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Treatment recommendations for
melanocytic lesions (for pathologists)

Management is Typically Conducted According to
National Guidelines
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AJCC 8th Edition

CA CANCER ) CLIN 2017,00:00-00

Melanoma Staging: Evidence-Based Changes in the
American Joint Committee on Cancer Eighth Edition
Cancer Staging Manual

Jeffrey E. Gershenwald, MD 1'; Richard A. Scolyer, MDZ'J'; Kenneth R. Hess, PhD*': Vernon K. Sondak, MDS;
Georgina V. Long, MBBS, PhD®; Merrick I. Ross, MD’; Alexander J. Lazar, MD, PhD®; Mark B. Faries, MD?;
John M. Kirkwood, MD'?; Grant A. McArthur, MD, BS, PhD'"; Lauren E. Haydu, PhD'z; Alexander M. M. Eggermont, MD, PhD'3;
Keith T. Flaherty, MD'#; Charles M. Balch, MD'S; John F. Thompson, MD'é;
for members of the American Joint Committee on Cancer Melanoma Expert Panel and the International Melanoma Database
and Discovery Platform

Breslow thickness, ulceration and sentinel node status are key elements of
staging system



AJCC/UICC Staging
Guides Therapy

T Classification

T1<1.0mm a. <0.8 mm without ulceration (i.e. 0.7 or less)
b. <0.8 mm w/ulceration or 0.8-1.0 mm +/- ulceration
. . T2 >1.0-2.0mm (1.1-20.) a. Without ulceration
Breslow thickness is now e —
T3 >2.0-4.0mm (2.1-4.0) a. Without ulceration

measured to one decimal place — ETETRE——
improved ease of measurement ~ ™ommiterereaten T —
and reprOdUCIblllty N and M Classification
Cutoff Of ”< 0.8” (i.e. 0.7 or IeSS) N1 1 node or in-transit, satellite, and/or microsatellite a. Clinically occult*

metastases with no tumor-involved nodes b. Clinically detected’
1651 “ c. Intralymphatic metastases’ without regional lymph node
corresponds to original “Breslow i
n u m be r” Of O 76) N2 2-3 nodes or in-transit, satellite, and/or microsatellite a. Clinically occult*
* metastases with one tumor-involved node b. Clinically detected (at least 1)+

Ulceration is a Stage modifier in a” c. Intralymphaticmetastasesgwith 1 occult or clinically

detected regional LN

T Sta ges N3 4 or more tumor-involved nodes or in-transit, satellite, a. 24 metastatic clinically occult nodes with no intralymphatic
and/or microsatellite metastases with two or more tumor- metastases

M itoge n iC ity is no IO nge ra Sta ge involved nodes, or any number of matted nodes withoutor 1, >4 metastatic nodes (at least one clinically detected), or

with in-transit, satellite, and/or microsatellite metastases matted nodes (any number) with no intralymphatic metastases

mOdifier, however reporting Of c. 22 clinically occult or clinically detected nodes and/or

presence of matted nodes (any number) with intralymphatic

mitotic rate continues to be metastases

M1a Distant skin, soft tissue (including muscle), and/or non-  +/- ’I‘LDH&

recommended regional lymph nodes

M1b Lung metastasis +/- M1a +/- ’I‘LDH&
Stag|ng Of the pr|mary IS mostly M1c Distant non-CNS visceral +/- M1a or M1b +/-’I‘LDHz
M1d Distant metastasis to CNS +/- M1a or M1b or M1c +/- NLDH

dependent on Breslow thickness

(and ulceration) +
. . Clinically detected tumor-involved regional lymph nodes are defined as clinically evident nodal metastases confirmed on fine
ACCU rate Stag| ng req uires S LN B needle aspiration, biopsy, and/or therapeutic lymphadenectomy.
§Intralymphatic metastases are defined by the presence of clinically apparent in-transit/satellite metastasis and/or
histologically evident microsatellite metastases in the primary tumor specimen.
& Suffix: (0) LDH not elevated, (1) LDH elevated.
**CNS = central nervous system

*Clinically occult tumor-involved regional lymph nodes are microscopically diagnosed after sentinel lymph node biopsy.



Guidelines of care for the management ®
of primary cutaneous melanoma

updates

Work Group: Susan M. Swetter, MD (Chair),"” Hensin Tsao, MD, PhD (Co-Chair),““
Christopher K. Bichakjian, MD,“" Clara Curiel-Lewandrowski, MD,*" David E. Elder, MBChB,"’
Jeffrey E. Gershenwald, MD,"' Valerie Guild, MS, MBA,” Jane M. Grant-Kels, MD,™“"? Allan C. Halpern, MD,“
Timothy M. Johnson, MD,“" Arthur J. Sober, MD, John A. Thompson, MD,"* Oliver J. Wisco, DO,"
Samantha Wyatt, MD," Shasa Hu, MD," and Toyin Lamina, PhD"

Table L Clinical questions used to structure the evidence review

Biopsy * What biopsy techniques are effective in establishing accurate histopathologic
diagnosis of CM?

Pathology * What clinical information should be provided to the pathologist to improve or facilitate
diagnosis?

e What histopathologic information should be included in the pathology report to
improve or facilitate clinical treatment?

® Is there a benefit to using new molecular techniques, incduding GEP, to provide more
accurate prognosis beyond currently known clinicopathologic factors?

etc. ...



Guidelines of care for the management
of primary cutaneous melanoma

Work Group: Susan M. Swetter, MD (Chair),"” Hensin Tsao, MD, PhD (Co-Chair),““

Clara Curiel-Lewandrowski, MD,*" David E. Elder, MBChB,"’

Jeffrey E. Gershenwald, MD,*' Valerie Guild, MS, MBA,” Jane M. Grant-Kels, MD,™"" Allan C. Halpern, MD,“
Timothy M. Johnson, MD,“" Arthur J. Sober, MD, John A. Thompson, MD,"* Oliver J. Wisco, DO,"

Christopher K. Bichakjian, MD,*"

Samantha Wyatt, MD," Shasa Hu, MD," and Toyin Lamina, PhD"

Table L Clinical questions used to structure the evidence review

Biopsy .

Pathology ®

Surgery .

SLNB ®

Alternative/adjunctive therapies ¢
for MIS (LM type)

etc. ...

