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Network®
CLINICAL PRELIMINARY DIAGNOSIS ’ADDITIDNAD RISK STATUS
PRESENTATION WORKUP WORKUP
Primary Treatment
Low risk * |of Low-Risk BCC
(BCC-2)
Lesion * H&P . . .
suspicious - BiopsyP© Basal cell Complete o ﬁ%“i:ﬂ:{ L"]::E.: ng Primary Treatment
for skin » Shave excision if carcinoma skin High risk®df —» insufficient for of High-Risk BCC
cancer? applicable (BCC) examination following diseased (BCC-3)

BCC-1
* Preliminary Workup:
» Bullet removed: Complete skin exam.
» Bullet added: Shave excision if applicable.
« New option header added: Additional Workup
» New option added: Complete skin examination.

L

Initial
presentation
of regional
or distant
metastatic
disease®

Imaging studies of
areas of interest

as indicated for
suspicion of
extensive disease®9

Treatment for
Recurrence or
Advanced Disease

(BCC-4)

» Risk Status, middle pathway following High risk, new option added: Consider imaging if clinical exam insufficient for following disease.
» Footnote d revised: Extensive disease includes deep straeturat involvement such as bone, named nerves perinetral-disease, and deep soft tissue. If
perineural-disease of named nerve(s) is suspected, MRI with contrast is preferred. If bone disease is suspected, CT with contrast is preferred unless

contraindicated.
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NCCN ﬁg;ﬁg:k@ Basal Cell Skin Cancer Discussion
PRIMARY TREATMENT" ADDITIONAL TREATMENT

Y

Curettage and electrodesiccation (C&E) or shave excision
or

If tumor appears to extend beyond the dermis, surgical or shave
excision should generally be performed rather than C&E

or Mohs"™ or other forms of peripheral
Standard excision with 4-mm clinical . {a;g;:i? on face margin assessment
margins and postoperative margin Positive or
Low-risk ?:;E;::.::; Tissue rearrangement / margins Re-excision if clinically feasible — | Follow-up
Bcche i ' or (ECC-4)
undermining) should not be RT! for non-surgical candidates”

undertaken until clear margins are

identified (second intention healing, Negative

linear repair, or skin graft are margins "
acceptable)

or

|

Topical thaa'ra;:\w_l,.\*i J -

L 2

Radiation therapy (RT) for non-surgical candidates”

b Principles of Pathology (BCC-A).

t Risk Factors for Recurrence (BCC-B). | Principles of Radiation Therapy (ECC-D).

h Doingi | k PDEMA with permanent section analysis or intraoperative frozen section analysis is an
alternative to Mohs. See Principles of FDEMA Technigue (SCC-G).

Mohs surgery should be performed by dermatologic surgeons who have specialized
training and experience in this procedure.

As per other appropriate use criteria. Task Force/Committee Members, Vidal Cl, Armbrect
EA, Andrea AA, et al. J Am Acad Dermatol 2019;80:189-207.e11.

![n patients with superficial basal cell skin cancer, therapies such as topical
imiguimod, topical S-fluorouracil, photodynamic therapy, or cryotherapy
may be considered, although cure rates are approximately 10% lower than
for surgical treatment modalities. Jansen MHE, et al. J Invest Dermatol

2018;138:527-533. Drew BA, et al. Dermatol Surg 2017:43:1423-1430.

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

Wersion 12023, 031 02025 & 2023 National Comprehensive Cancar Metwork® [MCCN®), All nights resarved. NCCHN Guidelines® and this illusiralion may nol be reproduced in any form withoul the axpress writben permission af NCCHL

BCC-2

» Primary Treatment:
» Top option revised: Curettage and electrodisiccation (C&E) or shave excision—Exetuding-terminat-hair-bearing-areas,—such-as-the-scaip,pubic-and-

; - OF.

» Second option revised: If tumor appears to extend beyond the dermis, surgical or shave excision should generally be performed rather than C&E.
» New option added: Topical therapy.

* Footnote removed: For tumors on cheeks, forehead, scalp, neck, and pretibia that are <6 mm in depth and confined to the dermis, C&E may
be considered as an alternative primary treatment option if Mohs, resection with PDEMA, and standard excision are not feasible due to patient
comorbidities. See Risk Factors for Recurrence (BCC-B).

