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RISK FACTORS FOR LOCAL RECURRENCE OR METASTASES
Low Risk High Risk
H&P
Location/size Area L <20 mm Area L =20 mm
Area M <10 mm‘l Area M =10 mm
Area H?
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 Well or moderately differentiated Poorly differentiated
Acantholytic (adenoid), adenosquamous (showing mucin production), (-] (+)
desmoplastic, or metaplastic (carcinosarcomatous) subtypes
Depth2!3: Thickness or level of invasion =6 mm and no invasion beyond =6 mm or invasion beyond
subcutaneous fat subcutaneous fat
Perineural, lymphatic, or vascular involvement (-) (+)
Area H = "mask areas” of face (central face, eyelids, ?ebmws: periorbital, nose, lips [cutaneous and vermilion], chin, mandible, preauricular and postauricular
skin/sulci, temple, ear), genitalia, hands, and feet.
Area M = cheeks, forehead, scalp, neck, and pretibia.
Area L = trunk and extremities (excluding hands, nail units, pretibia, ankles, feet).

TMust include peripheral rim of erythema.

2If clinical evaluation of incisional biopsy suggests that microstaging is inadequate, consider narrow margin excisional biopsy.

2Deep invasion is defined as invasion beyond the subcutaneous fat OR =6 mm (as measured from the granular layer of adjacent normal epidermis to the base of the tumoar,

consistent with AJCC 8th edition).

“Location independent of size may constitute high risk.

5Area H constitutes high risk based on location, independent of size. Marrow excision margins due to anatomic and functional constraints are associated with increasad recurrence
rates with standard histologic processing. Complete margin assessment such as with Mohs micrographic surgery is recommended for optimal tumor clearance and maximal
ttssu_& cqns_e_wat_ion. Epr tu_rnﬂrs_--:ﬁ mm i[: siz_@!, wl_th_q_}u_l n_t_her high-risk features, other treatment modalities may be considered if at least 4-mm clinically tumor-free margins can be

T T e
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on g8 PRINCIPLES OF RADIATION THERAPY FOR SQUAMOUS CELL SKIN CANCER

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.

* Radiation therapy is contraindicated in genetic conditions predisposing to skin cancer (eg, basal cell nevus syndrome) and relatively contraindicated
for patients with connective tissue diseases (eq, scleroderma).

* Given higher complication rates, re-irradiation should not be routinely utilized for recurrent disease within a prior radiation field.

* There are insufficient long-term efficacy and safety data to support the routine use of electronic surface brachytherapy.

* Radioisotope brachytherapy could be considered in highly selected cases.

General Treatment Information

Examples of Dose Fractionation and Treatment Duration

Primary Tumor

Definitive RT
Tumor diameter <2 cm 6064 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 3 to 4 weeks
Postoperative Adjuvant 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 5060 Gy over 5 to 6 weeks
» Positive margins or ECE 6066 Gy over 6 to 7 weeks
* Lymph node regions, without lymph node dissection
» Clinically negative, at risk 50 Gy over 5 weeks
» Clinically positive B60-70 Gy over 6 to 7 weeks
= Clinically at-risk nerves 5060 Gy over 5 to 6 weeks

ECE = Extracapsular extension
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American Joint Committee on Cancer (AJCC)

TNM Staging Classification for Cutaneous Squamous Cell Carcinoma of the Head and Neck (¢5SCC) (8th ed., 2017)

Table 1. Definitions for T, N, M

T Primary Tumor cN
™ FPrimary tumor cannot be assessed NX
Tis Carcinoma in sifu NO
™ Tumor smaller than 2 cm in greatest dimension N1
T2 Tumor 2 cm or larger, but smaller than 4 cm in greatest
dimension N2
T3 Tumor 4 cm or larger in maximum dimension or minor bone
erosion or perineural invasion or deep invasion®
T4 Tumor with gross cortical bone/marrow, skull base invasion
and/or skull base foramen invasion
T4a Tumor with gross cortical bone/marrow invasion N2a
T4b  Tumor with skull base invasion and/or skull base foramen
involvement NZ2b
*Deep invasion is defined as invasion beyond the subcutaneous fat or =6 mm
(as measured from the ?ranular layer of adjacent normal epidermis to the base N2C
of the tumor); perineural invasion for T3 classification is defined as 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 radiographic N3
involvement of named nerves without skull base invasion or transgression.
Nia
N3b

Clinical N (cN)

Regional Lymph Nodes
Regional lymph nodes cannot be assessed
No regional lymph node metastasis

