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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care
component.

The following CLC & IB components will be addressed in this presentation:

» The impact of skin color on development of non-melanoma skin cancer
» Barriers faced by skin cancer patients


https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Learning Objectives

= Understand principles of radiation therapy and modalities used to treat skin cancer

= Understand when radiation therapy is an appropriate definitive treatment option for patients with cutaneous
squamous cell carcinomas (CSCC) or basal cell carcinomas (BCC).

= Understand when radiation therapy is an appropriate adjuvant therapy for patients with CSCC or BCC.

CITY OF HOPE



Case 1

= 95-year-old woman with a history of multiple non-
melanoma skin cancers, more than 10+ treatments with
Mohs surgery, presents with a new bleeding papule on the
right side of her nose.

= Biopsy shows a nodular BCC.

CITY OF HOPE




Case 2

= July 2024: Left cheek lesion — shave biopsy — SCC
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Case 3

= Right preauricular lesion — SCC

= April 2025 — Mohs resection — positive margins

CITY OF HOPE



= 87 year old with hx coronary stent and DVT on eliquis
O 5 years ago SCC of the right cheek excised
O 2 years of right cheek numbness

O Biopsy proven SCC with focal ACC

Asymmetric enlargement and enhancement of the
right infraorbital nerve extending back to foramen
rotundum without abnormal enhancement and
Meckel's cave or the cisternal trigeminal nerve

CITY OF HOPE



Background and General Information
I I I I I I I I I IR

* Imprecise epidemiologic data for CSCC & BCC

— 2012: American Cancer Society reported 5.4 million cases of keratinocytic carcinomas in 3.3 million
individuals. More than 1 million CSCCs.

— From 2006-2012, Total Claims Data Set and Medicare Limited Data Set found that NMSC were the
most common malignancy treated based on CPT codes. The total number of procedures for skin
cancer treatment increased by 13% to reach 2,321,058 in 2012.

e QOutcomes (CSCCQC)
— Approximately 4% of cases develop nodal metastasis
— Regional metastasis vs. Distant metastasis 5-year survival: 83% vs. 11%

Estimated health burden of CSCC in Caucasians, 2012 Melanoma, 2020 Oral & pharyngeal Cancer, 2020

Number of new diagnoses 186,157-419,843 100,350 53,260

Tumor related deaths 3,932-8,791 6,850 10,750

American Cancer Society, Cancer Facts and Figures, 2020.

Rogers, et al. “Incidence estimate of nonmelanoma....” JAMA Derm. 2015.
Wu, et al. “Basal-cell carcinoma incidence....” Am J Epidem. 2013.

Karia, et al. “Cutaneous squamous cell carcinoma....” JAAD. 2013.



NMSCs are Not Created Equally: stratify tumor by risk of recurrence
-




BCC: Features associated with risk for local recurrence
G @ S S;m;m;smsmm iR

Location and size < 20mm in diameter on the trunk or
extremities, excluding genitalia, pretibial,

Histology e Growth pattern:
* Nodular
o Superficial
» Infundibulocysttic
« Fibroepithelioma of pinkus
« Lack of perineural invasion

Other * Primary lesion (not recurrent)
» Well-defined clinical borders
* No history of radiation therapy at site
* Immunocompetent patient

Tumors of any size on the head, neck,
hands, feet, pretibia, and anogenital
areas

Tumors = 20mm in diameter on trunk
and extremities, excluding hands and
feet

Aggressive features: micronodular,
morpheaform, sclerosing, mixed
Infiltrative, basosquamous, or
carcinosarcomatous

Perineural invasion

Recurrent lesions

Poorly defined clinical borders
Arising in prior radiation therapy field
Immunocompromised host



CSCC: Features associated with risk for local recurrence and metastasis

_ llowrisk ______|Highrisk Very high risk

Anatomic location Trunk or extremities Lesions of any size on head,
neck, hands, feet, pretibial, and
anogenital area

