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STRATIFICATION TO DETERMINE TREATMENT OPTIONS AND FOLLOW-UP FOR LOCAL CSCC BASED ON RISK FACTORS
FOR LOCAL RECURRENCE, METASTASES, OR DEATH FROM DISEASE

Risk Group' Low Risk High Risk Very High Risk
Treatment options See SCC-2 See SCC-3 See SCC-3
H&P
Location/size? Trunk, extremities <2 cm Trunk, extremities =2 cm — <4 cm =4 cm (any location)
Head, neck, hands, feet, pretibia,
and anogenital (any size)®
Borders Well-defined Poorly defined
Primary vs. recurrent Primary Recurrent
Immunosuppression (-) (+)
Site of prior RT or chronic inflammatory process (-) (+)
Rapidly growing tumor (-) (+)
Neu mluﬁic sym-ptums (-) (+)
Pathology (See SCC-A)
Degree of differentiation “%gi#;g:t?:&}elr Poor differentiation
Histologic features: Acantholytic (adenoid), Desmoplastic SCC
adenosquamous (showing mucin production), (-) (+)
or metaplastic (carcinosarcomatous) subtypes
Dopi*: Thicknessorlvel f invasion e oo Doy e o
Tumor cells within the nerve
Perineural involvement (- (+) :E:ﬁ:f d“amgﬂulr?::‘eﬂagfl? ngr
0.1 mm
Lymphatic or vascular involvement (-) {-) (+)

See footnotes on SCC-B (2 of 2)

Mote: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

‘arslan 1.2022, 1097/21 2021 Malianal Comprenanshie Cancer Nebwarks (MCCMe ). All righis nessrved. MCCM Guldelinags ana this lusiratian may not be repraduced in any form Wnoul he express witen permissicn of NOCN
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o PRINCIFPLES OF RADIATION THERAPY
General Principles
* Protracted fractionation is associated with improved cosmetic results and should be utilized for poorly vascularized or cartilaginous areas.
* For extensive perineural invasion, clinically evident perineural involvement, or involvement of named nerves (particularly in the head and neck region),
consider including the course of the local nerves proximally.
* RT is contraindicated for genetic conditions predisposing to skin cancer (eg, basal cell nevus syndrome) and relatively contraindicated
for patients with connective tissue diseases (eg, sclerodermal).
* Given higher complication rates, re-irradiation should not be routinely utilized for recurrent disease within a prior radiation field.
* |sotope-based brachytherapy can be an effective treatment for certain sites of disease, particularly on the head and neck.
* There are insufficient long-term efficacy and safety data to support the routine use of electronic surface brachytherapy.

General Treatment Information

Primary Tumor Examples of Dose Fractionation and Treatment Duration
Definitive RT
Tumor diameter <2 cm 60-64 Gy over 6 to 7 weeks
50-55 Gy over 3 to 4 weeks

40 Gy over 2 weeks
30 Gy in 5 fractions over 2 to 3 weeks

Tumor diameter 22 cm, T3/T4, or those with 60-70 Gy over 6 to 7 weeks
invasion of bone or deep tissue 45-55 Gy over J to 4 weeks
Postoperative Adjuvant RT 60-64 Gy over 6 to 7 weeks

