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Prehled:

1. Nova klasifikace GEP-NET 2017 ..... bézna praxe
 U&innost SSA u NET G3

U&innost PRRT + CAPTEM

NETest — tekuta biopsie

Chirurgickeé vykony u lokalizovanych pNET

Ma smysl resekovat primum u metastat. NET tenkého streva?

o Uk W

Na co vlastné umiraji pacienti s NEN?



WHO klasifikace NEN 2017

Table 1. The 2017 World Health Organization classification of

neuroendocrine neoplasms [2]

Ki67, % Mitotic index, mitoses per
10 high-power fields

Grade 1 <3 <2
Grade 2 3-20 2-20
Grade 3 >20 >20

Grade Differentiation
G1 neuroendocrine  Grade 1 Well differentiated
tumour
G2 neuroendocrine  Grade 2 Well differentiated
tumour
G3 neuroendocrine  Grade 3 Well differentiated
tumour
G3 neuroendocrine  Grade 3 Poorly differentiated

carcinoma
MiINEN

All grades

Association of a
neuroendocrine and a non-
neuroendocrine component

MINEN: Mixed neuroendocrine-non-neuroendocrine tumors

(Drive MANEC - mixed adenoneuroendocrine carcinoma )



Jaka je ucinnost SSA u NET G37?

* Doposud zadna data o protinadorové ucinnosti SSA u NET G3
e Retrospektivni analyza NET G3 z databaze Mayo Clinic 1992-2019

* Vstupni kritéria: pokrocCily NET G3, monoterapie SSA, radiologicka data k
hodnoceni odpovedi

e 790 hodnocenych pacinetl analyzovano jen 14

e Vysledky PFS: 4,4 mésice, PR:(2)14%, SD: 5 (36%), PD: 7 (50%)
* OS nehodnoceno
e RESS: SSA je méne toxicka alternativa k chemoterapii

McGarrah PW et al. Efficacy of somatostatin analog (SSA) monotherapy for well-differentiated grade 3 (G3) gastroenteropancreatic
neuroendocrine tumors (NETs). ASCO Gl 2020 Abstract 517



NETest — biomarker- mRNA, tekuta biopsie

* Metaanalyza 10 studii NETest‘
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Oberg KE et al.: A meta-analysis of the accuracy of a neuroendocrine tumor mRNA biomarker (NETest) in the blood.
ASCO GI 2020, Abstract: 606



PRRT - Peptide Receptor Radionuclide Therapy

e LécCba izotopovym zaricem vazanym na nosic.

 LUTATHERA : Y//LU - oxodotreotid ..... Vysokd afinita k somatostatinovym
receptorum SST2

* Registracni studie lll. faze NETTER-1 (LUTATHERA vs Octreotid LAR
* PFS: 28,4 mésice vs 8,5, HR: 0,21 (95% CI: 0,14 - 0,33)

e SPC: Lutathera seindikuje k I1écbé neresekovatelnych nebo
metastazujicich, progresivnich a dobre diferencovanych iGl a G2)
gastroenteropankreatickych neuroendokrinnich nadoru (GEP-NET),
pozitivnich na somatostatinovy receptor, u dospélych.



Ma smysl kombinace PRRT + CAPTEM?

 Randomizovana otevrena studie f. I| PRRT (177 LuTate) +- CAPTEM
e 2:1, primarnicil : PFS

* N=47 (33 PRRT/CAPTEM vs 14 PRRT)

*PFS:14m vs 14 m..... Negat. studie
* ORR: 25% vs 15%
* Toxicita : vyraznéjsi pri kombinované lecbé

Pavlakis N et al.: First results for Australasian Gastrointestinal Trials Group (AGITG) control net study: Phase Il
study of 177Lu-octreotate peptide receptor radionuclide therapy (LuTate PRRT) +/- capecitabine,
temozolomide (CAPTEM) for midgut neuroendocrine tumors (mNETs). ASCO Gl 2020, Abstract: 604



Lokalizovany maly pNET — jaky typ operace?

* Analyza National Cancer Database
e N=17921 pNET (<1cm: 1214, 1-2cm: 4325, >2cm 12382

e RESS: diferencované pNET <1cm ..... Observace moznost, tendence k
horsimu OS proti resekci, vétSi pNET jasny benefit z resekce (OS)

* Nebyl vétsi rozdil OS mezi resekci a enukleaci pNET p=0.09
* Chirurgie metoda volby pro lokalizované pNET

Meredith KL et al. Evaluation of the current treatment strategies for pancreatic neuroendocrine tumors. ASCO
Gl 2020, Abstract: 611



Analyza SEER databaze - pNET v poslednich
20 letech

* Analyza registru z let 2000 — 2016
* N= 8944 pNET

e Zaveéry:
 stoupd incidence pNET 0,27/100000 === 1,0/100 000
* Migrace k casnéjsim stadiim
e ZlepsSuje se OS
e 2000-2008: mOS 46 mésicl
e 2009-2016 : mOS 85 mésict (HR 0,66; p 0,001)

Sonbol MB. Et al.: Incidence andsurvival patterns of pancreatic neuroendocrine tumors over the last two decades: A
SEER database analysis. ASCO Gl 2020, Abstract 629



Ma smysl upfront resekovat primarni nador
u metastatickeho NET tenkého streva?

* Upfront resekce primarniho NET .... Do 6 mésicu od dg

e Analyza n= 1000 pripadu z let 2001 — 2017, Kanada
e Upfront resekce : 78,5%

Zaveér: primarni operace byla spojena s nizsim rizikem naslednych hospitalizaci a
intervenci a také s prodlouzenim OS

Casna resekce primarniho nddoru u metastatického NET tenkého stieva
zlepSuje prognozu.

Bennett S et al.: The benefits of upfront primary tumor resection for metastatic small bowel neuroendocrine
tumors: A population-based analysis. ASCO Gl 2020, Abstract 620



Na co vlastné umiraji pacienti s NEN?

* Analyza SEER databaze z let 2000 — 2016
* N=94399

* NEC G3 - vétSina umrti do roka od dg
 NET G1/2 — vétsSina umrti do 1-5 let od dg

* Pri¢ina umrti: metastaticky NEN - vétsinou pricinou umrti bez zavislosti na
grade (diferenciaci)

* Nemetastaticky NET G1/2 : ¢astéjsi priciny umrti jsou nenadorové !!

e Zaver: V casnych stadiich NET dodrzovat prevenci jinych onemocnéni !!

Saad AM et al.: Causes of death following neuroendocrine tumors diagnosis: A United States population-based
analysis. ASCO GI 2020, abstrakt 630



Kombinace atezolizumab + bevacizumab
u predlécenych pNET a NET mimo pankreas (epNET)
studie Il. faze (basket trial)

* Doposud nejlepsi terapie: ORR 10%, PFS: 11meésicl (placebo PFS:
4,5meésice)

* \/ysledek:
e pNET: ORR=20% (95% Cl 6-44%) epNET 15% (95% Cl 3-38%)
 pNET: PFS =19,6m ((95% CI 10.6-NR) epNET 14,9% (95% Cl 6.1-NR)

 Toxicita G3/4: hypertenze 20%, proteinurie 7,5%

Halperin DM et el.: A phase |l trial of atezolizumab and bevacizumab in patients with advanced, progressive
neuroendocrine tumors (NETs)., ASCO Gl 2020, Abstract 619