Tumor size Lesions < 2cm (trunk, extremity)  Lesions 2-4cm (trunk extremity) Lesions > 4cm (any location)
Any size for high risk locations
Primary vs recurrence Well-defined, primary tumor Recurrent tumor
Histologic features * Well or moderately Histologic features: » Poorly differentiated tumor
differentiated * Acantholytic  Desmoplastic CSCC
e <2 mm in thickness * Adenosquamous e > 6mm thickness or invasion
* No invasion beyond * Metaplastic beyond the subcutaneous fat
subcutaneous fat, without * Peri-neural invasion * Peri-neural invasion of a
perineural, lymphatic, or nerve lying deeper than the
vascular invasion dermis or >0.1mm
* Lymphatic or vascular
involvement
Host Immunocompetent Immunosuppressed; genetic

predisposition

Increased risk of local recurrence Increased risk of metastasis

The NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Squamous Cell Skin Cancer (Version 2.2026).
© 2026 National Comprehensive Cancer Network, Inc. Available at: NCCN.org.



Treatment Modalities for Cutaneous NMSCs
TS

* Local destructive therapies e Systemic therapy
— Electrodessication and curettage — Immune checkpoint inhibitor
— Cryotherapy — Chemotherapy
— Photodynamic therapy — Targeted therapies

« Topical chemotherapeutic agents * Hedgehog inhibitor

. Surgery  Cetuximab

— Wide local excision
— Mohs micrographic surgery

Choice of treatment is based on
o following considerations:
* Radiation e Risk of tumor recurrence
— External beam radiation therapy o Efficacy of treatment modality
— Superficial radiation i.e., electronic « Associated morbidity
brachytherapy « Patient preferences




Low risk CSCC, BCC

Appropriate candidate for surgery?

« Surgery a B\

» Curettage and electrodessication

Are margins clear? * Cryotherapy
| » Topical therapies
« Radiation therapy

YES NO ~ /

o Further surgery, if feasible

Clinical follow up « Adjuvant radiation therapy

NCCN Guidelines®for Squamous Cell Skin Cancer (Version 2.2026). © 2026 National Comprehensive Cancer Network, Inc. Available at: NCCN.org.



High risk CSCC, BCC

Appropriate candidate for surgery?

YES NO
2 )
* Mohs surgery /- Definitive radiation therapy
 Surgical excision with PDEMA . Systemic therapy
e Surgical excision with wide margins « Immune checkpoint inhibitor
A : lear? » Chemotherapy
\_ re margins clear- Y, k . Targeted therapy /
|
YES NO
Consider adjuvant » Further surgery, if feasible
radiation for tumors e Adjuvant radiation therapy

meeting high risk criteria e Systemic therapy

NCCN Guidelines®for Squamous Cell Skin Cancer (Version 2.2026). © 2026 National Comprehensive Cancer Network, Inc. Available at: NCCN.org.



Clinical Cases in which Radiation Therapy May be Appropriate
TR

« Radiation reduces recurrence rates in conjunction with surgery
— Adjuvant therapy after surgery

= High risk CSCC, surgical margins clear
» Low or high risk CSCC, surgical margins positive

 When surgery is not feasible

— Primary definitive radiation therapy Reasons why surgery may not be

= Low or high risk NMSC feasible: :
Loss of function

Significant morbidity

Poor cosmesis in anatomically
sensitive areas
Patient refuses surgery




Radiation Discussion



Radiation Modalities

= Superficial/orthovoltage units
= Linear Accelerators

= Brachytherapy

CITY OF HOPE



Multiple Radiation Techniques

Delivery

Best suited for

Typical use

Key advantage

Limitation

CITY OF HOPE

Superficial /
Orthovoltage X-rays

Low-energy X-rays

Small, superficial
lesions

BCC/SCC of skin

Rapid dose falloff, low
cost/complexity

Limited depth

Electrons

LINAC electron beam

Superficial lesions /
larger fields

Primary skin lesions,
surgical beds

Adjustable treatment
depth

Irregular surfaces /
lateral penumbra

Photons / IMRT

LINAC photon beams

Deep or complex
disease

Deep invasion, PNI,
nodal coverage

Conformal treatment of
complex anatomy

More normal tissue
exposed; requires bolus
for skin

Brachytherapy

Radiation source placed
infon tumor

Small lesions / curved
surfaces

Nose, ear, lip, other
selected sites

Very rapid dose falloff

Limited availability,
invasive

Yosefof et al. Cancers (Basel). 2023 Apr 22;15(9):2408.



