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STRATIFICATION TO DETERMINE TREATMENT OPTIONS AND FOLLOW-UP FOR LOCAL C5CC 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 (-) (+)
Neurologic symptoms (-) (+)
Pathology (See SCC-A)
Degree of differentiation Wegi#égﬁ:&tely Poor differentiation
Histologic features: Acantholytic (adenoid), Desmoplastic SCC
adenosquamous (showing mucin production), (<) (+)
or metaplastic (carcinosarcomatous) subtypes
34, Thi i i =6 mm and no invasion =6 mm or invasion
Depth™™: Thickness or level of invasion beyond subcutaneous fat beyond subcutaneous fat
Tumor cells within the nerve

. . sheath of a nerve lying deeper

Perineural involvement ) (*) than the dermis or measuring
20.1 mm

Lymphatic or vascular involvement (-) (-) (+)

Note: All recommendations are category 28 unless othersise indicated.
Clinizal Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Warskon 1.2022, 1179721 2021 Natkanal Comprenansive Cancer Netwarks (NCCMY Al fights nesen/ed. NCON Guidelnas and s [Tusiratian may nol be raproduced |0 ary form Winoul tha express wimen permission of ROCH

See footnotes on SCC-B (20f2) &~
-
F_tw B
sccs | Qe
10F 2
e T e i
g



National

comprehensive NCCN Guidelines Version 1.2023 NCCN Guidelines Index

e . Table of Contents
NCCR ﬁ:?ﬁﬁ;ka Squamﬂus Cell Skin Cancer Discussion

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 cc-2 SCC-3 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)®

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

Site of prior RT or chronic inflammatory process (<) (+)
Rapidly growing tumor {-) (+)
Meurcologic symptoms () (+)
Pathology (SCC-A)

Well or moderately

Degree of differentiation Poor differentiation

differentiated
Histologic features: Acantholytic (adenoid), Desmoplastic SCC
adenosquamous (showing mucin production), (<) (+)
or metaplastic (carcinosarcomatous) subtypes
De pth"-d: Thickness or level of invasion =2 mm thick and no invasion 2-6 mm depth >6 mm or invasion

beyond subcutaneous fat beyond subcutaneous fat

Tumor cells within the nerve
sheath of a nerve lying deeper

Perineural involvement ) *) than the dermis or measuring
20.1 mm
Lymphatic or vascular involvement (-) (=) (+)

Footnotes on SCC-B (2 of 2)

Mote: All recommandations 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.

Wersion 1.2023, 031052033 © 2023 National Comprehensive Cancer Metwork® [NCCRNE), All ights reserved. MCCN Guidelines® and this illusiration may nol be reproduced in any form withoul the express writben pesmizssion af NCOCH.
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PRINCIPLES OF TREATMENT

* The primary goals of treatment of CSCCs are the complete removal of the tumor and the maximal preservation of function and cosmesis.

All treatment decisions should be customized to account for the particular factors present in the individual case and for the patient’s
preference.

» Surgical approaches often offer the most effective and efficient means for accomplishing cure, but considerations of function, cosmesis, and
patient preference may lead to choosing RT as primary treatment in order to achieve optimal overall results.

* In certain patients at high risk for multiple primary tumors, increased surveillance and consideration of prophylactic measures may be
indicated. (Identification and Management of Patients at High Risk for Multiple Primary CSCCs [SCC-C]).

*In patients with CSCC in situ (Eow&n disaasa] al‘ternativa therapias such as tnpical 5-FLI lapical Imiquimu-d phntndynamic therapy (eg, ALA,
: 3 $ satment modalities.

Focal squamaus in situ arislg within actinic keratnsis is nnt aprnpriata far s;r\gmvr:'.ir am:l shnuld ha trea'tad tapically

* When Mohs with margin assessment is being performed and the preoperative biopsy is considered insufficient for providing all the staging

information required to properly treat the tumor, submission of the central specimen for vertical paraffin-embedded permanent sections or
documentation of staging parameters in Mohs rapnrt is recommended.

MNote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN balieves that the best management of any patient with cancer Is in a clinical trial. Participation in clinical trials is especially encouraged.

Wersion 1.20@3, 031 02023 & 2023 National Comprehensive Cancer Network® [(MCCN=), All ights reserved. MCOCN Guidelines® and this illustration may not be reproduced in any form withoul the express wrilten permission af HNCCH.
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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 (eqg, 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

» Negative margins, no ECE 50-60 Gy over 5 to 6 weeks

» Positive margins or ECE 60-66 Gy 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

oy
,-.\m

\.,..
Note: All recommendations are category 28 unless otherwise indicated. ”‘
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.

