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Kputepunm ougHKM

1. KAnHMYyeckme acnekTbl;

2. Pasmep;

3. CummeTpumA U cunyaT;

4. CummeTpurA natepasnbHbIX FpaHnL,;

5. CumMMeTpUA B Npeaenax ropu3oHTasIbHbIX YPOBHEW;

6. CumMmeTpryHOe pacnpeaesieHne NUMrmeHTa BHe 3aBMCMMOCTU OT ero KOIMYecTBa;

7. CummeTpuA B pacnpegeneHunm, pasmepe n dopme rHésg obaactv annaepmo-4epManbHOro COeaMHEHUS;

8. CummeTpua aNnaepmMasibHOro NaTrepHa;

9. PaBHOMepHasa KNeTo4YHOCTb;

10. PaHHee dopmuMpoBaHME AUCKPETHBIX THE3N,;

11. «Co3peBaHue»;

12. TlamapTomaTo3HaA AN «OpPraHOMAHAA» apXUTEKTYpPa;

13.  MoHomopdHble KNeTKW, OTCYTCTBME aTUMNKN U HEKPO3a, HU3KAA MUTOTUYECKAn aKTUBHOCTD.
v
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Table 1 Comparison of “ABCDE" characteristics of adult and pediatric melanoma

K p MTe p |/| M O LLe H K M Hallmarks of adult melanoma Alternative characleristics of pediatric melanoma

A Asymmetry Amelanotic
B Border irregularity Bump/bleeding
C Color variation Colorlessfuniform color
D Diameter De novo/any diaimeter
1. KnmHuyeckume acnekTbl E Evolution Evolution
] KAanHuvecknm AuarHos Adapted from Cordoroe et al. [26]

*  MaKpocKonuueckas KapTuHa (npasuno ABCDE)
*  Bospact nauymeHTa (de novo)
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Kputepumm ougeHKN

2. Pazmep
. Manblit AnameTp (MeHee 3 MM) — UCKNIOYUTENBHO PEAKO ABNAIOTCA MeNaHOMaMu

. HeBycbl 0cobbix NOKaNU3aLMiA (aKpanbHble, reHUTaAbHbIe) C NpeobaasaHnem rHéss Hag OTAENbHbIMU KAeTKamu
(menaHoma focturaet 601bLWONO AMAaMeTpa 3a CYET NaTepasbHOro PAcnpPOCTPAHEHWS OTARNbHBIX KNEeTOK, U
TONbKO NOC/Ee 3TOro GOPMUPYIOTCA KpyMHble rHé3Aa)
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RpUtepmm oueHKH

3. CummeTpua n cunysr;

Boo6pa>«aemaﬂ BePTUKaNbHAA IMHNA, CUMMETPUA KOHTYPa anngepmunca
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Kputepmmn oueHKu

4.  CMMMeTpUA NaTepanbHbIX rpaHuLL;

lHé3/a KNeTok B 061aCTV SNUAEPMO-AePMaNbHOMO COeAMHEHUA C 06ENX CTOPOH B HEBYCE AO/MKHbI
dopmmpoBaTb aHaNOrMuYHbIE CTPYKTYPbI (GopMa, pasmep, LMTONOTMYECKMe XapaKTepuCTHKK) "starts with
a nest and ends with a nest"
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Kputepum oueHKH

5. CumMmeTpusa B Npeaenax ropusoHTasIbHbIX YPOBHEMN;

«[OMOreHHOCTb» FMCTONOMMYECKUX XapaKTEPUCTUK B Npesenax ropu3oHTaNbHbIX YPOBHeN (pasmep KneTok,
dopma 1 pasmep Agep U AAPbILIEK, LUTOMNIA3MATUIYECKNE XapaKTEPUCTUKM, NATTEPH, KOIMYECTBO
KofnnareHa, "tMMoounTapHaa MHGUNbTPaLMs)
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KpuTepmumn ougHKM

6. CummeTpuyHOe pacnpeneneHme NMrmeHTa BHe 3aBMCMMOCTM OT ero KOAN4YecTBa;

He o3HayaeT paBHOMEPHYIO NUIMEHTaLIMI0, HO CUMMETPUYHOE pacrpeaeneHne B npeaenax AByxX NONOBUH
W FOPU30HTA/bHBIX YPOBHEN
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Kputepumn oueHKn

7.  CummeTpus B pacnpegeneHunu, pasmepe u popme rHésg 061acti anuaepmo-AepmasibHOro CoeanHEeHNs;
[nA HeBYCOB XapaKTEPHO HaIMUME MHOFOYNCIEHHbIX OKPYT/IbIX HEKPYTHbIX ANCKPETHLIX THé3 B 061acTh
3NMAepMO-AepPMasbHOMO CoeANHEHNA 6e3 anbTepHUPYIOLMX Y4aCTKOB IEHTUTMHO3HO Npoandepaunm
WU CANAHUA THE3L
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Kputepumn oueHKn

