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BEJOAPOBEH HEBPOEHAOKPUHEH
KAPIIUHOM C K/IMHUYEH AEBIOT
HA ITbPBUYEH MEJUACTHUHAJIEH

TYMOP. XUCTOJIOI'MYHO N
NUMYHOXUCTOXMMHUYHO
TUIIN3NPAHE HA METACTA3A B
JIUM®EH BbB3EJI

JInasina I[lerkoBa

Omoenenue no KIUHUYHA NAMONO2US,
MBAJI - ep. lo6puu

PE3IOME

HeBpoeHIOKpUHHNTE TYMOpPH ca OCOOEHHa rpyra
HOBOOOpa3yBaHWsl, BB3HMKBALIM OT  KJIETKH,
OpoNyUMpall W CEeKpeTHpallu OMOTeHHU

AMUHU UM TOJUMENTUAM C XOPMOHAJIEH XapakTep.
OCHOBHOTO KAQuecTBO Ha KJIETKUTE OT Ta3u
rpyna € HaTpynBaHe Ha MPOCTH aMHWHH, BOJEUIM
0 oOpa3yBaHe Ha OWOAMHHH, KOUTO OT CBOS
CTpaHa cIyXaT 3a W3TpaXIaHe Ha KOMIUIEKCHH
MEeNTUIN U TONUIENTHAN C pa3IniHa XOPMOHAIHA
AKTUBHOCT (MHCYJIMH, KaILUTOHUH, TAaCTPUH U JIp.).
VYTpacTpyKkTypHata XapakTepucTHKa [03BOJIsIBa
nneHTudumpanero Hakietkute or APUD. B Hamms
Cllyvaif, TyMOPBT MNpPUHAIJICKH KbM Tpyrnara Ha
IpeOHOKJIETBYHHUTE HEBPOCHIOKPUHHU KapLIMHOMM,
KOMTO €a C arpecBHO OMOIOTMUHO MOBEACHUE, JIOLLO
TEpareBTUYHO TOBIMABaHE W HemoOpa TPOTHO3a.
HampaBen e cenekTMBEH WMYHOXHUCTOXMMHUUYEH
naHes, JOCTaTbUYeH 3a OMNpejeNisHe Ha OpraHHaTa
nokanuzauuss — TymopbT € TTF | mnosutusen,
OCBEH TOBa He perupa mnpu Mapkupane cbc CD 5
n CD 117 — 62 no 80% OT TUMyCHUTE KapLUUHOMHU
nozutusupat CD 5, 80 1o 86% oT T4x no3utuBHpar
CD 117, T.e. He ce kacae 3a KapLUHOM Ha TUMYca
W B CBHUIOTO BpPeME TYMOPBT IMOKa3Ba KilacMiecka
HEBPOEHAOKPUHHA EKCIpecHsi — BCUYKU TYMOPHH
KJIETKU MO3UTUBHUPAT BUCOKOCTETEHHA.

KarouoBu nymu: 6enoapoOHN TyMOpPH, HEBPOEH 10-
KPUHEH KapILMHOM, UMYHO()EHOTHIT

Kacae ce 3a MauueHT Ha 68r., XocnUTaIU3NpaH
c JIEBOCTpaHHA ITHEBMOHHS, TEXKO O0OII0
CBCTOSIHHUE, OTUIAKBAHUSIOTOOIKUBI'bPANTE, KALINLIA,
cyOdebpunurer, OT OKOJO Mecel] 3aTpyJJIHEHO
TperTbINane M BUIMMa TeTJIoBHA KoHcyManus. [Tpn
Tperiena yCTaHOBEH YBENMUYEeH JTUMQEH Bb3ed Ha
musATa, cydokuunutanHo. OOpa3HOAMArHOCTUYHO
(KAT) - MexkoTbKaHHO €KBUBAJIEHTHA (opMalus
B TIPeJHO TOPeH MEIMACTHHyM C yMepeHO
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LUNG NEUROENDOCRINE
CARCINOMA WITH CLINICAL DEBUT
OF A PRIMARY MEDIASTINAL
TUMOR. HISTOLOGICAL AND
IMMUNOHISTOCHEMICAL TYPING OF
LYMPH NODE METASTASIS