» New footnotes added: K ”,ﬁ- ;fr'
» Footnote |: Mohs surgery should be performed by dermatologic surgeons who have specialized training and experience in this procedure. (Also page J
BCC-3A) 4
» Footnote m: As per other appropriate use criteria. Task Force/Committee Members, Vidal CL, Armbrect EA, Andrea AA, et al. J Am Acad Dermatol ‘% ‘ﬁ‘ _L]- r Fﬁ;

~ 2019:80:189-207.e11. (Also page BCC-3A)
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Network
PRIMARY TREATMENTH ADDITIONAL TREATMENT
Multidisciplinary consultation to discuss
Positi options:
OSItIVe . |+ Re-resect, if feasible
margins «RT) -
L » Systemic therapy9 if curative surgery
Mohs™™ or other and/or curative RT not feasibleM"
forms of PDEMAK-®
or Negative ___ If extensive perineural or large-nerve .
margins involvement,®’ consider adjuvant RThJ:s
Standard excision
with wider surgical
marginsP and
postoperative
margin assessment Mohs"™ or other If residual disease is present, and
High-risk and second intention forms of PDEMA,%° if further surgery is not feasible, . Follow-up
Bcch.efn healing, linear repair, Positive feasible consider multidisciplinary (BCC-4)
or skin graft marains - |°F — |consultation to discuss options: —»
g Standard re-excision «RTI
if PDEMAK? is not » Systemic therapy9 if curative RT
or feasible is not feasible"
For run-surgic:al candidates™n: |
*RT »
» Systemic therapy9 if curative RT is not feasible™ |
or
or patients in whom surgery may cause | St
ignificant functional damage, neoadjuvant o w
ministration of vismodegib followed by PDEMA - Ml &
ay be considered (category 2B)9:t h . F
o il L
Y Qe
Footnotes on ECC-3A ~ A
Note: All recommendations are category 2A unless otherwise indicated. b= r&
Clinical Trials: NCCHN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. }I Y j? &..
VWersion 12023, 031 02033 & M35 Nabional Compreh ive Cancer b e (MCCHE), All nghts reserved. HCCH Guidelines® and this illusiralion may not be reproduced in any form withoul the sxpress written permission af NCCHL Bcc-s o 1.&&: . J.w ¥ 4
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STRATIFICATION TO DETERMINE TREATMENT OPTIONS FOR LOCAL BCC BASED ON RISK FACTORS
FOR RECURRENCE?

Risk Group Low Risk High Risk
Treatment options BCC-2 BCC-3
H&P

Trunk, extremities 22 cm
Location/size Trunk, extremities <2 cm Head, neck, hands, feet, pretibia, and anogenital (any size)®
Borders Well-defined Poorly defined
Primary vs. recurrent Primary Recurrent
Immunosuppression (-) (+)
Site of prior RT (-) (+)
Pathology (ECC-A)
Subtype Nodular, superficial® Aggresive growth patternd
Perineural involvement (-) (+)

3 Any high-risk factor places the patient in the high-risk category.

b Low-risk histologic subtypes include nodular, superficial, and other non-aggressive growth patterns such as keratotic, infundibulocystic, and fibroepithelioma of Pinkus.

© This area constitutes high risk based on location, independent of size. Marrow excision margins due to anatomic and functional constraints are associated with
increased recurrence rates with standard histologic processing. Complete margin assessment such as with Mohs or PDEMA is recommended for optimal tumor
clearance and maximal tissue conservation. For tumors <6 mm in size, without other high-risk features, other treatment modalities may be considered if at least 4-mm
clinically tumor-free margins can be obtained without significant anatomic or functional distortions.

d Having basosquamous, infiltrative, sclerosing/morpheaform, micronodular, and BCC with carcinosarcomatous differentiation features in any portion of the tumor. In
some cases, basosguamous tumors may be prognostically similar to squamous cell carcinoma (SCC); clinicopathologic correlation is recommended in these cases to
further consider prognostic implication.

