Update on conjunctival melanocytic lesions
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Gonjunctival melanocytic lesions

Benignnaevus w Relatively frequent
w Majority acquired; Naevus of Ota
w <20years of age

w Juxtalimbahrea, bulbar conjunctiva,
caruncle, plica, eyelichargin

w Exceptional ifiornicesand palpebral
conjunctiva

w Usually single, occasionally multiple
lesions

w Mobile over sclera

w No extension onto cornea nor
penetration ofcorneal stroma

w Most brown coloured; 30% nen
pigmented

w Feeder vesselsommon
w BRAFRNutation¢ 19-40%
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Fluorescence in situ hybridisation (FISH) in M- o
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Gonjunctival melanocytic lesions

Benignnaevus

Pre-invasive melanomal
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Nomenclature for conjunctival intra  -epithelial melanocytosis &melanoma
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Dubreuilh(1912)
Miescheret al (1936)
Reese (1938)
Helwig1940

Allen & Spitz (1953)
Zimmerman (1966)

Clark &MJihm (1969)
Ackerman (1991)

Reese (1976)
Bernardino (1976)

Silvers (1978)

Reed et al (1981)

Folberg(1985)

Mihm & Guillen(1985)

McGovern (1986)
Massi& Leboit(2004)
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A. with minimaljunctionalactivity (melanosis-hyperplasia)

B. with markedunctionalactivity (nelanosis+nests+atypia

[I. Cancerous acquiradelanosis
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B. with marked invasion (frankly invasive)

Lentigomaligna intra-epithelial disease (as above)

Lentigemalignamelanoma: invasive mm from above
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. . . AND ITS ADNEXA
Histological Typing
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Conjunctivahypermelanosisvith or without benignmelanocytick @ LIS NLJ I & A | Q
Lentiginousatypicalmelanocytichyperplasia
Transepithelial atypicamelanocytichyperplasia
Malignant melanoma with or withouentiginousand/or Pagetoidradial growth phase
Lentiginousmucous membrane melanoma (in situ melanoma with basal atypical cells)
Mucouslentiginousmelanoma in conjunctiva (atypical basa¢lanocyte$

(Developed from Ackerman 1970)

zUu U e LJIA



at NAYEFNE F Olj dzA NB R

Melanin overproduction without
melanocytic hyperplasia

cytological atypia
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Intraepithelial atypical
melanocytic hyperplasia
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evaluation:
. T O mdland8i®
Not a hyperplasia
If hyperplasia-> melanoma in situ ?
Poorreproduciblity of grading of
atypia
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A Conjunctival melanoma isitu
A Invasive melanoma

O& EMIND | Ay

Spectrum of increasing:
Cellular atypia
Cell nesting with confluency
Epithelial involvement
Basement membrane disruption
Stromal infiltration

Clical and Expernentel Opliblmlogy 2005, 36. 786-795
doi: 10.1111/1.1442-9071.2008 01888

Perspective

Conjunctival melanoma and melanosis: a reappraisal of
terminology, classification and staging

Bertil Damato MD PhD FRCOphth' and Sarah E Coupland MBBS PhD FRC Path?
*Ocular Oncology Service, Royal Liverpool University Hospital and "Department of Pathology, School of Cancer Studies, University of
- K




Conjunctival squamous
Intraepithelial neoplasia
(GSIN) and carcinoma

Spectrum of increasing:

Cellular atypia

Epithelial disruption

Basement membrane disruption
Stromal infiltration



Conjunctival melanocytic intraepithelial neoplasia (GMIN)

Horizontal spread }

oY

agetoid

Vertical spread

Nucleus/cyto Nucleus>= Cytoplasm>= Nucleoli &/or
< basal sq. cells basal sq. cells basal sq. cells mitoses



Conjunctival melanocytic intraepithelial neoplasia (GMIN)

Horizontal spread }

agetoid
0 (o] 1 (o] 2 (o] 3 (o] 4 = |4+

Vertical spread

0 or 1 or 2 or 3 = /3 +

Melanocyticatypia

Nucleus&cyto Nucleus>= Cytoplasm>= Nucleoli &/or
< basal sq. cells basal sq. cells basal sq. cells mitoses
0 and 1 and 1 and 1 = /3=
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CONJUNCTIVAL MELANOCYTIC INTRA-EPITHELIAL NE OPLASIM
Score sheet

Name: Hosp. No:

DOB: / / Path: No:

Eye: Left / Right
Specimen locations:

1:

2.