Liliana Petkova
Department Clinical Pathology, MBAL - Dobrich

ABSTRACT

Neuroendocrine tumors (NETs) are a special group
neoplasms arising from cells, producing and secreting
biogenic amines and polypeptides of a hormonal
nature. The main quality of the cells of this group
is the accumulation of simple amines leading to the
formation of bioamines, which in turn are used for the
construction of complex peptides and polypeptides
with different hormonal activity (insulin, calcitonin,
gastrin, etc.). The ultrastructural evaluation allows
for the identification of APUD cells. In our case,
the tumor belongs to the group of small-cell
neuroendocrine carcinomas, which have aggressive
biological behavior, poor therapeutic response and
poor prognosis. A selective immunohistochemical
panel was performed, sufficient for the organ’s
localization - the tumor is TTF 1 positive,
furthermore, it does not react to marking with CD5
and CD 117 - 62 to 80 % of the thymic carcinomas
react positive for CD 5, 80 to 86% for CD 117; i.e.,
it is not a carcinoma of the thymus, and at the same
time the tumor shows a classical NET expression —
all cells react positive for high-grade tumors.

Keywords: lung tumors, neuroendocrine carcinoma,
immunophenotype

68 years old patient, hospitalized with left-

sided pneumonia, in serious overall condition,
chest pain complaints, cough, subfebrility, about a
month difficulty in swallowing and visible mass
consumption. A suboccipital enlarged lymph node
in the neck was found on examination. Diagnostic
imaging (CT) — soft tissue equivalent formation in
the front upper mediastinum with moderate aortic
compression and dislocation; conglomerate lesion
in the middle mediastinum — lymph node package;
conclusion — volume process in the front upper
mediastinum, probable carcinoma of the thymus with
propagation in the neighborhood and lyphoglandular
metastases. Because of the demonstrated achalasia,
esophagoscopy and gastroscopy was performed
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u3pa3eHa aopTHA KOMMpecus U JUCTOKaLus;
KOHIJIOMepaTHa Jie3us B CPedHHUs MEIUaCTUHYM
— TmakeT JUMQHU BB3IMU ; 3aKITIOYEHHEe — O0eMeH
npolec B TMPEIHO TOPEH MENUACTHHYM, BEpOSTEH
KapLUMHOM Ha THMYca ¢ Mporarauus 1o CbCeACTBO
u numdoxiesHu meractasu. Ilopaau nposiBeHaTa
axanmasus € W3BBPIIeHA e30(haro W TacTPOCKOTHS
CbC 3aKIIOYEHHE OT M3CNEABAHETO — XPOHWYEH
aTpoUyeH MaHTacTpUT M TEeXKbK e30(arut ¢
aHra)xupaHe NpenIMMHO Ha FOpHa U CpeHa TpeTa Ha
XPaHOTIPOBO/IA, M3BBPIIEHA OMOTICHS, XUCTOJIOTUIHO
MOTBBPXKIABAlla EHIOCKOINCKAaTa Haxoaka, 0e3
MOP(OJOTUYHM JaHHU 32 HEOIJIaCTUYeH MpoLeC.
OuOpoOpPOHXOCKONUs — JIEKOCTEeNEHHAa CTEHO3a Ha
NSB T7IaBeH OpOHX W IpopacTBaHE Ha Tpaxealws
eMepoH OT TYMOP IO ChCEICTBO, H3BBPIICHA YETKOBA
Ouorcus ¢ pe3yiaTaTr OT UMTOJIOTMYHOTO U3CTieIBaHe
— npeOHOKJIEThYEeH MaJMCHEH TYMOp, BEpPOATHO
HemudepeHIUpaH  APeOHOKIEThYEH  KapLHOM;
npemapaTi  OT Xpauka — 0e3 MOIO03pUTENTHU
KJIeTKM B Haxojakara. TymMopbT e HeomepaOuieH.
Excumsupan e goctbieH cybokuunuTainieH JuMdeH
BB3€J, XHUCTOJIOTMYHO W HMYHOXHCTOXMMHYHO
M3CJIeNIBaH: CBETIMHHOMHUKPOCKOIICKH — MapeHXUM
W30 aHTXKKUPaH OT TYMOPHM 'He3Ja U MOBJeKIa,
cermapupaHd OT CHEAMHHUTEITHOTBKAHHA CTPOMa;
IpeOHN 0 MHTEPMHUICPHITYMOPHHU KJIETKH COCKbTHA
UUTOTa3Ma W MPEeJUMHO SAPEHO MpeAcTaBsHe
C  Xxumepxpomazus,  sApeHa  KoHdopmauus,
TIPUITOKPUBAaHE W SAPEHO pa3MadkBaHe, M3pa3eHa
MHUTOTHYHA AaKTUBHOCT ; HMYHOXHUCTOXMMHYHO
TyMopHUTe kieTku nposssasat dot — like CK AE1/3
eKcrnpecus, BCUYKU TMO3UTUBUPAT BUCOKOCTENEHHA
TTF 1, EMA, Chromogranin A ekcnpecus,
rpyny OT TYMOpPHM KJeTku mno3utuBupar NSE—
(okanmHa ekcrpecusi, HEraTUBHU MPU MapKUpaHe ¢
BHUCOKOMOJICKYJIEH LIMTOKEPAaTUH, HE MO3UTUBUpAT
CD 5 u CD 117 (mapkepu 3a KapLIMHOM Ha TUMYcCa),
He nosutuBupar CD 45 u CD 20 (aumdounnHu
MmapkepHu),Bucoka Ki 67 ekcrpecusi - kacae ce 3a
METACTaTU4eH TYMOpP, XMCTOJOTMYHO MNpPEACTaBeH
KaTo IpeOHOKIEThYEH KapLUUHOM C UMYyHO(EHOTHIT
Ha HEBPOEHIOKPUHEH , 0eJI0ApOoOHO JOKATN3UPaH.
3ako4eHueTo oT MOP(HOJOrMYHOTO MU3CJedBaHe €
3a MeTacTasa B liMeH JUMdeH Bb3el 0T OenoapodeH
IpeOHOKIIEThYeH HEBPOCHIOKPHHEH KapLITHOM.
Kacae ce 3a mppBrUeH HEBPOCHIOKPUHEH KapLITHOM
0T OpOHXOTE€HHO OTrHUILE O0pa3HOAMArHOCTUYHO
HEeNeTeKTabUIHO,  C MAaCHMBHO MEAMACTHHAJIHO
MeTacTasupaHe, MPEeeHeHO KaTo IbPBUYCH
MeINacTHHAJICH TyMOp.

