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Gep-net

* Noroendokrin timarleri olusturan en buyuk grup ( >%50)
* Gis tumorlerinin %2’si.

* 1997-2012 yillari arasinda 6 kat artis.

* 3.56 /100.000 / yil (SEER)

* Cogu iyi differansiye ve sporadik.

* MEN1, VHL, tuberoz skleroz , NF
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Cellular pleomorphism per se is not a useful feature for grading NETS. The following grading scheme has been proposed for
gastrointestinal NETs.

Grade Definition
GX Grade cannot be assessed
G1 Mitotic count (per 10 HPF)* <2 and Ki-67 index (%)¥ <3
G2 Mitotic count (per 10 HPF) = 2 to 20 or Ki-67 index (%)¥ = 3 to 20
G3 Mitotic count (per 10 HPF) >20 or Ki-67 index (%) >20

*10 HPF =2 mm?; at least 50 HPFs (at 40 times magnification) must be evaluated in areas of highest mitotic density in order to
adhere to WHO 2010 and 2017 criteria.

9 MIB1 antibody; % of 500 to 2000 tumor cells in areas of highest nuclear labeling.
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WHO/ENET 2010

Differentiation Grade LLz e Tra
count index?

ional
Well differentiated | Low grade (G1) | <2per10  <3% Carcinoid, islet cell, pancreatic
HPF (neuro)endocrine tumor

Intermediate | 2to20per | 3t020% | Carcinoid, atypical carcinoid®,

grade (G2) 10 HPF islet cell, pancreatic
(neuro)endocrine tumor
Poorly High grade (G3) | >20per 10 >20% small cell carcinoma
differentiated HPF

Large cell neuroendocrine
carcinoma
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ENETS, WHO

Neuroendocrine
tumor, G1

Neuroendocrine
tumor, G2

Neuroendocrine
carcinoma, G3, small
cell

Neuroendocrine
carcinoma, G3, large
cell
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Mitotic rate* Ki-67 index*
Terminology Differentiation Grade " 2 . [TSTRT]
(mitoses/2 mm2) (percent) NET rol oyanayan genetik degisiklikler:
NET, G1 Well differentiated Low <2 <3
NET, G2 Well differentiated Intermediate 21020 3t020 death-domain- associated protein (DAXX)
alpha-thalassemia/intellectual disability syndrome X-linked(ATRX)
NET, G3 Well differentiated High >20 >20
NEC, small cell type Poorly differentiated | High® >20 >20 NEC rol oynayan genetik degisiklikler:
(SCNEC)
NEC, large cell type Poorly differentiated | High® >20 >20 TPS3, RB1
(LCNEC)
MINEN Well or poorly Variable Variable¥ Variable Nt nopls (NN Clfcaton s molcsar - Thegeerl ks of e e cifcston of oo
tumours (NET) willbe appled o the entire 5th serics, based on
differentiated ! a consensus meeting in Lyon (1), dividing NEN into NET and
neuroendocrine carcinomas (NEC) based on their molecular
dfferences. Mutations in MEN1, DAXX and ATRX are entity-
defiing for well-dfferentated NET, while NECs usually have
7753 or RB1 mutations
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Summary of Selected Updates in 5th Edition of World
Health Organization Classification of Digestive
System Tumors ) B
Clinical Differences: NETs and NECs
Summary of Selected Updates .
From a clinical perspective, the key distinction is between
G3 neuroendocrine tumor (NET) ~ New category formed for the grade 3 (G3) NETs and NECs with respect to platinum
grading of neuroendacrine neoplasms (NENs) Containing chemotherapy. Patients with NECs respond well
New Terminology for Mixed Neoplasms - Mixed to platinum-containing chemotherapy while patients with
neuroendocrine-non-neuroendocrine tumors — MINENs G3 NETS fail to respond to this therapy.¢7
(previously mixed adenoneuroendocrine carcinoma [MANEC)) = st espond to this therapy.
Terminology for appendiceal goblet cell carcinoma/carcinoid
altered to appendiceal goblet cell adenocarcinoma
Category of hyperplastic and preneoplastic lesions has been
abolished in the classification of neuroendocrine tumors
(NETS) of the pancreas
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* NET gogunlukla KC metastazi yaparlar. Bu lezyonlar gogunlukla
hipervaskulerdir. Uygun hastalarda mutlaka arteryal ve portal venoz

faz incelenm

elidir.