50 Gy over 4 weeks

Regional Disease
* Lymph node regions, after lymph node dissection

2 Negative margins, no ECE 50-60 G}" over 5 to 6 weeks
» Positive margins or ECE 60-66 G}" over 6 to 7 weeks
* Lymph node regions, without lymph node dissection
» Clinically negative, at risk 50 Gy over 5 weeks .
» Clinically positive 60-70 Gy over 6 to 7 weeks ‘
= Clinically at-risk nerves 50-60 Gy over 5 to 6 weeks lﬁ |
“. 0
pa
Note: All recommendations are category 28 unless otherwise indicated. . l'!“g,‘&
Climical Trials: NCCHN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. N r
‘erslon 1.2022, 1141721 € 2021 Matianal Compnehanshe Cancer Networks (NCCMe) Al ights resensed. MCCM Gukdelinass and this Iustration may nol be reproducad In any form wihout the axpness wiilen permission of KCCH SCC-E e
Uy 5
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Network
American Joint Committee on Cancer (AJCC)
TNM Staging Classification for Cutaneous Carcinoma of the Head and Neck (8th ed., 2017)"2
Table 1. Definitions for T, N, M Clinical N {cN
T Primary Tumor cN Regional Lymph Nodes
X Primary tumor cannot be assessed NX Regional lymph nodes cannot be assessed
Tis Carcinoma in situ NO Mo regional lymph node metastasis
T Tumor smaller than or equal to 2 cm in greatest dimension N1 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest
. dimension and EME(-)
T2 Tumer larger than 2 cm, but smaller than or equal to 4 cmin
greatest dimension N2 Metastasis in a single ipsilateral node larger than 3 cm but not larger than &
. . . . . ' dimension and ENE(-);
T3 Tumer larger than 4 cm in maximum dimension or minor bone <m i greatest « T ' .
erosion or perineural invasion or deep invasion® g{gﬁ;gﬁhﬁg ﬂﬂ“fﬂ%ﬁggﬁgfml lymph nodes, none larger than 6 cmiin
T4 Tumor with gross cortical bone/marrow, skull base invasion and/or or in bilateral or contralateral lymph nodes, none larger than 6 cm in
skull base foramen invasion greatest dimension and ENE(-)
T4a  Tumor with gross cortical bone/marrow invasion N2a Metastasis in a single ipsilateral node larger than 3 cm but not larger than 6
T4b  Tumor with skull base invasion and/or skull base foramen cm in greatest dimension and ENE(-)
involvement N2b  Metastases in multiple ipsilateral nodes, none larger than 6 cm in greatest
"Deep invasion is defined as invasion be;,mnd the subcutaneous fat or =6 mm dimension and ENE(-)
as measured from the granular layer of adjacent normal epidermis to the N2

Metastases in bilateral or contralateral lymph nodes, none larger than 6 cm

se of the tumor); perineural invasion for T3 classification is defined as in greatest dimension and ENE(-)

tumor cells within the nerve sheath of a nerve lying deeper than the dermis

or measuring 0.1 mm or larger in caliber, or presenting with clinical or N3 Metastasis in a lymph node larger than 6 cm in greatest dimension and
radiographic involvement of named nerves without skull base invasion or EME(-);
transgression. or metastasis in any node(s) and clinically overt ENE [ENE(+)]
M3a Metastasis in a lymph node larger than & cm in greatest dimension and
ENE(-)

M3b Metastasis in any node(s) and ENE (+)

Mote: A designation of "U” or °L" may be used for any N category to indicate
metastasis above the lower border of the cricoid () or below the lower border of
the cricoid (L). Similarly, clinical and pathological extranodal extension (EME)
should be recorded as ENE(-) or ENE(+).

1 These staging tables are for cutaneous squamous cell carcinoma, cutaneous carcinoma, basal cell carcinoma of the head and neck, and all other nonmelanoma skin B v
carcinomas of the head and neck (except Merkel cell carcinoma). Anatomic sifte of external vermilion lip is included because it has a more similar embryologic arigin to skin, E”""'
and its etiology—which is often based on uliraviolet exposure—is more similar to other nonmelanoma skin cancers. The AJCC Staging Manual, Eighth Edition does not include | -
staging for cutaneous carcinoma outside the head and neck. Lf‘ 4 H

2 lUsed with the permission of the American College of Surgeons, Chicago, lllinois. The original source for this information is the AJCC Cancer Staging Manual, Eighth Edition .-
(2017 published by Springer International Publishing L 4 ll.‘.' #&

v
=

Continued

‘wizrslon 1.2022, 1111721 ©2021 Mational Comprenenshe Cancer Mebwore (MCCH), All ights resaned. NCCH Guideliness and this liustration may not be: reproduced In any form wilhoul the express weitien permission of KCCH 5T_1
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American Joint Committee on Cancer (AJCC)
TNM Staging Classification for Cutaneous Carcinoma of the Head and Neck (8th ed., 2017)"2

Pathological N (pN) M  Distant Metastasis
pN Regional Lymph Nodes M0 No distant metastasis
M1
G

NX Regional lymph nodes cannot be assessed Distant metastasis
NO Mo regional lymph node metastasis Histologic Grade
N1 IMietastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest dimension and ENE(-) GX Grade cannot be assessed
N2 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest dimension and ENE(+); G1  Well differentiated

or larger than 3 cm but not larger than 6 cm in greatest dimension and ENE(-);
or metastases in multiple ipsilateral lymph nodes, none larger than 6 cm in greatest dimension and ENE(-); G2 Moderately differentiated
or in bilateral or contralateral lymph node(s), none larger than & cm in greatest dimension, ENE(-) G3  Poorly differentiated