8.  CMmMmeTpusa anuAepmasnbHOro natrepHa
PaBHOMEpHas rMnepnasva (8 MenaHOMax — UCTOHYEHWE, «MOMOLEHNe» SMUAEPMMCA, N3bA3BAEHNE)
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Kputepumn oueHKn

9. PaBHOMepHaa KNeTo4yHOCTb

B npezienax 0f|HOro rOPU30HTa/IbHOTO YPOBHSA (B TOM YMC/e KacaeTca anuaepmuca B Hesycax LLINKTLL 1 akpabHbIX
HeBycax y aeten)
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Kputepumn oueHKn

10. PaHHee OpMMPOBHME AUCKPETHbIX FTHE3A,

B npno6peTéHHbIM MenaHoLMTapHbIX HEBYCAX NOC/AE NEHTUTMHO3HOM cTaguu GOPMUPYIOTCA THE3AA C KOMMAKTHbIM
pacnonoxeHuem MOHOMOPGHbIX 31eMeHTOB 6e3 NpM3HaKoB aTUNMU. MUTOTUYECKan aKTUBHOCTb — e4MHUYHbIE
durypbl MUTO3a (KNactepbl He oonpeaenaoTcs)
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Kputepumn oueHKn

11. «Co3peBaHue»

0O603HauaeT 1ga He3aBMCMMbIX GeHOMEHa — YyMeHbLIEeHMe pasmepa MeflaHOLMTOB B HaNpaBieHUM K y6OKNM oTaenam
1 WBAHHOBKYIO MeTanasuio (noteps NnurmeHTa, npuobpeTeHne BepeTeHOBUAHOW GOPMbI 1 CNOCOBHOCTH K
CUHTE3Y KONNareHa)

N\
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Kputepunm ougHKM

12. TamapTomaTo3Haa UAM KOpraHOMAHAA» apPXUTEKTYpa

td ¥
\q )
(A
Kputepum oueHKM

13. MOHOMOpd)HbIe KNEeTKU, OTCYyTCTBMUE aTUNUN N HEKPO3a, HU3KAA MUTOTUHECKAA aKTUBHOCTb.
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ROS, ALK, NTRK1, RET fusions:

Nevi: 55% Spitz nevi, 56%
atypical Spitz tumors

| Melanoma: 39% Spitzoid
melanomas

| NRAS alteration:

Nevus:94.7% in giant/large CMN,
70% in small/medium CMN, 2.3% in
blue nevi and 2.2% Spitz or atypical
> Spitz tumor

GNAQ alterations: Melanoma: “20% of superficial
| Nevus: 83.7%in blue nevi spreading and nodular CMM; rare
Melanoma: “50%in ocular Spitzoid melanomas
melanoma

BRAF alterations:
Nevus: 5.2% in giant/large CMN, 30% in

HRAS alterations:

Nevus:16.4% Spitz nevi or atypical
Spitz tumors
Melanoma:rare

small/medium CMN, 78% in acquired
melanocytic nevi, 57.9% in dysplastic nevi,
6.8% inblue nevi and 6.4% Spitz or atypical
Spitz tumor

Melanoma: “50-60% of superficial spreading
and nodular CMMs; ~10% Spitzoid melanomas

BAP1 loss:

Nevus: “27% in atypical Spitz tumor,
100% in BAP1 tumor syndrome-
associated lesions

Melanoma: “5% in cutaneous

MAPK AKT melanoma, “40% in ocular
melanoma
Roh MR, Eliades P, Gupta S, Tsao H. Genetics of Melanocytic Nevi. Pigment cell & \}‘- i
melanoma research. 2015;28(6):661-672. doi:10.1111/pcmr.12412. )g

BpoKAEHHbIMN MenaHouMTapHbi Hesyc (BMH)

dnugemmonorma: 1% HOBOPOXKAEHHDIX, A
0,005% - ruranTckme BMH

Knaccudukauma: pasmep, I0KanM3auma, KOamM4ecTso,
Ha/IMumMe caTeNINTHbIX HEBYCOB, accoLMaLus ¢
HENPOKYTaHHbIM Me/IaHO30M.

T I¥

Puck pPa3BUTUA MeNaHOMbI B TeHeHne KU3HU:
¢ Manble n cpegHue BMH — meHee 1%
¢ KpynHble u ruraHTckne BMH —2,5-3,1%

'3
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CMN Classification

CMM projected adult size

“multiple MCARK

“Small CAVN {SCMN)"

“hhedium CAMN CMCARMIY 1™
o
“Large CAMN (LCMN]® s
o
“Giant CAVN (GCARN]™ “G1
gz

3 or more MCMM without a single, predominant CHI

<1.5em

1510 em

=10-20 cm

+20-30 cm

+30-40 cm

+40-60 cm

#60 cm

CMN localization!

