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NcTtopuma HIO mono4vHoM Kenesbl

Bnepsble 661710 ONMCAHO B MYLIUHO3HOM
pake F. Feyrter n G. Hartmann s 1963 rogy,
KaK MHBA3MBHaA KapLMHOMa, CXOXKadA C
KMLLEYHbIM KapLMHOMAOM, OCHOBbIBAACb
Ha OKpacKke cepebpom

MAMMAE, ESPECIALLY THE CARCINOMA SOLIDUM
(GELATINOSUM) MAMMAE]

Friedrich Feyrter
1885- 1973

[ON THE CARCINOID GROWTH FORM OF THE CARCINOMA
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CobCcTBEHHbIE AaHHble

MYUWUHO3HbIN paK

CvHanTopusnH
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THE

REAST

Absence of neuroendocrine cells in fetal and adult mammary glands. Are
neuroendocrine breast tumours real neuroendocrine tumours?

P. Viacava, M. Castagna and G. Bevilacqua
Institute of Pathology, University of Pisa, Via Roma 57, 56126 Pisa, taly

SUMMARY. Some human breast carci show features of i The histo-
genesis of these tumours is debated especially because of the difficulty in locating rine cells in
normal mammary glands. The aim of this study was to search for neuroendocrine cells in two series of adult

and fetal normal mammary glands.

Eight female fetus breasts of gestational age between 24 and 37 weeks and 27 cases of normal adult breast
tissues were investigated. Paraffin sections of formalin fixed samples were studied by Grimelius stain and
i i i t in A. An study was

using the antil

performed on a fetal mammary gland at the 37th week of gestation.
Our results showed no hi and evidence of

differentiation in normal cells of fetal and adult mammary glands. The absence of neuroendocrine cells during

mammary gland development indicates that the neuroendocrine part of « mammary cancer does not originate

from a normal counterpart but that it is the result of a neuroendocrine differentiation during neoplastic

progression.

MpouncxoxxaeHmne H30 B MONOYHOMU
Xenese

Mpu n3yyeHnn detanbHom
MOJIOYHOWM Keie3bl U MOOYHOM
enesbl Y B3pOC/bIX
HeMpPO3HAOKPUHHBIX KNETOK B
HOpMe He 6bIN0 BbIBAEHO.

H30 mono4yHo Kenesbl- 310
pesynbTaT HEMPO3HAOKPUHHOM
anddepeHUMPOBKM B Npouecce
KaHLeporeHesa.
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HenposHaoKpMHHaA TpaHchopmaums
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AnbTepHaTVBHBIE MyTH, NpeaokerHble Meder et al,

Takaakilto et al. TCR, 2016

Knaccndpukauma BO3 HIO monovHoM xKenesbl

WHO 2003

-ConmaHas HeMpPO3HAOKPUHHAS KapLMHOMa.
-ATUNUYHASA KapUMHOMAHAs OMyXoslb.
-MenKOK/IETOYHBIV/ OBCAHOKNETOUHBIV paK
-KpyrnHOKNIETOUHBIV HEMPO3HAOKPUHHBIV paK.

WHO 2012

Kapum1HoMa C HEMPO3HAOKPUHHBIMU YepTaMu:
-HeliposHaokpuHHas onyxonb, BbicokoanddepeHUMpoBaHHasi.
-HeMpOo3HAOKPUHHBIV paK, H13KoAMbdEPEHLIMPOBaHHBIN
(MEeNoKNETOUHBIN pak).

-Pak ¢ HeNpO3HAOKPUHHON AnddepPeHLIMPOBKOM.

WHO 2019

HelMpo3HAOKPMHHOK/IETOUYHbIE HEOMNIA3MK:
-HelpoaHAOKpPUHHAA onyxonb, HecneunduumMpoBaHHas.
-HeliposHAoOKpUHHaA onyxonb, Grade 1.
-HeliposHAoOKpUHHasA onyxonb, Grade 2.
-HelposHAOKPUHHAA KapunHOoMa, HecneunduuMpoBaHHas.
-HelposHAOKPUHHBIN PaK, MENKOKIETOUHbI.
-HeMpo3HAOKPUHHDBIN paK, KPYNHOKNETOYHbIN.
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WHO 5th Vs. WHO 4th

Current WHO

5th Edition
Classification

Neuroendocrine

tumor

Neuroendocrine
carcinoma

Prior WHO 4th Edition
Classification

Carcinoma with
neuroendocrine
differentiation

Neuroendocrine tumor,
well-differentiated
("carcinoid-like™)