Mote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN baliaves that the bast managemaent of any patient with cancer s In a clinical trial. Participation in clinical trials is espacially encouraged.

Wersion 1.2023, 031 Q025 & 3025 National Comprehensive Cancer Network® [MCCN®), All ights reserved. NMCCH Guidelines® and this illustration may nol be reproduced in any form withoul the express wrilten permission aof NCCN.



MNational . . . o
, NCCN Guidelines Index
comprehensive NCCN Guidelines Version 1.2022 bl of ot

Cancer i
NPt Basal Cell Skin Cancer Discussion
Risk Group Low Risk High Risk
Treatment Options See BCC-2 See BCC-3
H&P
Location/size Trunk, extremities <2 cm Trunk, extremities 22 cm
—l0eks, forehead. scalp. neck. and pretibia (any size)
Head, neck, hands, feet, pretibia, and anogenital (any size)®
Borders Well-defined Poorly defined
Primary vs. recurrent Primary Recurrent
Immunosuppression (-) (+)
Site of prior RT (-) (+)
[Pathology (See BCC-A)
Subtype Nodular, superficial® Aggressive growth pattern®
Perineural involvement (-) (+)

' Any high-risk factor places the patient in the high-risk category.

# Low-risk histologic subtypes include nedular, superficial, and other non-agressive growth patterns such as keratotic, infundibulocystic, and fibroepithelioma of Pinkus.

* This area constitutes high risk based on location, independent of size. Narrow excision margins due to anatomic and functional constraints are associated with
increased recurrence rates with standard histulu%ic processing. Complete me;;lgin assessment such as with Mohs or PDEMA is recommended for optimal tumor
clearance and maximal tissue conservation. For tumors <6 mm in size, without other high-risk features, other freatment modalities may be considered if at least 4-mm
clinically tumor-free margins can be obtained without significant anatomic or functional distortions.

4 Havingb{mlxad} infiltrative, micronodular, morpheaform, basosquamous, sclerosing, or carcinosarcomatous differentiation features in any portion of the tumor. In some
cases basosquamous tumors may be prognostically similar to SCC; clinicopathologic correlation is recommended in these cases.

HNote: 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,

“erslan 1.2022, 114721 ©2021 Natianal Comprenenshe Cancer Netwane (NCCRi), All ighis ressrved. NCCH Guldelingse and this (usiratian may nod e reproduced In any form wilnoul the express winen permission of MCEN
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FOLLOW-UP RECURRENCE OR ADVAMCED DISEASE

Local recurrence

Primary or recurrent

risk disease (ECC-3)

Follow Primary Treatment pathway for high-

,'
/ Multidisciplinary consultation

Surgery
or

therapy9

« H&P nodal metastases

¢ Including complete skin
exam every 6—12 mo for
the first 5 years, and then
at least annually for life!

* Consider imaging if clinical
exam is insufficient for
following the disease"

* Patient education:

» Sun protection
» Self-examination

Distant metastases

| Principles of Radiation Therapy (BCC-D).

9 Principles of Systemic Therapy (BCC-E).
Y Follow-up with a dermatologist is strongly recommended if any of the following criteria are

met: past or imminent solid organ, marrow, or stem cell transplant, one or more cutaneous

melanomas in the past 5 years, or four or more non-melanoma skin cancers in the past 5 years.

¥ Imaging modality and targeted area should be at the discretion of the treating team based
on the suspected extent of disease (ie, local, regional, metastatic). Histologic confirmation is
often sufficient to diagnose local recurrence, but MRI can be considered to assess extent of
local disease. For nodal or distant metastasis, histologic analysis and/or CT imaging can be
used for confirmation and to gauge extent of disease.

Y

» Hedgehog pathway inhibitor (HHI)
» Vismodegib
» Sonidegib (category 2B)

inhibitor (cemiplimab-rwic)¥
= Clinical trial

Systemic therapy?
= HHI
» Vismodegib
= |« PD-1 inhibitor (cemiplimab-rwlc)¥
o

or
waﬁon and best supportive care

If surgery is not feasible then RT! or systemic

* Programmed cell death protein 1 (PD-1)

Multidisciplinary consultation to consider:

r
RT! or surgery for limited metastatic disease*

to consider one or more of the following optiogs:

W Cemiplimab-rwic is recommended for patients with locally advanced
or metastatic basal cell carcinoma (mBCC) previously treated with an

HHI or for whom an HHI is not appropriate.
* Under highly selective circumstances, in the context of

multidisciplinary consultation, resection of limited metastases can be

considered.