M2a Metastasis in single ipsilateral node 3 cm or smaller in greatest dimension and ENE(+);
or a single ipsilateral node larger than 3 cm but not larger than 6 cm in greatest dimension and ENE(-) G4 Undifferentiated
Table 2. AJCC Prognostic Stage Groups

N2b  Metastases in multiple ipsilateral nodes, none larger than & cm in greatest dimension and ENE(-)

MN2c  Metastases in bilateral or contralateral lymph nede(s), none larger than 6 cm in greatest dimension and T N M

ENE(-) Stage 0 Tis NO M0
N3 Metastasis in a Ii.'mph node larger than 6 cm in greatest dimension and ENE(-); Stage | ™ N0 M0

orin a single ipsilateral node larger than 3 cm in greatest dimension and ENE(+); Stage || T2 NO MO
or multiple Ipaﬁ:teral, contralateral, or bilateral nodes, any with ENE(+);
or a single contralateral node of any size and ENE(+) Stagelll T3 N0 M0

M3a Metastasis in a lymph node larger than 6 cm in greatest dimension and ENE(-) ™ N1 M0

N3b  Metastasis in a single ipsilateral node larger than 3 cm in greatest dimension and ENE(+); T2 N1 MO
or multiple ipsilateral, contralateral, or bilateral nodes, any with ENE{+); T3 N1 MO
or a single contralateral node of any size and ENE(+) Stage IV T N2 MO

Mote: A designation of "U" or "L" may be used for any N category to indicate metastasis above the lower border of

the cricoid (U) or below the lower border of the cricoid (L). Similarly, clinical and pathological extranodal extension T2 N2 Mo

(ENE) should be recorded as ENE[{-) or ENE(+). T3 N2 Mo

Any T N3 M0
T4 Any N - MO
Ay T AnyN - M1

! These staging tables are for cutaneous squamous cell carcinoma, cutaneous carcinoma, basal cell carcinoma of the head and neck, and all other nonmelanoma skin
carcinomas of the head and neck (except Merkel cell carcinoma). Anatomic site of external vermilion lip is included because it has a mora similar embryslogic ongin to skin,

and its etialogy—which is often based an ultraviolet exposure—is maore similar to other nonmelanoma skin cancers. The AJCC Staging Manual, Eighth Edition does not include , U
slaging for cutanaous carcinoma outside the head and neck. B
2 Used with the permission of the American College of Surgeons, Chicago, lllinois. The original source for this information is the AJCC Cancer Staging Manual, Eighth Edition N
(2017) published by Springer International Publishing. ¥
§T-2
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it i v -1:.chemotherapy regimen or metastasis

A

chemotherapy regimen

published C/T regimens schedule

Cisplatin, 100 mg/m2 IV D1 Q 21-28 days x 4 cycles

5-FU,1g/m2 IV D1-3 Q 21-28 days x 4 cycles
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it i v -2:.chemotherapy regimen & EGFRI or metastasis

B R

chemotherapy regimen & EGFRI

published C/T regimens

schedule

Cisplatin 100 mg/m2 IV D1

Q 21 days * 6 cycles

5-FU 1 g/m2 IV D1-4

Q 21 days * 6 cycles

* Cetuximab 400 mg/m2 ; 250 mg/m2 IV

400 mg/m2 * Week 1 ; then 250 mg/m2 * QW

* Cetuximab could be continued as long as the response or the stabilization persisted
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b2 7 -3:EGFRI or metastasis

R A
EGFRI

published C/T regimens schedule

«Cetuximab, 400 mg/m2 IV Week 1, then 250 mg/m2 QW Till IV or unacceptable toxicity

* Cetuximab could be continued as long as the response or the stabilization persisted
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PRINCIPLES OF SYSTEMIC THERAPY

New Regional Disease (See SCC-4 and SCC-5)
» For most cases of fully resected regional disease, adjuvant systemic therapy
. is not recommended, unless within a clinical trial.
[ - = For patients with resected high-risk regional disease, consider RT £ systemic
.ie::r igl?a.i]ta who have residual disease and further surgery is not feasible, . E::r::ﬁeﬂ:sbmmrunlauat:tubla Inoperable. or incompletely resected discase
recommend RT, and multidisciplinary teams can consider concurrent multidisciplinary consultation ;! nalu::lad m‘ cunaldar'p y '
systemic therapy in select cases (Table 1). )
¢ RT = systemic therapy (Table 1)
* For patients who have complicated cases of locally advanced disease 1
in which curative surgery and curative RT are not feasible,! recommend + Systemic therapy alone If curative RT not feasible’ (Table 2)

multidisciplinary consultation to consider systemic therapy alone (Table 2).  Regional Recurrence or Distant Metastatic Disease (See SCC-6)
+ For regional recurrence or distant metastases, multidisciplinary team can

consider systemic therapy alone (Table 2) or in combination with RT (Table 1).

