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Case Presentation

A xx year old male presents to your office with
a complaint of a right upper extremity skin lesion
that has changed In size, shape and color. He is
afraid that it might be melanoma. How would
you approach and evaluate this patient?




www.do_wnstatesu rgery.org
Case Presentation

History Physical Exam
race evaluate lesion (ABCDE)
complexion complete skin exam
sun exposure evaluate nodal basins

dysplastic nevi

family history of melanoma
(genetic predisposition)

previous history of melanoma
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What would be the next step?

punch biopsy

Results: 1.5mm thick, no ulceration, mitosis < 1/mm?,
Clark level 11l
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The patient presents for a follow-up visit and
Inquires about his biopsy results.

Requires wide local excision of lesion
A\\ID.

Sentinel lymph node biopsy
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Prior to the OR, Is there anything that you
would do?

lymphoscintigraphy
Intra-operatively?
Inject 1sosulfan blue dye; resect SLN
What would be appropriate margins during resection?

1-2cm
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SLN biopsy: negative for micrometastatic disease
T2a NO MO = Stage 1B

The patient returns for a post-op check and inquires
about results of biopsy.

¢ See Common Fo H p Recommendations For All Patients*S
Hd:P [ fh emphas m:-l:IF-'-'. and skin)
y 3-12 mo f 5 vy, then
ually as clinically indicated
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Stage 1A -IIANED — .
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Melanocytes

- originate from neural crest cells

- found along basement membrane at the dermoepidermal
junction

- exposure to carcinogenic stimuli result in malignant
transformation and melanoma

Accounts for 4 — 5% of all skin cancers, but causes
majority of deaths

Eighth most common cancer in the United States

68,130 new cases; 8700 deaths in US (2010)



www.downstatesurgery.org
Melanoma

Epidemiology
- 20x more common in white individuals, especially
those of Celtic ancestry; less in Asian and black
population
- anatomic distribution varies among gender
- men: trunk, head and neck

- women: lower extremities

- median age at presentation: 45-55yrs
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Etiology

- exposure to sunlight
- UV radiation (UVA and UVB)
- UVA: deeper level of penetration leading to
dermal connective tissue damage
- UVB: Induces effects of sunburn, increases
melanin production and is most carcinogenic part of UV

spectrum
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Risk Factors
- fair complexion, severe sunburns, intermittent doses of
radiation (sun bathing, tanning beds)

- xeroderma pigmentosum, family history of melanoma,
history of non-melanoma skin cancer, dysplastic nevi
syndrome

- Aging: related to either exposure to carcinogens
(UV radiation) or the decreasing ability of individual cells
to repair DNA damage

- Precursor Lesions: congenital nevi, dysplastic neuvi,
Spitz nevi
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Xeroderma Pigmentosum

- autosomal recessive

- Inability to repair DNA damage caused by UV radiation

- Incidence 1 in 250,000

- Increased risk for skin cancers; melanoma and SCC most
common cause of death

- symptoms: severe sun burn to minimal sun exposure,
freckles, solar keratoses, painfully sensitive eyes to sun
exposure

- poor prognosis, less than 40% survive beyond 20 yrs of
age
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Giant Congenital Nevi
- rare, occurs in 1 in 20,000 newborns
- Increased risk of melanoma within nevi
- lifetime risk 5-8%
- require regular examination throughout
life

Dysplastic Nevi (DN)
- large (6-15mm), flat pigmented lesion
- Indistinct margins, variable color
- may occur sporadically or in a familial pattern



www.downstatesurgery.org
Melanoma

* Dysplastic Nevi (DN)

- DN syndrome ( BK mole
syndrome, FAMMM syndrome):
multiple nevi >100, mutation
CDKNZ2A gene, chromosome 9,
leads to unstable p53; penetrance for
melanoma ranges 52-98%

- unclear consensus in
management; can excise all lesions

- surveillance mandatory;
complete skin examination every 3-6
months, monthly self-examination



http://upload.wikimedia.org/wikipedia/commons/3/3c/DysplasticNevusSyndrome.jpg�
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Spitz Nevi
- rapidly growing, pink,
brown lesions