Hanocneabk Bce mo-uecto onpenensMe TyMOPHUTE
Ype3 TeXHUTe TUMPOKIIE3HN METAcTa3H, TTOI3BAKN

with a conclusion of the study — chronic atrophic
pangastritis and severe esophagitis, involving mainly
the upper and the middle third of the esophagus;
biopsy was performed, histologically confirming the
endoscopic findings without morphological evidence
of a neoplastic process. Fibrobronchoscopy — mild
stenosis of the left main bronchus and trachea
eperon sprouting from an adjacent tumor; brush
biopsy was performed with a result from Pap
smear — small-cell malignant tumor, probably
undifferentiated small-cell carcinoma; preparations
of sputum — no suspicious cells in the finding. The
tumor is inoperable. An available suboccipital
lymph node was excised, studied histologically
and immunohistochemically: light microscopy —
parenchyma, fully engaged by tumor nests and
strands, separated by connective tissue stroma; small
to intermediate tumor cells with scant cytoplasm and
mainly nuclear presentation with hyperchromasia,
nuclear conformation, overlap and nuclear crush,
distinct mitotic activity; immunohistochemical
tumor cells show dot-like CK AE1/3 expression,
all positive for high-TTF 1, EMA, Chromogranin A
expression; groups of tumor cells react positive for
NSE focal expression; negative in marking with high
molecular weight cytokeratin; negative for CD 5
and CD 117 (markers for carcinoma of the thymus);
negative for CD 45 and CD 20 (lymphoid markers);
high Ki-67 expression — it is a metastatic tumor,
histologically presented as small cell carcinoma with
aneuroendocrine immunophenotype, localized in the
lung. The conclusion from the morphological study
is a metastasis in a cervical lymph node from small
cell lung NET.

It is a primary NET from a bronchogenic focus,
undetectable by diagnostic imaging, with massive
mediastinal metastasis, evaluated as a primary
mediastinal tumor.

Recently tumors are increasingly defined
by their lymphoglandular metastases using
immunohistochemical methods. For the NET group,
immunohistochemistry is a routine diagnostic
procedure.

NETs are a special group of neoplasms, arising from
cells, producing and secreting biogenic amines and
polypeptides with a hormonal nature. For the first
time they were identified in 1897 by Kulchitsky.
In 1953, the serotonin secretion from these cells
was discovered, their histochemical characteristics
were clarified later, and the concept for the APUD
system and its tumors was established by Pearse in
1971. The main quality of the cells in this group
is the accumulation of simple amines leading
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MMYHOXHCTOXMMHUYHU MeToau. 3a rpynara Ha NET,
MMYHOXHCTOXMMHUATA € PYTUHHA JIUArHOCTUYHA
npouenypa.