ChM of the head

CMN of the trunk

ChM of the extremities

chest”, “abdomen”,

“face™; “scalp”

“neck?, “shoulder”, “upper back”, “middle back”, “lower back”, “breast /

“upper arm”, “forearm®, *hand”, “thigh”, “lower leg”, “foot”

“flank”, “gluteal reglor’

», “genital region”

Number of satellite nevi?

wsg

gy

wspn

sz

Nosatellites

«20 satellites

20-50 satellites

#h satellites

Additional morphological characteristics

o, Wi,
“RQP, R, R
iy, @, N

wgE, i,

none, moderate, marked color heterogeneity
none, moderate, marked surface rugousity

nong, scattered, extensive dermal or subcutaneous nodules

none, notabls, marked hypertrichosis (“hairiness")

10ne or mare ofthese localizations should be used ta deseribe the preponderant area of involvernent

ZRefers to the number of satellites within the first year of life; in case this number is not available, the actual number should be

http://www.nevus.org/CMN-classification

Nevus Outreach

The Association for Large Nevi & Related Disorders

Tk and Arms

rmentioned
Table 6.5 Frequency of NRAS and BRAF mutations in
R:Nulaﬁons in C-Kit, C-Met, MRAS pathways Mula?ons in BRAF patiway EE':T;I L::lf:ﬁ?;n;; ;tﬁ'”“m"m nodules. in
{in utera = endogenaus) {UV indueed = axogenous) Congenital  Pralifeative. Congenital
" ¥ melanocytic  nodulesin pattem
Congenital nevi Acquired nevi (v ) N (N 0 T ey
No mutations  18.8 300 36
™ NRAS 813 700 250
BRAF 0 0 T4
Origin Neural crest Stam calls Source: Bauer el al. [40]
A ; ; oy
Darsal Wartral
migration mmigration
- T T [ [ ™ Ashfaq A. Marghoob
Editor
Location Suparficial Deep DEJ Fallicular Darmis
b ] ] ] —
' ! I =) -
Type Junctional IDN Junctianal el evo n es IS
) pound) I 4 > f
. l_: /‘
1 1 1 ~
Patter Reticular Globules Reticular Globular £
S (retic.dglobular) (retic./glabulary {retic.fglobular) {retic./glab.) Mechanisms and Clinical
Implications of
X 4 Nevus Development
Fate Often regress ) .
mal p

Fig. 1.13 Mewi-specific mutations suggest a critical role
for gene gherrations in nevogenesis. The timing of the
abermtion {ie., pre- or postnatal) and ongin of the

nevome lanocy tic precursor cell (newral erest or stem cell)
may determine the migrtion pathway and type of nevus
that will develop
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BMH. cTonornyeckme xapaktepuctuku.

* JINHENHbI XapaKTep pocTa;

* MaTTepHbI: NOrPAHUYHbIN, CMELIAHHbIN, BHYTPUAEPMANbHbIW HEBYC, ronyboi
HeBYC, KOMOUHMPOBAHHbI HEBYC;

* MpUCyTCTBME KNETOK B HUKHUX ABYX TPETAX AEPMbl U COEAMHUTENbHOTKAHHbIX
cenTax NOAKOXHOW }KNUPOBOM TKAHMU;

* PacnonosKeHue menaHoUMTOB MeKAY KONNareHoBbIMM BOIOKHaMMU
(oTAenbHbIe KNETKU U LENOYKM KNETOK);

* TeHAEHUMA K NePUBACKYNAPHON N NepuasHEKCaNbHOW rpynnnMpoBKe,
NHPUNBTPALMA BONOCAHbBIX PONNNKYNOB, CaNlbHBIX U MOTOBbIX ¥enes3, CTEHOK
cocyaos, HepBoB, m.arrector pili.

td %
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ATUNMYHbIE BapMaHTbl BMH.

MIHTpasnuaepmanbHas nponmdepauma

BaprabenbHOCTb CTPOEHUA MHTPA3INUAEPMA/bHBIX | &
rHé3g, ¥
NeHTUrMHo3Haa menaHouuTapHaa nponndepaLms
LluTonormyeckas atunus (oT ymepeHHom 4o
Bblpa*KeHHOM)

MeayeToMaHOE pacnpocTpaHeHue (BNAoTb 40
cumynaumm SSM)

18
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OnddepeHUManbHbIM ANATHO3

* ATUNUYHbIE KNETKN He HﬂeOMOpd)Hbl, KaK npasunao, co cBeT/ion LI,VITOI'II'Ia3MOl7I M NblIeBUOHbIM
NMUTMEHTOM.

* flapa «O4HOPOAHbI», OKPYINIOM UAN OBONAHOM GOPMbI, C AUCNIEPCHBIM XPOMATUHOM, AAPbILIKM
MesKue.