- occurs In children and
adolescents

- difficult to distinguish from
melanoma; requires an
experienced pathologist

- treatment: complete local
excision


http://upload.wikimedia.org/wikipedia/commons/2/2c/Spitz_nevus.jpg�
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Clinical Features

- changing, pigmented skin lesion, that is initially flat and
spreads over the skin but later becomes elevated

- Asymmetric outline

- Irregular =orders

- variation in Color

- Diameter greater than 6mm
- Elevation
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Types of Melanoma
- Lentigo Maligna Melanoma (10%)

- occurs In older individuals with sun
damaged skin

- flat, dark pigmented lesion with
Irregular borders

- slow progression; can be several
centimeters in diameter

- better prognosis due to superficial
spread
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Types of Melanoma

- Superficial Spreading Melanoma
(70%)

- most common

- flat, pigmented lesion with a
radial growth pattern

- may not be associated with sun
exposure

- If left in place will begin to
thicken (increase vertical growth)
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Types of Melanoma
- Acral Lentiginous Melanoma (5%)

- classified by its anatomic site of
origin

- confined to subungual area, skin
of palms and soles

- most common in black
Individuals

- poor prognosis due to delayed
diagnosis
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Types of Melanoma
- Nodular Melanoma (15%)

- early development of vertical
growth phase

- worst prognosis due to tumor
thickness
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Prognostic Factors: 1969 Clark’s Classification

- based on extent of tumor invasion relative to

anatomic layers

- level of invasion was related to survival

- Clark level was difficult to determine and differed among
pathologists with same slides

Clark's levels
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chematic representation of Clark's levels of tumor penetration in relation to the normal layers of skin.



www.downstatesurgery.org
Melanoma

Prognostic Factors: 1970 Breslow Classification

- measured vertical thickness of tumor in millimeters
- accurately reproducible among pathologists

- prognosis worsens with increasing thickness

- correlated with 5yr survival

Tumor Thickness

<] mm
1.01 -2 mm
2.01 -4 mm
>4 mm
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Prognostic Factors: American Joint Committee on Cancer

(AJCC) Melanoma Database
- Balch and collaborators defined multiple prognostic factors

Age, Gender, Level, Site, , Ulceration
- Strongest predictor of outcome

- Associated with local recurrence, regional and distant
metastasis, survival

- Same findings at other institutions in North America, Australia
and Europe; confirmed in SEER database
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Management

- begins with an accurate diagnosis
- classic signs not only include ABCDE, but also bleeding,
Itching and/or ulceration
- decision to perform biopsy
- history and physical
- clinical experience
- high index of suspicion
- method (excisional or punch) of biopsy Is determined by
size of lesion and anatomic location
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Management

- Biopsies must be full thickness with a margin of
normal skin regardless of method

- Tumor Thickness Is the most important prognostic
factor

- Determines further management ( WLE, SLN biopsy,
adjuvant therapy ) and therefore survival in patients with
melanoma
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Maricnal
Comprehensive NCCN Guidelines™ Version 2.2012 NCCN Guidelines Index

NCCHN et Melanoma Table of Contents
Neework® Melanoma Discussion

ERINCIPLES OF BIOPSY ERINCIFLES OF PATHOLOGY

» Excislonal biopsy (elliptical, punch, or saucerization) with 1-3 mm = Biopsy to be read by a pathologist experienced in pigmentad
margins preferred. Avoid wider margins to permit accurate lesions.
subseguent lymphatic mapping. = Minimal elements to be reported should include Breslow thickness
« The orientation of the biopsy should be planned with definitive {mm), histologic ulceration, dermal mitotic rate per mm<? Clark level
wide axcision in mind. (encouraged for lesions < 1 mm, optional for lesions > 1 mm), and
« Full thickness incisional or punch biopsy® of clinically thickest peripheral and deep margin status of biopsy [positive or negative).
porton of lesion acceptable, In certain anatomic areas = Microsatellitosis, if present, should be reported.
(eg, palmisole, digit, face, aar) or for very large lesions. = Encourage consistent reporting of these additional factors
» Shave biopsy 1.2 may compromise pathologic diagnosis and {compatible with American Ac ademy of Dermatology
complete assessment of Breslow thickness, but is acceptable recommendations):
when the index of suspicion s low. Location
Regression
Tumor infiltrating lymphocytes (TIL)
Vertical growth phase (VGP)
Anglolymphatic Invasion
Neurotropism
Histologic subtype
Pure desmoplasia, f present (specify pure vs. mixed desmoplastic
with spindle cell and/or epithelioid cells)
» Consider use of comparative genomic hybridization (CGH) or
fluorescent in situ hybridization {FISH) for histologically e quivocal

lesions .4

Y¥YY¥Y Y YyYTrYYVW

1§ chinical evaluation of incisional biopsy suggests that microstaging is inadequate, consider namow margin excisional biopsy.

