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Squamous Cell Carcinoma
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Epidemiology

« Cutaneous squamous cell carcinoma
(cSCCQC) is the second most common
skin cancer’

* >1 million cases annually
 3:1 males to females

 50-60% of cases are in the head and
neck
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Risk Factors

 Ultraviolet radiation exposure’

* Advanced age — Patients >75 have 5-10
risk of cSCC than patients under 55

* White race — Non-Hispanic white
patients 50-120x more likely to develop
cSCC than black patients

* Immunosuppression (up to 100x risk)
Genetic syndromes
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Risk Stratification

Risk Group Low Risk High Risk Very High Risk
Treatment options SCC-4 SCC-5 SCC-5and SCC-6
H&P

Location/diameter (cm)

Trunk, extremities <2 cm

_Trunk, extremities 2 cm —s4 cm

>4 cm (any location)

Head, neck, hands, feet, pretibia,
—und-u'rngalital area (any size)"

Clinical borders Well-defined Poorly-defined
Primary vs. recurrent Primary Recurrent
Immunosuppression (<) (+)

Site of prior RT or chronic inflammation (<) (+)
Rapid growth tumor (<) +)
Neurologic symptoms (=) (+)

Pathology (SCC-A)

Degree of differentiation

Well or moderately
differentiated

Poorly differentiated

Histologic subtypeX

()

(*+)

*+)

Depth"™: Thickness or level of invasion

<2 mm thick and no invasion
beyond subcutaneous fat

2-6 mm depth and no invasion
beyond subcutaneous fat

>6 mm or invasion
beyond subcutaneous fat

Perineural involvement

)

*+)

Tumor cells within the nerve
sheath of a nerve lying deeper
than the dermis or measuring

20.1 mm

Lymphatic or vascular involvement

()

)

*+)

&
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Low Risk — One Treatment

» C&EY |
or

« Shave removalz'aa’
or

* Standard excision with 4- to 6-mm
clinical margins and postoperative
margin assessment. Tissue
rearrangement (eg, flap reconstruction,

Low-risk extensive undermining) should not

csccabx — be undertaken until clear margins

are identified (second intention
healing, linear repair, or skin graft are
acceptable)

or

Mohsbb:cc.dd o other forms of peripheral and
deep en face margin assessment (PDEMA)®¢

or

Consultation with radiation oncologist
for nonsurgical candidates

&
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High Risk — Consider Radiation?

HIGH-RISK/VERY-HIGH-RISK CSCC

High-risk/very-
high-risk CSCC
where surgery
or RT has a
high likelihood
of cure®bff

TREATMENT
PLANNING

* Multidisciplinary
consultation
at center with
specialized
expertise to
discuss options

* Consider
sentinel lymph
node biopsy
(SLNB)hhiii i
cases that are
recurrent or with
multiple high-
risk features

PRIMARY TREATMENTX

* MohsPP:cc.dd or other
forms of PDEMA (preferred
for very high risk)ee,u,kk,ll

or

 Standard excision with
wider surgical margins™™
and postoperative margin
assessment!' and second
intention healing, linear
repair, or skin graft

or

* For nonsurgical

Positive
margins

Negative
margins

ADDITIONAL TREATMENTX

* Re-resect,
if feasible

or
—» |« RTf.99

or
* If surgery and/or RT99
are not curative

If extensive perineural, large
or named nerve involvement,

— |or other poor prognostic

ann sider:

« Adjuvant RTffigg.00

candidates, consider
definitive RT99 |
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Adjuvant Therapy

* Adjuvant means “helper”

* This type of treatment comes after the
main treatment

* The purposes can be to make cancer
less likely to return and/or to lower the
risk of dying from cancer

&
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Very High Risk — Immunotherapy?