« Uygun oldugunda SSR-Pet/ct kontrastli BT ya da MRl ile birlikte

uygulanmali.

* SPECT/CT, SSR-Pet’e gére daha az invaziftir.
« High grade net ve NEC’lerde hizli progrese olan hastalikta FDG-Pet/ct

aktif hastalig

| gosterme agisindan uygundur.

cr 61:93% 71-100 %
MRI(DW-MRI) 54-100% 98%
EUS(pan-net) 86% 92%
SSR based imaging
SSR- Pet-CT 92% 95%
SSR—Pet.MRi
Spect/ct
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* G1-G2 NET : Cerrahi ilk tercih.
* NF- pan-Nets < 2 cm - takip?? ( yash, morbidite)

* NF-pan-net, 2 cm>, geng hasta, inv bulgulari( ana kanal genislemesi
,sarilk). = cerrahi

* Uzun dénem sag kalim beklentisi olan hastalar Ind ile beraber
pankreatikoduodenektomi

* F-pan-net = cerrahi, eger 2 cm > ise enuklasyon olabilir.
* Lokalize NEC igin cerrahi OS agisindan tartismali.
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Lokorejyonel ( Sl-net)

* Makroskopik radikal rezeksiyon ilk tercih.
* LND (en az 8In) oneriliyor.

* Lokal ileri timérlerde de kr intestinal obstriiksiyon, akut iskemi gibi
komplikasyonlara yol agabileceginde cerrahi 6nerilir.
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Metastatik

* Segilmig hastalarda cerrahi

* Ancak: nec ( high grade net) ve extraabdominal met kontraindikasyon
* Kc met GEP-Net kratif cerrahi sonrasi 5-year OS: yaklasik %85
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* Evre 4 hastalikta palyatif primer tm cerrahisi herhangi bir katkisi yok
* NF Net debulking cerrahi yeri yok ancak F Net yarar saglayabilir

* KC tx? — extraabdominal met yok ,G1-g2 (Ki-67<10 %), primer tm RO
rez, kc met < total ke volumunun %50, 60>yas ,
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* F-net ilk basamak semptomatik tedavi : SSA(octreotide,lanreotide)

Medikal tedavi(semptom kontrol)

« Rutin uygulanim: uzun etkili octreotide: 30 mg I.M( 1 ad/ay);
lanreotide 120 mg S.C

* Gegmeyen semptomlarda 2 adet/ay kadar uygulanabilir.
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« If-a ( 3-5 million 1U s.c 3 kez/ week)

« Telotristat ethyl ( 250-500 mg 3 times/day) (TELESTAR study) ( diarede
azalma)

 Diazoxide( insulinoma)

ulus
Medikal tedavi ( antiproliferatif tedavi) 6 Sistemik KT
« SSAs
« ilk basamak

* Cevap oranlari diisiik < 5%

* Advanced SSTR-pos , yavas ilerleyen GEP-net, Ki 67 < 10% ( ESMO IA)
* IFN-a:
« Ozellikle midgut tm lerde.
* Everolimus:
* 10 mg/d
* Median PFS 9.7 ay = 16.6 ay ( RADIANT-1 study)
* Sunitinib
« Pan-Net igin EMA onayli tek TKI
* PFS:5.5ay & 11.4 ay

* Advanced Pan-Net ve NEN G3.
« irrezektabl KC met G1/G2 Pan-Net.

« Temozolomide (TEM) ya da TEM + Capesitabine(CAP). Pan-Net alternatif tdv
« Cisplatin ya da carpoplatin + etoposide ilk basamak : NEC G3
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* RO/R1 rez sonrasi
* NET G1/G2 ( ki 67<5%) : 6 ay
* Net G2 ( Ki-67 > 5%): 3 ay
* NET G3:2-3 ay
 Biyokimyasal marker: CgA, NSE, LDH (NEC)
« Omiir boyu
* NET G1 ( < 1cm ) apendiks ve rektum kokenli RO rezeke edilmisse ve
histolojik parameterler iyi ise takip gerekli degil.
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Tesekkdrler...
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emircapkinoglu@gmail.com