:%Fnr lantgo maligra, malanoma in situ, a broad shava biopsy may halp lo oplimize diagnostic sampling.

“Dearmal mitotic rate should be detarmined using the “hol spot” EBchnigue and expressed as number of mitoses per square millimater. [(Sondak VE, Taylor JM, Sabal M5,
el al. Mitotic rate and younger age ame predicitrs of senfinal rmph noda positivity; lessons learnad from the ganambon of a probabilistic modal. Annals of Surgical
Cinooilogy 2004 ;11:247-258 and Clark WH, Elder DE, Guearry D Modal Predicting survival in Stage | Maelanoma Based on tumor Progression . Joumal of the Mational
Cancer Instilute 1888,81:1883-1804. )

TCGEHmay be more accurale than FISH in dentifying relevant genetic mutations (Raskin L, Ludgate M, Iyver RK,, at al. Copy numbear vanabons and clinical oulcome in
atypical spitz umors. Am J Surg Pathol 2011;35:243-252).

How: Al recommandations aro category 2A unloss othorwizo indicamd
Cilinical Trials: NOCH believes that the best managament of any cancor patient is in a diinical frial. Participaticn in dinical trials is espedially oncouragod.

e D200 CEEET T D P o | oy b v Comn o Bsstwari, e 1T A raghie recesrvea . Tl B0 0 Cols ke e " mrad e @ uosirstaon mrony ro ! b ren rosdu ced 0 sy formm sestho o e oo reece vt e n ey see on of MICCRHD
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Surgery
- fundamental principle: resection of primary tumor with
minimal risk for recurrence

- William S. Handley (1907) recommended wide local
excision (WLE) with regional lymph node (LN) dissection

- contributions from Clark and Breslow gave more insight
Into the natural history of melanoma:

risk for local recurrence and overall survival rates were
related to tumor thickness
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What margins were necessary to achieve these results?
- multiple randomized trials conducted

chensive NCCN Guidelines™ Version 2.2012 NCCN Gu
Melanoma

Melanocma Tabl

WIDE EXCISION OF PRIMARY MELANOMA

Tumer Thickness
In situ ! 0.5 ecm

= 1.0 mm 1.0 cm (category 1)

1.01 =2 mm 1-2 cm (category 1)

2.01 -4 mm 2.0 cm (category 1)

> 4 mm 2.0cm

= Margins may be modified to accommeodate individual anatomic or functional considerations.
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Surgery: Resection/Reconstruction
- wide local excision, measured from biopsy scar
- specimen oriented for pathologist

- reconstruction: primary closure, advancement flaps, skin
grafts, Z plasty, V-Y flaps




www.downstatesurgery.org
Melanoma

Surgery
- following WLE, many patients found to have recurrence
within lymphatic basins draining the primary site

- surgeons concluded that resection of the nodal basin
containing occult metastasis would increase survival:

elective lymph node dissection (ELND)

- significant morbidity: lymphedema, muscle weakness,
restricted range of motion
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Surgery
- with better understanding of prognostic factors (tumor
thickness):

<1lmm low risk of metastasis

> 4mm high risk of distant metastasis

1-4mm elevated risk for nodal metastasis
(may benefit from ELND)

- Intergroup Melanoma Trial and WHO Melanoma
Programme Trial: no benefit to ELND in intermediate
thickness melanoma
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Surgery

- 1970s Dr. Morton and colleagues described a
radionuclide mapping technique to define lymphatic drainage
from any primary site on skin

- technetium-99m labeled colloid injected intradermally

- flow through lymphatic vessels with up take in regional
nodes

- used by surgeons for ELND
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Surgery
- 15 yrs later, Morton and group injected blue dye to show
the first blue node in the regional lymphatic basin

- this node would be the first node to contain metastasis if
tumor were present, termed the

- the concept of SLN biopsies put and end to ELND and
changed clinical management

- allowed for identification of the SLN in 95% groin and
axilla; 85% head and neck regions
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Surgery

- lymphoscintigraphy: performed the day before or on day
of procedure

- all regions of uptake are labeled on lymphoscintigram

- Intra-op blue dye (isosulfan blue) is injected and the first
blue node In the basin of interest Is resected
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Was there a benefit to Sentinel Lymph Node Biopsy?