HeBpoeHOOKpUHHUTE TYMOpPM ca OCOOEHHa rpymna
HOBOOOpa3yBaHUs, BB3HMKBALIM OT  KJIETKH,
NPOLyLUMpaLIM U CeKpeTupaliy OUOreHHU aMUHU U
MOJUMENTHAN C XOPMOHAJIEH XapakTep. 3a MbPBU MbT
ca ounu unetupuumpanu npe3 1897r. ot Kulchitsky,
1953r. e ycTaHOBeHa cekpelusaTa Ha CEPOTOHUH OT
T€3U KJIETKH, KaTo MO-KbCHO Ca M3SICHEHU U APYyru
TE€XHW XHCTOXMMHYHM KadecTBa W € Cb3lafeHa
koHuenuuara3a APUD cuctemaTtan HeHUTE TYyMOPU
ot Pearse 1971r. OCHOBHOTO Ka4ecTBO Ha KJIETKUTE
OT Ta3u Ipyna € HaTpylBaHe Ha MPOCTH AMMHU,
BOJIEII 10 OOpa3zyBaHe HAa OMOAMWHUW, KOWUTO OT
CBOsl CTpaHa CIIy’KaT 3a U3rpa)<J1aHe Ha KOMIUIEKCHU
NEeNTUAX U MOJUMENTHAN C PaziMyHa XOPMOHAIHA
AKTUBHOCT (MHCYJIMH, KalLUUTOHUH, FACTPUH U JIP.).
YarpacTpyKkTypHaTa XapakTepUCTHKa [03BOJIsBA
unaeHtTuduuupaHero Ha kiaerkure ot  APUD
cucremara, Thil KaTo Te ce OTJIM4aBaT OCBEH C Tpyo
€HZI0MJIa3MaTHYeH PETUKYIIYM, Pa3BUT KOMIUIEKC Ha
Golgi, TonsiMo KONIMYECTBO CBOOOAHU PUOO30MH 1
C XapakTepHOTO HaJIM4YMe Ha CEeKPETOPHU IpaHyJiu.
Kiterknre Ha NET, B HsiKoM ciyyau mpuTexaBaT
MHOTO  H3pa3eHo Oene3utre Ha  HOPMAaJHUTE
KJIETKM, SIBABAIUM C€ TEXHU NPEKYpcopH, KOETO
MO3BOJIABA JMArHOCTUKAaTa MM Ja Ce W3BbpILBA,
ype3 HEOCOOEHHO ToisiM Opoit MOpQoIOrHYHU
Merony. MneHTuduimpaHneTo UM ce OCHIIECTBSBA
C NoMOLUTa Ha HAKOM XMCTOXMMWUYHM METONH,
OCHOBHO CTaHIOapTHAaTa TEXHUKa 3a aprupoduius
no Grimelius. UMyHOXUCTOXUMUYHO, UMa IUbJIBI
CIUCHK OT TIOTEHLHUATHU HEBPOEHIOKPUHHUTE
Mapkepd, KaTo Hai-LIMPOKO M3MOJI3BAaHU ca
Chromogranin, Synaptophysin, PGP9.5, NSE, N —
CAM (CD 56)

CeeroBHaTta 3nmpaBHa Opranuzanus Kiacuduimpa
NET B Tpu OCHOBHM KaTeropuu:

- JloOpe audepeHpaHn HEBPOCHIOKPUHHU

TYMOpH
- Jlobpe  nudepenumpanu  (high  grade)
HEBPOCHIOKPUHHU KapLIUHOMHU

- Cnabo jmudepenuupanu  (low  grade)