* MepkeTomaHoe pacnpocTpaHeHWe: Haj XopoLlo cGOPMUPOBAHHBIMU THE3AAMM.

* ATUNWYHbLIN UHTPA3NUAEPMAbHBIN/NOrPAaHUYHBIA KOMMOHEHT He PacnpoCTpaHAeTca 3a npeaensi
AEepPManbHOro KOMNOHEHTA.

* [lepmanbHblii KOMMNOHEHT A06POKAYECTBEHHDBIN, NEPEXOS K HEMY NOCTENEHHbIN.
* MUTOTUYECKan aKTUBHOCTb BO3MOKHA, HO GUIYpbl MMTO3a HEMHOTOUYUC/IEHHbI.
* BocnanutesnbHblit UHOGUALTPAT B LePMeE, KaK MPaBuIo, OTCYTCTBYET.

* HeKkpos He onpegensaeTcs.

ATUNMYHbIE BapMaHTbl BMH. LLep/v\aanaﬂ
nponandepaums (nponndpepatnBHbie y3bl)

KnanHuyeckun nanynsbl, y3nbl, 6aawku 8 BMH. u/

Bo3HuKaloT B paHHeMm BO3pacTe, nNocae nepnoa pocta NepexosaT B
cTabunbHoe COCTOAHME, BNOCNeACTBMM BO3MOXKHaA perpeccua.
MCcKNoumMTeNbHO peaKo BCTpevatoTea y 6onee CTapwunx neten u
B3pPOCAbIX.

Knaccudpukaums:

LuTonornyeckme xapakrepmctmkm
* KpynHble oBanbHble KETKM
* Menkue Knetkun
* dnuTeAnounaHbIe KNETKN
* BepeTeHOBWAHbIE KNETKM (HanoOMUHatowwme ronyboit Hesyc)
* [nasmounToMaHbIE KNETKM
* HanomuHatowme rmyboKo NEHETPUPYIOLWMIA HEBYC

* C HeipanbHoOI/ Me3eHxnManbHOW gnuddepeHLMpoBKon )?'
[
Atunua (a
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OnddepeHumanbHbin AMarHo3

* OTCTYTCTBME YETKOM rPaHMLbl C TKAHbIO OKPYKAIOLLErO HEBYCA
(«co3peBaHue» B npeaenax MNH);

* MuTOTUYECKan akTMBHOCTb (0-2 ¢purypbl mmtosa B 1mm?, B
HeoHaTanbHOM nepuoge Ao 20 ¢uryp mutosa B 1mm?);

e OTCYTCTBME AaTUMUYHDBIX GUTYP MUTO33;
* OTCyTCTBUE HEKPO3Q;

* «MoHOMOpPOM3M» KNETOK (AaXKe NPU HAIMYMM aTUNKUM - BO BCEX
KNEeTKax onpenenarTca aHa/IorMyHble LMTOMN1a3MaTUYecKme m
AOEPHbIE XapaKTePUCTUKM)

v

P e
|, IR

MenaHoma BO BPOXAEHHOM
MeIaHOLUMTAPHOM HeByce

®akmopsbl pucka:

* BMH 6onblwe 20 cm

+ T[locTepuoakcunanbHasi nokanunsaums (ronoea,
Les, cnuHa, sirogunubl)

* HenpokyTaHHbIi MenaHo3

Y naumeHTOB MnagLle 6 MecsiLeB — TONMbKO Npwu
HanMuMM MEeTacTaTU4ECKOro NopPaXXeHUs;

* DDx — HoganbHbI HEBYC.

» : ",
td -
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HeMpoKyTaHHbIN MENAHOLMTO3

25
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[onybon HeByC

He nmeet aNnMaepmaabHOro KOMMNOHEHTa, NOCTPOEH U3 AEHAOPUTHbIX Me/1aHOUNTOB B
conpoBoXAeHUM MHOTOYUCNTEHHDbIX MeﬂaHOd)aFOB

BapuaHTbI:
e «OBbIKHOBEHHbINY;
* BpoXAEHHbIN;
* BAAWKOBUAHbIN;
* [ano;
* JInHelHbIN;
* MHoKecTBeHHble MH;
* «MuLEeHeBNOHbINY;
* KOMBUHMPOBaHHbIN;
* [MNOMUIMEHTUPOBAHHbIN;
* H camsunctbix obonouek;
* 3numenuoudHeolii.

°9

KneTo4Hbin ronybomn HeByC

» dopma NH, B KOTOPOI KNeTKM 06Pa30BaHUA UMEIOT OBOUAHYIO UNN BEPETEHOBUAHYIO GOPMY, COAepIKaT
Heb0/1bloe KOANYECTBO MUrMEHTa, KOMMNAKTHO PAaCcnoNOXKeHbl B 0Ba/IbHbIX UM OKPYMIbIX FTHE3AAX;

* KNMHWYECKM — y3€/1 CUHIOWHOTO UM YEPHOro LBeTa, OT 1-2 cM, MOXeT A0CTUraTh 60/bLINX Pa3MeEpPOB;
* TunNKWYHaA NOKaM3aUMA — CKaNbM U NOACHUYHO-KpecTLoBan obaacTb.
* UcToNOrMYecKMe 0CO6EHHOCTM: apXUTEKTYPa, 30HAIbHOCTb, KUCTO3HbIE M3MEHEHMSA, MUKCOMATO3.