The NEW ENGLAN D
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 SEPTEMBER 28, 2000 VOL. 355 NO.13

Sentinel-Node Biopsy or Nodal Observation in Melanoma

Donald L. Morton, M.D., John F. Thompson, M.D., Alistair J. Cochran, M.D., Nicola Mozzillo, M.D.,
Robert Elashc Ph.D., Richard Essner, M.D., Omgo E. Nieweg, M.D., Ph.D., Daniel F. Roses, M.D.,

Harald J. Hoekstra, M.D., Ph.D., Constantine P. Karakousis, M.D., Ph.D., Douglas Reintgen, M.D.,

Brendon J. Coventry, M.D., Edwin C. Glass, M.D., and He-Jing Wang, M.D., for the MSL Group™

ABSTRACT

BACKGROUND

We evaluated the contribution of sentinel-node biopsy to outcomes in patients with  From the Departments of Surgical Onco-
l'ie“-’i}' di&gllOSEd melanoma. logy (D.L.M., R. Essner) and Biostatistics
(R. Elashoff, H.-|.W.), John Wayne Cancer

METHODS Inst;tute at_ Sa|tJohns Health Center,
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Multicenter Selective Lymphadenectomy Trial (MSLT I)

- evaluate contribution of SLN biopsy to outcomes in patients
with melanoma

- patients were randomized to wide excision with observation
of LN or sentinel LN biopsy

- If positive they would undergo immediate lymphadenectomy
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Multicenter Selective Lymphadenectomy Trial (MSLT I)

- 1269 patients with intermediate thickness melanoma were
enrolled from 1994 — 2002
500 observation arm; 769 biopsy arm

- demographics, clinical and pathologic characteristics of
lesion were similar

- primary endpoint was melanoma specific survival

- secondary endpoint was disease-free survival before first
recurrence
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Multicenter Selective Lymphadenectomy Trial (MSLT I)

- follow-up was 5 years

- melanoma-specific survival was similar in both arms
86.6% (biopsy); 87.1% (observation)

- disease-free survival significantly higher in biopsy arm
78.3% vs. 73.1%
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Multicenter Selective Lymphadenectomy Trial (MSLT I)

- biopsy arm: 122 SLN +, 642 SLN —

- disease free survival in the biopsy arm
+mets 53% vs. -mets 83%

- melanoma specific survival in biopsy arm
+ mets 72.3% vs. -mets 90%
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Multicenter Selective Lymphadenectomy Trial (MSLT I)

- 5 yr survival rate among node + group was significantly
higher compared to observation group: 66% Vvs. 54%

- biopsy arm with + mets: AJCC nodal stage | (39%)
observational arm with clinical mets: nodal stage |11 (70%)

- results confirmed: prolonged disease free survival and
Increased melanoma-specific survival rate when compared to
observation and delayed lymphadenectomy: 72% vs.

52.4%
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Multicenter Selective Lymphadenectomy Trial (MSLT I)

- provided evidence that occult disease can develop into
aggressive regional and distant metastasis

- SLN bx has staging and prognostic value in patients with
Intermediate-thickness melanoma and along with immediate
lymphadenectomy improves survival

- study results were confirmed with other trials conducted by
WHO Melanoma Program

- SLN biopsy is now standard of care for tumors >1mm
thick; accurate staging and further treatment
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Staging : TNM AJCC system

Marional

Comprehensive NCCN Guidelines ™ Version 2.2012 Staging NCCN Guidelines index
NCCHN el Melanoma Table of Contents

Nerwork™ Melanoma Chscussion

Table 1 Regional Lymph Nodes (M)