Note: 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.

Wersion 1.2023, 031 02033 & M3 National Comprehensive Cancer b Kk [MCCN#), All nghts: reserved. NCCON Guidelines® and this illustralion may nol be reproduced in any form withoul the axpress wilten permission af NCCH.
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etwork
Risk Group Low Risk High Risk
Treatment Options See BCC-2 See BCC-3
H&P
Location/size Trunk, extremities <2 cm Trunk, extremities 22 cm
Cheeks, forehead, scalp, neck, and pretibia (any size)
Head, neck, hands, feet, pretibia, and anogenital (any size)®

Borders Well-defined Poorly defined
Primary vs. recurrent Primary Recurrent
Immunosuppression (-) (+)
Site of prior RT (-) (+)
Pathology (See BCC-A)
Subtype Nodular, superficial® Aggressive growth pattern®
Perineural involvement (-) (+)

' Any high-risk factor places the patient in the high-risk category.

# Low-risk histologic subtypes include nedular, superficial, and other non-agressive growth patterns such as keratotic, infundibulocystic, and fibroepithelioma of Pinkus.

* This area constitutes high risk based on location, independent of size. Narrow excision margins due to anatomic and functional constraints are associated with
increased recurrence rates with standard histulu%ic processing. Complete me;;lgin assessment such as with Mohs or PDEMA is recommended for optimal tumor
clearance and maximal tissue conservation. For tumors <6 mm in size, without other high-risk features, other freatment modalities may be considered if at least 4-mm
clinically tumor-free margins can be obtained without significant anatomic or functional distortions.

4 Havingb{mlxad} infiltrative, micronodular, morpheaform, basosquamous, sclerosing, or carcinosarcomatous differentiation features in any portion of the tumor. In some
cases basosquamous tumors may be prognostically similar to SCC; clinicopathologic correlation is recommended in these cases.

HNote: 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,

BCC-B
Verslon 1.2022, 11/17/21 € 2021 Mational Comprenensive Cancer Networie (NCCMe). All ights reserved. NN Guldelingse and s Isiraion mey not be reproduced In any form winaut the express wetien permrlssicn of NCCH
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PRINCIPLES OF RADIATION THERAPY

= Protracted fractionation is associated with improved cosmetic results and should be utilized for poorly vascularized or cartilaginous areas.

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

= 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

Dosing Prescription Regimen

Definitive RT Examples of Electron Beam Dose and Fractionation
Tumeor diameter <2 cm 60-64 Gy over 6-7 weeks
50-55 Gy over 3—4 weeks
40 Gy over 2 weeks
30 Gy in 5 fractions over 2-3 weeks

Tumor diameter 22 cm, T3/T4, or 60-70 Gy over 6-7 weeks
those with invasion of bone or deep tissue  45-55 Gy over 3—4 weeks

Postoperative Adjuvant RT 60-64 Gy over 6=7 weeks
50 Gy over 4 weeks

e
=T

; -
Hote: All recommendations are category 2A unless otherwise indicated. | —
Clinical Trials: NCCN believes that the best management of any patient with cancer is im a clinical trial. Participation in clinical trials is especially encouraged. N | I.f‘ E

h *I. I'
ersion 1.2022, 14721 € 2021 National Comprenansive Cancer Networks (NCChL Al rights resenved. NCCN Guldeiness and this Iustratian may not be raproducad In any form wihaut the express wiitien permission of NCCN BCC-D .f' a ‘&
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Nerwork® Discussion