VERY-HIGH-RISK CSCC

TREATMENT PLANNING PRIMARY TREATMENT* ADDITIONAL TREATMENT*
. Ct_)n3|der pepadjuvantot!\erapy aultation
with Cemiplimab-rwic® if: flized . . Y q
» Nonreactive non- options In patients with extremely high
keratoacanthomatous rapid  ||utcontrasts| |- [|FiSK nodal and non-nodal features,
growth tumors andlor consider Cemiplimab-rwic following
» In-transit metastasis bdes adjuvant RT (category 1 preferred)PP
» Borderline resectable ng studies o
» Surgery alone may not be N
curative or may result in " Stahdard M
i H i imi i . If extel¥gjve perineural, large or named
Slgnlﬁcant functional limitation n cases that L, m:srgnz:‘a':i::d Negative___ |nerve invdiyement, or other poor
e,k features margin assessmentl | M9 |Prognostic Miures 1" consider:
po::lal, °.rt and second intention * Adjuvant RT™
in-transit ab and healing, linear repair,
metastasis or skin graft In patients with extremely high
« Consider neoadjuvant therapy risk nodal and non-nodal features,
with Cemiplimab-rwic® if: or consider Cemiplimab-rwic following
» Nonreactive non- adjuvant RT (category 1 preferred)PP
keratoacanthomatous rapid * For nonsurgical
growth tumors candidates, consider >
» In-transit metastasis definitive RT™99 |
» Borderline resectable
» Surgery alone may not be
curative or may result in
significant functional limitation
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Locally Advanced —
Immunotherapy Takes Center
Stage

LOCALLY ADVANCED CSCC
PRIMARY TREATMENT*

MohsPb.cc.dd o other
neoadjuvant forms of PDEMAee-kkl
therapy with
Cemiplimab-

Standard excision
laCSCC (Primary or clinical trial after with wider surgical
recurrent extensive disease multidisciplinary margins™™ and
where surgery and/or discussion postoperative margin
RT may not result in a assessment'' and
cure or would possibly second intention
produce a significant healing, linear repair,
functional impairment.99 or skin graft

Multidisciplinary discussion
and multimodality treatment
[including neoadjuvant and For nonsurgical candidates, due to
adjuvant therapx] merits comorbidities, extent of disease, risk
consideration)3:>T of functional or cosmetic defects,
inability to clear disease with surgery:
« RT.99 + systemic therapy®
* Systemic therapy?® if curative RT99 is @

not feasible ETHODIéT
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Why not use chemotherapy
for cSCC?
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Postoperative Concurrent Chemoradiotherapy Versus
Postoperative Radiotherapy in High-Risk Cutaneous
Squamous Cell Carcinoma of the Head and Neck: The
Randomized Phase lll TROG 05.01 Trial

* More than 300 patients with advanced
cSCC-?

» Half received radiation after surgery

» Half received chemotherapy and
radiation after surgery

* No difference were found between
groups in cancer outcomes
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How about immunotherapy?
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Immunotherapy and cSCC

« ¢cSCC is known for having a lot of
mutations in the DNA, likely from a lot of

sSun exposure

* This gives the iImmune system a lot of
targets and suggests that it may work
well for cSCC

&
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Does immunotherapy work?
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PD-1 Blockade with Cemiplimab in Advanced
Cutaneous Squamous-Cell Carcinoma

« Small group of patients with cancer that
had spread or could not be removed?

» All patients received cemiplimab
(Libtayo), which blocks PD-1

* Over half of patients responded

* Many of the patients who responded
had long lasting responses
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Does adjuvant immunotherapy
help?
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Adjuvant Cemiplimab or Placebo in High-Risk
Cutaneous Squamous-Cell Carcinoma