American Jaoint Committes on Cancer (AJCC) NX Patients in whom the regional lymph nodes cannot be assessed
THM Staging System for Melanoma (Tth ed., 2010) (&g, previcusly removed for ancther reason)

Primary Tumar (T) NO No regional metastases detected

TK Primary tumor cannot be assessed {eg, curettaged or sewverely Regional metastases based upon the number of metastatic
regressed melanomal nodes and presence or absence of intralymphatic metastases

TO Mo evide noe of primary tumor (in transit or satellite metastases)
Tis Melanoma i sty Note: N1-3 and a-c sub categories are assigned as shown below:

T4 Melanomas 1.0 mm or less in thickness N Classification Mo, of Metastalic Nodes Modal Melastatic

T2 Melanomas 1.01 — 2.0 mm Muss

T3 Melanomas 2.01 — 4.0 mm M 1 node : micrometastasis®
b: macrometastasis

-

T4 Melanomas more that 4

Note: a and Tategories of T are assigned ba ulceration and N2 2-3 nodes a: micromatastasis™
riLET e mitoses per mm? as shown below: b: macrometastasis™
C: in transit met{s)
satellite]s) withowt
< 1.0 a: wio ulceration and matastatic nodes
mitosis <1/mm2 )
b with ulceraticn or grﬂr:!u;ﬁc? ;f;ﬁdti“:tfﬁr??gﬁ-it
i - 1 z :
OGRS = i met]s)/satellite]s) with meta-
L wio ulceration static node(s)
» with ulceration
:wilo ulceration ‘Microm_-&tastams are -;:Iiagno\sc_»d after sentinel hymph node biopsy and
completion ymphadeneactomy (i perfomeed ).
) ““Macrometastases are defined as clinically detectable nodal metastases
: wifo ulceration confirmed by therapeutic lymphadenactomy or when nodal metastasis
with ulceration exhibits gross extrmcapsular extension.

T #fas sifica tion Thickness (mm) Wiearation Status

: with ulceration

Continue

Ussad with tha parmission of tha Amardcan Joint Commiltas an Cancar (AJCC ), Chicago, llings. Thea ariginal and primary sourca for this information is tha AJCC
Cancar Staging Manual, Savanth Edition {2010) publishad by Springer Scance and Businass Madia LLC (SBM). {For complata information and data supparting
|tha staging tablas, visil wwiw. soringsd. com. ) Any citalion or quotation of this matadal must be cradited to tha AMNIC as fts primary sourca. Ths inclusion of this
information harain doss not authorza any rmusa or furthar distdbulion withoutl the exprassead, wrillan parmission of Springear SERM, on bahall of tha AJCC.

Sy ST 0, CEACRT T G P ety il ey sl v i o Plsbesard, brec 2077, A righ s e This MCG M = ey kb i1 sy P it ul e s Ereeos v Esn p el on of MGG RRE 5T-1
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Staging : TNM AJCC system

Marional

Comprehensive NCCN Guidelines™ Version 2.2012 Staging MCLN Guideline s Index
Cancer Melancma Tabde of Contents

Merwork™ Melanoma Dhiscussion

Distant Metastasis (M) Pathologic Staging™~

Stage 0 Tis MO MO
Stage 1A Tia MO MO
M1a Metastases to skin, subcutaneous, or distant ymph nodes Stage |B Tib N MO

Mib Metastases to lung Stage 1A ¥§E HE mg

Mic Metastases to all other visceral sites or distant metastases to T3a MO MO
any site combined with an elevated serum LDH Stage 1B Tab MO Mo
(Miote: Se LOH isi ted into the M cat h b Ry e e
(=N Ly is incompora into the M category as shown a St ne T4b ) MO
M Classification Site Serum LDH Stgggﬁ Tiry T(1-4)a MN1a MO
M1a Cistant skin, subcutansocus, MNommal T{1-4}a MNZa MO
or nodal mets Stage NIB T(1-4)b MN1a MO
T{1=4)b MNZa ]
Lung metastases Mormal T({1—4)a N1k MO
; T{1=4)a M2k D
All other visceral MNommal T(1—4)a MNZc MO
matastases Stage HIC T(1-4)b N1k MO
Any distant metastasis Elevated / Ti{1=4)b NZb ]
Anatomic Stage/Prognostic Groups b Bl i g
Any T N3 (0]
Clinical Staging™ Stage IV Any T Any N r1
Stage 0 Ti=s N MO — e — - = _
Stage LA Tia NO MO “FPathologic staging inchudes micrasiaging of the pimary melanoma and
Stage IB T1b N MO pathologic information about the ragional lymph nodes allar partlial o
T2a NO MO complata lymphadenactomy. Pathologic Stags O or Stage 1A patiants ara
Stage A T2b NO MO tha excaplion; thay do nol require pathologic avaluation of thair iymph
T3a NO MO ol es.