Indications for Definitive Radiation
G @ S S;m;m;smsmm iR

= Multidisciplinary approach
= Medically inoperable or decline surgery
= Locally advanced/unresectable

= Sensitive location where function or cosmesis may
be compromised (eyelid, ears, nose, lips)

= Older adults

Likhacheva et al. Pract Radiat Oncol. 2020 Jan-Feb;10(1):8-20.

CITY OF HOPE Zemtsov et al. Skin Res Technol. 2023 Mar 30;29(4):e13311.



Outcomes with RT are good for early stage tumors

Summary of Reported Low Risk Tumors High Risk Tumors
Studies Local Control Local Control

Surgical Excision with

Post-Operative Margin 90-95% 33-88%
Assessment

Mohs Micrographic 999 90-94%
surgery

Radiation Therapy 90-96% 80-88%

Gy OF HOPE https://www.astro.org/provider-resources/shareable-resources/radiation-therapy-presentations



Evidence-Based Guidelines for Definitive Radiation Therapy (RT)
TR

« ASTRO convened a task force to evaluate this question and found:

Limited, well-conducted and randomized studies for the treatment of SCC and BCC
with RT

Most studies are limited to H&N region

Definitive RT is an effective modality for the local control of BCC and SCC with the
caveat that the RT approach has not been well examined in prospective
randomized trials comparing surgery with RT

Retrospective and single-arm prospective studies show that definitive RT is
associated with high local control rates

Likhacheva et al. Pract Radiat Oncol. 2020 Jan-Feb;10(1):8-20.



External Beam ‘ |

« Numerous
retrospective series

e LR at5 year <10%

Zaorsky et al. Radiotherapy and Oncology



External Beam

o 173 patients

e BCC 4 cm or smaller of

the face
o 4-yr local failure 0.7% Limitations:
(surgery) vs 7.5% (RT) « Study started in 1982

91% of surgery patients underwent frozen sections intra-op
(39% required additional resection)

* More than half of RT was performed with brachytherapy
(device sutured to the lesion, hospitalized for ~7 days)



Evidence-Based Guidelines for Superficial Radiation Therapy (SRT)
T

 SRT has been used for > 100 years to treat cutaneous malignancies, however
usage has decreased over time. Education around this treatment modality is no
longer standardized in dermatology residency training programs and there is no
ACGME-requirement for either didactics or clinical experience in SRT.

* Inthe past 15 years, newer SRT technologies have emerged and are being
practiced within dermatology offices, represent the bulk of claims being
submitted for SRT



SRT
-

Report Study design Recurrence rate Limitations
R e G, Cream it Somerom o mire  RETrospective review of 1715 cases of 2yr: 1.9% Retrospective
treatment of basal and squamous cell carcinomas: BCC and SCC treated Wlth SRT 5yr: 5.0%

a viable option in select patients. J Am Acad
Dermatol. 2012;67(6):1235-1241.

Schulte KW, Lippold A, Auras G, etal. Softxray R atrospective review of 1267 cases of 5yr: 5.1% Retrospective

therapy for cutaneous basal cell and squamous cell

carcinomas. J Am Acad Dermatol. 2005;53(6):993- BCC and SCC treated W|th SRT

1001.

ey Tor e ants i becat il coremems:  RETrOSpective review of 48 patients with Syr: 15.8% Retrospective
recurrence rates, histologic subtypes, and BCC treated Wlth SRT (iﬂClUding

expression of p53 and Bcl-2. Cancer. .

2003;98(12):2708-2714. sclerosing)

e o B e Lorom e, Retrospective review of 180 large SCCs 1yr: 4.2% Retrospective
rate of large and difficult to treat cutaneous (mean tumor size 3.5cm) treated with SRT  10yr: 19.6%

squamous cell carcinomas after superficial
radiotherapy. Dermatology. 2012;224(1):59-65.




