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Dediferencovany / transdiferencovany
melanom (+ heterologni angiosarkom)
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BRAF mutace
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JNEKONECNA“ PROMENLIVOST
MORFOLOGIE i FENOTYPU

Plati to dvojnasob u metastaz ...

Mohou vypadat jJakKkoliv ... NE viak jako melanom !

Genetika Kompletni ztrata melanocytarniho imunofenotypu ...
mutace
BRAF, NRAS, KIT, NF1, ,
NE- / DE-DIFERENCOVANY
BAPI ...
rearanze TRANS-DIFERENCOVANY ~ MELANOM
BRAF, RET, ROS1, ALK, METAPLASTICKY
NTRK ... (heterologni, divergentni ...)




Histopathology Case Report

Histopathology 2022, 80, 135-149. DOL 10.1111/his.14545 International Journal of Surgical Pathology
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- sagepub.com/journalsPermissions.nav
Primary de-differentiated, trans-differentiated and Osteoclast-Like Differentiation Pglr:’w-lbl??'floséa%wssvmé
undifferentiated melanomas: overview of the @?XGE
clinicopathological, immunohistochemical and molecular
spectrum Jason K. Wasserman, MD, PhD', Harman Sekhon, MD, PhD',
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Ingrid Ferreira, Mark ] Arends,” Louise van der Weyden,” David ] Adams® &

Thomas Brenn**(

ORIGINAL ARTICLE )

FZAN www.nature.com/modpathol

ARTICLE M) Check for updates
The clinicopathologic spectrum and genomic landscape of
de-/trans-differentiated melanoma

Ingrid Ferreira (32, Alastair Droop(®’, Olivia Edwards’, Kim Wong’, Victoria Harle!, Omar Habeeb (3%, Deepa Gharpuray-Pandit®,
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Michael Erdmann, MD,| Lucie Heinzerling, MD,1} and Arndt Hartmann, MD* Laura Riva', Louise van der Weyden', Mark J. Arends ("%, Thomas Brenn(%’'*%17* and David J. Adams"'’

Dedifferentiated and Undifferentiated Melanomas

Report of 35 New Cases With Literature Review
and Proposal of Diagnostic Criteria

Nediferencovane kozni / metastaticke léze kde Dg. melanomu neni a priori prvosledova
Nediferencovany TU v ,,sun damaged skin™ - patrat po zbytcich SSM / DM

Nediferencovany, TU U 0S0by S anamnestickym melanomem

Kompletni ztrata melanocytarniho fenotypu / heterologni diferenciace
AFX / PDS, rhabdomyo- / pleomorfni SA, CK+ sarkomatoidni CA, osteochondro-, angioSA
SENElkE - typické melanomove aberace v [ Gn @ primarni  sekundarni 1¢ze
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heterologni chrupavka, MFES-like /
neuroepithelial-like morfologie
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CASE REPORT W”—-EY
Angiosarcomatous transdifferentiation of metastatic

melanoma

Melvin J. Kilsdonk® @ | Tonnis R. Romeijn? | Wendy Kelder® | :

Léon C.van Kempen'® | Gilles F. Diercks®
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Mod Pathol 36 (2023) 100165

MODERN PATHOLOGY X USCAP-coe MUTACNI SIGNATURA (SBS)

Journal homepage: https://modernpathology.org/

Unikatni kombinace somatickeho mutacniho profilu

Research Article
Undifferentiated and Dedifferentiated Metastatic Melanomas

: . tic Mel . urcujici /sdruzujici konkrétni skupiny tumoru
Masquerading as Soft Tissue Sarcomas: Mutational Signature Analysis

Israel S. Kasago®, Walid K. Chatila”, Cecilia M. Lezcano?, Christopher A. Febres-Aldana®, se Spo ecnou onko |Opatogenezou

Nikolaus Schultz®, Chad Vanderbllﬂ SnJezana Dogan?, Edmund K. Bartlett,
Sandra P. DAngelo William D. Tap?, Samuel Singer‘, Marc Ladanyl
Alexander N. Shm.lsht::md Klaus |. Busam®, Meera Hameed™"
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Mod Pathol 36 (2023) 100165

MODERN PATHOLOGY X USCAP-..