What biopsy techniques are effective in establishing accurate histopathologic
diagnosis of CM?

What clinical information should be provided to the pathologist to improve or facilitate
diagnosis?

What histopathologic information should be included in the pathology report to
improve or facilitate clinical treatment?

Is there a benefit to using new molecular technigues, including GEP, to provide more
accurate prognosis beyond currently known clinicopathologic factors?

What are the recommended surgical margins and appropriate depth for invasive CM
based on Breslow thickness?

What are the most appropriate clinical margins for MIS {including LM type)?

What is the role of staged excision or MMS for MIS, LM type?

What is the role of SLNB for staging, regional nodal control, and survival in patients
with CM?

In what settings should SLNB be considered and/or recommended in patients with
oz

For patients with MIS, LM type, does the evidence support the use of topical
imiquimod cream as primary therapy over surgical excision or other therapies?
Among patients with MIS, LM type, that has been “optimally” surgically resected, does
the use of adjuvant imiquimod help to prevent local recurrence?



Guidelines of care for the management
of primary cutaneous melanoma

Cho;k for
updates

Table V. Level of evidence and strength of recommendations for biopsy of suspected cutaneous melanoma,
clinical information, and pathology report

Strength of Level of
Recommendation recommendation evidence References
Biopsy B I 13-30
® Excisional biopsy with 1- to 3-mm clinically negative margins
® Partial biopsy in select circumstances
® Follow-up excisional biopsy to partial biopsy
Clinical information provided to the pathologist C I Expert opinion
Pathology report
Clinical information C Il a
Tumor (Breslow) thickness A I/l e
Ulceration A 171l 93243
Mitotic rate A /1l Bld-dedaes
Level of invasion (Clark level) B I 36383348
Microsatellitosis B I a1
Angiolymphatic invasion B I Aranaa
Histologic subtype B [ >0/48,54:36
Neurotropism/perineural invasion C Il il
Regression B I/l 42,59-03
Tumor-infiltrating lymphocytes B [ 425405
Use of ancillary molecular diagnostic techniques for equivocal C I[ o673
melanocytic neoplasms
Against testing for oncogenic mutations in the absence of C 11 ’

metastatic melanoma or outside of a clinical study Expert opinion



Biopsy Techniques

* Preferred biopsy technique
is @ harrow excisional/
complete biopsy with 1-3
mm clinical margins that
encompass the entire
breadth of lesion, and of
sufficient depth to prevent
transection at the base.

* This may be accomplished
by fusiform/elliptical or
punch excision, or deep
shave/ saucerization
removal to depth below
anticipated plane of lesion.

C Curiel, PharmaDura, MIA



AAD

Saucerization versus Shave Biopsy

* A superficial shave biopsy will often lead to incomplete
sampling at the specimen base

* Deep scoop shave biopsy allows for full visualization in
most cases

i » Superficial shave biopsy
____——;‘n:' leads to partial sampling

Sea
-
~—
-
-~
-
-~
-
-
-
-
-~
-

» Sauceriziation or
“scoop” technique
removes entire lesion
and allows sampling of
deep margins



AAD

Broad shave biopsy
may provide
optimal tissue

* sampling of
melanoma in situ,
lentigo maligna

type

Fig 2. Diagnostic broad shave biopsy for suspected melanoma in situ, lentigo maligna type

Partial/incomplete sampling (incisional biopsy) is
acceptable in select clinical circumstances such as facial
or acral location, very large lesion, or low clinical
suspicion or uncertainty of diagnosis.

Marrow-margin excisional biopsy may be performed if an
initial partial biopsy is inadequate for diagnosis or
microstaging, but it should not generally be performed
if the initial specimen meets the criteria for
consideration of sentinel lymph node biopsy.









Specimen should include periphery of lesion as well as
the base



Biopsy Techniques

Partial/incomplete
sampling (incisional
biopsy) is acceptable in
select circumstances
such as:

e facial or acral location,
* very large lesion

* l[ow clinical suspicion
or uncertainty of
diagnhosis




The Impact of Partial Biopsy on Histopathologic Diagnosis of

Cutaneous Melanoma

Experience of an Australian Tertiary Referral Service

Jonathan C. Ng, MBBS, MBiomedSc; Sarah Swain, MBBS, FRCPA; John P. Dowling, FRCPA; Rory Wolfe, BSc,
PhD; Pamela Simpson, BSc; John W. Kelly, MD, BS, FACD Arch Dermatol 146:234-9, 2010

 Compared partial and excisional biopsy techniques in the
accuracy of histopathologic diagnosis and microstaging of

cutaneous melanoma in a prospective case series (1995-
2006.

* Increased odds of histopathologic misdiagnosis were
associated with punch biopsy (OR, 16.6) and shave biopsy
(OR, 2.6) compared with excisional biopsy.

* Punch biopsy (OR, 5.1) and shave biopsy (OR, 2.3) had
increased odds of microstaging inaccuracy over excisional
biopsy.

e Punch biopsy was associated with increased odds of
misdiagnosis with an adverse outcome (OR, 20).


https://jamanetwork.com/searchresults%3Fauthor=Jonathan+C.+Ng&q=Jonathan+C.+Ng
https://jamanetwork.com/searchresults%3Fauthor=Sarah+Swain&q=Sarah+Swain
https://jamanetwork.com/searchresults%3Fauthor=John+P.+Dowling&q=John+P.+Dowling
https://jamanetwork.com/searchresults%3Fauthor=Rory+Wolfe&q=Rory+Wolfe
https://jamanetwork.com/searchresults%3Fauthor=Pamela+Simpson&q=Pamela+Simpson
https://jamanetwork.com/searchresults%3Fauthor=John+W.+Kelly&q=John+W.+Kelly

Ca SE (Clara Curiel)

A 42-year-old man
presents for evaluation
of a pigmented papule
on his right shoulder.
The “mole” had been
present since teenage :
years, but over the past 1
8 months the patient’s N
wife noted that it had
increased in size and
pigmentation.




C. Curiel

Melanoma in a nevus

epunch biopsy could easily miss
melanoma (right of field below) and
lead to erroneous diagnosis of a
benign nevus (left)
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Punch Biopsies

* BE VERY WARY OF PUNCH BIOPSIES

* And also superficial or partial shave biopsies
* Incisional biopsies in general



Clinical Information to be Provided

with Biopsy

* Age, sex anatomic
location are
essential

* Intent —sampling
or excision?