Evidence-Based Guidelines for Electronic Brachytherapy (EBT)
TR

Report Study design Recurrence rate Limitations

g?agt‘a}g?f A'Rpa;?'ﬁaWEfSCt”eflth” Ceiley  Pooled analysis of 1259 patients  3yr: 0.97% Retrospective; more than 50% of
, rimiin . HAIgNn-aose rate electronic o .

ieihrimprie iy Pl with BCC or SCC (<2cm) from 6 patients were lost to follow up

alternative for nonmelanoma skin cancer. J publications treated from 2009-

Clin Aesthet Dermatol. 2016;9(11):16-22. 2014. Patients received 40-456)/

using 3-8 fractions

EE’OGLJQG“ tSW’ V‘I’_i"_ou?hb¥ M, 'V“”eff KA, Mafong  Retrospective chart review of 5yr: 1.1% Retrospective; more than 50% of
. Long-term clinical outcomes o1 non- . . .

me|angma skin cancer patients treated with 183 patients with AJCC stage 1 patients were lost to follow up

electronic brachytherapy. JContemp BCC, SCC, or SCC-IS

Brachytherapy. 2023;15(1):9-14.

gate' R',St“m'fi”? Rt' DO,Q%E“ S;] et: al. . Matched pair cohort study of 369 No difference in rates of Patients receiving EBT had
omparison or electronic brac era an . 0 . q g

D e T o o e patients — 188 received EBT, 181 recurrence were noted with lower risk skin cancers than

of early-stage non-melanoma skin cancer: a received MMS similar cosmetic outcomes MMS, so no meaningful

matched pair cohort study. JContemp : :

Brachytherapy. 2017:9(4):338-344, conclus_lon can be derived about

comparison




Image-guidance In RT (IGRT)

= Generally indicated for deep targets, but recent interest in “IGRT” for superficial RT with ultrasound

* Proponents cite a retrospective study (industry sponsored) showing 99.3% local control rates for 2917 lesions treated. About half
were SCC/BCC with more than 12 months follow-up

= A Medicare analysis suggested that >529 M was billed for image guidance in 2022 by dermatologists for SRT with limited
dosimetric adjustments made

= 2023-2024: ASTRO petitioned for limited billing of US-guided SRT given limited evidence and different levels of work in IGRT
utilized

= 2026: CMS created a new code (77439) utilized once per course. Several LCDs were published suggesting it was not medically
necessary for routine cases.

Yu et al. Oncol Ther. 2021 Jun;9(1):153-166. doi: 10.1007/s40487-021-00138-4.
CITY OF HOPE Gronbeck et al. ] Am Acad Dermatol. 2025 Sep;93(3):795-797.



Indications for Adjuvant Radiation (NCCN)

NCCN high or very high risk:

Close or positive margins that cannot be cleared surgically

= Clinically or radiographically apparent perineural invasion (PNI)

= Recurrent SCC s/p prior margin-negative resection

= pl3-4

=  Poor location (Area H)

" |Immunosuppression

= Less data for adjuvant RT in the setting of BCC

0 Close/positive margins that cannot be cleared
O Recurrence

0 Involving bone/muscle

O PNI

CITY OF HOPE



Indications for Adjuvant Radiation (ASTRO Guidelines)

e Gross perineural spread
* Close or positive margins that cannot be re-

excised
Tumor Staging
System Definition
e cSCC AJCC 8th Edition
T1 <2 cmin greatest diameter
¢ T3 _T4 t umors T2 22 cm, but <4 cm in greatest diameter
1 infi 1 H : T3 Tumor 24 c¢m in greatest diameter or minor bone invasi
* Desmoplastic or infiltrative tumors in the setting of il e B
C h ron iC | mmunosu p p ress | on T4a Tumor with gross cortical bone and/or marrow invasion
T4b Tumor with skull bone invasion and/or skull base foramen
involvement

* BCC

 Infiltrating bone or muscle

Likhacheva et al. Pract Radiat Oncol. 2020 Jan-Feb;10(1):8-20.