Stage B8 $§g mg Eg Lisad with the parmission of the Amercan Joint Commitias on Cancer (AJCC),
Chicagao, |Bnais. The ofginal and primary sourcs for this information is the
Stage IIC T4b MO ] AJCC Cancer Staging Manual, Saventh Ediion {2010) pubfished by Springer
Stage I AnyT =M D Sciancs and Businass Madia LLC (SBM). {For complate information and data
Stage IV Any T Any N M supporling thae slaging Bbles, visil weww. soringaccom. ) Any citation or guotalion
*Clinical staging includes microstaging of the primary malanoma and of this material must be craditad to tha AJCC asits pimary source. The
dlinical/radiclogic evaluation for metastases. By convantion, it should be inclusion of this mformation harsin doss not authonze any reuss or furthar
usead after complate axcision of the primany malanama with cinical distribution without the expressed, written parmission of Springer SBM, on

assaszsmani for regional and distan! malastaseas. Eeball of Mgt

Mo Mo detectable evidence of distant metastases

S oy G2 SN0 TR AEMCET T G P el o rgareedy sero ves i o Psslwsrk, e 2077, AL righ S resos rveed. s MGG » i sy Foam seitie ol e s oqrsscs e Baen passrrrasc oo off PO PR
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Surgery: NCCN Algorithm

SURGICAL MANAGEMENT OF PRIMARY CUTANEOUS MELANOCMA

Stage 0 Excision:
In situ 5 mm margins

Stage | Excision: 1 ¢m
< 1 mm thick margins

Stage |-l Excision: 2 cm
1-4 mm - margins
thick Chest x-ray E‘-‘BJLEEltIGI'! for without mapping
e lymphatic
(optional) 3
LDH mapping and r—
S santingl lymph xcision: 2 cm
Starﬂg & il node biopsy margins and
Sk mapping and
ith'“H santinel lymph
e node biopsy

| Node
negative

Maode positive:
Completion
lymph node

dissection

-

See NCCN guidelines at www.ncen.org

Figure 30-9 Management algorithm for primary cutaneous melanoma derived from the Mational Comprehensive Cancer Network (MCCN) guidelines
(available at www ncenoorg| - ). LOH, lactate dehydrogenase.
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Surgery: AJCC; Survival

Stage IA: The 5-year survival rate is around 87%. The 10-year sunival is arouni
Stage |1B: The 2-year survival rate is around 92%, O-year sunvival is around
Stage llA: The 5-vear survival rate is around 81%. [he 10-year survival is arcun
Stage lIB: The 5-vear survival rate is around 70%. [he 10-year survival is aroun
Stage lIC: The B-year survival rate is around 53%. [Fhe 10-year survival is aroungd 40%
Stage |IA: The 5-year survival rate is arounfd 78%.|The 10-year survival is arourd |

Stage lIB: The 5-year survival rate is arounfd 59%.|The 10-yvear survival is arcufd 4

Stage IC: The &-year sunvival rate is arounfd 40%.|The 10-year sunvival IS arounc

Stage IV: The 5-vear survival rate for stage [V melanoma is about [15% to 20%4 The 10-yvear surnvival is abouf 10% 10 15%. T
rifthe spread is only to distant parts of the skin or distant lvmph nodes rather than to other organs, or ifth
ate dehydrogenase (LOH) is normal.
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Surgery: Complete Lymph Node Dissection (CLND)

National

Capetese NCCN Guidelines™ Version 2.2012 NCON s
NCCN [oinnes: Melanama Table UfICUI'I[BﬂlS
Network® Melanoma Dlscussion

PRINCIPLES OF COMPLETE LYMPH NODE DISSECTION

Adequacy of regional lymph node dissection:

+ An anatomically complete dissection? of involved nodal basin is required.

oI the groin, consider elective iliac and obturator lymph node dissection if clinically positive superficial
nodes or = 3 superficial nodes positive. (category 2B)

+[llac and obturator lymph node dissection indicated if pelvic CT is positive (category 2A) or if Cloquet's
node Is positive (category 2B).