Table 1: Systemic Therapy Options for Use with RT

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
* Cisplatin? * None * EGFR inhibitors (eg, cetuximab)®
* Clinical trial®* * Cisplatin + 5-FU?

« Carboplatin + paclitaxel® 58
Table 2: Options for Systemic Therapy Alone

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
« Cemiplimab-rwic*# (if curative RT or surgery is  + If ineligible for or progressed on immune * If ineligible for or progressed on immune
not feasible! for locally advanced, recurrent, or checkpoint inhibitors and clinical trials, checkpoint inhibitors and clinical trials, consider:
phertetielimene consider: » EGFR inhibitors (eg, cetuximab)?
* Pembrolizumab®* (if curative RT or surgery is » Carboplatin + paclitaxel »Ca paclm?ina
not feasible! for locally advanced, recurrent, or » Cisplatin
b Cislglutin + 5. FU?
» Carboplatin®

I
See Footnotes and References on SCC-F(20f2) §

Note: All recommaendations are category 28 unless otherwise indicated,
Clinioal Trials: NCCN believes that the best management of any patient with cancer is in a elinical trial. Participation in alinical trials is especially encouraged,

SCC-F
10F 2

TN WY R WA

riian 12022, 1T S 2021 NEtkanal Comprnenihas Cancar Natwone (MCCHe L Al FgRIE neblrved. MCCN GuiIBIng and i ITusirstian ray fof B Meproducsd In any foem winaul the axpnia wimen paemissen of NCCH



Refe

10.
11.

NCCN Clinical P , '|d’é,|

Am J Clin Dermatol. 2016 Oct;17(5):491-508. Cutaneous Squamous Cell Carcinoma: A Review of High-Risk and Metastatic Disease.

Mendenhall WM, Ferlito A, Takes RP, et al. Cutaneous head and neck basal and squamous cell carcinomas with perineural invasion. Oral Oncol
2012;48:918-922.

Gurudutt VV, Genden EM. Cutaneous squamous cell carcinoma of the head and neck. J Skin Cancer 2011;2011:502723.

Phase Il study of cetuximab as first-line single-drug therapy in patients with unresectable squamous cell carcinoma of the skin. J Clin Oncol. 2011 Sep
1;29(25):3419-26

Lott DG, Manz R, Koch C, Lorenz RR. Aggressive behavior of nonmelanotic skin cancers in solid organ transplant recipients. Transplantation
2010;90:683-687.

Cranmer LD, Engelhardt C, Morgan SS. Treatment of unresectable and metastatic cutaneous squamous cell carcinoma. Oncologist 2010;15:1320-1328.
Brantsch KD, Meisner C, Schonfisch B, et al. Analysis of risk factors determining prognosis of cutaneous squamous-cell carcinoma: a prospective study.
Lancet Oncol 2008;9:713-720.

Platinum-Based Chemotherapy plus Cetuximab in Head and Neck Cancer.N Engl J Med 2008;359:1116-27.Neville JA, Welch E, Leffell DJ.Management
of nonmelanoma skin cancer in 2007. Nat Clin Pract Oncol 2007;4:462-4609.

Squamous cell carcinoma developing on burn scar. Ann Plast Surg 2006;56:406-408.

Ross AS, Schmults CD. Sentinel lymph node biopsy in cutaneous squamous cell carcinoma: a systematic review of the English literature. Dermatol

Surg 2006;32:1309-1321.

12. Veness MJ, Morgan GJ, Palme CE, Gebski V. Surgery and adjuvant radiotherapy in patients with cutaneous head and neck squamous cell carcinoma

metastatic to lymph nodes: combined treatment should be considered best practice. Laryngoscope 2005;115:870-875. L
P e

el | l?. E

";'I_“.%.-&

Y S AR