* MuTOTUYECKas aKTMBHOCTb HM3Kas (nopor 2x10 HPF).

«ATUnnyecknin» KrH:

KNWHUKA, KpynHbI pa3mep, MHGUABTPATUBHBIN, @ HE SKCMAHCUBHbIN Iy6OKUI Kpall B CO4ETaHUM C
rMMNEPKAETOYHOCTbIO, KNETOUYHbIN U AAEPHbIN NOANMOPOU3M, KPYMHbIE AAPLILLKK, HEKPO3 OTAENbHbIX KNEeTOK,
NOBbIWEHHAA MUTOTUYECKAA aKTUBHOCTb.

9
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DDx:
ATUNUYECKNI KNETOYHbIV ronybon HeByC
3nokayeCcTBEHHbIN KNETOYHbIN ronybon HeByC
CBeTnokneToyHasa capkoma MArkux TKaHem

MonekynsipHo-reHeTu4Yeckoe nccneaoBaHuve:
Mpu nccnepgoanuu metogom FISH
nepecTtponku reHa EWSR1 He oGHapyxeHo.

W ;ﬁm
‘%&ﬁlm* A

AR Y
Hiey o
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Ami J Surg Pathol. 2004 Jan;28(1):31-40.

Pigmented epithelioid melanocytoma: a low-grade melanocytic tumor with metastatic potential
indistinguishable from animal-type melanoma and epithelioid blue nevus.

Zembowicz A!, Camey JA, Mihm MC.

+ Author information

Erratum in
Am J Surg Pathel. 2004 May;28(5):following table of contents.

Abstract

In the course of a study of borderline melanocytic tumors, we observed a distinctive group of lesions characterized by features very similar to
those previously described in the literature as "animal-type melanoma" and epithelioid blue nevus of Carney complex. We have designated
these lesions as pigmented epithelioid melanocytoma (PEM). Herein, we present a clinical-pathologic analysis of 41 consecutive PEM from
40 patients and compare them with 11 epithelioid blue nevi from patients with Carney complex. PEM occurred in both sexes of different ethnic
backgrounds, including white, Hispanic, black, Asian, and Persian. The median age of occurrence was 27 years (range 0.6-78 years).
Tumors had wide distribution with extremities being the most common site. The tumors were formed by deep dermal (mean Breslow's
thickness 3.3 mm) proliferation of heavily pigmented epithelioid and/or spindled melanocytes. Five lesions were part of combined nevus.
Ulceration was present in 7 cases. Tumor necrosis was present in 1 case. Regional lymph nodes were sampled in 24 cases (59%). In 11
cases, lymph nodes contained metastases (46%). Liver metastases occurred in 1 case. None of the patients died of disease. Clinical follow-
up of more than a year (mean 32 months, range up to 67 months) was available in 27 cases (67%). We found no histologic criteria separating
metastasizing and nonmetastasizing PEM. Ulceration was the only feature more common in PEM than epithelicid blue nevi of Carney
complex. Otherwise, they were histologically indistinguishable. Our data show that PEM is a unique low-grade variant of melanoma with
frequent lymph node metastases but indolent clinical course. We suggest that PEM be considered as a provisional histologic entity
encompassing both animal-type melanoma and epithelioid blue nevus. >
(J

[ §

Hesyc LWnuTty,

Oco6eHHOCTH: KpynHble 3NUTENNOUAHbIE UK  [ecmonnactuyeckuii Hesyc LnuTL;
BepeTeHOBUAHbIE K/IETKU, Hannume tenew, * MnekcndbopmHbIiL;

KamuHo. *  AHMMOMATOUAOHbIN;

KnuHunuecku: KynosoobpasHas nanyna (pexe — * Bo3BpaTHbIi /nepcuctupyiolwmii;
6/1ALLKa, y3e/, BeppPyKO3HOE UM NOAUNOBUAHOE ¢ TManuHU3MpyIoLLWiL;
06pa3oBaHMe) KpaCHOBATOrO LBETA. * Tano;

JloKanusaums: ronosa u wes (+11L0), HUXKHUE * Camsunctbix 060104ek;
KOHEYHOCTU. o «MUraHTCKui»;

Buabi: * KoMbWHMPOBaHHbIN.

