CSCC can be defined as disease that has spread from the original site to a distant organ or in subcutaneous 87.5% to base of tumor (Breslow thickness) * MDT discussion may be useful at key decision points or where additional specialist input is
fissues beyond the draining lymph nodes of the primary CSCC location * Tissue level depth of tumor invasion (e.g. dermis, tat, fascia) needed. MDT recommendations should be discussed with the patient
O BJ ECTIVE Not§: In ’rrc.m‘sit metastasis (bio!osy proven CSCC ir1 dermal and subcutaneous tissue in the area between the primary CSCC » Tumor differentiation (well, moderate, poor, undifferentiated) * Further research is needed in several areas (e.g. the role of curative radiation therapy,
and its draining lymph nodes) is classified as LA disease » Desmoplasia combination therapies, and the validation of biomarkers)
* The aim of the EXCel program was to help standardize patient characterization and develop evidence-based consensus _— , . : . . . + Perinural invasion (PN * The EXCel consensus program outputs may provide physicians with practical recommendations
statements for advanced CSCC with respect to tumor staging, work up, treatment and surveillance with the aim of providing Criteria for ‘non candidacy for surgery’ for patients with advanced disease Consensus em;jum mvﬁzlolo CoR to optimize outcomes for patients with advanced CSCC
up-to-date practical recommendations for physicians  Appropriateness for surgery can be best assessed by a surgeon including but not limited to Mohs surgeons, head and neck 89% - erve caiiber =L L mm
surgeons, and oncologic surgeons with experience treating patients with advanced CSCC. A multidisciplinary discussion of - Invasion of a nerve lying deep to dermis
M ETH O Ds therapeutic options with oncologists, radiation oncologists, and patients’ primary physicians can be helpful in weighing risks * Extent of lymphocyte infiltration (immunoscore)
and benefits of various treatment approaches, also considering patient comorbidities. For complex cases second opinions

* Lymphovascular invasion

are encouraged
* In October 2018, a multidisciplinary steering committee (SC) of experts in the field of advanced CSCC was convened * Specify if the tumor may represent a metastasis

(five dermatologists [including four Mohs surgeons], three medical oncologists, two head and neck surgeons, two radiation * The opproprio’reness of resection ého.uld be c?liscussed w.ith the pctien’r..This discussion shoulle inc!ude the likelihood of ’rumor 89%
oncologis’rs and a pa’rient) clearance with surgery and any significant risk of morbidity to determine whether the morbidity is acceptable to the patient

. . . . Patient/tumor characteristics suggesting increased risk for recurrence and/or metastatic disease Consensus
* A modified Delphi process was used to develop consensus recommendations (Figure 1): | | | |
. . . . _ _ . . . o The use of different staaing svstems for the manaaement of advanced €SCC Consensus * Tumor diameter 22 cm, presence of desmoplasia, tumor thickness (Breslow thickness), 89%
1. Five key areas of focus were identified (diagnosis, staging systems and risk stratification, treatment modalities in advanced ging sy 9 tissue level of invasion, caliber of perineural invasion, bone erosion and poor ditterentiation are independent risk factors
CSC(C, referral patterns, and patient perspective) * The BWH T staging system may be used to estimate risk of recurrence and metastasis and identify patients who may benefit /8% for local recurrence, metastasis, and/or death from disease AUTHOR DISCLOSURE
2. Fourteen key questions were developed, ranked and refined to identity clinical gaps. A final list of 12 questions were selected from radiologic nodal staging or increased surveillance for recurrence in patients with CSCC G Rabinowits: o Jerdvi ationshio and scionfific advisory boards with Castle Biose
develop consensus statements * AJCC8 N2 identifies patients at increased risk of regional treatment failure after surgery +/ radiation. These patients may abinowits: reports c;onsu ting/ advisory relationship and scienti FI,C advisory boards with L.asfle Blosciences,
fo aeve - . e
. , , , , , benefit from consideration of systemic therapy if such failure occurs or the nodal disease is inoperable EMD Seronc.), Merck, Plizer,Regeneron !Dharmoceu’r.lcols, O?d SGT]O | Genzyme. A.ddfl’rlonall.y, .he holds Re.generon
3. Ten bibliographic fellows pertormed a robust literature review to gather evidence and draft statements for each question oM . - o ot . Supplemental tests to identify tumor characteristics suggestive of increased CONSENSUS Pharmaceuticals and Syros Pharmaceuticals shares; MR Migden: reports honoraria from Eli Lilly, Novartis,
(Figure 2). Statements were refined by the SC for consensus voting etastases fo distant organs identifies patients in need of systemic therapy risk for recurrence and/ or metastatic disease Regeneron Pharmaceuticals, ins’ritutional research funding frc?m Genen’rech,. Sun Phgrmaceu’ricol Industr.ies Limited,
4. The SC refined and finalized recommendations during three online vofing sessions * Based on the current evidence, tumor (T) stogin.g does not have a prominent role in determining opproPrioteness for systemic 78% » Molecular tests are being investigated and should not be used to make treatment decisions. Future development of 100% ;n.d Slalz\oﬁ GeSnZ)./:be,’gElSchlesgger: report[; res§arc2|fiqulng frlczlm AbbxetkAclal\;;s, Allilrgan, BI\/F\)IF: Blofrorgera,
therapy including immunotherapy in patients with advanced CSCC. However, nodal (N) and metastasis (M) staging systems molecular staging tests may provide better risk stratification. However, until more conclusive evidence is available, ristol-Myers squibb, Lelgene, Dermavant, Dermira, Eli Lilly, &alaerma, Kiniksa, Merz, Novartis, Ftizer, an