Neuroendocrine tumor,
poorly differentiated/
small cell carcinoma

Morphology

* Grade 1 or 2 nuclei

* Cellular solid nests of cells

* Delicate fibrovascular
stroma

* Polygonal, spindle,
plasmacytoid cells

* Classic “carcinoid-like”
features rare

* Grade 3 nuclei

» Morphology identical
to small cell carcinoma
and large cell carcinoma
counterparts in lung

Pareja F., D’Alfonso T.M. The Breast J., 2020

IHC

NE markers+
ER+ (>90%)
PR

HER2-
GATAZ+

Small cell carcinoma:

NE markers +
ER+ (30%-50%)
PR+

HER2-

TTF1:

Ki-67 > 90%

Large cell carcinoma:

m

Molecular features

Luminal molecular subtype

Low frequency of TP53 and
PIK3CA mutations

Enrichment in chromatin
remodeler mutations (ARID1A,
ATRX)

Enrichment in transcription factor
mutations {TBX3, FOXAI)

Low frequency of concurrent 1q
gains and 16q losses

Small eell carcinoma:

Co-occurring TP53 and RB1
alterations

Large cell carcinoma:

m

PaK ¢ HEMPOIHAOKPUHHOM
anddepeHUNPOBKOU

CoOMHUTENbHOE 3HAaYeHMe.

anIMeHVIMO TOJZIbKO K HecrneunaabHOMYy TUNA.

Henb3s ncnonb3oBaTthb B CNeLyManbHbIX TUNAX:
MYLMHO3HOM paKe, CONMAHOM NannuANAPHOM pakKe,

[O/IbKOBOM paKe U Ap. — rae aKcnpeccus

HENPO3HAOKPUHHBIX MapKepPOoB TUNUYHOE ABNEHME.

He Hago ncnonb3osaTb Hel\;IpoaHﬂ,OKpMHHble
MapKepbl B C/iy4ae, eC/in HET No403pPEHNA Ha

HEMPO3HAOKPUHHYIO OMYyXO/b.

WHO, 2019
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[101bKOBbIN pakK

CobcTBEHHbIE AaHHbIe

[lonbKoBbIN pakK

E-KapxepuH

CobCcTBEHHbIE AaHHble

10
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HelposHAOKPNHHOKNETOYHbIE
Heonnasnu

* BO/IbWKMHCTBO NPeACTaBAAKT CMeLllaHHble HOH,
cocroAawme u3 HIK 1 paka HecneumanbHOro Tuna.
[na 3TOro HEMPO3HAOKPUHHAA HEON1Aa3MA A0NKHA
coctanatb 10-90%.

* Ecnm >90% H3H, TO BTOPON KOMMOHEHT He
y4ynTbiBaeTcA.

* Ecnn <10% HIH, TO B 3aKNHO4EHUM 3HAYUTCA
OCHOBHaA OMyxoab C YNOMUHAHNEM
HEeMPO3HAOKPUHHOIO KOMMNOHEHTA.

WHO, 2019

CMELuaHHbIM Me/IKOK/IeTOYHbIM pak
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CMeLlaHHbIN MENKOKNETOYHbIN paK

XpomorpaHuH A

CMelWaHHbIN MENKOKNETOUYHbIN paK
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KpynHOK/NE€TOYHbIN HEMPO3HAOKPUHHbIN
PaK MONOYHOMN XKenesbl

CobcTBEHHbIE AaHHbIe

KpynHOK/I€TOYHbIN HEMPO3HAOKPUHHbBIN
PaK MO/IOYHOM XKenesbl

CuHanTodpumsnH XpomorpaHuH A

CobCcTBEHHbIE AaHHble
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HenposHAOKPUHHBbIN paK
MOJIOYHOM Xenesbl

* MenKokneTouHbIn pak coctaBnaet 0,1% ot paka

MOJTIOYHOM Kene3bl, 3-10% 3KCTpany1bMOHaPHOrO
MENIKOKNIeTOYHOrO paKa. KpynHOKNETOUYHbIN
HEMPO3HAOKPUHHBIN PaK KpanHe peako.