HEBPOECHIOKPUHHU KapLMHOMHU

2010r. amepukanckuss CbBMECTEH KOMWTET 3a
paka (AJCC), C30 u EponeiickoTo 0011ecTBO 3a
HeBpoeHaokpuHHU Tymopu (ENETS) npeacrassr
eIMHHA cHUCTeMa 3a KlacuuUupaHe Ha Te3u
HOBOOOpa3yBaHUsl W TWM pa3feisT B JIBE OCHOBHU
rpynu:loOpe mudepeHpann HEBPOSHIOKPUHHU
HEOIUIa3MU u JIOLLIO nudepeHUnpaHu
HEBPOCHIOKPUHHU  Heoruia3mMu.Bropata  rpyna
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to the formation of bioamines which in turn are
used for the construction of complex peptides and
polypeptides with other hormonal activity (insulin,
calcitonin, gastrin, etc.). Ultrastructural evaluation
allows for the identification of APUD system cells
since they are characterized by rough endoplasmic
reticulum, a developed Golgi complex, a large
amount of free ribosomes and a characteristic
presence of secretory granules. The NET cells,
in some cases, have very distinct signs of normal
cells, which are their precursors, which allows
for the diagnosis to be carried out by a smaller
number of morphological methods. Identification is
done with the aid of some histochemical methods,
primarily the standard technique for argyrophilia by
Grimelius. Immunohistochemically, there is a long
list of potential neuroendocrine markers, and the
most widely used are Chromogranin, Synaptophysin,
PGP9.5, NSE, N-CAM (CD 56).

The World Health Organization classifies NET into
three main categories:

. Well-differentiated NETs
. Well-differentiated (high grade) NETs
. Poorly differentiated (low grade) NETs

In 2010, the American Joint Committee on Cancer
(AJCC), WHO and the European Society for NETs
(ENETS) present a uniform system for classifying
these neoplasms and divide them into two main
groups: well-differentiated NETs and poorly
differentiated NETSs. The tumors in the second group
have aggressive biological behavior — quick spread,
therapeutic resistance and poor prognosis.

Placing a given tumor in one of the categories
depends on the defined histological characteristics:
size, lymphovascular invasion, mitotic activity,
Ki-67 proliferative index, invasion into adjacent
organs, presence of metastasis, hormone production
(secretory activity). From the viewpoint of functional
activity, associated with the secretory products, they
are divided into functional and non-functional.

The anatomical distribution of these tumors is
diverse; they occur in different areas of the body,
in solitary or multiple formation, the most common
regions being the lungs and the gastrointestinal tract.
Pulmonary NETs account for approximately 5% of
primary lung neoplasms (relatively rare tumors);
they develop at a younger than the predilectional age
for lung cancer, most commonly in the 50s. They are
identically distributed in men and women; usually in
large bronchi. Although development of such tumors
is also observed in the peripheral parts of the lungs,
primary tracheal engagement is extremely rare. The
growth ofthe tumor to the bronchial lumen takes place
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TYMOpPU c€ OTJMYaBaT C arpecMBHO OWOJOTMYHO
noBeJieHne —0bP30 pa3NpOCTpaHEHUE, TepaneBTUYHA
PE3HUCTEHTHOCT, JIOIIa MPOTHO3aA.

[MocTtaBsiHeTo Ha [nageH TyMOp B e€OHa OT
KaTeropuure 3aBUCU oT neduHupaHuTe
XUCTOJIOTUYHU XapaKTePUCTUKU: pasmep,

nuMdoBacKyIapHa MHBA3Ws, MUTOTHYHA aKTHBHOCT,
Ki 67 nponudepaTrBeH UHIEKC, UHBa3Us B ChCEIHU
OpraHu, HajaM4yhe Ha MeTacTa3d, XOpMOHallHa
nponykuusa (cekpeTopHa axTHBHOCT).OT rjenHa
TOYKa Ha (YHKIMOHAITHATA AaKTUBHOCT, CBBp3aHa
ChC CEKpEeTOpHATa MPOMYKLMs , T CE pa3lesaT Ha
(DYyHKUMOHANHU 1 He(YHKUMOHATTHH.