« C npeo6na,anV|eN\ OTAENIbHbIX KNEeTOK

NeaKeToMAHbIN/NEeHTUIMHO3HBIN NaTTepH); .
(e A N /‘_ PH); Amunuyeckul Hesyc LLinumy;:
e TorpaHunyHbIi (THE3QHOE CTpoeHue);

+ CmeLaHHbIi; * MumomuyecKkas aKmueHocmeo 8 2ayboKux
* BHyTpUaepmanbHblii. yyacmeax

* 6 u bosnee pueyp mumosa 8 1 mm?

* BocnanumenbHas UH@pUALMpPayus

Yol
o

* Mymayuu CDKNA - nomepsa p16

29
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ATnnmnyeckaa onyxonb Wnutu

. depends upon the different weight arbitrarily attributed to diverse and contra-
.

ACMMMETpMH’ dictory eriteria;

- 8 crileria sull a great deal of inter-observer variahility.

o HeuyeTKue rpaHuLbl: some of the crileda suller of a great d ¥

P tet; [naccurate diagnosis is even possible from those beld w be eaperts. Barnhill

* BbICOKas MUTOTUYECKaA aKTUBHOCTb; nolpd that in a total 01'_21 lcsif)n,s assig;}f:d by such expens to the category of

Spitz nevus or of “atypical Spitz tumors™ by onc or morc observers. 13 (62%)

* OTCyTCTBME «CO3PEBAHUAY were proven melanomas. One lesion diagnosed as ““conventional” Spitz nevus

by 6 pathologists killed the patient through metastatic spread. Others reported
sirmilar rates of error (CGlkun);
- Moui noted that the technique used for the selection of criteria 15 biased.

In many cases, eXpedenced dermatopathologists armive at 2 diagnosis and then
marshal criteria to suit their conclusion. This bias should be clearly admitled 1o
in the pathological report. especially if disproportionate weight is given to
only a few features.

Keeping these considerations in mind. we will expand on the criteria both clin-
jcal and patholowical in the lierature. and those that we use in our own nrac-

Guido Massi
Histological Diagnosis of Nevi and Melanoma
Springer 2013
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ATunmnyeckaa onyxoab WnuTu

Bospacr

KnunHuka (pasmep, Temnbl pocTa)
CocTosiHME KOXKM (MHCOoNALMSA)
NatepanbHble rpaHnLbl
CvmmeTpusa

LLMTOJ'IOFVI‘-IECKaFI aTUNKA - BblpaXeHa 1 B HEBYCaX, HO:
* BblCOKOe AePHO-LMUTONNA3MATUYECKOE COOTHOLLEHNE;

*  Hanuuume KpynHbIX 303MHOGUNBbHDBIX AAPbILIEK B KNETKaX
rNy6OKMX Y4aCTKOB;

* Lutonnasma (BakyonusmMpoBaHHas, C NblAEBUAHBIM
nUrMmeHToMm)
MuTOTUYECKaN aKTUBHOCTb — MOXET BbITb BbICOKOW,
A0NYyCTUMbI AaXe aTUNMUYHble MUTO3bI, HO:
- (DMl'ypb\ MUTO3a B I'/'IVGOKI/IX y4acCTKax;
*  ®durypbl MUTO3a B KNacTtepax;
*  MHorouncneHHble GUrypbl MmMTO3a

¢ ®urypbl MUTO3a B MeIaHOLMUTaX Bbllle 3NUAEPMO-
AepManbHOro coeauHeHusa.

MnrmenT;
* HepaBHOmepHOe pacnpeseneHue;
* Hanuuune nurmeHTa B ry6OKMX yyacTKax;
*  «[blNEBUAHDIA» NUTMEHT.

«Co3peBaHue»;

FnybuHa pacnpocTpaHeHus (HeBYCbl peKo AOCTUrAIOT
MKK);

MNep)keTongHoe pacnpocTpaHeHne 4onycTMMO, HO:
PacnpocTpaHeHue 3a npesenbl 1ePMasbHOTO KOMMOHEHTa;
*  OnpepenaeTca He TONbKO B LieHTPe 06pa3oBaHus;
®Urypbl MMTO3a U HEKPO3 OTAE/bHbIX KNETOK;
*  OTCyTCTBME COMYTCTBYIOLIEH INUAEPMANbHON rMNepniasum;
* TpeobnagaHue oTAENbHBIX MENAHOLMTOB HaA rHE3Aamu B obaactun
3aNUAEPMO-AEPMANbHOTO COEAUHEHNA.
BblCOKaa KneToyHasa NNOTHOCTb
Hanuuune «3KcnaHCMBHbIX y3enkos»

M3bAasBneHne

etc
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Risk Assessment for Atypical Spitzoid Melanocytic
Neoplasms Using FISH to Identify Chromosomal
Copy Number Aberrations
Pedram Gerami, MD.* ¥ Richard A. Scolyer, MD,} Xiaowei Xu, MD, PhD.§ David E. Elder, MD.§
Ronnie M. Abraham, MD.§ Douglas Fullen, MD,|| ¥ Victor G. Prieto, MD, PhD#**
Philip E. LeBoit, MD,}+ Raymond L. Barnhill, MD,}} Chelsea Cooper, BA*