Authors: Danny Rischin, M.D., Sandro Porceddu, M.D., Fiona Day, M.B., B.S., Ph.D., Daniel P. Brungs, M.B., B.S.,
M.Med., Ph.D., Hayden Christie, M.B., B.S., James E. Jackson, M.B., B.S., Ph.D., Brian N. Stein, M.B., B.§{, Yungpo
IBernard Su, M.}, Rahul Ladwa, M.B., Ch.B., M.Phil., Gerard Adams, M.B., Ch.B., Samantha E. Bowyer, M.B., B.Ch.,
Zulfiquer Otty, M.B., B.S., Naoya Yamazaki, M.D., Ph.D., Paolo Bossi, M.D., Amarnath Challapalli, M.B., B.S., M.D., Ph.D.,
Axel Hauschild, M.D., Annette M. Lim, M.D., Ph.D., Vishal A. Patel, M.D., Joanna L. Walker, M.D., Maite De Liz Vassen
Schurmann, M.D., Paola Queirolo, M.D., Javier Cafiueto, M.D., Ph.D., Flavio Augusto Ferreira da Silva, M.D., Alexander
Stratigos, M.D., Ph.D. , Alexander Guminski, M.B., B.S., Ph.D., Charles Lin, F.R.A.N.Z.C.R., Fernanda Damian, M.D.,
Lukas Flatz, M.D., Anne E. Taylor, M.B., B.S., David R. Carr, M.D., Samuel Harris, M.B., B.S., Dmitry Kirtbaya, M.D., Gaélle
Quereux, M.D., Ph.D., Piotr Rutkowski, M.D., Ph.D., Nicole Basset-Seguin, M.D., Ph.D., Nikhil I. Khushalani, M.D.,
Caroline Robert, M.D., Ph.D., Haisong Ju, M.D., Ph.D., Camryn Joseph, Pharm.D., Shikha Bansal, M.D.S., Chieh-| Chen,
M.P.H., Frank Seebach, M.D., Suk-Young Yoo, Ph.D., Israel Lowy, M.D., Ph.D., Priscila Goncalves, M.D., and Matthew C.
Fury, M.D., Ph.D., for the C-POST Trial Investigators* 39  Author Info & Affiliations

« Patients with advanced cSCC treated with surgery and
radiation*

« 415 patients, half got cemiplimab and half got a placebo

« Cemiplimab patients were 68% less likely to die or have
the cancer come back
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Could we add immunotherapy
before surgery?
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Rationale for giving
immunotherapy before
treatment

* Neo-adjuvant means a “helper”
treatment before the main treatment

* Itis thought that its better to help the
Immune system learn about the tumor
before it is cut out to develop a stronger
response
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Neoadjuvant Cemiplimab for Stage II to IV
Cutaneous Squamous-Cell Carcinoma

Authors: Neil D. Gross, M.D. , David M. Miller, M.D., Ph.D. , Nikhil I. Khushalani, M.D., Vasu Divi, M.D., Emily S.
Ruiz, M.D., M.P.H., Evan |. Lipson, M.D., Friedegund Meier, M.D., +21 , and Danny Rischin, M.D. Author Info &
Affiliations

— ~80 patients with cSCC were treated with
cemiplimab followed by surgery®

— 51% complete pathologic response,
pathological major response in 13%

&

METHODIST

ESTABROOK CANCER CENTER




The Next Frontier

* Does adding immunotherapy before
surgery actually make people more likely
to survive?

* Does the response of the tumor predict
how the patient will do”?

« Can we change what we do if the tumor
responds well
— No radiation
— Less surgery

— No surgery
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State of the Art

NRG-HNO14 W CTG
Randomized Phase 3 Trial

N=420

4 Cemiplimab — ™ Surgery* — non-pCR -’H- Radiationt -{ Cemiplimab

* pCR » Observation

‘mN"ZODZ>ZJJ

‘1 Surgery %"- Radiationt

Primary Endpoint:
Event-free Survival (EFS)

* Response-adapted oncologic surgery
ClincalTrials.gov: NCT06568172 t As indicated per protocol
m) NATIONAL CANCER INSTITUTE pCR (pathologic complete response) 5

ESTABROOK CANCER CENTER




Unanswered Questions

* Which are the right patients to use
immunotherapy for?

 How long do we need to use the
treatment for?

 Are there blood tests that can measure
or even predict a response?

 How can we help patients with

compromised immune system METHOD%T
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