VIIl EDIZIONE
NEN PRECEPTORSHIP

LA PRATICA CLINICA NELLE
NEOPLASIE NEUROENDOCRINE

16/17 Maggio 2019 | IEQ, Istituto Edrepen'dl Oncologia - Milano

NEN \} Preceptorship @',

GIOVEDI 16 MAGGIO 2019

12001300 WELCOME LUNCH MaSSimO Mi]ione MD’ PhD

1900 13145 INTRODUZIONE - N Faz

13151415 Diagnosl, classificazione ¢ terminologia del GEP NET

Il Patologo % seons Director of 15t Pathology Division
Apprectio disgnestice-terapentice al paziente Fondazione IRCCS Istituto Nazionale Tumori
I .
ey e o L Finice Milano- Italy

Il Madico nucieare A Flhice
L'Endocrinologo A Lania

massimo.milione@istitutotumori.mi.it



HISTOLOGICAL . Immunohistochemestry (IHC

General Neuroendocrine markers:
REPO RT 1) Synaptophisyn

2) Chromogranin-a

Proliferation

1) Ki-67
2) Mitotic Index
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‘ . Morphology Well Differentiated vs Poorly Differentiated

~ Insular or nested growth pattern

large nests nomorphous, polygonal ¥ Peripheral palisading
v NO mitoses v Stipped nuclear cromatin

NO atypia
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‘*"""Trabecular- Ribbon growth pattern
long trabeculae
loops
separated by fine vascular stroma
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v Glandular or Acinar growth pattern
2 1% Small, polygonal cells
P v glandlike lumina
w ¥ secretions or even psammomatous calcifications WD-NENS
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Poorly differentiated growth pattern PD-NEC*

. v" High tumor cells nucleus-to-cytoplasm ratio or simply

.v" Hypercromatism

. NEC
v"  Poor defined nest and trabeculae.
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Morphology and Immunohistochemestry

WeII leferentated Neuroendocrlne Tumour (NET)
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Proliferation.... Ki-67 as Prognostic Pillar
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NET G3 (WHO 2017)
WD morphology
Ki67>20%

La Rosa, Hum Pathol 2011
Velayoudom-Cephise, ERC 2013

Basturk, Mod Pathol 2013

Agaimy, Mod Pathol 2013

Hijioka, ) Gastroenterol 2014

Basturk, Am J Surg Pathol 2015

Heetfeld, Endocrine Related Cancer 2015
Milione, Neuroendocrinology 2016

Good Prognosis

NEC (WHO 2017)

NO RESPONSE

tO Platinum Based
Chemoterrapy

Worse prognosis

PD morphology
Ki67>20%
Intermediate prognosis
NO OR POOR RESPONSE
tO Platinum Based
Chemoterrapy

RESPONSE

to Platinum Based
Chemoterrapy
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Table 6.01 2017 WHO classification and grading of ic neuroendocring neoplasms (PanNENS)
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Well-differentiated PanNENs: pancreatic neuroendocrine tumours (PanNETs)

PaINETGI <% |
PanNET G2 3-20% Good Prognosis
PanNET G3 > 20%

Poorly ditferentiated PanNENs: pancreatic rieurogndocrine carcinomas (PanNECs)
PanNEC (G3)

Bad Prognosis
Small cell type




- - Neurgendocringiogy, 2018 Oct 9. doi: 10.1150000404355. [Epub ahead of print)
COMPETITIVE TESTING THE WHO 2010 VS THE WHO 2017 GRADING OF PANCREAS
NEUROENDOCRINE NEOPLASIA: DATA FROM A LARGE INTERNATIONAL COHORT STUDY.

Rindi G, Klersy C, Albareto L, Baudin E. Banchi A, Buchier MW, Caplin M, Couvelard A, Cros J, de Herder WW, Delle Fave G, Doglioni C, Federspel B,
G t Fischer L, Fusa G, Gavazzi F, Hansan C, Inzani F, Jann H, Komminath P, Knigge U, Landoni L, La Rosa S, Lawlr R, Luang T, Marinopi |, Panzuto F, Pape UF,
astro Partalll S, Perren A, Rinzivillo M, Rubini C, Ruszniewski P, Scarpa A, Schmitt AM, Schinzari G, Scoazec JY, Sessa F, Solcia E. Spagglar P, Toumpanakis C,

WHO 2019 GEP

E nt ero Vanall A, Wiedenmann 8, Zamboni G, Zandee W, Zerbi A, Falconi M

Pancreatic — » , ‘
<br>Background: the World Health Organization (WHQO) and the American Joint Cancer Committee (AJCC) modified the grading of

(G E P) pancreatic neutoendocrine neoplasms from a three-tiers (WHO-AJCC 2010) to a four-tiers system by introducing the novel category of NET
G3 (WHO-AJCC 2017),

2 0 1 0 OBJECTIVES: This study aims al validating the WHO-AICC 2017 and identifying the most effective grading system.

METHOD: 2102 patients were enrolled; entry criteria were i) performed surgery; i) at least two years of follow-up; iii) observation time up to
2015. Data from 34 variables were collected; grading was assessed and compared for efficacy by statistical means including Kaplan Meier
method, Cox regression analysis, Harrell's C statistics and Royston's explained vanation in univariable and multivariable analyses.

WHO 2017 Pancreas

RESULTS: At descriptive analysis, the two grading systems demonstrated statistically significant differences for the major category sex but

not for age groups. At Cox regression analysis, both grading systems showed statistically significant differences between grades for OS and
EFS, however no statistically significant difference was observed between the two G3 dlasses of WHO-AJCC 2017. At multivariable analysis
for the two models fitted to compare efficacy, the two grading systems performed equally well with substantially similar optimal discrimenation

P and wed-explained variation for both OS and EFS. The WHO-AJCC 2017 grading system retained statistically significant difference between
ancreas the two G3 classes for OS but not for EFS, |
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