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Cancer is a global problem that accounts almost 13% of deaths worldwide. While often less aggressive than other
types of skin cancer such as melanoma, Basal Cell Carcinoma (BCC) remains a major challenge due to its rising
occurrence and impact on quality of life, emerging as a global public health concern [6].

The National Comprehensive Cancer Network (NCCN) Guidelines offer a valuable stratification method,
integrating clinical and pathologic factors and expert opinions from diverse fields. This stratification significantly
influences treatment recommendations, providing a crucial framework for BCC management [5,31,32]. Incorporating
advanced diagnostic methods could also complement this stratification by providing more precise assessments of tumor
margins and behavior, further enhancing clinical decision-making [5,18].

Table 1 and Table 2 depict the TMN stratification and pathological criteria, respectively.

Table S1. TMN stratification and risk associated. Information adapted from Basset-Seguin and Herms [13].

Clinical Criteria Low Risk High Risk !

) Area L 2> 20 mm (maximum clinical
Area L 2<20 mm (maximum .
. ) diameter)
. ) clinical diameter) ) o
Location and size ) Area M 3> 10 mm (maximum clinical
Area M 3<10 mm (maximum

diameter)
clinical diameter)
AreaH*
Borders Well defined Poorly defined
Primary vs .
Primary Recurrent
recurrent
Immunosuppression  No Yes
Site of prior
No Yes

radiotherapy
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Margins

Histological

margins

Not involved (= 1 mm)

Involved (0 mm) or histologically

close (<1 mm)

!One or more criteria equals high risk, unless stated differently in the summary of the recommendations, or in an explanatory note.

2 Area L = trunk and extremities but excluding hands, nail units, genitals, pretibia, ankles and feet. > Area M = cheeks, forehead, scalp,

neck and pretibial. * Area H = ‘mask areas’ of face [central face, eyebrows, periorbital, nose, lips (cutaneous and vermilion), chin,

mandible, preauricular, postauricular, temple, ears]; genital areas; hands, nail units, ankles and feet, but excluding the eyelid.

Table S2. Pathological Criteria and Risk associated. Information adapted from [5,31,32].

Pathological criteria /
BCC stage

Low Risk

High Risk !

Infiltrative (infiltrating, morphoeic,

Growth pattern Nodular or superficial .
micronodular)
Differentiation: Present (with or without lymphovascular
Absent ) )
Basosquamous invasion)

Level of invasion 2

Dermis, subcutaneous
fat

Beyond subcutaneous fat

Depth (thickness) <6 mm >6 mm
Perineural invasion Absent Present
pT2 > 20 mm but < 40 mm (maximum
) diameter)
Pathological TNM pT1 <20 mm . .
. . pT3 > 40 mm (maximum diameter), or
stage (maximum diameter)

upstaged 3 pT1 or pT2, or minor bone

invasion pT4 major bone invasion

TNM, Tumour-Nodes-Metastasis. ! For tumors < 6 mm in size without other high-risk features, standard surgical excision may be

considered if a >4 mm clinical surgical margin can be obtained without significant anatomical or functional distortions. 2 A named

nerve or a diameter > 0 1 mm or beyond the dermis. *T1 and T2 can be upstaged to T3 by the presence of one or more high-risk

clinical or pathological factors comprising specifically defined perineural invasion or deep invasion representing either a tumor

thickness or depth > 6 mm and/or invasion beyond or further than the subcutaneous fat.
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An early detection and treatment are crucial for preventing the cancer from spreading and causing further
damage.
Treatment options depend on the size, location, and aggressiveness of the tumor  [5,6,18,31,32]. Figures

S1 and S2 describe the decision trees for low and high-risk BCC treatment strategies, respectively.

High risk BCC

Primary Additional

treatment treatment

Negative
Margins

Positive
Margins

Multidisciplinary consultation

= Mohsor other forms od PDEMA (preferred for>1cm, H
zone, recurrent or aggressive histologic subtype;

* Standard excision with wider surgical margins and
postoperative marginassessment and second intentions
healing, liner repair or skin graft;

* For non-surgicalcandidates consider multidisciplinary

If extensive perineuralor

N N . S options:
consultation and discussion or definitive RT Re.-resect if feasible; large-nerve involvement
RT. consider adjuvantRT.

If surgery and/or RT are not curative.

Figure S1. Low risk BCC treatment strategies. Information adapted from [15,109,110].

Low risk BCC

Primary Additional

treatment

ﬂureﬁage and electrodesiccation (Ca); \
- Shave removal (if tumor appears to extend beyond the dermis,

surgical excision should generally be performed rather than
C&E or shave removal);

treatment

POS“F“’ Negative
Margins Margins

- Standard excision with 4-mm clinical margins and postoperative
margin assessment;

- Tissuerearrangement (eg, flap reconstruction, extensive
undermining) should not be undertaken until clear marginsare

-Mohs or other form of peripheral deep
end face marginassessment

- Re-excision if clinically feasible

«RT for non-surgicalcandidates

BCC follow
up

identified (second intention healing, linear repair, or skin graft
are acceptable);

- Radiationtherapy (RT)Lfor non-surgical candidatesh or
Non-surgical modalities for tumors clinically and histologically
consistent with superficial BCC (without dermal extension):

Topicalimiquimod' (preferred)
= Topical5-flucrouracil (5-FU) (Usefulin Certain circumstances)
+ Photodynamictherapy' (eg, topical aminolevulinic acid [ALA],

porfimer sodium [category 2B])
* Cryotherapy

Figure S2. High risk BCC treatment strategies. Information adapted from [13,111-113].
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