Sisaf; honoraria and consulting/advisory relationship from /with Aclaris, Allergan, Almirall, Dermira, Ortho,
Regeneron Pharmaceuticals, Sanofi Genzyme, and Sun Pharmaceutical Industries Limited; CD Schmults: reports
. . consultant fees and grant research funding from Castle Biosciences and Regeneron Pharmaceuticals; research
Steering Committee Bibliographic Fellows Considerations for the Management of Advanced CSCC funding from Novartis; RL Ferris: reports honoraria from Amgen, Bain Capital Life Sciences, EMD Serono,

GlaxoSmithKline, lovance, Biotherapeutics, Eli Lilly,Numab Therapeutics AG, Oncorus, Ono Pharmaceutical,

do play arole molecular tests should not be used to guide treatment or referral decisions

Figure 1. Modified Delphi Process for the Consensus Process

Radiation therapy for advanced CSCC may be considered in the following settings Consensus Pfizer, PPD, Regeneron Pharmaceuticals, TTMS, and Venti Rx Pharmaceuticals; research funding and honoraria
Draft questions * Adjuvant radiation therapy may be considered in patients with uncertain surgical margins (e.g. multifocal or large caliber nerve invasion, or lymphovascular invasion) or with a recurrent tumor. Adjuvant radiation was associated with a lower risk of local recurrence in 75% from AstraZeneca/Medimmune, Bristol-Myers Squibb, Merck, and Tesaro; M Freeman: reports scientific advisory
Question development - primary tumors with large caliber (>0.1 mm) nerve invasion in a single study board and consultant fees with /from Regeneron Pharmaceuticals and Sanofi Genzyme; speaker for Regeneron
* Definitive radiation therapy versus systemic therapy may be considered when gross disease is present and is not amenable to surgical resection. However, efficacy of radiation has not been investigated in grossly unresectable CSCC Phormo.lceuhcol.s; \% GUIld.Z no o.llsclo.sure.s; S Ko?'fman: reports research fundmg.from .Merck,' AC Pavlick: reports
Refine, rank and finalize questions | o | Hwhan cliial evaluation f : e o oo | . ol - Jude CT PET. PET/CT. MRI. and ul 1 ard should be selocted based NS, . | consulting/advisory relationship, scientific advisory boards, and research funding with /from Regeneron
- ma.gl;mlj 1S s’r.rjng y suggestea whnen clinical evaluation ror assessment of response Is Insuiticient rollowing deftinitive radiation therapy. Imaging modalities may include Cl, ) /CT, , and ultrasound and shou e selected based on clinical Information an Pharmaceuticals and Sanofi Genzyme; N Swanson: reports consulfing /advisory relationship with Genentech,
avaliable evidence Regeneron Pharmaceuticals, and Sanofi Genzyme; GT Wolf: reports honoraria from Merck and Regeneron
. * Adjuvant radiation may be considered for local control of microscopic residual disease that cannot be surgically resected Pharmaceuticals; research funding from Brooklyn Immunotherapeutics; SM Dinehart: reports consulting/advisor
| I h . d Literature research, summary report, ! J Y P ! P I Y
Statements deve opment Support literature research, review, and summary 4 and draft statements Note: Given the approval of cemiplimab, the curative confidence and morbidity of definitive, single modality radiation therapy should be considered, discussed with the patient, and weighed against systemic options such as immunotherapy re|qtion5hip and scientific qdvisory boards with Regeneron Pharmaceuticals and Sanofi Genzyme; consulting/