{Please encircle one number in each box for each specimen and add encircled numbers for total score)

Feature Description Specimen
1 2 3 | 4 5 6 7|8

Pattern of None (+- hypermelanosis) 0 0 010 0 0 010
horizontal Basal/lentiginous (BL) proliferation or... 1 1 1 1 1 1 1 1
(radial) Pagetoid spread (H-BD or.. 2 2 2 2 2 2 2 2
spread Nonconfluent nests (+- BL +~ pagetoid) or... 3 2 2 3 3 3 2 3

Confluent nests (+/- BL +- pagetoidor ... 4 4 4 4 4 4 4 4
Vertical Basal layer of epithelium 0 ]0]0]0]O0O]O]O]O
spread of <50% epithelial thickness 1 1 1 1 1 1 1 1
atypical 50-90% epithelial thickness 2 2 2 > 2 o 2 2
melanocytes [ >90% epithelial thickness 3 3 3 3 2 3 3 3
Cellular Nuclear size <nuclei of basal sgquamong cells 0 0 0 0 0 0 0 0
atypia Nuclear size »=nuclei of basal sgquamous cells 1 1 1 1 1 1 1 1

Cytoplasmic volume <basal squatous cells 0 0 0 0 0 0 0 0

Cytoplagmic volume >= basal squamons cells T 1] 1|11 ]1]1]1

Nucleolus and mitoses absent 0 0 0 0 0 0 0 0

Nucleolus and/ or mitoses present 1 1 1 1 1 1 1 1
Total (Total should not exceed 10)

Length of specimen inv. by most severe disease(%)

Changes extend to or near lateral resection edge(s) YN | ¥/N [ Y/N | YN [Y/N | YN | Y/N| YN

Invasive melanoma (If yes, report elsewhere) YN | YN [ Y/N | YN [ V/N | ¥/N | Y/N | Y/N

Comment:
Pathologist: Date: i i

ah E Conpland & Bertil E Damato, Liverpool, UK @

Clinical and Experimental Opbibalmology 2008; 36: 786-795
doi: 10.1111/j.1442-9071.2008.01888 x

Perspective

Conjunctival melanoma and melanosis: a reappraisal of
terminology, classification and staging

Bertil Damato MD PhD FRCOphth' and Sarah E Coupland MBBS PhD FRC Path®
'Ocular Oncology Service, Royal Liverpool University Hospital, and *Department of Pathology, School of Cancer Studies, University of
Liverpool, Liverpool, UK



CONJUNCTIVAL MELANOCYTIC INTRA-EPITHELIAL NEOPLASIA

Score sheet

Clinical and Experimental Opbibalmology 2008; 36: 786-795

doi: 10.1111/5.1442-9071.2008.01888.x

ncer Studies, University of

Name: Hosp. No: Perspective
DOB: / / Path: No:
Eye:  Left [ Right Conjunctival melanoma and melanosis: a reappraisal of
Specimen locations: /\ terminology, classification and staging
1:
N ] %] (Please encircle one number in each box for each specimen and add encircled numbers for total score)
5 Feature Description Specimen
T 1
4—— [ Pattern of None ( +- hypermelanosis) 0
5 | horizontal Basal/lentiginous (BL) proliferation or... 1
6 | | (radial) Pagetoid spread (+-BL)or ... o
n spread Nonconfluent nests (+/- BL +~ pagetoid) or... 3
I Confluent nests (+/- BL +/- pagetoid or ... 4
= Vertical Basal layer of epithelium 0
3 (Please enci SPread of <50% epithelial thickness 1
Feature atypical 50-90% epithelial thickness 2
e To— melanocytes | >90% epithelial thickness 3
l(‘l:‘z:l‘;tal Ce]h.llar Nuclear size <nuclei of basal gguamons cells 0
spread atypia Nuclear size >=nuclei of basal ggquamons cells 1
e Cytoplasmic volume <basal sguamons cells 0
spread of Cytoplasmic volume >= basal gguamons cells 1
;ﬁ;;:;ﬁ% Nucleolus and mitoses absent 0
Cellular Nucleolus and/ or mitoses present 1
Hria Total (Total should not exceed 10)
Length of specimen inv. by most severe disease(%)
Changes extend to or near lateral resection edge(s) YN
Total Invasive melanoma (If yes, report elsewhere) YN
Comment:
Commye|
— Pathologist: Date: ! !
Developed by Sarah E Conpland & Bertil E Damato, Liverpool, UK @ 2008




CONJUNCTIVAL MELANOCYTIC INTRA-EPITHELIAL NEOPLASIA

Name:

Score sheet

Hosp. No:

DOB:

/ /

Eye: Left / Right

Path: No:

Perspective

Clinical and Experimental Opbibalmology 2008; 36: 786-795

doi: 10.1111/5.1442-9071.2008.01888.x

Specimen locations: //\ terminology, classification and staging
1:
N ] %] (Please encircle one number in each box for each specimen and add encircled numbers for total score)
5 Feature Description Specimen
R 1 2 3 4 5 6 7 8
*—— | Pattern of None ( +/- hypermelanosis) 0 0 0 0 0 0 0 0
5___ | | horizontal Basal/lentiginous (BL) proliferation or... 1 1 1 1 1 1 1 1
6. (radial) Pagetoid spread (H-BL)or.. 2 2 2 2 2 2 2 2
.| [spread Noneonfuent nests (+- BL +- pageloid) or.. AEIEIEAEIEIEE
I Confluent nests (+/- BL +/- pagetoid or ... 4 4 4 4 4 4 4 4
8 Vertical Basal layer of epithelium 0 0 0 0 0 0 0 0
5 PR spread of <50% epithelial thickness 1 1 1 1 1 1 1 1
Feature atypical 50-90% epithelial thickness 2 2 2 2 2 2 2 2
e, melanocytes | >90% epithelial thickness 3 3 3 3 3 3 3 3
l(;:l;::ll;tal Cellular Nuclear size <nuclei of basal gquamous cells 0 0 0 0 0 0 0 0
spread atyp Jﬁ Nuclear size >=nuclei of basal gguamons cells 1 1 1 1 1 1 1 1
e Cytoplasmic volume <basal gguamons cells 0 0 0 0 0 0] 0 0
spread of Cytoplasmic volume >= basal squamons cells 1 1 1 1 1 1 1 1
;tzr;;:lm Nucleolus and mitoses absent 0 0 0 0 0 0 0 0
Cellular Nucleolus and/ or mitoses present 1 1 1 1 1 1 1 1
ateia Total (Total should not exceed 10)
Length of specimen inv. by most severe disease(%)
Changes extend to or near lateral resection edge(s) YN | ¥/N | ¥WWN | ¥/N | ¥/N [ Y/N | Y/N [ Y/N
. Invasive melanoma (If yes, report elsewhere) YN | ¥/N | ¥WWN | ¥/N | ¥/N | Y/N | Y/N [ Y/N
Comment:
Commye|
— Pathologist: Date: ! !

Developed by Sarah E Conpland & Bertil E Damato, Liverpool, UK @ 2008

Conjunctival melanoma and melanosis: a reappraisal of

ncer Studies, University of



Multicentre evaluation of
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GMIN score =0
Hypermelanosisnly/normal

CMIN score =1
PAM with noatypia

m Hypermelanosis

mC-MIN 1 CMIN score = B

u C-MIN 2-3 PAM with mild/moderateatypia
m C-MIN 4-5

u C-MIN >5

GMIN score = 46
PAM with severeatypia

GMIN score %
Melanomain situ (GMIS)




Conjunctival melanoma in situ

Pathological Tumor (pT)

pT Category
TX
TO
Tis

T1
Tla

Tlb

T2b

gEgp®

T4

pT Criteria

Primary tumor cannot be assessed

No evidence of pnnmary tumor

Melanoma confined to the conjunctival
epithelium

Tumor of the bulbar conjunctiva

Tumor of the bulbar conjunctiva with invasion of
the substantia propria, not more than 2.0 mm in
thickness

Tumor of the bulbar conjunctiva with invasion of
the substantia propria, more than 2.0 mm in
thickness

Tumor of the nonbulbar (forniceal, palpebral,
tarsal) conjunctiva, and tumor involving the
caruncle

Tumor of the nonbulbar conjunctiva with invasion
of the substantia propria, not more than 2.0 mm in
thickness

Tumor of the nonbulbar conjunctiva with invasion
of the substantia propria, more than 2.0 mm in
thickness

Tumor of any size with local invasion

Globe

Eyelid

Orbit

Nasolacrimal duct and/or lacrimal sac and/or
paranasal sinuses

Tumor of any size with invasion of the central
NETVoUs system

Cancer
Sta}gmg

(ancer Staging

71 MelanA

7t Edition: >7%% involvement of the epithelial
thickness and/or sloughing of cells from the
epithelial surface.

8! Edition: Subsequenstudies would suggest,
K26SOSNED G®IFY sHBurlidRvBtFits y S R
minimal essential criteria beingsaiprabasal
involvementby an atypical melanocytic

proliferation with cytologicallyatypical

melanocytes occurring in confluent or neconfluent
nests
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WHO Classification of Tumours of the Eye
Consensus and Editorial meeting, 11-13 january 2018, IARC, Lyon, France

HISTOLOGICAL TYPING
OF TUMOURS OF THE EYE
S s N NEXA
Histological Typing N IT5 A
of Tumours of the

Eye and its Adnexa

WHO Classification of Tumours of
the Central Nervous S
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Low and highrisk conjunctival intraepithelial melanocytic lesions

Low risk PAM without atypia; PAM mild atypia;MIP/N<5
High risk PAM with moderate and severe atypiaa@d. b x
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