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Potential differential diagnoses

A Cellular blue naevi

o

Spitz lesions

A Pigmented epithelioid melanocytomas / PRKAR1A-inactivated
melanocytomas

A Melanoma
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IHC panel

HMB45
pl6
Ki67
BRAF
PRAME
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WNT-activated melanocytomas

HMBA45: diffuse
pl6: positive, mosaic pattern
Ki67: low

BRAF: may be positive (especially if part of a combined lesion)
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More lineage-specific markers for WNT-activated Melmomo\
me | an OCytO ma Institute Australia

A b-catenin
A Cyclin D1
A LEF1
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Raghavan SS, Saleem A, Wang JY, Rieger KE, Brown RA, Novoa RA. Diagnostic Utility of LEF1 Immunohistochemistry in Differentiating Deep Penetrating Nevi ::z::ﬂswm
From Histologic Mimics. Am J Surg Pathol. 2020 Oct;44(10):1413-1418. doi: 10.1097/PAS.0000000000001513. PMID: 32520758 SYDNEY
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Combined activation of MAP kinase pathway and
B-catenin signaling cause deep penetrating nevi

lwei Yeh1*2, Ursula E. Langz, Emeline Durieux3, Meng Kian Tee", Aparna Jorapuﬂ, A. Hunter Shain1,
Veronique Haddad?® Daniel Pissaloux?, Xu Chen', Lorenzo Cerroni®, Robert L. Judson® ', Philip E. LeBoit"?,
Timothy H. McCalmont'Z, Boris C. Bastian'?2 & Arnaud de la Fouchardiére® 4
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1467-017-00758: ARTICLE

i -catenin IHC Cyclin D1 IHC b i -catenin IHC Cyclin D1 IHC

Cell size and Cell size and
pigmentation CTNNB1 CCND1 pigmentation CTNNB1 CCND1
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Common nevus: BRAFYSXE Deep penetrating nevus: BRAFYS2%S/CTNNB1 7414
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ORIGINAL ARTICLE

B-Catenin nuclear expression discriminates deep penetrating nevi
from other cutaneous melanocytic tumors

e 1,2 . . 1 . 1 . . 3 Ly . 1,2
Arnaud de la Fouchardiére - Claire Caillot " - Julien Jacquemus - Emeline Durieux” - Aurélie Houlier ** -
Véronique Haddad" - Daniel Pissaloux'~

Received: 15 Movember 2018 /Revised: 21 January 2019 / Accepted: 25 January 2019 /Published online: 12 February 2019
i) Springer-Verlag GmbH Germany, part of Springer Nature 2019
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b-catenin in DPNs

A varying amounts of nuclear staining
A 41% of DPNs had more than 30% of nuclei stained (Score 3)
A 33% of DPNs had between 10 and 30% of nuclei stained (Score 2)
A 24% of DPNs had less than 10% of nuclei stained (Score 1)

A membranous and cytoplasmic staining present

de la Fouchardiere A, Caillot C, Jacquemus J, Durieux E, Houlier A, Haddad V, Pissaloux D. b-Catenin nuclear expression discriminates
deep penetrating nevi from other cutaneous melanocytic tumors. Virchows Arch. 2019 May;474(5):539-550. doi: 10.1007/s00428-019-
02533-9. Epub 2019 Feb 12. PMID: 30756182
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A Spitz (naevi and atypical spitz tumours):
A no nuclear staining
A cytoplasmic staining present

de la Fouchardiére A, Caillot C, Jacquemus J, Durieux E, Houlier A, Haddad V, Pissaloux D. b-Catenin nuclear expression discriminates Aftiiated it
deep penetrating nevi from other cutaneous melanocytic tumors. Virchows Arch. 2019 May;474(5):539-550. doi: 10.1007/s00428-019- @ g’?i‘s’ﬁ“'fﬁ
02533-9. Epub 2019 Feb 12. PMID: 30756182
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A 6Bl ued6 | esions (benign and|
A no nuclear staining
A membranous and cytoplasmic staining present

de la Fouchardiere A, Caillot C, Jacquemus J, Durieux E, Houlier A, Haddad V, Pissaloux D. b-Catenin nuclear expression discriminates e AT
deep penetrating nevi from other cutaneous melanocytic tumors. Virchows Arch. 2019 May;474(5):539-550. doi: 10.1007/s00428-019- Eal) THE UNVERSITY OF
02533-9. Epub 2019 Feb 12. PMID: 30756182
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A Pigmented epithelioid melanocytomas :
A no nuclear staining
A membranous and cytoplasmic staining present