* Size of lesion is
important
diagnostic
consideration

* Punch, shave,
incisional or
excisional biopsy?

* Photograph! (or
description)

Age of patient

Sex

Anatomic location
(including
laterality)

- Biopsy intent (excisional or - Clinical description and history (e.g.
incisional) changes in size, shape color, bleeding,
- Biopsy technique (superficial or deep etc)

shave biopsy, punch biopsy, elliptical - Level of suspicion for melanoma
biopsy) - Prior biopsy (if applicable)

Size of lesion - Dermoscopic features (with or

without photograph)

Clinical impression/differential
diagnosis

Macroscopic satellites

Clinical photograph (if possible)




ltems for Inclusion in Pathology Report

Size of specimen

Tumor thickness (Breslow); mm (nearest 0.1)
Ulceration

Dermal mitotic rate; “hotspot” method;

# mitoses per square mm

Peripheral and deep margin status
(positive (broad or focal)/negative)
Microsatellitosis

Essential

Gross description of lesion
Angiolymphatic invasion/lymphovascular invasion
Histologic subtype

Neurotropism/perineural invasion

Regression

Tumor (T) category for staging
Tumor infiltrating lymphocytes
Anatomic level of invasion (Clark level)

Vertical growth phase

* Diagnosis of primary melanoma (consider met MM)

* Dimensions of specimen are important to correlate with clinical size

* Tumor thickness and ulceration are essential for AJCC/UICC Staging

* Mitotic rate as a continuous variable is considered essential for prognosis

* Margin status is essential —

* Positive or negative (“excision complete”)

* Positive margin should be characterized e.g. as “broadly transected” or “focally transected”
* When margins are “close” (define with surgeon), a measurement may be appropriate



Measurement of Margin Width is
Discouraged

* Reporting measurement of

distance between tumor
and peripheral/deep
margins (on both Bx and
WLE) is generally
discouraged by the WG.

Treatment measurements
are based on the clinical
measurement of surgical
margins ...

When a margin is narrow it
may be appropriate to ...
provide a measured
margin width ... practice
should be individualized

Although the College of Amerncan Pathologists
and various international pathology groups ™ have
|'1.'|."l:II'I'I]|I|.-I."|-IL:|'..'1.|. ]'I.‘[-.l-IZIITiI':IH e AsuUrerme il II.I'I I ('1.
distance between the tumor and peripheral and deep
margins on both biopsy and WE specimens, this
practice is generally discouraged by the WG, In
should be emphasized that for primary CM,
treatment recommendations are based on the clinical
measurement of surgical margins around the tumor
and not on histologically measured peripheral or
deep margins. = Routine reporting of histologic
margin status (in mm) may result in unnecessary
additional WE it the clinician s unaware of this.
However, when a clear margin is narrow, it may be
appropriate to alert the clinician and provide a
measured margin width, recognizing that this is a
practice that should be individualized between the
dermatologist and pathologist.



Measurement of Margin Width is

Discouraged

e Reporting measurement of
distance between tumor
and peripheral/deep
margins (on both Bx and
WLE) is generally
discouraged by the WG.

* Treatment measurements
are based on the clinical
measurement of surgical
margins ...

* When a margin is narrow it
may be appropriate to ...
provide a measured
margin width ... practice
should be individualized

Although the College of American Pathologists
and various international pathology groups ™ have
recommended reporting measurement (in mm) of
distance between the umor and peripheral and deep
margins on both biopsy and WE specimens, this
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additional WE if the clinician 8 unaware of this
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distance between tumor
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WLE) is generally
discouraged by the WG.

* Treatment measurements
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margin status (in mm) may result in unnecessary
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Ulceration of a Melanoma

! Ulceration is reproducible if criteria are followed
— Defect of epithelium with a stromal/host
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Satellite Beneath a Melanoma

AJCC Vllle — no restriction on size or distance of satellite

from the main tumor



Desirable Microscopic Information

(Information that has prognostic significance in some databases)

* Dermal mitotic rate:
* Measured per square millimeter in the “hot spot”
* If only one mitosis, that is the “hot spot”
e Ifareais <1sg. mm, use the whole available area and do not extrapolate
e Clark’s Level of Invasion
e Tumor-infiltrating lymphocytes:
* Absent, Nonbrisk, Brisk
* Solar elastosis
* Vascular/lymphatic invasion (LVI)
* Regression

* Phase of progression:

* Tumorigenic (vertical growth phase, VGP)
or Nontumorigenic (radial growth phase only, RGP)

* Desmoplastic and/or neurotropic?

Crowson AN, et al. Mod Pathol. 2006;19(suppl 2):S71-S87; Elder DE, et al. Dermatol Ther. 2005;18:369-385; Elder DE, et al.

Am J Dermatopathol. 1984;6(suppl):55-61; Barnhill RL, et al. J Cutan Pathol. 2005;32:268-273; Clemente CG, et al. Cancer. 1996;77:1303-1310;
Mraz-Gernhard S, et al. Arch Dermatol. 1998;134:983-987; Lee EY, et al. Int J Cancer. 2006;

119:636-642.



Desirable Microscopic Information

(Information that may have epidemiologic significance)

* Histogenetic type:
e NM, SSM, LMM, acral, mucosal

* New genetic information suggests these may be distinct
entities — significant for targeted therapy

 Surgical techniques my differ e.g. SSM v. LMM

* Associated nevus/precursor:
 Compound, dysplastic, congenital pattern nevus, lentigo, etc.

e Can indicate patient/family may be at increased risk of
future melanoma development

Crowson AN, et al. Mod Pathol. 2006;19 (suppl 2):S71-S87.