Metastasis in a single ipsilateral lymph node, 3 cm or smaller in
greatest dimension and ENE(-)

Metastasis in a single ipsilateral node 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(-);

or in metastasis in bilateral or contralateral lymph nodes, none
larger than 6 cm in greatest dimension and ENE(-)

Metastasis in a single ipsilateral node larger than 3 cm but not
larger than 6 cm in greatest dimension and ENE(-)

Metastasis in multiple ipsilateral nodes, none larger than 6 cm in
greatest dimension and ENE({-)

Metastasis in bilateral or contralateral lymph nodes, none larger
than 6 cm in greatest dimension and ENE(-)

Metastasis in a lymph node larger than 6 cm in greatest
dimension and ENE(-);
or metastasis in any node(s) and clinically overt ENE [ENE(+)]

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

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 (ENE)
should be recorded as ENE(-) or EME(+).

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.
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American Joint Committee on Cancer (AJCC)

TNM Staging Classification for Cutaneous Squamous Cell Carcinoma of the Head and Neck (¢SCC) (8th ed., 2017)

Pathological N (pN)
pN Regional Lymph Nodes

MNX Regional lymph nodes cannot be assessed

MNO Mo regional lymph node metastasis

N1 Metastasis in a 5|ngle ipsilateral lymph node, 3 cm or smaller in greatest
dimension and EN

N2 Metastasis in a sin Ele +p5|laterai lymph node, 3 cm or smaller in greatest
dimension and EN
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(-);
or in bilateral or contralateral lymph node(s), none larger than 6 cm in greatest
dimension, ENE(-)

N2a Metastasis in single ipsilateral node 3 cm or smaller in greatest dimension and
ENE(+);
ora 5|r1gle ipsilateral node larger than 3 cm but not larger than 6 cm in greatest
dimension and ENE(-)

N2b Metastasis in multiple ipsilateral nodes, none larger than 6 cm in greatest
dimension and ENE(-)

N2c  Metastasis in bilateral or contralateral lymph node(s), none larger than 6 cm in
greatest dimension and ENE(-)

N3 Metastasis in a lymph node larger than 6 cm in greatest dimension and ENE(-);
or in a single ipsilateral node larger than 3 cm in greatest dimension and ENE(+);
or multiple ipsilateral, contralateral, or bilateral nodes, any with ENE(+);
or a single contralateral node of any size and ENE(+)

MN3a Metastasis in a lymph node larger than 6 cm in greatest dimension and ENE(-)

N3b Metastasis in a single ipsilateral node larger than 3 cm in greatest dimension and
ENE(+);
or multlllple ipsilateral, contralateral, or bilateral nodes, any with ENE(+);
or a single contralateral node of any size and ENE(+)

Mote: A designation of "U” or "L" may be used for any M 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 (ENE) should be recorded as ENE(-) or ENE(+).

M
Mo
M1

G
GX
G1
G2
G3
G4

Distant Metastasis
Mo distant metastasis
Distant metastasis

Histologic Grade

Grade cannot be assessed
Well differentiated
Moderately differentiated
Poorly differentiated
Undifferentiated

Table 2. AJCC Prognostic Stage Groups

T N M
Stage 0 Tis NO MO
Stage | T1 NO MO
Stage Il T2 NO MO
Stage Il T3 NO MO

T N1 MO
T2 N1 MO
T3 N1 MO

Stage IV T N2 MO

T2 N2 MO
T3 N2 MO
Any T N3 MO
T4 AnyN MO
Any T AnyN M1




7 -1.chemotherapy regimen or metastasis

B g e

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




2 -2.chemotherapy regimen & EGFRI or metastasis

i
chemotherapy regimen & EGFRI

published C/T regimens schedule
Cisplatin 100 mg/m2 IV D1 Q 21 days * 6 cycles
5-FU1g/m2 IV D14 Q 21 days * 6 cycles
* Cetuximab 400 mg/m2 ; 250 mg/m2 IV 400 mg/m2 * Week 1 ; then 250 mg/m2 * Q!

Iximab could be continued as long as the response or the stabilization persisted
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2 -2.chemotherapy regimen & EGFRI or metastasis

i
chemotherapy regimen & EGFRI
published C/T regimens schedule
Cisplatin 100 mg/m2 IV D1 Q 21 days * 6 cycles
5-FU1g/m2 IV D14 Q 21 days * 6 cycles

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

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

g R
EGFRI

published C/T regimens schedule

>etuximab, 400 mg/m2 IV Week 1, then 250 mg/m2 QW Till IV or unacceptable toxicity

tuximab could be continued as long as the response or the stabilization persisted
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