Pedram Yazdan, MD.* Joan Guitart, MD*} Ping Liu, PhD.§§
Ekaterina Pestova, PhD.§§ and Klaus Busam, MD|[|

Abstract: Risk assessment for atypical Spitz tumors remains an
enigma for physicians. Many prognosticators including sentinel
Iymph node biopsy fail Lo show the same prognostic significance.
i these tumors as seen in conventional melanoma. We conducted
4 case-controlled collaborative study involving multiple major
melanoma treatment centers in the United States and Ausiralia
Sixty-four atypical Spitz tumors with 5 years of uneventful
follow-up and 11 atypical Spitz tumors resulting in advanced
locoregional . distant metastasi, or death were evaluated
by fluorescence in situ hybridization using 2 probe sels targeting
6 chromosomal loci. Predetermined criteria were utilized o detect
the presence or absence of copy number aberrations for cach
locus. Logistic regression analysis, Fisher exact test, and multi-

From the “Department of Dermatology: fRabert H. Lurie Cancer
ener, Feinberg School of Medicine, Northwestern Uriversity,
Chicago; $ABbolt Molecular Laboratories, Des. Plaines L
SDepartment of Patholosy. University of Pennsy vania, Philadelphis
epartments of | Pathology: $Dermatology. University of
Michigan Medical Center, Ann Arbor, MI; #Department of Path-
ology, Section of Dermatopathology; **Depactment of Dermatol-

*  Avariety of chromosomal aberrations may be seen in conventional
melanomas in children including 6p25 gain, 11g13 gain, 8924 gain,

were performed to copy
‘number aberrations with statistically significant association with
agaressive clnical behavior. Gains in 6p25 or 11q13 and homo-
zygous deletions in 9p21 had statisically significant association
with aggressive clinical behavior with P-values of 0.02, 002, and
<0.0001, respectively. In mulivariate analysis, homozygous 9p21
deletion was highly associated with clinically aggressive behavior
(P < 0.0001) and death due to disease (P = 0.003). Fluorescence
in situ hybridization detecting a limited number of chromosomal
copy number aberrations can provide clinically useful and stat-
istically significant. risk assessment for atypical Spitz tumors.
Cases with homozygous 9p21 deletions have the greatest risk.
Cases with 6p25 or 11q13 gains also have higher risk for
ageressive clinical behavior than FISH-negative atypical Spitz
twmors o cases with 6q23 deletions.

Key Words: fluorescence i situ hybridization, melanoma,
atypical Spitz tumor, Spitz tumor, Spitz nevus, spitzoid
melanoma

(Am J Surg Pathol 2013:37:676-684)

6023 deletion, and homozygous 9p21 deletions.

* Cases with 9p21 homozygous deletion have the highest risk
* Cases with 6p25 or 11913 gain have an intermediate risk showing a
statistically higher likelihood of an adverse event compared with

those cases lacking these aberrations.
* Cases with 6923 loss or no copy number aberrations are of the lowest

risk.

Outcomes of Atypical Spitz Tumors With Chromosomal
Copy Number Aberrations and Conventional
Melanomas in Children

Pedram Gerami, MD,* i Chelsea Cooper, BA* Shirin Bajaj, BA* Annette Wagner, MD,}
Douglas Fullen, MD,§| Klaus Busam, MD,9 Richard A. Scolyer, MD# Xiaowei Xu, MD PhD,**
David E. Elder, MD,** Ronnie M. Abraham, MD,** Victor G. Prieto, MD, PhD,#7}}

Joan Guitart, MD*} Ping Liu, PhD,

Ekaterina Pestova, PhD§§

and Raymond L. Barnhill, MDI| |

Abstract: Death due to melanoma in childhood (up to 20y of
age) is a rare event, with an average of 18 cases reported an-
nually in the United States. In this study we evaluated 2 sub-
groups of high-risk _melanocytic neoplasms in childhood,
specifically atypical Spitz tumors (AST) with chromosomal
copy number changes and conventional melanomas. We ana-
Iyzed the clnical. histologic, and molecular features of all cases
and performed the Fisher exact test. logistic regression, and

or more chromosomal copy number aberrations,
the presence of homozygous 9p21 deletions and 4 positive sen-
tinel Ilymph node were each found to be correlated with tumor
extension beyond the sentinel lymph node, with P-values of
0.046 and 0.01, respectively. Two patients with ASTs that had

From the *Department of Dermatology: fRebert H. Lurie Cancer

Contoe: ymariment o Podistric. Dormatolngs Ann &

@ oo
@ oo

-
@ cereronons

homozygous 9p21 deletions developed brain metastasis, one of
whom died of disease. Among the 21 conventional melanomas, 3
patients developed distant metastasis and died of disease.
Chromosomal copy number aberrations evaluated by fluo-
rescence in situ hybridization were present in the majority of the
cases (16/18). Among conventional melanomas, we did not
identify any clinical, histologic, or molecular features associated
with aggressive behavior. The presence of $g24 gains was scen
almostexclusively in 6 amelanotic small cell melanomas in
children of whom | died of disease. Characteristic chromosomal
copy number aberrations may oceur in specific subtypes of
melanocytic neoplasms in children and may help with the clas-
sification and prognostication of these rare tumors.