1 Reporting of mitotic rate for primary melanomas

~  isrecommended by AJCC even though no longer
used for staging — continues to have prognostic
import — Gershenwald et al

‘ Mitotic counting is reproducible - Scolyer

.
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Lymphovascular Invasion (LVI)
- Double labeling for S100 or Melan-A and for

D2-40 increases rate of LVI discovery in
Melanomas (Xu et al,




WHO Pathway Classification of Melanoma (2018)

Pathway I. Low CSD Melanoma/Superficial
Spreading Melanoma (SSM)

Pathway II. High CSD Melanoma/Lentigo Maligna
Melanoma (LMM)

Pathway Ill. Desmoplastic Melanoma
Pathway IV. Malignant Spitz Tumor
Pathway V. Acral Melanoma
Pathway VI. Mucosal Melanoma

Pathway VII. Melanoma in Congenital Nevus
(MCN)

Pathway VIIl. Melanoma in Blue Nevus (MBN)
Pathway IX. Uveal Melanoma

Variable Pathways: Nodular Melanoma



Pathology Reporting

“The pathology of melanocytic tumors should be read
by a physician experienced in the interpretation of
pigmented lesions” - AAD.

“While therapeutic recommendations may be offered in
a pathology report, the surgical and medical
management of melanoma is the responsibility of the

patients’ treating physicians, and the provision of
therapeutic recommendations is not a standard of care

for pathologists” - DEE.



Ancillary diagnostic molecular techniques

* Ancillary diagnostic molecular techniques (e.g.,
CGH, FISH, GEP) may be obtained for equivocal
melanocytic neoplasmes.

* Prognostic molecular testing, including GEP, is not
recommended outside of a clinical study or trial.

* Testing of the primary CM for oncogenic mutations
(e.g., BRAF, NRAS) is not recommended in the
absence of metastatic disease.



Recommendations for surgical management
of primary cutaneous melanoma

. Suoﬁlcal margins for invasive CM should be at least 1 cm
no more than 2 cm clinically measured around the
primary tumor, although margins may be less to
accommodate function and/or anatomic location.

* Margins are based on tumor thickness and

 Margins are NOT histologically determined by the
pathologist

* Depth of excision typically to (but not through) the fascia

Tumor thickness urglcal margin*

>1.0—-2.0 mm
>2.0 mm




Excision for MIS

e For MIS, wide excision with 0.5- to 1.0-cm margins is
recommended

* LM subtype may require >0.5-cm margins to achieve
histologically negative margins because of subclinical
extension

 MMS or staged excision with paraffin-embedded permanent sections
may be utilized for MIS, LM type on the face, ears, or scalp for tissue
sparing excision and exhaustive peripheral margin histologic
assessment.

* For MIS, LM type, permanent section analysis of the central MMS
debulking specimen is recommended to identify and appropriately stage
potential invasive CM. If invasive CM is identified on a MMS section
Intra-operatively, the tissue should be submitted for formal pathology
review.



Next Case









2 years Later






By




Acral Melanoma

Positive margin
Not recognized, no additional treatment
Recurrence at about 2 years — still in situ



Margin assessment is critical

* Positive or negative is sufficient

* May provide a measurement if excision is “close” —
e.g. <1 mm for an invasive melanoma



Structured Reporting Systems

USCAP

AAD

ICCR

UK — NICE Pathways
Swiss

German

ESMO, others ...

Guidelines placed into
structured template to
ensure complete reporting

Required in US for hospital
accreditation by Society of
Surgical Oncology

Maximum Tumor (Breslow) Thickness (invasive tumor only)

Specify (millimeters): _ mm or At least (millimeters): _ mm (explain):
Cannot be determined (explain):

Ulceration (required for invasive tumor only) ___ Present ___ Not
identified ___ Cannot be determined

Microsatellite(s) (applicable to invasive tumor only) ___ Not identified
____Present ___ Cannot be determined

Margins (select all that apply)

Peripheral Margins# __ Uninvolved by invasive melanoma

+ Distance of invasive melanoma from closest peripheral margin
(millimeters): _ mm + Specify location(s):

Involved by invasive melanoma + Specify location(s):

Uninvolved by melanoma in situ + Distance of melanoma in situ from
closest peripheral margin (millimeters): _ mm

+ Specify location(s):

Involved by melanoma in situ + Specify location(s):

Cannot be assessed

Deep Margin# __ Uninvolved by melanoma in situ __ Uninvolved by
invasive melanoma

+ Distance of invasive melanoma from deep margin (millimeters):

mm ___ Involved by melanoma in situ ____ Involved by invasive melanoma
____Cannot be assessed

Mitotic Rate (applicable to invasive tumor only) __ None identified ____
Specify number /mm?2 (# mitoses/mm?2 ): ____Cannot be
determined



|ICCR Structured Report

Scolyer RA, Balamurgan T, Busam K, Elder D, Evans A,
Gershenwald J, Frishberg DP, McMenamin M, Prieto
VG, Shiau C, Swetter S, van den Oord J, 2019.

CORE 1

* Tumour site

e Specimen laterality

* Specimens submitted
* Lymph nodes

* Macroscopic satellites
e Surgical margin/edges
* Breslow thickness

* Ulceration

Invasive Melanoma
Histopathology Reporting Guide

o
]

Accession,/Laboratory number

Family/Last name ‘ ‘ Date of birth |

Given name(s) ‘ ‘

Patient identifiers Date of request

Elements in black text are CORE. Elements in t ane MON-CORE.

- SCOPE OF THIS DATASET
[ indicates multi-select values C indicates single select values -

TUMOUR SITE
() Mot speafied ‘ | ‘ |
= =

) Specify
L 4

MACROSCOPIC SATELLITE LESTONS
(Applicabile to invasive fumowrs only)

() Mot identified ) Indeterminate
o () Present
SPECIMEN LATERALITY ¥

() Mat speafied

O Left (2 Midline ) Right

SPECIMEN(S) SUBMITTED

() Mot specified

() Punch technigue

() Shave technique (superfical )

:’. :: Saucenzabion/scosp/deep shave technigue

SURGICAL MARGIN/TISSUE EDGES
(0 Cannot be assessed
'S
= ¥ Mot imvolved by melanoma in situ or invagive melanoma
() Curette
:} Fusiform/fethpitical/disc {full-theckness)

() Other, specify
Y ‘ |

Lymph nodes
) Mok submitted
() Submitted, specify sita(s)

M |

BRESLOW THICKNESS
(Measurement showld ba to the rearast 0.1 mm as per
AJCC staging)

| Specify (_j._’- () Indeterminate
At least ([

ULCERATION
O Net identified ) Indeterminate
() Present
2Znd edition Version 2.0 Published October 2019 ISBN: 978-1-925687-32-3 Fage 1of 3

€ 2018 Intemationa! Collabovation on Cancer Reporting Limited [TOCR)



|ICCR Structured Report

Scolyer RA, Balamurgan T, Busam K, Elder D, Evans A,
Gershenwald J, Frishberg DP, McMenamin M, Prieto
VG, Shiau C, Swetter S, van den Oord J, 2019.