AHATOMMYHOTO pa3fpefeleHlue Ha Te3d TYyMOpH
€ pa3HoO00pazHO, BH3HMKBAT B Pa3jIMUHU 00JacTH
Ha TSUIOTO, COJIMTApHO WM MYJTHIUIEHHO, KaTo
Hail-uecTn ca B Oenure ApoOOBE W YpPEBHUSA
TpakT. benoapoOHUTE HEBPOEHOOKPUHHU TYMOPH
CHCTaBIISABAT OKOJIO 5% OT MbPBUYHUTE OETTOIPOOHH
Heomya3uu (CPaBHUTETHO PEIKU TYMOPH); pa3BUBAT
ce B MO-MJIaJa BB3pacT, OT MpeausieKIMOHHATa
3a 0enonpoOHUsl KaplUHOM, Hak-4ecTo B METO
ZIeceToNeTHe, UISHTUYHO pa3MpeneNieHd TPH MbKe
M JKeHW; OOMKHOBEHO B TroJieMH OpOHXM, Makap
M Oa ce HabioaaBa pa3BUTHETO HA TE3U TYMOPH
u B nepudepHUTe YacTH Ha Oenurte ApoOOBe,
M3KITIOYUTETTHO PSKO € IbPBUYHOTO TpaxeasHo
aHraxupase. Pa3zpacTBaHeTo Ha TyMOpa KbM JlyMeHa
Ha OpoHxa craBa moj Qopmara Ha aiicOepr, Taka
4e To-ToNsiMara 9acT OT TyMopHara Qopmarms ce
pa3BuBa B nepudepHus Oenoapodben napenxum. [To
HeoOMYaliHO € MbPBUYHOTO OTHULIE 12 € MHOTO MaJTKO
Y KIIMHUYHO Ja MHULIMPA C rojiiMa MeAMacTUHAIHA
Maca, WMHUTHpala WHPBUYEH MeIHaCTHHAIECH
TyMOp, KaKbBTO € OMUCAHUST OT Hac cityydaid. Jlobpe
JudepeHUnpaHuTe 0enoapoOHU HEBPOSHIOKPHUHHU
kapuuHomu B okosio 10% ot cnyyaiite ce acouuupar
C MMapaHeoTUIaCTUIHA CHHIPOMH ,[TOPaAN eKCIIPecust
Ha TMEeNTUIHA XOPMOHM — KapLUUHOWIEH CHHIPOM,
Kymunr cuHzpoM, ap. B omnmcanuss ot Hac
ciyyail HAMa TakaBa (YHKLMOHAHA AaKTHBHOCT.
Knunukara e neTepMuHApaHa OT TYMOPHHUS PACTEX
U MeracrasupaHe. B nuarHocTudeH miaH OCHOBHO
BJIM3aT B ChOOpakeHWE MbPBUYEH MeIuacTUHAIeH
TYMOP B MPEJHO-FOPeH MEAMACTUHYM — KapLUHOM
Ha TUMYCa aBaHCHPAI M0 ChCEICTBO, TUM(OKICIHO
MeTacTa3upani M CbOTBETHO MalbK OenoapobeH
KapUMHOM C  PEHTreHorpad)Cku  HEOTHETJIMBO
ObPBUYHO OTHUILE ,MHPUATPALMS MO CbCEACTBO
M MacMBHO MEIMACTHHAIHO  MeTacTa3MpaHe.
XucTojornuHata HaxoAKa OMpenens TyMopa
KaTto HenuepeHupan IpeOHOKIIETbYEeH
KapLuHOM He pasmonarame ¢ BB3MOXHOCTH

in the form of an iceberg, so that the majority of the
tumor formation is developed in the peripheral lung
parenchyma. More unusual is for the primary focus
to be very small and clinically to initiate with a large
mediastinal mass, imitating a primary mediastinal
tumor, as is in the described case. In about 10% of
the cases the well-differentiated pulmonary NETs
are associated with paraneoplastic syndromes due
to an expression of peptide hormones — carcinoid
syndrome, Cushing's syndrome, etc. In the described
case there is no such functional activity. The clinic
is determined by tumor growth and metastasis.
From a diagnostic viewpoint we mainly have the
following considerations: primary mediastinal
tumor in the front upper mediastinum — advanced
carcinoma of the thymus in the neighborhood,
lymphoglandular  metastatic and respectively
small cell lung cancer with radiographically
unrecognizable primary focus, infiltration in the
neighborhood and massive mediastinal metastasis.
The histological findings identify the tumor as an
undifferentiated small cell carcinoma. We do not
have the option for electron microscope studies.
A selective immunohistochemical panel was
performed, sufficient for the organ’s localization —
the tumor is TTF 1 positive, furthermore it does not
react to marking with CD5 and CD 117 — 62 to 80
% of the thymic carcinomas react positive for CD 5,
80 to 86% for CD 117, i.e., it is not a carcinoma of
the thymus, and at the same time the tumor shows a
classical NET expression —all cells react positive for
high-grade Chromogranin A and a focal (in groups
of cells) NSE expression, dot-like reaction in CK
AE1/3 marking.

The WHO classifies the neuroendocrine lung tumors
in 2004 into four main groups - typical carcinoid
tumors, atypical carcinoid, large cell and small cell
NETs.