Key Words: atypical Spitz tumors, pediatric melanoma, Spitz
nevi, spitzoid melanoma, melanoma

(Am J Surg Pathol 2013:37:1387-1394)

R.Barnhill,
M.Piepkorn,
K.Busam
Pathology of
Melanocytic Nevi
and Melanoma,
Springer (2014)
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Melanocytic nevi with features of Spitz
nevi and Clark’s/dysplastic nevi

(“Spark’s” nevi)

Background: Nevi with cytologic characteristics of Spitz nevus and

architectural features of Clark’s/dysplastic nevus are not well

recognized in the literature.

Methods: Twenty-seven nevi with characteristics of Spitz nevus and

Clark’s/dysplastic nevus are reviewed.

Results: The patients’ mean age was 33 years, and 17/27(63%)

patients were female. Lesions were most frequent on the trunk and

lower extremities. Histopathologically, these nevi were compaosed of

large, monemerphous spindled and/or epithelioid melanocytes.

Spindle cells were often oriented parallel to the epidermis, with fused

rete and lamellar fibroplasias. Lateral extension of the junctional

component was a feature of compound lesions. An average of 10 years

of clinical follow up in 12 patients revealed no recurrence or

metastasis.

Conclusions: Recognition of this type of nevus is important to avoid
fusion with mali 1

Ko CJ, McNiff JM, Glusac EJ. Melanocytic nevi with [eatures of Spitz

nevi and Clark’s/dysplastic nevi (“Spark’s™ nevi).

J Cutan Pathol 2009; 36: 1063—1068. © 2003 John Wiley & Sons A/S.
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A distinct subset of Atypical Spitz Tumors is characterized by
BRAF mutation and loss of BAP1 expression

Thomas Wiesner!3”, Rajmohan Muralil2*, Isabella Fried3, Lorenzo Cerroni3, Klaus
Busam?, Heinz Kutzner4, and Boris C. Bastian125

IHuman Oncology and Pathogenesis Program, Memorial Sloan-Kettering Cancer Center, New
York, USA

2Department of Pathology, Memorial Sloan-Kettering Cancer Center, New York, USA
3Department of Dermatology, Medical University of Graz, Graz, Austria
“Dermatopathologie Friedrichshafen, Friedrichshafen, Germany

SDepartments of Dermatology and Pathology and Helen Diller Family Comprehensive Cancer
Center, University of California San Francisco, San Francisco, USA

Abstract

We recently reported that germline mutations in BAP1 cause a familial tumor syndrome
characterized by high penetrance for melanocytic tumors with distinct clinical and histologic
features. v i in affected individuals harbored BRAF mutations, showed loss
of BAP1 and histologically so-called “atypical Spitz tumors” (ASTs). ASTs
are an ill-defined and probably heterogenous group of melanocytic tumors that display histologic
features seen in both Spitz nevi and melanomas. Their biological behavior cannot be reliably

predi In view of the hi: ic similarities of the familial tumors and ASTs, we hypothesized

i 2 3 4 5 ® 717 @8 +§

BRAF: ¢.1799T>A, p.V600E

EL R

Al

BAP1: ¢.1305del, p.Q436Nfs*135

T3 14 15 16 17 18 18202122 X

v

that a subset of ASTs might harbor genetic alterations seen in the familial tumors. To address this
hypothesis, we analyzed 32 sporadic ASTs for BRAF mutations and for BAP1 expression. Nine
(28%) sporadic ASTs showed loss of BAP1 expression, of which 8 (89%) had concomitant BRAF
mutations. Only 1 of the BAP1-positive ASTs (4%) had a BRAF mutation (P<0.0001). BRAF-
mutated, BAP1-negative tumors were primarily located in the dermis and were composed entirely
or predominantly of epithelioid melanocytes with abundant amphophilic cytoplasm and well-
defined cytoplasmic borders. Nuclei were commonly vesicular and exhibited substantial
pleomorphism and conspicuous nucleoli. The combination of BRAF mutation and loss of nuclear
BAP1 expression thus characterizes a subset of ASTs with distinct histologic features. The typical
morphology of these tumors and BAP1 immunohistochemistry provide pathologic clues that will
enable accurate identification of this subset. Future studies are necessary to determine whether this
subset has a predictable clinical behavior.
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