CORE 2
Mitotic count

Microsatellites
 Satellite margins

LVI

Neurotropism
Desmoplastic MM

LN Status

MITOTIC COUNT
r-: [rastermmate

MICROSATELLITES

-

() Mot identified ) Indeterminate

L) Prasant

MICROSATELLITES: MARGINS
() cannet be assessed

(2) Mot involved by microsatellite
() Involved by microsatellite

LYMPHOVASCULAR INVASION

"\': Mot identified ": Indetermmats
() Presant

MEUROTROPISM

) Mot identified ) Indeterminate

4
() Present

DESMOPLASTIC MELANOMA COMPONENT

() Mot identified
() Presant
v

Pure { >50% desmoplasbe melanoma)

v

1 Muxed detmaplast non-desmoplashic melansma

Znd editbon Versson 2.0 Published October 2019

LYMPH NODES STATUS

{ Raguired only if lypmph nodes submitéed)
Sentinel nodes

Mumber of sentinel nodes examined I:I

Number of positive sentinel nodes
{i.e., dinically cccult)

)

:\,' Number cannot be determined

Extrancdal extension® :' Mot identified
() Present

() Indeterminate

Maximum dmension of largest -
metastasis in sentinel node®

MNon-sentinel lymph nodes

Murmiber of non-sentined nodes examined

Mumber of positive non-sentinel nodes
fie, dinically seeult)

i

() Number cannot be determined

Extrancdal axtension® () Mot identified
() Present
() Indeterminate
Maximum dimension of largest
metastasis in & non-sentinel node®

1

Clinically apparent lyimph nodes

Murnber of non-sentined nodes examined

Murmiber of positive non-sentine| nodes

|

f.:' Mumber cannot be determined

Extrancdal extension® () Mot identified
() Present
() Indeterminate

Maximum dimension of largest
metastasis in & non-sentinel node*

* Required anly in He predsnce of poiitive nodes

ISBN: 976-1-925687-32-3 Page 2 of 3
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Sentinel Node Biopsy
Recommendations

* Careful discussion of the risks and benefits of the
procedure involving surgical oncology input is
recommended for all SLNB-eligible patients.

* SLNB is not recommended for patients with MIS or
for most T1la melanoma (AJCC 8e).

* SLNB should be discussed and offered in
appropriate patients with CM >1 mm thickness
(T2a and higher), including T4 CM.



Sentinel Node Biopsy
Recommendations

* In patients with T1b CM (0.8-1.0 mm or <0.8 mm
with ulceration), SLNB should be discussed and
considered, though rates of SLN positivity are still
relatively low.

* SLNB may be considered for T1la CM (<0.8 mm) if
other adverse features are present, including

* young age, presence of lymphovascular invasion,
positive deep biopsy margin (if close to 0.8 mm), or high
mitotic rate (not yet defined) — or a combination of
these factors.



Completion Dissection or Observation for
Sentinel-Node Metastasis in Melanoma

* Faries et al, N Engl J Med, 2017

e BACKGROUND—The value of completion lymph-node
dlissection for patients with sentinel-node metastases is not
clear.

e METHODS—In an international trial, we randomly assigned
patients with sentinel-node metastases to immediate
completion lymph-node dissection (dissection group) or
nodal observation with ultrasonography (observation

group).

e CONCLUSIONS—Immediate completion lymph-node
dissection increased the rate of regional disease control and
provided prognostic information but did not increase

melanoma-specific survival among patients with melanoma
and sentinel-node metastases.



Completion Dissection

 Completion node dissection is no longer standard of care -
interdisciplinary collaboration involving surgical and medical
oncologists is recommended for discussion of possible
completion lymph node dissection vs regional nodal
ultrasound surveillance in the event of a positive SLNB.

e Rational for Completion Dissection

* Staging

* Incidence of non-SLN involvement underestimated based on
routine pathologic techniques

e Effectively avoids the appearance of palpable nodes



Microscopic Metastases Will (Likely) Become
Macroscopic!

N
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Reasons Against Routine Use of Completion
Dissections: Cost and Morbidity

* Unnecessary costs — incidence of non-SLN is low in most subsets
* Clinical relevance of non-SLN disease?

* Unnecessary surgical morbidity
— Wound infection/dehiscence
— Nerve injury
— Pain
— Joint dysfunction
— Lymphedema

* Neck dissection: well tolerated

* Axillary dissection: lymphedema rate lower than predicted by breast
cancer

* Inguinal dissection: high rate of wound infection, dehiscence,
lymphedema, nerve paraesthesia



Suggested survelillance intervals
and follow-up tests for CM

CM Stage Follow-up interval and duration _ Radiologic Tests

Stage 0 MIS at least every 6-12 months for 1-2 * Physical exam with emphasis on None
years; annually thereafter assessment for local recurrence,
particularly for LM and ALM and
mucosal subtypes
* Full skin check to ascertain for new

primary CM
Stage IA-IIA every 6 to 12 months for 2-5 years; at ¢ As for Stage O None
least annually thereafter * Comprehensive history (review of
systems)

* Physical exam with specific
emphasis on the skin and regional

LNs
SR T4y S8 Every 3-6 months for the for 2 years;  As for Stage 0 May be performed for up to
at least every 6 months for years 3-5; * Comprehensive history (review of 3-5 years
at least annually thereafter systems)

* Physical exam with specific
emphasis on the skin and regional
LNs




Influence of variability in assessment of Breslow thickness,
mitotic rate and ulceration among US pathologists interpreting
invasive melanoma, for the purpose of AJCC staging

Laura Taylor! | Kyle Hood? | Lisa Reisch® | Joann Elmore® | Michael Piepkorn®®
Raymond Barnhill’” | Stevan Knezevich® | Andrea Radick® @ | David Elder’

2 d

« ] Cutan Pathol, 2017 1.8
e M-Path study 1.6

demonstrated variation 14 it

in Breslow depth among ;% 1.2 Lk

pathologists z 1 PrTam
* Agreement was 3 0.8 —rt -

improved using AJCC “ 06 gl b

Vllle criteria for 0.4 . worb i

measurement (i.e. 02 ity >

rounding) Cases (ordered by participant mean Breslow depth)
e \Variability of assignment

of stage was increased 25th percentile to median

(more cases have ranges , , ,

] The orange bar extends from the 25t percentile to the median, while the gray
crossing the 0.8 than bar extends from the median up to the 75t percentile. The blue dots represent
the 1.0 mm threshold) the medians of the Breslow depths reported by the members of the expert

panel for each case. The blue line represents the AJCC 7t Edition T1/T2 cutoff
at 1.00. The green line represents the AJCC 8t Edition T1/T2 cutoff at 0.8 mm
For ease of interpretation, the figure is truncated at a Breslow depth of 2.00.