The typical carcinoid tumors — central and peripheral,
are characterized by low nuclear grade, very low
mitotic activity (less than 2 per 10 HPF), absence
of necrosis, very well presented neuroendocrine
architecture, immunophenotypic and ultrastructural
image.

The atypical carcinoid tumors are characterized by
a higher mitotic activity (2 to 10 per 10 HPF) and/or
necrosis, mainly dotted, well-defined neuroendocrine
architectonic, immunophenotype and ultrastructure.

Large cell NETs are made of larger cells compared
to that of the atypical carcinoid, have a higher
mitotic activity (more than 10 per 10 HPF), focal
necrosis, often extensive, with a poorly represented
neuroendocrine architectonic, manifested with a
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3a €NeKTPOHHOMHUKPOCKOTICKH W3CIeBaHMA.
HanpaBeH e celekTUBEH WMYHOXUCTOXMMHUYEH
naHes, J0CTaThyYeH 3a ONpejeNsHe Ha opraHHaTa
nokanuzauus — TyMopsT € TTF 1 no3uTuBeH, ocBeH
TOBa He perupa npu mapkupane cec CDSuCD 117 —
62 1o 80% OT TUMYCHUTE KapLIMHOMM NO3UTHBHUPAT
CD 5, 80 mo 86% ot tax mozutuBupar CD 117, 1.e. He
Ce Kacae 3a KapLIMHOM Ha THMYca U B CbLIOTO Bpeme
TYMOPBT MOKa3Ba Kjlacu4yecka HEBPOCHIOKPHHHA
eKcrpecHs — BCUYKU TYMOPHH KJIETKU MO3UTUBUpAT
BucokoctenenHa Chromogranin A u  doxamHa

(B rpynu ot knerkn) NSEekcnpecus, dot — like
peakuus npu Mmapkupane ¢ CK AE1/3 .
C30 knacuduumpa HEBPOEHAOKPUHHHUTE

OermonpobHn Tymopu 2004r. B YeTHpPW OCHOBHHM
rpynu — TUOMYHY KapUUMHOMJHU TYMOPU, aTUIIMUYEH
KapUMHOWA, eIpoKJIeTbueH W IpeOHOKIeTbUYeH
HEBPOEHAOKPUHEH KapLMHOM.

TunuyHUTe KAPUUHOUIHU TYMOPH — LIEHTPAJIHU U
nepudepHH, ce XapakKTepu3nupar ¢ HUICHK HyKJieapeH
rpeiin, MHOrO HMCKa MMTOTHMYHA aKTHBHOCT (TO-
manko ot 2 Ha 10 HPF), nunca Ha Hekpo3u, MHOTO
Jo0pe rpeacTaBeHa HEBPOSHIOKPUHHA apXUTEKTY pa,
UMYHO(EHOTHIICH U yATPacTPYKTypeH obpas.

ATUNMYHUTE KAPUUHOUIHU TYMOPHU CE MPENCTABST
¢ TI0-BHICOKA MUTOTHYHA akTUBHOCT (2 mo 10 Ha 10
HPF) w/ unu HEeKpo3u MpenquMHO TOYKOBH, J0Ope
ouepTaHa  HEBPOGHIOKPUHHA  apXUTEKTOHHKA,
UMYHO(EHOTHUI U YITPacTPyKTypa.

EnpoknerpuHnTe HEBPOEHIOKPUHHU KapLMHOMHU
ca M3rpajieH OT Mo-eApU KJIETKH, CPAaBHEHM C Te3U
Ha aTUIIMYHUS KapLUWHOW,MPUTEKABAT MO-BUCOKA
MUTOTUYHA akTUBHOCT (noseve oT 10 Ha 10 HPF),
uMaT (OKATHM HEKPO3HW, YeCTO eKCTeH3WBHH,
He  1o0pe  MmpeicTaBeHa  HEBPOEHAOKPHHHA
ApPXUTEKTOHWKA, MaHU(EeCTUpaHa C THE3/IeH CTPOeK
OT KJIETKM ¢ nepudepHO NanucagHo MOIpekIaHe
n posera-like cTpyKTypH; HE3aBHCHMO OT TOBa
MPUTEKABAT yITPACTPYKTypa M UMYHO(EHOTHUIT Ha
HEBPOCHIOKPUHHU TYMOPH.