Journal homepage: https://modernpathology.org/

Research Article

Undifferentiated and Dedifferentiated Metastatic Melanomas
Masquerading as Soft Tissue Sarcomas: Mutational Signature Analysis
and Immunotherapy Response

Israel S. Kasago®, Walid K. Chatila, Cecilia M. Lezcano®, Christopher A. Febres-Aldana®,
Nikolaus Schultz®, Chad Vanderbilt?, Snjezana Dogan®, Edmund K. Bartlett",

Sandra P. D'Angelod. William D. Tapd, Samuel Singer‘, Marc Ladanyi™*,
Alexander N. Shoushtari®, Klaus J. Busam®, Meera Hameed™"

MUTACNI SIGNATURA (SBS)

Unikatni kombinace somatickeho mutacniho profilu
urcujici /sdruzujici konkrétni skupiny tumort

se spolecnou onkobiopatogenezou
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Prikaz UV mutacni signatury (SBS7a-c)
miize pomoci pti diagnostice [CA\/ABIBJARPLY/

- zejména v metastaze napodobujici sarkom

- pri absenci povédomi o primarni kozni 1ézi ...

spravna Dg. melanomu — potencial cilené terapie

a) TTTMB - Il g JyAle

(anti PD-1/ Nivolumab, Pembrolizumab ...)

YIMERAF / MEK inhibitory
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Epigeneticky metylaéni profil/signatura (MS)
je relativné specificky a vyuzitelny
v diagnostice nediferencovanych tumort
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Mutacni signatura (Single based substitution - SBS )

TU ceka
(melanom-angiosarkom)

melanoma

S SBS7b E:SE

SBS30

0% 20% 40% 60% 80% 100%

TU kaze axily / zad
(anaplastic tumor — CA?)

TU kaze zad
(rhabdoid tumor — RMS?)

W SBS7b mSBS15 ¢ SBS87 mSBS30 mWSBS2 mSBS10b M artefakt
.
angliosarcoma

0% 20% 40% 60% 80% 100%

W SBS7b SBS30 SBS15 SBS87 MSBS24 MWSBS2 MSBS10b martefakt

Nazev grafu

SBS

0% 20% 40% 60% 80% 100%

SRVAN UV light exposure

SBS15 defective DNA MMR

SBS30 defective DNA repair

defective HR DNA damage repair

Thiopurine therapy treatment

SBS6

defective DNA MMR

o :53:¥4| Thiopurine th. treatment
[ sesaz |

Haloalcane exposure

SBS23 Unknown aetiology

sBs7a_| UV light exposure




NGS mutacni analyza, DNA metylacni profil, TMB a MSI

TU ceka
(melanom-angiosarkom)

NF1 (GIn535Ter)

NF1 (GIn1815Ter)
RAF1 (Ser257Leu)

mikrodisekce - angiosarcoma

Sarcoma classifier
Angiosarcoma 0,56

TMB: high; 45,9
MSI - L

TU kuze zad
(anaplastic tumor — CA?)

NRAS (GIn61Arg)
TP35 (Glu258Lys)
CIC (Lys818Ter)

Sarcoma classifier

Melanoma (cutaneous) 0,73

TMB: high; 12,6
MSI - L

TU kuze zad
(rhabdoid tumor — RMS?)

BRAF (V600G)

PDGFRB (Lys672Ter)
TERT (1-124_1-25CC>TT)

Sarcoma / skin classifier
Melanoma (cutaneous) 0,53
Melanoma (desmoplastic) 0,97

TMB: high; 17,9
MSI - L




Jak se alespon pokusit ,.,neminout” UD/DD maligni melanom ..?

,,Nulovy’

Myslet n:
(dermoep

Pt1 diagn
(LN, axil

Pt1 diagn

Pi1 pode

Human Pathology (2023) 140, 2231
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www.elsevier.com/locate/humpath
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Original contribution

Dedifferentiated and undifferentiated L)
melanomas: a practical approach to a challenging o
diagnosis™

Katharina Wiedemeyer MD?, Thomas Brenn MD, PhD, FRCPath > *

* Department of Pathology and Laboratory Medicine, Cumming School of Medicine, University of
Calgary, Calgary, AB T2L 2K8, Canada

® Departments of Pathology and Laboratory Medicine and Medicine, Arnie Charbonneau Cancer
Institute, Cumming School of Medicine, University of Calgary, Calgary, AB T2L 2KS8, Canada
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