Pubmed Search: “MELANOMA” “MANAGEMENT” “GUIDELINES” selected from 120 OF 480 2017-2019

1: Fayne RA, Macedo FI, Rodgers SE, Méller MG. Evolving management of positive regional lymph nodes in melanoma: Past, present and future directions. Oncol Rev. 2019 Nov
28:13(2):433.

2: Grossman D, Kim CC, Hartman RI, Berry E, Nelson KC, Okwundu N, Curiel-Lewandrowski C, Leachman SA, Swetter SM. Prognostic gene expression profiling in melanoma: necessary
steps to incorporate into clinical practice. Melanoma Manag. 2019 Dec 17;6(4).

3: Moya-Plana A, Aupérin A, Obongo R, Baglin A, Ferrand FR, Baujat B, Saroul N, Casiraghi O, Vergez S, Herman P, Janot F, Thariat J, Vérillaud B, de Gabory L; REFCOR members.
Oncologic outcomes, prognostic factor analysis and therapeutic algorithm evaluation of head and neck mucosal melanomas in France. Eur J Cancer. 2019 Dec;123:1-10.

4: Robinson M, Primiero C, Guitera P, Hong A, Scolyer RA, Stretch JR, Strutton G, Thompson JF, Soyer HP. Evidence-Based Clinical Practice Guidelines for the Management of Patients
with Lentigo Maligna. Dermatology. 2019 Oct 22:1-6. PMID: 31639788.

5: Peach H, Board R, Cook M, Corrie P, Ellis S, Geh J, King P, Laitung G, Larkin J, Marsden J, Middleton M, Moncrieff M, Nathan P, Powell B, Pritchard-Jones R, Rodwell S, Steven N,
Lorigan P. Current role of sentinel lymph node biopsy in the management of cutaneous melanoma: A UK consensus statement. J Plast Reconstr Aesthet Surg. 2020 Jan;73(1):36-42.
PMID: 31477493.

6: Guillot B, Dupuy A, Pracht M, Jeudy G, Hindie E, Desmedt E, Jouary T, Leccia MT. [Reprint of: New guidelines for stage Ill melanoma (the French Cutaneous Oncology Group)]. Bull
Cancer. 2019 Jun;106(6):560-573. PMID: 31122657.

7: Guillot B, Dupuy A, Pracht M, Jeudy G, Hindie E, Desmedt E, Jouary T, Leccia MT. [New guidelines for stage Ill melanoma (the French Cutaneous Oncology Group)]. Ann Dermatol
Venereol. 2019 Mar;146(3):204-214. French. PMID: 30833037.

8: Swetter SM, Tsao H, Bichakjian CK, Curiel-Lewandrowski C, Elder DE, Gershenwald JE, Guild V, Grant-Kels JM, Halpern AC, Johnson TM, Sober AJ, Thompson JA, Wisco OJ, Wyatt S, Hu
S, Lamina T. Guidelines of care for the management of primary cutaneous melanoma. J Am Acad Dermatol. 2019 Jan;80(1):208-250. PubMed PMID: 30392755.

9: Keohane SG, Proby CM, Newlands C, Motley RJ, Nasr I, Mohd Mustapa MF; British Association of Dermatologists (Squamous and Basal Cell Carcinoma Guideline Development
Groups), Slater DN; Royal College of Pathologists (Skin Cancer Lead). The new 8th edition of TNM staging and its implications for skin cancer: a review by the British Association of
Dermatologists and the Royal College of Pathologists, U.K. Br J Dermatol. 2018 Oct;179(4):824-828. PMID: 29923189.

10: Ow TJ, Grethlein SJ, Schmalbach CE; Education Committee of the American Head and Neck Society (AHNS). Do you know your guidelines? Diagnosis and management of cutaneous
head and neck melanoma. Head Neck. 2018 May;40(5):875-885. PMID: 29485688.

11: Sladden MJ, Nieweg OE, Howle J, Coventry BJ, Thompson JF. Updated evidence-based clinical practice guidelines for the diagnosis and management of melanoma: definitive
excision margins for primary cutaneous melanoma. Med J Aust. 2018 Feb 19;208(3):137-142. PMID: 29438650.

12: Wong SL, Faries MB, Kennedy EB, Agarwala SS, Akhurst TJ, Ariyan C, Balch CM, Berman BS, Cochran A, Delman KA, Gorman M, Kirkwood JM, Moncrieff MD, Zager JS,

Lyman GH. Sentinel Lymph Node Biopsy and Management of Regional Lymph Nodes in Melanoma: American Society of Clinical Oncology and Society of Surgical Oncology

Clinical Practice Guideline Update. Ann Surg Oncol. 2018 Feb;25(2):356-377. PubMed PMID: 29236202.