de la Fouchardiere A, Caillot C, Jacquemus J, Durieux E, Houlier A, Haddad V, Pissaloux D. b-Catenin nuclear expression discriminates L
deep penetrating nevi from other cutaneous melanocytic tumors. Virchows Arch. 2019 May;474(5):539-550. doi: 10.1007/s00428-019- Eal) THE UNVERSITY OF
02533-9. Epub 2019 Feb 12. PMID: 30756182
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A Melanomas :
A mostly membranous staining, some cytoplasmic
A éoccasionally even nucl e

de la Fouchardiére A, Caillot C, Jacquemus J, Durieux E, Houlier A, Haddad V, Pissaloux D. b-Catenin nuclear expression discriminates Aftiiated it
deep penetrating nevi from other cutaneous melanocytic tumors. Virchows Arch. 2019 May;474(5):539-550. doi: 10.1007/s00428-019- @ TSH?BIN“E?
02533-9. Epub 2019 Feb 12. PMID: 30756182



Cyclin D1

Strong, positive cytoplasmic and nuclear staining in DPNs
éand in Spitz | esions
éand in 6blued | esions

éand i n PEMs
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éand in mel anomas
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de la Fouchardiere A, Caillot C, Jacquemus J, Durieux E, Houlier A, Haddad V, Pissaloux D. b-Catenin nuclear expression discriminates
deep penetrating nevi from other cutaneous melanocytic tumors. Virchows Arch. 2019 May;474(5):539-550. doi: 10.1007/s00428-019-
02533-9. Epub 2019 Feb 12. PMID: 30756182
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Diagnostic Utility of LEF1T Immunohistochemistry
in Differentiating Deep Penetrating Nevi From
Histologic Mimics

Shyam S. Raghavan, MD* Atif Saleem, DO.* Jennifer Y. Wang MD*{
Kerri E. Rieger, MD, PhD *¥ Ryanne A. Brown, MD, MBA *T and Roberto A. Novoa, MD*¥

Am [ Surg Pathol = Volume 44, Number 10, October 2020
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Raghavan SS, Saleem A, Wang JY, Rieger KE, Brown RA, Novoa RA. Diagnostic Utility of LEF1 Immunohistochemistry in Differentiating Deep Penetrating Nevi
From Histologic Mimics. Am J Surg Pathol. 2020 Oct;44(10):1413-1418. doi: 10.1097/PAS.0000000000001513. PMID: 32520758




Melanoma
Institute Australia

N

Th N e

Affiliated with

Raghavan SS, Saleem A, Wang JY, Rieger KE, Brown RA, Novoa RA. Diagnostic Utility of LEF1 Immunohistochemistry in Differentiating Deep Penetrating Nevi o —
From Histologic Mimics. Am J Surg Pathol. 2020 Oct;44(10):1413-1418. doi: 10.1097/PAS.0000000000001513. PMID: 32520758



Melanoma
Institute Australia

e
LR
et

"§
Y]
¥

)

Affiliated with

Raghavan SS, Saleem A, Wang JY, Rieger KE, Brown RA, Novoa RA. Diagnostic Utility of LEF1 Immunohistochemistry in Differentiating Deep Penetrating Nevi o —
From Histologic Mimics. Am J Surg Pathol. 2020 Oct;44(10):1413-1418. doi: 10.1097/PAS.0000000000001513. PMID: 32520758



Melqnomo\

Institute Australia

Summary of WNT-pathway IHC

A b-catenin

A assess melanocytes away from epidermis/perifollicular areas, and careful with superficial
shaves

A membranous and cytoplasmic positivity can be seen in other lineages

A Deep, nuclear positivity seeninWNT-act i vat ed mel anocytomas é

A ébut nuclear positivity can also be seen in mel anoma
A CyclinD1

A positivity seen across other lineages, and is not specific to WNT-activated melanocytomas
A LEF1

A Lymphocytes are good internal control, and be aware of interpretation in inflamed lesions

A strong, homogenous, deep nuclear positivity seen in WNT-activated melanocytomas

A Focal positivity seen in other lineages
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Case 1l
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Case 2
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