Basin No. of Nodes

Axillary 15

Inguinal. superficial &

Inguinal, deep i

Cervical. anterior 15

Cervical, posterior 13
Supraclavicular 6

Suprahyoid 4

Parotid 3

Popliteal 23
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Surgery: Adjuvant Therapy

Mational

Comprehensive NCCN Guidelines™ Version 2.2012 NCCN Guidelings Index
Lancer Melanoma Table of Contents

MNerwork® Melanoma Discussion

e Clinical trial (prefermred)

s Ipilimumab (category 1)23

« Vemurafenib (category 1)%5

« Dacarbazine

= Temozolomide

= High-dose Interleukin-257

« Dacarbazine-or temozolomide-based combination chemotherapy/biocchemotherapy,
{including cisplatin and vinblastine with or without IL-2, interferon alfa) (category 2B)7

« Paclitaxel (category 2B)

« Paclitaxel/cisplatin (category 2B)

« Paclitaxel/carboplatin (category 2B)

T Patients who progress after initial therapy may be offered subseguent therapy if they maintain a performance status of ECOG 0-2 or Kamofsky score = 80.

Zipilimumab has the potential for significant immune-mediated complications. Participation in the risk evaluation and mitigation strategy (REMS) program andfor
experience in use of the drug as well as resources to follow the patient closely are essential. Ipilimemab should be used with extreme caution, if at all, in patients with
sarnous underlying autoimmune disorders.

*Re-induction with ipilimumab may be considered for select patients who experienced no significant systemic towicity during prior ipilimumab therapy and who relapse
after initial clinical response or progress after stable disease > 3 months.

Ayemurafenib is recommended for patients with W&l 0 mutation of the BRAF gene documented by an FDMA-approved or Clinical Laboratony Improwvem ent Amend ments
(G LIA)-approved facility:

Fwemurafenib has the potential for significant dermatolegic complications including cutaneocrs sguamous cell carcinoma and extreme photosensitivity. Regular
dermatologic evaluation with referral to a dematologist as dinically indicated. Patients should also be carefully monitored for the development of other adverse
reactions such as joint pain and swelling.

e'High—cinse interdeuvkin-2 should not be used for patients with inadeguate crgan reserve, poor performance status, or untreated or active brain metastases. For patients
with smiall brain metastases and without significant peritumoral egdema, IL-2 therapy may be considered (category ZB).

T administration of multiagent regimens and high-dose interleukin-2 is complex and associated with significant toxidties. Therapy should be restricted to an institution
with medical staff experienced in the administration and management of regimens.

Note: All recommendations are category 2A unless otherwise indicated. References on next page
Clinical Trials: RCCHN believes that the best management of any cancer patient is im a clinical trial. Participation in clinical trials is especially encouraged.
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Surgery: Radiation Therapy

MNavional
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Cancer Melanoma Table of Contents

MNerwork® Melanoma Discussion

PRIMNCIPLES OF RADIATION THERAPY FOR MELANOMA

Consider radiation therapy in the following situations:1

« Extracapsular extension

« = 4 involved nodes

* Size =3 cm

« Cervical® = Axillary = Inguinal Location

« Recurrent disease after prior complete nodal dissection

METASTATIC DISEASE

* Brain metastases (see NCCN Central Nervous System Cancers Guidelines
» Definitive or palliative stereotactic radiosurgery and/or whole brain radiation therapy
= Adjuvant radiation following resection of brain metastases.

s Dther symptomatic or potential ly symptomatic soft tissue and/or bone metastases

*Most systemic treatments should be held during radiation.

ZIn the cervical location, consider adjuvant radiation it = 2 lymph nodes are involved and for lymph nodes = 2 cm.

2 A owide mange of radiation dose/fractionation schedules is effective. Hypofractionated regimens may increase the risk for long term complications such as lymphedema
and small bowel obstruction.