13: Berrocal A, Arance A, Castellon VE, de la Cruz L, Espinosa E, Cao MG, Larriba JLG, Marquez-Rodas |, Soria A, Algarra SM. SEOM clinical guideline for the management of malignant
melanoma (2017). Clin Transl Oncol. 2018 Jan;20(1):69-74. PubMed PMID: 29116432; PubMed

14: Gershenwald JE, Scolyer RA, Hess KR, Sondak VK, Long GV, Ross M|, Lazar AJ, Faries MB, Kirkwood JM, McArthur GA, Haydu LE, Eggermont AMM, Flaherty KT, Balch

CM, Thompson JF; for members of the American Joint Committee on Cancer Melanoma Expert Panel and the International Melanoma Database and Discovery Platform. Melanoma
staging: Evidence-based changes in the American Joint Committee on Cancer eighth edition cancer staging manual. CA Cancer J Clin. 2017

Nov;67(6):472-492.PMID: 29028110

15: Mar VJ, Chamberlain AJ, Kelly JW, Murray WK, Thompson JF. Clinical practice guidelines for the diagnosis and management of melanoma: melanomas that lack

classical clinical features. Med J Aust. 2017 Oct 16;207(8):348-350. PubMed PMID: 29020893.

16: Johnson MM, Leachman SA, Aspinwall LG, Cranmer LD, Curiel-Lewandrowski C, Sondak VK, Stemwedel CE, Swetter SM, Vetto J, Bowles T, Dellavalle RP, Geskin LJ, Grossman D,
Grossmann KF, Hawkes JE, Jeter JM, Kim CC, Kirkwood JM, Mangold AR, Meyskens F, Ming ME, Nelson KC, Piepkorn M, Pollack BP, Robinson JK, Sober AJ, Trotter S, Venna SS, Agarwala
S, Alani R, Averbook B, Bar A, Becevic M, Box N, E Carson W 3rd, Cassidy PB, Chen SC, Chu EY, Ellis DL, Ferris LK, Fisher DE, Kendra K, Lawson DH, Leming PD, Margolin KA, Markovic S,
Martini MC, Miller D, Sahni D, Sharfman WH, Stein J, Stratigos AJ, Tarhini A, Taylor MH, Wisco OJ, Wong MK. Skin cancer screening: recommendations for data-driven screening
guidelines and a review of the US Preventive Services Task Force controversy. Melanoma Manag. 2017 Mar;4(1):13-37. doi: 10.2217/mmt-2016-0022. Epub 2017 Mar 1. Review.
PMID:28758010

17: Varey AHR, Madronio CM, Cust AE, Goumas C, Mann GJ, Armstrong BK, Scolyer RA, Curtin AM, Thompson JF. Poor Adherence to National Clinical Management

Guidelines: A Population-Based, Cross-Sectional Study of the Surgical Management of Melanoma in New South Wales, Australia. Ann Surg Oncol. 2017 Aug;24(8):2080-2088. PMID:
28547563.



1: Read RL, Madronio CM, Cust AE, Goumas C, Watts CG, Menzies S, Curtin AM, Mann G, Thompson JF, Morton RL. Follow-Up Recommendations after Diagnosis of Primary Cutaneous Melanoma: A Population-Based Study in New South Wales,
Australia. Ann Surg Oncol. 2018 Mar;25(3):617-625.

2. Varey AHR, Madronio CM, Cust AE, Goumas C, Mann GJ, Armstrong BK, Scolyer RA, Curtin AM, Thompson JF. Poor Adherence to National Clinical Management Guidelines: A Population-Based, Cross-Sectional Study of the Surgical Management of
Melanoma in New South Wales, Australia. Ann Surg Oncol. 2017 Aug;24(8):2080-2088.PMID: 28547563.

3: Ahmed OA, Kelly C. Head and neck melanoma (excluding ocular melanoma): United Kingdom National Multidisciplinary Guidelines. J Laryngol Otol. 2016 May;130(S2):5133-S141.
4: Simionescu O, Blum A, Grigore M, Costache M, Avram A, Testori A. Learning from mistakes: errors in approaches to melanoma and the urgent need for updated national guidelines. Int J Dermatol. 2016 Sep;55(9):970-6.

5: Tumino R, Minicozzi P, Frasca G, Allemani C, Crocetti E, Ferretti S, Giacomin A, Natali M, Mangone L, Falcini F, Capocaccia R, Sant M. Population-based method for investigating adherence to international recommendations for pathology
reporting of primary cutaneous melanoma: Results of a EUROCARE-5 high resolution study. Cancer Epidemiol. 2015 Jun;39(3):424-9.

6: Coit DG, Thompson JA, Andtbacka R, Anker CJ, Bichakjian CK, Carson WE 3rd, Daniels GA, Daud A, Dimaio D, Fleming MD, Gonzalez R, Guild V, Halpern AC, Hodi FS Jr, Kelley MC, Khushalani NI, Kudchadkar RR, Lange JR, Martini MC, Olszanski AJ,
Ross M, Salama A, Swetter SM, Tanabe KK, Trisal V, Urist MM, McMillian NR, Ho M; National Comprehensive Cancer Network. Melanoma, version 4.2014. J Natl Compr Canc Netw. 2014 May;12(5):621-9.

7: Leccia MT, Planchamp F, Sassolas B, Combemale P, Modiano P, Bedane C, Cupissol D, Derrey S, Dygai-Cochet |, Lamant L, Lubrano V, Mirabel X, Mourrégot A, Rougé Bugat ME, Siegrist S, Thariat J, Tiffet O, Truc G, Verdoni L, Mazeau-Woynar V.
[Management of patients with metastatic cutaneous melanoma: French national guidelines. French National Cancer Institute]. Ann Dermatol Venereol. 2014 Feb;141(2):111-21.

8: Fong ZV, Tanabe KK. Comparison of melanoma guidelines in the U.S.A., Canada, Europe, Australia and New Zealand: a critical appraisal and comprehensive review. Br J Dermatol. 2014 Jan;170(1):20-30. doi: 10.1111/bjd.12687. Review.

9: Mangas C, Paradelo C, Puig S, Gallardo F, Marcoval J, Azon A, Bartralot R, Bel S, Bigata X, Curcé N, Dalmau J, del Pozo L, Ferrandiz C, Formigdn M, Gonzalez A, Just M, Llambrich A, Llistosella E, Malvehy J, Marti RM, Nogués ME, Pedragosa R,
Rocamora V, Sabat M, Salleras M. [Initial evaluation, diagnosis, staging, treatment, and follow-up of patients with primary cutaneous malignant melanoma. Consensus statement of the Network of Catalan and Balearic Melanoma Centers]. Actas
Dermosifiliogr. 2010 Mar;101(2):129-42. Spanish.