Indications for Adjuvant Radiation (BWH)

 Multi-center retrospective data study of 1267 high :‘:’H 0 Hiahorisk factore?
risk SCC (AJCC T3-4, BWH T2b-T3) gh-isictactors
T2a 1 High-risk factor
e Adjuvant RT associated with 50% reduction in local 13 2-3 High-risk factors
recurrence and nodal metastasis T3 4 High-risk factors or bone invasion
* LRR17.8% vs 9.0% BWH High-risk factors:

* In a higher-risk subset (3-4 high risk features or LvI), |* Tumor>=2cm

e Poorly differentiated
5-year LRR decreased from 36.6% to 20.0% e PNI > 0.1 mm in caliber

e Tumor invasion beyond subcutaneous fat

Local Recurrence Locoregional Recurrence Nodal Metastasis Disease Specific Death

SP 49
3.0 40
3.0 49
3P 40

ve incidence (%)
ve incidence (%)

Cumulative incidence (%)
10 20
10 20
10 20

Cumulative incidence (%)
10 20

Cumulati
Cumulati

9
0
9
9

Ran et al. Int J Radiat Oncol Biol Phys. 2026 Mar 15;124(4):994-1002.



Indications for Adjuvant Radiation (Molecular testing?)

e 40-gene expression profile test (DecisionDX-SCC) integrated with 5
clinicopathologic factors (immunosuppression, diameter, differentiation,
PNI, and anatomic site) is prognostic

e Retrospective review of 572 patients (70.6% NCCN-HR, 27.5% NCCN-
VHR)

. . Median Risk of Metastatic Di P i
A' Metastasls_free Survlval edian Risk of Metastatic Disease Progression
1001 — Class 2A with ART

------ Class 2A no ART

— Class 2B with ART

- Class 2B no ART

_______

ession Rate (%)
~
(2]

42}
o

@ Class 1A

50 @ Class 1B

@ Class 2A P<0.0001
N=572

I

N
[&3]

Median Metastatic Progr:

40- @ Class 2B
I 1 I

0 1 2 3 4 5
Time (years)

o

Time (years)

Ratner et al. J Am Acad Dermatol. 2026 Aug 24:50190-9622(26)03397-9. (pre-print)



Indications for Adjuvant Radiation (Molecular testing?)

i40-GEP Result
(MFS on validation cohort)

Intensity of management
Based on metastatic risk

Class 1A 0-5% Metastatic Risk
rL‘Fjg"’gg'Sk De-escalated management
MFS 97.3% .
NEe B g +  Safe to defer imaging
q} ART Benefit » Safe to defer ART
Low Likelihood
e Mﬁaas :'Bk 5-10% Metastatic Risk
i40- erate Ris . o )
o . MES 94.6% Consider increased surveillance _
eligible patient LRFS 90.0% *  Considerimaging =
: fys]
 ART Benefit +  Safe to defer ART S
ow Likelihood w
o o <
10-20% Metastatic risk Class 2A >20% Metastatic Risk 3
Overall cohort Ask without I40-GEP: High Risk +  Recommend increased survelllance o
MFS 88.8% MFS 77.9% . Recommend imaging g
LRFS83.1%
Recommend increased surveillance ) =  Recommend multidisciplinary consult ﬂ{%
Recommend Imaging LARTU? elr;':f'fd *  Unlikely benefit from ART 3
Consider multidisciplinary consult S (':D
Consider ART
>20% Metastatic Risk -
tPanal: Discriminant gene subsats +5 clinicopathologic features * Recommend increased surveillance
*  Recommend imaging
: *  Recommend multidisciplinary consult
ARt Senefit +  Likely benefit from ART

High Like

Ratner et al. J Am Acad Dermatol. 2026 Aug 24:S0190-9622(26)03397-9. (pre-print)



PNI and Radiation Targets

= For clinical or radiographic PNI — cover the named nerve to the base of skull

= For microscopic PNI —do not need to chase to base of skull

CITY OF HOPE



Management of Lymph Nodes

= Elective nodal radiation debated — may consider if operative bed is adjacent to a nodal level

® |n the setting of N+

O Resection followed by radiation for multiple nodes, single node > 3 cm, and/or extranodal extension

O Inoperable -> definitive radiation (chemo?)