.\."
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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

Table 1. Definitions for T, N, M Clinical N (cN)

T Primary Tumor cN Regional Lymph Nodes

TX Primary tumor cannot be assessed NX Regional lymph nodes cannot be assessed

Tis Carcinoma in sity 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 ENE(-)

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 &
cm in greatest dimension and ENE(-);

T3 Tumer larger than 4 cm in maximum dimension or minor bone ; T .
; ; - ; ; Pt or metastases in multiple ipsilateral lymph nodes, none larger than 6 cm in
erosion or perineural invasion or deep invasion greatest dimension and ENE(-);
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;,mn_d the subcutaneous fat or =6 mm dimension and ENE(-)
E’S measured from the granular layer of adjacent normal epidermis to the N2c  Metastases in bilateral or contralateral lymph nodes, none larger than 6 cm
ase 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 o . ) .
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 ENE(-);
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
EME(-)

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 (U) 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
carcinomas of the head and neck (except Merkel cell carcinoma). Anatomic site of external vermilion lip is included because it has a more similar embryologic arigin to skin,
and its etiology—uwhich 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.

L
’

.

'

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 -
(2017) published by Springer International Publishing L 4 I'Iz'*
Continued ~ =
5T1
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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 Metastasis 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
N2a 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 Undiferentiated
N2b Metastases in multiple ipsilateral nodes, none larger than 6 cm in greatest dimension and ENE(-) Table 2. AJCC Prognostic Stage Groups
MN2c  Metastases in bilateral or contralateral lymph node(s), none larger than 6 cm in greatest dimension and T N M
ENE(-) Stage 0 Tis MO M0
N3 Metastasis in a Iiarnph 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
N3a 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 M1 MO
or a single contralateral node of any size and ENE(+) Stage IV T1 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 M0
(ENE) should be recorded as ENE(-) or ENE(+). T3 N2 M0

Any T N3 M0
T4 Any N - MO
Ay T Any N 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 varmilion lip is included because it has a mora similar embryelogic arigin o skin,

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

i FipR ™

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




it 12 2 -2:.chemotherapy regimen & EGFRI or metastasis

oE 252 TN
chemotherapy regimen & EGFRI

published C/T regimens schedule
Cisplatin 100 mg/m2 IV D1 Q 21 days * 6 cycles
5-FU1g/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




a
= = . a -

= 7 -3:EGFRI or metastasis

TN
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 Reqgional 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
therapy (Table 1).

* For patients with unresectable, inoperable, or incompletely resected disease,
multidisciplinary consultation is needed to consider:
» RT & systemic therapy (Table 1)
b Systemic therapy alone if curative RT not feasible’ (Table 2)

(See SCC-3)

= For patients who have residual disease and further surgery is not feasible,
recommend RT, and multidisciplinary teams can consider concurrent
systemic therapy in select cases (Table 1).

* For patients who have complicated cases of locally advanced disease
in which curative surgery and curative RT are not feasible,’ recommend

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:
et consider: » EGFR inhibitors (eg, cetuximab)?
* Pembrolizumab®* (if curative RT or surgery is v Carboplatin + paclitaxel »Ca paclm?ina
not feasible! for locally advanced, recurrent, or ¢ Cisplatin
b Cisrlglutin + 5. FU?
» Carboplatin®

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

Hote: All recommendations are category 2A unless othereise indicated.
Clinigal Trials: NCCN believes that the best management of any patient with cancer is in a elinical trial. Participation in clinical trials is especially encouraged,

SCC-F
10F 2
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= For patients who have residual disease and further surgery is not feasible,
recommend RT, and multidisciplinary teams can consider concurrent

systemic therapy in select cases (Table 1).

* For patients who have complicated cases of locally advanced disease
in which curative surgery and curative RT are not feasible, recommend
multidisciplinary consultation to consider systemic therapy alone (Table 2).

PRINCIPLES OF SYSTEMIC THERAPY
New Regional Disease (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
therapy (Table 1).

= For patients with unresectable, inoperable, or incompletely resected disease,
multidisciplinary consultation is needed to consider:
» RT & systemic therapy (Table 1)
» Systemic therapy alone if curative RT not feasible? (Table 2)

Regional Recurrence or Distant Metastatic Disease (SCC-6)

* For regional recurrence or distant metastases, multidisciplinary team can
consider systemic therapy alone (Table 2) or in combination with RT (Table 1).

ical Candi

Table 1: Systemic Therapy Options for Use with RT
Preferred Regimens

« Cisplatin®
« Clinical trial

Useful in Certain Circumstances

« EGFR inhibitors (eg, cetuximab)®
« Cisplatin + 5-FU®

= Carboplatin |:|'ar.'.lita|:||:elt""'i

Other Recommended Regimens
= None

Table 2: Options for Systemic Therapy Alone

Preferred Regimens

« Cemiplimab-rwict® (if curative RT or surgery is
not feasible® for locally advanced, recurrent, or
metastatic disease)

« Pembrolizumab®9 (if curative RT or surgery is
not feasible? for locally advanced, recurrent, or

metastatic disease) » Cisplatin®
« Clinical trial » Cisplatin + 5-FU®
3 i:alrI:n'.1|:.'|Ia'ti|1kI

Other Recommended Regimens

= If ineligible for or progressed on immune
checkpoint inhibitors and clinical trials,
consider:
¢ Carboplatin + paclitaxel

+ Neoadjuvant cemiplimab-rwic® I
e for or progressed on immune

ineligi
checkpoint inhibitors and clinical trials, consider:
» EGFR inhibitors (eg, cetuximab)®

¢+ Capecitabine

Footnotes and References on SCC-F (2 of 2)
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