JpeOHOKNeThYHUTE  HEBPOECHAOKPUHHHU
KapLUMHOMU C€ OTJIMYaBar ¢ TUIIMYHA LIUTOJIOrMYHO-
ApXUTEKTYpHA HaxojKa, KOSTO MO HUKAKbB HAYMH
He TMOJCKa3Ba HEBPOEHIOKPMHHATAa MpUpoAa Ha
TyMOpa — TMOBJeKJa, THe3[a, PO3eTU U MCEBAO
po3eTH OT KIETKM, B KOMTO IOMMHHUpAT sjpara,
C XUIEpXpoMa3usi W HYKJIEOJapHO MacKUpaHe,
aapeHa KOH(popManus, MPUMIOKPUBaHE u
(dokaneH Kpbll, LUTOMJA3MHUTE Ca OCKBAHU MU
HEOTYETJIMBU; MUTOTMYHATA aKTHBHOCT € BUCOKA.
YATpacTpyKTYpHOTO M HMMYHOXMCTOXUMHUYHO
u3cieBaHe OMNpeneNns TsAXHAaTa HEeBPOCHAOKPHUHHA
MpUpoja, Makap M TIOHSKOra B MHOTO TMO-Majka
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locular structure of cells with a peripheral palisade
arrangement and rosette-like structures; nevertheless,
they possess the ultrastructure and immunophenotype
of NETs.

Small cell NETs are characterized by a typical
cytologic-architectural finding, which in no way
suggests the neuroendocrine nature of the tumor
— strands, nests, rosettes and pseudo rosettes of
cells, dominated by nuclei with hyperchromasia
and nucleolar masking, nuclear conformation,
overlap and focal crush; cytoplasms are scarce
and unrecognizable; mitotic activity is high. The
ultrastructural and immunohistochemical study
determines their neuroendocrine nature, although
sometimes in a much lesser extent than in the other
tumor groups.

In our case, the tumor belongs to the group of small
cell NETs, with aggressive biological behavior, poor
therapeutic response and poor prognosis.

There is one more group of lung tumors with non-
small cell neuroendocrine features — these are tumors
that histologically do not have a neuroendocrine
architectonic and look like non-small cell carcinomas
of one type or another, but ultrastructurally
and  immunohistochemically = demonstrate a
neuroendocrine nature. This occurs, e.g., in about
one third of adenocarcinomas. The neuroendocrine
marker expression in these tumors has no prognostic
meaning, different from that of the group to which
the studied tumor belongs.
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Beﬂo;[poGeH HEBPOCHAOKPUHEH KapUUHOM C KIIMHUYECH ,ZLCGIOT Ha MbPBUYECH MEIUACTUHAJICH TYMOD ...

CTeleH, OTKOJIKOTO MPU TYMOPUTE OT APYTUTE IPYIIH.
B Hawms cnywaid, TyMOpBT MNpPUHAIVIEKH KbM
rpynara Ha IpeOHOKIETHYHNTE HEBPOCHIOKPUHHU
KapIUHOMH, KOUTO Ca C arpecMBHO OWONOTHYHO
MOBEICHUE, JIOIIO TEePareBTUYHO MOBIUSBaHE WU
He1o00pa NporHo3a.

O6ocobeHa e olie eHa rpyTa 0emoIpoOHN TYMOPH —
HepeOHOKIeTHYHN KapPLITHOMH C HEBPOSHIOKPUHHI
0ene3n—ToBacaTyMOPH, KOUTO XUCTOJIOTUYHO HAMAT
HEBPOEHAOKPUHHA aPXUTEKTOHMKA U M3ITIEKAAT KaTo
HEeIPeOHOKIETHYHN KapIMHOMH OT €IWH WU IpyT
THII, HO YATPACTPYKTYPHO M MMYHOXHUCTOXUMUYHO
JeMOHCTpUPAT HEBPOEHIOKPUHHA Npupoaa. Tosa ce
CllyyBa B OKOJO €/Ha TPeTa OT aJeHOKapLUHOMUTE
Harpumep. Hespoennokpunuara MapKepHa
eKCTIpecHs, TpH Te3W TYMOpH, HAMAa HHUKAKbB
MPOTHOCTUYEH CMHUCHJ, pa3liM4eH OT TO3M Ha
rpynara, KbM KOATO MPUHAAJIEKU M3CIAeIBaHUs
TYMOp.

Aodpec 3a KopecnoHOeHUuA:
J-p Jlunsana IletkoBa

Knuuuka o O6ma n Kinmanyna narosiorus
MBAIJI "Csera Mapuna" EAJ]

yi. Xpucro CvupHeHckn 1

Bapna 9000
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