- advisory relationship with Genentech; scientific advisory boards with Verrica Pharmaceuticals.
Immunotherapy in the management of advanced CSCC Consensus
Voting Consensus recommendations® * Cemiplimab is the only FDA approved therapy for use in patients with LA or metastatic CSCC who are not candidates for curative surgery or curative radiation. The approval was based on Phase | /Il data. Cemiplimab should be used as first line therapy in 87.5%
patients requiring systemic treatment REFERENCES
*Consensus wdas Gchieved Ilr' >/5% O]r' pGI'TICIpCInTS scored the recommenda’rion W|’rh|n the /-9 range cmd <25% scored it W|’rh|n the 1-3 range perlod ) Approprlqte use Of Cemlphmqb |n |mmunosuppressed pahenfs has noi- been establlshed qas fhey have been excluded from i'“(]ls pubhshed SO fGr However, Cem|p||mqb freatmenf |S not necessarily precluded |n 'I'hese paﬁeni‘s 875% ]. KO”O PS, et Ol .., Am ACGd DermeOI 20]3,68957'966 2. Rogers HW, et Ol .’AMA DermleOI 20]5, ]5] 108] -
1086. 3. National Comprehensive Cancer Network. Squamous cell skin cancer (Version 2.2019). Accessed July
Figure 2. Literature Research and Review Process o TreqtrrTent decis.,ions sjhould \.Neigh the risk of dec.lth and disability from the tumor versus the risk of immunotherapy, which can provoke exacerbations of autoimmune conditions (e.g. lupus, colitis) and organ rejection in organ transplant recipients, which can lead 87.5% 30, 2019. 4. Work G, et al. J Am Acad Dermatol 2018:78:560-578. 5. Arunachalam D, et al. Indian J Palliat
to rapid death in patients with lung, heart, and liver transplant Care 2011;17:184-190. 6. Berens AM, et al. Curr Opin Otolaryngol Head Neck Surg 2017,25:258-264.7.
e Datah - Juded PubMed and Gooale Scho * In the neoadjuvant and adjuvant settings, treatment of CSCC with immunotherapy is under investigation via clinical trials. Enrollment of eligible patients in these trials is strongly encouraged 100% Amin MB, et al. CA Cancer J Clin 2017;67:93-99. 8. Karia PS, et al. J Clin Oncol 2014,32:327-334.
atabases included PubMed and Google Scholar
®  Key abstracts from congresses were also included (e.g. from American Society of Clinical Oncology, the European Academy of Dermatology Chemotherapy or targeted therapy for the management of advanced CSCC Consensus
and Venereology, the American Academy of Dermatology, and the Society for Investigative Dermatology) ACKNOWLEDGEMENT
* Chemotherapy or targeted therapy can be considered in patients who are not candidates for immunotherapy, who have progressed on immunotherapy, or who cannot tolerate immunotherapy related adverse events. However, response rates are low and 87.5%
A 4 enerally of short duration. The adverse event profile may be more serious, depending on the choice of thera The EXCel program is funded by the Sanofi Genzyme and Regeneron Alliance.
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5471 references were identified and screened * Currently, there is no standard of care for neoadjuvant or adjuvant systemic therapy in advanced CSCC. In patients with LA and metastatic CSCC, immunotherapy should be considered first line, followed by targeted therapy and/or chemotherapy 75% The EXCel committee (composed of all listed authors) is solely responsible for all aspects of developing the
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