CITY OF HOPE



Interpreting pathology after induction Cemiplimab

= Multicenter phase Il study of 79 patients with resectable cSCC

= 4 cycles neoadjuvant cemiplimab g3 weeks = surgery = investigator discretion observation, radiation, or
adjuvant cemiplimab

= 40 patients had a pathologic complete response to immunotherapy

Patients with a Patients witha Patients with a Patients with no ﬁ.l;:i::m who ::::f;:;c;h :?;:::a::::'ogiml :::':‘;;sg‘z:r :’::;?:e":'rt:onto
pathological l‘I"IBjOI‘ PathO |ogica| pathological part ial r95p0nse=|= (n=13) neoadjuvant complete response| response (n=10) partial response evaluable (n=22)
complete response* responset (n=10)  response (n=7) cemiplimab (n=79) (n=40) (n=7)
(n=40) Median (95% Cl) event-free survival, months ~ NR (NE-NE) NR (NE-NE) NR (8:3-NE) NR (NE-NE) 25 (8-NE)
12-month event-free survival, % (95% C1) 89% (79-94) 95% (81-99) 89% (43-98) 100% (NE-NE) 72% (44-88)
Cemiplimab 12 (30%) 1(10%) 2(29%) 1(8%) Number of events 11 (14%) 3(8%) 1(10%) 0 7(32%)
Radiotherapy 1(3%) 5 (50%) 3 (43%) 8 (62%) Progressive disease that precludes surgery 2 (3%) 0 0 0 2 (9%)
Observation 24 (60%) 3 (30%} 5 (29%) 3 (23%) | Disease recurrence 3(4%) 0 1(10%)* 0 2(9%)T
Death 6 (8%) 3(8%) 0 0 3(14%)
Number of censored patients 68 (86%) 37 (93%) 9 (90%) 7 (100%) 15 (68%)

Still investigational, but early data is provocative
Increases need for adjuvant immunotherapy

CITY OF HOPE Gross et al. J Am Acad Dermatol. Lancet Oncol. 2023 Nov;24(11):1196-1205. 36



Case 1

= 95-year-old woman with a history of
multiple non-melanoma skin cancers,
more than 10+ treatments with Mohs
surgery, presents with a new bleeding
papule on the right side of her nose.

= Biopsy shows a nodular BCC

= Patient declines additional surgery
due to surgery fatigue.

CITY OF HOPE




Case 2

July 2024: Left cheek lesion — shave biopsy — SCC

Oct 2024: Radiation 15 fractions for total of 45 Gy

Jan 2025: shave biopsy — SCC

Feb 2025: wide local skin excision — positive margins

Mar 2025: Repeat wide local excision — positive deep margin

CITY OF HOPE



= Wide local excision, rhnomboid rotational flap

CITY OF HOPE



NCCN Guidelines - SCC

e Final pathology:

e 1x1cmresidual tumor
e Negative margins

e Moderately to poorly
differentiated

e |nvasion of subcutaneous
adipose tissue and skeletal
muscle — depth 9 mm

e Perineural invasion

e Adjuvant treatment?
— Radiation alone

— Concurrent
Chemoradiation

— Concurrent Radiation +
Immunotherapy

— Radiation followed by
Immunotherapy

CITY OF HOPE SCC-B. © 2026 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the
express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.



Case 3

= Right preauricular lesion — SCC

= April 2025 — Mohs resection — positive
margins

Temporalis
Facial nerve

Parotid

» Wide local excision,
parotidectomy, neck dissection,
Anterolateral thigh free flap

CITY OF HOPE 41



NCCN Guidelines - SCC

e Final pathology:

e 29cm

e depth 1.8 cm, invades
conchal cartilage

e Moderately to poorly
differentiated

e Perineural invasion
present

e 0/21 lymph nodes

e Adjuvant treatment?
— Radiation alone

— Concurrent
Chemoradiation

— Concurrent Radiation +
Immunotherapy

— Radiation followed by
Immunotherapy

CITY OF HOPE SCC-B. © 2026 National Comprehensive Cancer Network, Inc. All rights reserved. These guidelines and this illustration may not be reproduced in any form without the
express written permission of NCCN®. To view the most recent and complete version of the NCCN Guidelines, go online to NCCN.org.