Staging
Table 1
American Joint Committee on Cancer (AJCC) Regional Lymph Nodes (N)
TNM Staging Classification for Cutaneous Squamous Cell NX Regional lymph nodes cannot be assessed
Carcinoma (cSCC) and Other Cutaneous Carcinomas N0 No regional lymph node metastases
(7th ed., 2010) N1 Metastasis in a single ipsilateral lymph node, 3 cm or less in
Primary Tumor (T)* greatest dimension
TX Primary tumor cannot be assessed N2 Metastasis in a single ipsilateral lymph node, more than 3 em but
T No evidence of pnmary tumor not more than 6 cm in greatest dimension; or in multiple ipsilateral
Tis Carcinoma in situ lymph nodes, none more than 6 cm in greatest dimension; or in
T1 Tumor 2 cm or less in greatest dimension with less than two bilateral or contralateral lymph nodes, none more than 6 cm in

high-nsk features™* greatest dimension
T2 Tumor greater than 2 cm in greatest dimension N2a Metastasis in a single ipsilateral lymph node,

or more than 3 cm but not more than 6 cm In greatest dimension

Tumor any size with two or more high-risk feature N2b Metastasis in multiple ipsilateral lymph nodes,
T3 Tumeor with invasion of maxilla, mandible, orbit, or temporal bone none more than 6 cm in greatest dimension
T4 Tumor with invasion of skeleton (axial or appendicular) or MNZ2c Metastasis in bilateral or contralateral lymph nodes,

penneural invasion of skull base none more than 6 cm in greatest dimension
*Excludes cSCC of the eyelid M3 Metastasis in a lymph node,
** High-risk features for the primary turmor (T) staging more than 6 cm in greatest dimension
Drepthfinvasion = 2 mm thickness Distant Metastasis (M)

Clark level = IV )
Berineural invasion MO Mo distant metastases

Anatomic Primary site ear M1 Distant metastases
location Primary site non-hair-bearing lip
Differentiation Poorly differentiated or undifferentiated Continue

Used with the permission of the American Joint Committee on Cancer (AJCC), Chicago, llinois. The original and primary source for this information is the AJMCC

Cancer Staging Manual, Seventh Edition (2010) published by Springer Science and Business Media LLC (SBM). (For complete information and data supporting -
the staging tables, visit weww springer.com. ) Any citation or quotation of this matenal must be credited to the AJCC as its pimary source. The inclusion of this

information herein does not authonze any reuse or further distribution without the expressed, written permission of Sprimger SBM, on behalf of the AJCC.

ST
5 SR

Wersion 22014, 022002 @ Matonal Comprehensive Cancer Betaom, Inc. 2014, All fghts esered. The BCCN Guldeines™ and this lustragSon may not be reproduced in any Sorm without the express wiithen permission of BCCHT.
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Table 1 Continued Histologic Grade (G)
American Joint Committee on Cancer (AJCC) GX Grade cannot be assessed
THM Staging Classification for Cutaneous Squamous Cell G1 Well differentiated
Carcinoma (cSCC) and Other Cutaneous Carcinomas
(Tth ed., 2010) (EY. Moderately differentiated
Anatomic Stage/Prognostic Groups G3 Poorly differentiated
Stage 0 Tis ND MO G4 Undifferentiated
Stage | T1 NO MO
Stage Il T2 NOD MO
Stage Il T3 NO MO

T1 N1 MO

T2 N1 MO

T3 N1 MO
Stage IV T1 N2 MO

T2 N2 MO

T3 N2 MO

T Any N3 MO

T4 N Any MO

T Any N Any M1

Used with the permission of the American Joint Committees on Cancer (AJCC), Chicago, lllinois. The original and primary source for this information is the AJCC
Cancer Staging Manual, Seventh Edition (2010) published by Springer Science and Business Media LLC (SBEM). (For complete information and data supporting
the staging tables, visit waww springer.com. ) Any citation or quotation of this material must be credited to the AJCC as its primary source. The inclusion of this infor-
mafion hersin does not authorize any reuse or further distribution without the expressed, written permission of Springer SBM, aon behalf of the AJCC.

Yersion 2 2014, O2201L & Mafonal Comprehensihes Cancer Betaork, Inc. 20494, All righbs esereed . The BOCN Suldesines™ and this lesad@on may not be reproduced) I any Sorm without the sxpress writben permission of BROCH®. ST-E
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