10: Négrier S, Saiag P, Guillot B, Verola O, Avril MF, Bailly C, Cupissol D, Dalac S, Danino A, Dreno B, Grob JJ, Leccia MT, Renaud-Vilmer C, Bosquet L; Standards, Options and Recommendations; Société Frangaise de Dermatologie; Fédération
Nationale des Centres de Lutte contre le Cancer; Institut National du Cancer; Ligue Nationale contre le Cancer; Fédération Hospitaliére de France; Fédération Nationale de Cancerologie des CHRU; Fédération Francaise de Cancérologie. [Clinical
practice guideline: 2005 update of recommendations for the management of patients with cutaneous melanoma without distant metastases (summary report)]. Bull Cancer. 2006 Apr;93(4):371-84.

11: Négrier S, Saiag P, Guillot B, Verola O, Avril MF, Bailly C, Cupissol D, Dalac S, Danino A, Dreno B, Grob JJ, Leccia MT, Renaud-Vilmer C, Bosquet L; National Federation of Cancer Campaign Centers; French Dermatology Society. [Guidelines for
clinical practice: Standards, Options and Recommendations 2005 for the management of adult patients exhibiting an MO cutaneous melanoma, full report. National Federation of Cancer Campaign Centers. French Dermatology Society. Update of
the 1995 Consensus Conference and the 1998 Standards, Options, and Recommendations]. Ann Dermatol Venereol. 2005 Dec;132(12 Pt 2):10S3-10S85.

12: Dummer R, Bosch U, Panizzon R, Bloch PH, Burg G; Task Force 'Skin Cancer'. Swiss National Program against Cancer. Swiss Cancer League. Swiss guidelines for the treatment and follow-up of cutaneous melanoma. Dermatology. 2001;203(1):75-
80.

13: Négrier S, Fervers B, Bailly C, Beckendorf V, Cupissol D, Doré JF, Dorval T, Garbay JR, Vilmer C. [Standards, options, and recommendations for the management of patients with skin melanoma. National Federation of Centers for the Fight against
Cancer]. Presse Med. 2000 Jul 1;29(23):1317-26.

14: Négrier S, Fervers B, Bailly C, Beckendorf V, Cupissol D, Doré JF, Dorval T, Garbay JR, Vilmer C. [Standards, Options and Recommendations (SOR): clinical practice guidelines for diagnosis, treatment and follow-up of cutaneous melanoma.
Fédération Nationale des Centres de Lutte Contre le Cancer]. Bull Cancer. 2000 Feb;87(2):173-82.

15: Kroon BB, Bergman W, Coebergh JW, Ruiter DJ. Consensus on the management of malignant melanoma of the skin in The Netherlands. Dutch Melanoma Working Party. Melanoma Res. 1999 Jun;9(3):207-12. Review. PubMed PMID: 10465575.



NCCN Guidelines

Cutaneous Melanoma, Version 2.2019

CLINICAL/ WORKUP* PRIMARY TREATMENT ADJUVANT TREATMENT
PATHOLOGIC STAGE
Stage llIA « Conslider imaging/ for Options"
(sentinel node | —— |, paseling staging — * Systemic therapy
Imaging’ to evaluate
positive) iic si Nodal basin » Preferred mens
speclfic signs or symptoms ultrasound (US) ¢ Nivolumab®xy.zea See
surveillance —»| ©Pembrolizumab"*¥.x8 | _[(Follow-up
or ¢ Dabrafenib/ E-10*
Complete lymph node trametinib™.Y.#a.bb - )
Stage NIB/C/D Imaging/ for baseline staging dissection (CLND)" for patients with BRAF
(sentinel node | — | and to evaluate specific signs| —» V600-activating mutation
positive) or symploms * Observation
Stage I
(clinically positive| — See ME-5
node[s])

Mostly for Advanced Disease



Gross Pathology of Tumor Progression
Compartments in Melanoma

Radial Growth Phase (RGP) Vertical Growth Phase (VGP)

e Flat, thin, clinically indolent e With or without prior RGP

e Nontumorigenic, e Raised, progressively thicker

nonmitogenic . . . .
& e Tumorigenic and/or mitogenic

e (Capacity for local recurrence,

. . e (Capacity for metastasis
continued progression
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Essential Patient and Gross Pathology Information

* Specimen identification and date of procedure

 Name, age (birth date), MRN, etc

e Anatomic site of tumor

* Typically provided by surgeon — note that descriptions can

be confusing e.g. “back”, “shoulder”, “scapula” all could be
the same site

* Specimen Type
* Incisional/excisional. Punch, Shave (superficial or deep)

* Description of Lesion

* Size, shape, color, blood/exudate



Essential Microscopic Information

* Diagnosis of primary melanoma
* Size of specimen

Breslow thickness

Ulceration: presence or absence
* Dermal mitotic rate, “hotspot” method

Pathology margin:
* Negative or positive?
* Margin width <1 mm (some other number?)

* Not standard of care to measure margin widths in definitive
excisions

 Satellites: present or absent

Balch CM, et al, J Clin Oncol. 2001; 19:3635-3638.
Crowson AN, et al. Mod Pathol. 2006; 19 (suppl 2) S71-587.
Balch CM, et al. J Clin Oncol. 2001; 19:3622-3634.

Harrist TJ, et al. Cancer. 1984; 53:2183-2187.
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Wide local excision

* Final scar may be 3x the width of the re-excision

e Cassileth BR: “Patients’ perceptions of the cosmetic
impact of melanoma resection”

* Patients were more accepting of the impact of a long scar
than of a skin graft

Cassileth BR, Lusk EJ, Tenaglia AN. Patients' perceptions of the cosmetic impact of melanoma
resection. Plast Reconstr Surg. 1983 Jan;71(1):73-5
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Your diagnosis

Nevus?

Melanoma?



Your diagnosis

Margin negative?

Margin Positive?



Next Case
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Your diagnosis

Nevus?

Melanoma?



Our Diagnosis

Malignant melanoma, acral-lentiginous type

(same as Previous Case, 2 years later)



January Talks

* Jan 16, Paris, France

* 1000. Treatment recommendations for melanocytic
lesions, 20 min

e 1530. Four case presentations, 12 min each

* Jan 17, Paris, France
* 0810: Acquired melanocytic nevi, 30 min

e 1350 M-Path (Melanoma Pathology) classification: New
observations 20min