MporHo3 nydwe, yem MKPJI, HO Xy»Ke, 4em pakK

MOJIOYHOM »Kesie3bl HecneumasnbHOro Tuna. Jlyyesasn

Tepanua NPy MeIKOKNEeTOYHOM pake MOJIOYHOWM
*Kenesbl He BIUAET Ha BbIXKMBAEMOCTb. [laHHbIX NO
NIeYEHUI0 KPYNHOK/IETOYHOIO HEMPOIHAOKPUHHOTO
PMMX HerT.

WHO, 2019

HenposaHAOKPMHHAA ONYyXOb
MOJIOYHOM ¥enesbl

<1% onyxonemn mosIo4HOM Kenesbl.

50% cny4yaes 6b1an KnaccnpmumpoBaHbl Kak
KapLMUHOMbI C HEMPOIHAOKPUHHOWN
andodepeHUMpPOBKOM, COrNacHO
Knaccnoumkaunm BO3 2012 .

50-70 ner.

Grade 1, Grade 2 1 H30 NOS. HeT yeTKoro
ob6o03HauyeHuA pasaenenms no Grade, Ho
roBoputca o HoTTUHremcKom cucteme.

WHO, 2019

09.12.2021



09.12.2021

HenposaHAOKPMHHAA ONYyXONb
MOJIOYHOM Xenesbl

Webpathology.com

HelposHAOKPUHHbIE HEON/1A3UK
MOIOYHOM *Kenesbl

* He 6bIBaeT KapUMHOMAHOTO CUHAPOMA

* H30 MM reHeTnyecKkun otanyatrorca ot H30
APYrnX I0KaIn3aummn, 4acTo CONPOBOXKAAIOTCA
myTaumamm ATRX n ARID1a.

* H3K M} yacTo conpoBoXaatoTca noTepen
RB1 n myTtaumen p53.

Pareja F., D’Alfonso T.M. The Breast J., 2020
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MeTacTasbl B MOJIOYHYIO Kenesy

* 1-2% onyxonen mMoa04YHOM Kenesbl.

* B cnyyasx N3BeCTHOW NEPBUYHOM OMYXO/N,
MEeTacTa3bl B MOJIOYHYIO Kese3y pa3BMBalOTCA
yepes 1 mecay — 15 ner.

* B 30% cnyyaeB meTacTas B MOIOYHYIO XKenesy
ABNAETCA NepPBUYHbIM NPOABEHUEM
3abonesBaHuA.

(Boutis A.L. et al., 2006; WHO, 2012, 2019).

[lopo3peHne Ha meTacTas

* Onyxonb APYron 0KaNAN3aLNMN B AHAMHESE (uenmeasropal.
* HeobblYHbI TMCTONOTNYECKUIA NATTEPH OMNYXO/N.
* OrtcyTcTBMeE pakKa In situ.

* [peobnagaHue NnepuayKTaabHOro U
nepuaobynAapHoOro pacnpeaeneHns onyxonu.
MHoOecTBeHHble 3M60/bl B 1MMbATUYECKUX
cocyaax.

* TpuKAbl-HEraTUBHbIN paK.

WHO, 2019
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MeTacTtas aTUNNUYHOro KapunMHonaa
NNErKOro B MOJZIOYHHYIHO Kese3y

CobcTBEHHbIE AaHHble

MeTacTas aTunnu4yHoro KapunHonaa

JNIETKOTO B MOJIOYHYIO XKenesy
o U SRR W NN

1
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CobcTBEHHbIE AlaHHbIE
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MeTacta3 aTMNUYHOro KapumHonaa
NNErkKoro B MOJIOHHYHO XKenesy

ER

CobcTBEHHbIE AaHHble

MeTacTas aTUNMYHOTro KapLumMHouaa
JIETKOTO B MOIOYHYIO Kenesy

CuHanTopusnH XpomorpaHuH A

CobcTBEHHbIE AaHHble

09.12.2021
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Pe3ome

* H30 mono4HOM Kenesbl — pegkoe
3abonesaHue.

* Ba)XXHO NOMHUTb, YTO He ToNbKO HIO moryT
MMeTb HEMPO3HAOKPUHHYIO
anbpepeHUNpPOBKY.

* Henb3a MHTEpPNpeTMpoOBaTb B CNeLUasIbHbIX
TMMNAX PaKa MOJIOYHOM »Kee3bl IKCNPeccuto
HEMPOIHAOKPMHHbBIX MAapPKEPOB Kak
HEMPOIHAOKPUHHYIO AndPepeHLNPOBKY.
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