= 87 year old with hx coronary stent and DVT on eliquis
O 5 years ago SCC of the right cheek excised
O 2 years of right cheek numbness

O Biopsy proven SCC with focal ACC

Asymmetric enlargement and enhancement of the
right infraorbital nerve extending back to foramen
rotundum without abnormal enhancement and
Meckel's cave or the cisternal trigeminal nerve

CITY OF HOPE 43



CITY OF HOPE

= 87 year old with recurrent right cheek SCC with focal ACC with perineural spread
O Received 5 cycles neoadjuvant cemiplimab

O Subsequent PET showed increased avidity in the tumor (no response)

44



Case 4

» Treatment: Definitive radiation: 70gy/35 fractions with photon therapy/IMRT

CITY OF HOPE 45



Case 4: Treatment Toxicities and Outcome

Week 1 Week 3 Week 4

S8
L.

Week 5 Week 6 Week 7 6 month followup

CITY OF HOPE 46



e NEW ENGLAND
JOURNAL of MEDICINE

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.S., s38 |, for the
C-POST Trial Investigators™  Author Info & Affiliations

Published May 31, 2025 | DOI: 10.1056/NE|Moa2502449 | Copyright ©_2025

Cemiplimab
350 mg IV
Q3W for 12 weeks*

Cemiplimab
700 mg IV
QB6W for 36 weeks*

Surgery, with Completion of
high-risk = post-operative
features radiotherapy
Placebo Placebo
\Y) v
Q3W for 12 weeks* QB6W for 36 weeks*
Stratification:

+ Tumor location: Head & neck vs non-head & neck

= Geographic region: N. America vs AUS/NZ vs ROW
* High-risk category: nodal vs non-nodal

» ECOG performance score: 0 vs 1

= History of CLL" yes vs no

Primary endpoint: Disease-free survival (DFS)

Nodal and non-nodal high-risk criteria*

Nodal disease In-transit metastases m Recurrent CSCC

CSCC that arises within
the area of previously
resected tumor, plus
21 additional feature:

Skin or subcutaneous
metastases =20 mm from
the primary lesion but
not beyond the regional
nodal basin

Clinical and/or
radiologic
involvement of
named nerves

ECE with =1 node
=220 mm' OR =3 nodes
regardless of ECE

Invasion of cortical
bone or skull base

* =N2b disease associaled with the

recurrent lesion
= Nominal 2T3

» Poorly differentiated histology and
recurrent lesion =20 mm diameter

Rischin D, Porceddu S, Day F, et al. Adjuvant Cemiplimab or Placebo in High-Risk Cutaneous Squamous-Cell Carcinoma. N Engl J Med. May 31

2025;d0i:10.1056/NEJM0a2502449

Disease-free survival

1.0 5 92.4%
87.1%
w 83.1%
0.8 o jage MR
[7:) 5%
4 . 64.1%
o) % 60.4%
%S 0.6 At
z l
o
- Cemiplimab
8 04 N2
na.o: Events, n 24 65
—— Cemiplimab ' Median DFS, NR (NE-NE) 494 (48 5-NE)
0.2 1 _— i months*
Placebo ' HR (95% CIjt# 0.319 (0.199-0.511)
+ Censored ! i Povaluets <0.0001
0 T T 1 T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Month
No. of patients at risk:
Cemiplimab 209 172 157 132 116 104 83 66 47 33 27 22 9 6 0
Placebo 206 161 130 94 82 69 53 42 36 26 24 18 10 2 0



Questions

Sean Maroongroge MD
smaroongroge@coh.org

Badri Modi MD
bamodi@coh.org

Krupal Patel MD
kruppatel@coh.org

Arya Amini MD
aamini@coh.org

CITY OF HOPE
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