Note: All recommendations are category 24 unless otherwise indicated.
Clinical Triats: NCCH believes that the best management of any cancer patient is in a clinical trial. Participation in clinical trials is especially encouraged.
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CLINICAL/PATHOLOGIC
STAGE

Stage 0
in situ

Stage 1A -1lANED ———

Stage 1IEBE -IW NED —————

FOLLOW-UP

See Common Follow-up Recommendations For All Patients®
(Below)

* See Common Follow-up Recommendations For All Patients®s
* HE&P (with emphasis on nodes and skin)
= every 3-12 mo for 5 y, then
= annually as clinically indicated
+ Routine radiologic imaging to screen for asymptomatic
recurrent/metastatic disease is not recommended

e See Common Follow-up Recommendations For All Patients®

s HE&P (with emphasis on nodes and skin)
» every 3-6 mo for 2 y, then
» every 3-12 mo for 3 y, then
= annually as clinically indicated

» Consider chest x-ray, CT andior PET/CT scans every 6-12 mo
to screen for recurmrent'metastatic disease (category 2B)

« Consider brain MRI annually (category Z2B)

= Routine radiologic imaging to screen for asymptomatic
recurrent/metastatic disease is not rcommended after 5 years

E]

« At least annual skin exam for life

« Educate patient in monthly self skin exam

(and monthhy self iymph node exam for Stage 1A - IV NED)
« Routine blood tests are not recommended
« Radiclogic imaging is indicated to investigate spedfic signs or symptoms
Follow-up schedule influenced by risk of recurrence, prior primany
melanocma, and family history of melancma, and indude s other fadors,
such as atypical moles/dysplastic nevi, and patient anxiety.

radial growth phase.

to the melanoma scar.

RECURREMCE!?

Persistent
disease or true
local scar
recurrencetu

Local, satellite,
andlor in-transit
recurrence "V

—_— (See ME-T)

Modal

recurrence

[See ME-8

Distant
recurrence !

——— [(See ME-9)

'Persistent disease or true local scar recurrence is defined by presence of in situ and/or

YInitial clinical recumence should be confirmed pathologically whenever possible. Obtain
tissue for genetic analysis if relevant to eligibility for paricipation in a clinical trial.

YLocal, satellite recurrence without in situ or radial growth phase, with deep dermal or
subcutaneous fat recumence within the melaroma scar or satellite metastasis adjacent

Note: All ecommendations ane o ategory 2A unless otherwise indicated.
Clinical Trials: NCCH believes that the best managemeant of any cancer patient is in a clinical trial . Participation in climical trials is especially encouraged.
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Recurrence

- signs and symptoms: local swelling, itching, new
lesions, enlarged LN, GI, CNS and pulmonary symptoms

- nodal: FNA; if + requires metastatic work-up and CLND

- local and regional:
tumor appears within 5cm radius of primary
excision site
surgical resection with histologically clear margins
high risk of having distant mets; resection does not
always achieve long-term disease free survival
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Recurrence

- multiple recurrences on limb: isolated hyperthermic limb
perfusion (IHLP)

- Isolate vein and artery; apply tourniquet; infuse
chemotherapeutic agents ( L-phenylalanine mustard, IL-2)

- complete response in approx. 10-15%

- recommended for patients with established in-transit
YEENENE
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In-Transit Metastasis:

- foci of tumor cells that have spread via lymphatics but has not
reached LNs and present as lesions on skin and subcutaneous tissue

- can be extensive metastasis; some lesions maybe excised,;
recurrence is common

- treatment:
IHLP
radiation - difficult to define field, but maybe effective in
combination with other therapy
laser ablation - effective for dermal disease
Immunotherapy — BCG, interferon-a, imiqguimod (Aldara)

- 80% regress after injection
- erythema, edema, ulceration



www.downstatesurgery.org
Melanoma

Distant Metastasis:

- MC sites included brain, lung, liver, bone

- may appear at multiple sites simultaneously; palliative
systemic therapy

- single metastasis; evaluate for resection; estimated long-term
disease free survival 10-20%
- complete staging: CT, PET
- prognosis related to number of metastatic lesions and
Interval between primary therapy and recurrence
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