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Adrenomedullin

Alkaline phosphatase |
Bradykinin ! 5-H [M_'
Catecholamines !
GHRH >-HT
hCG /B
Natriuretic peptide:
ANP/BNP Gastrin

MNeurokinin A
NSE g

Neuropeptide K/L
PYY
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Investigations

l

Multidetector, dual phase CT,
Endoscopic ultrasound £ FNA cytology

Localised dlSEﬂSE{ Mehstﬂtm dISEﬂSE
SHTgE['}’ l/ \

Staging Laparoscopy + Intraoperative Ultrasound Liver only Diffuse
¢  Enucleation (where possible) L
¢ Distal, splenic preserving pancreatectomy _
¢ Pancreaticoduodenectomy Observation
¢  Duodenotomy (gastrinoma) Chemnther?py
Somatostatin
mTOR inhibitor
/\ (Afinitor); TKI
(sunitinib)
Isolated Diffuse
Observation
Hepatic resection Observation
Hepatic artery embolisation Chemotherapy systemic

Intra-arterial chemoembolisation

(O’Grady HL and Conlon KC 2008;34: 324-332 EJSO)



Investigations

i

Multidetector, dual phase CT,
Endoscopic ultrasound £ FNA cytology

N

Localised disease Metastatic disease

}

N\

Surgery
Staging Laparoscopy + Intraoperative Ultrasound Liver only Diffuse
¢ Enucleation (where possible) l
¢  Distal, splenic preserving pancreatectomy Observat
¢  Pancreaticoduodenectomy Chsena{:mn
¢  Duodenotomy (gastrinoma) emot E“_-'py
Somatostatin
mTOR inhibitor
(Afinitor); TKI
(sunitinib)
Isolated Diffuse
Observation
Hepatic resection Observation
Hepatic artery embolisation Chemotherapy systemic

Intra-arterial chemoembolisation

(O’Grady HL and Conlon KC 2008;34: 324-332 EJSO)
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Prognosis of Patients With NET

_

Well-differentiated | Well-differentiated | Poorly differentiated
neuroendocrine neuroendocrine neuroendocrine
tumourl? carcinomal? carcinoma?

Biological behavior enign or uncertain Low malignancy High malignancy
malignancy

Metastases - + +

Ki-67 index (%) <2 > 2 >20
Infiltration,

angioinvasion, — + +
necrosis

_ <2cm >2cm :

Tumour size . . Any size
apancreatic NET >2cm >3cm

Strosberg JR, et al. Gl Cancer Res. 2008;2:113-125.
Klbppel G, et al. Ann Ny Acad Sci. 2004;1014:13-27.



Neuroendocrine Neoplasms: NENs of the
Gastroenteropancreatic (GEP) System

WHO 1980

WHO 2000

WHO 2010

|. Carcinoid

1. Well-differentiated endocrine
tumor (WDET)"

2. Well-differentiated endocrine
carcinoma (WDEC)*

3. Poorly differentiated endocrine

carinomal/small cell carcinoma
(PDEC)

1. NET G1 (carcinoid)
2. NET G2°

| 3.NEC G3
large-cell or small-cell type

ll. Mucocarcinoid
lll. Mixed forms carcinoid-
adenocarcinoma

4. Mixed exocrine-endocrine
carcinoma (MEEC)

4. Mixed adenoneuroendocrine
carcinoma (MANEC)

V. Pseudotumor lesions

5. Tumor-like lesions (TLL)

5. Hyperplastic and preneoplastic
lesions

NET, neuroendocrine tumor—well differentiated; NEC, neuroendocrine carcinoma—poorly differentiated;

G, Grade

*If the KIGT index exceeds 20%, this NET may be labeled G3.

Bosman FT, et al. WHO Classification of Tumours of the Digestive System. Lyon, France: IARC Press; 2010.
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Comparison of the WHO classifications of
pancreatic neuroendocrine neoplasms

WHO 1950

WHO 20002004

WHO 2010

WHO 2017

Islet cell tumour
{adenoma/ carcinoma)

Well-differentiated endocrine
t‘lmlDllI.-'CﬂI'CillDll]El
(WDET: WDEC)

Neurcendocrine tumour
NET G1/G2

Neuroendocrine tmmour
NET G1/G2/G3
(Well differentiated neuroendocrine
neoplasm)

Poorly differentiated
endocrine carcinoma

Poorly differentiated endocrine
carcinoma/small cell carcinoma
(PDEC)

Neuroendocrine carcinoma
NEC G3
large or small cell type

Neuroendocrine carcinoma
NEC G3
(Poorly differentiated neuroendocrine
neoplasm). large or small cell type

Mixed exocrine-endocrine
carcinoma
MEEC

Mixed adeno-neuroendocrine
carcinoma
MANEC

Mixed neuroendocrine-
nonneuroendocrine neoplasm
AMINEN

Pseudotumour lesions

Tumour-like lesions (TLL)

Hyperplastic and preneoplastic
lesions

KHnikum rachis der Isar
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GEP NET S! rvival by Tumour Differentiation
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Median Survival
 Months  95% ClI

| 223  208-238
111  104-118
33 31-35

21



ENET/AJCC

Mitotic count (10 HPF)*  Ki-67 index (%)**

G1 <2 <2
G2 2-20 3-20
G3 > 20 > 20
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Grading proposal for
NET*

Mitotic count @ Ki67 index
(10 HPF) (%)

G2 2—-20 3-20
G3 > 20 > 20

- e




Enucleation: 24

Spleen-preserving distal pancreatectomy: 24
Distal pancreatectomy + splenectomy: 17
Whipple’s operation: 10

Subtotal pancreatectomy: 5

Nearly total pancreatectomy + splenectomy: 1

Others: Biopsy: 19
EUS-guided aspiration/cytology: 1
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(N=68, 67.3%)

P75 4200
(n=33, 32.7%)

* Functional (n=40)
--insulinoma: 40

* Nonfunctional (n=28)

* Functional (n=7)
-- gastrinoma: 2
-- VIPoma: 4
--insulinoma :1

* Nonfunctional (n=26)







Kaplan-Meier overall Survival curves of 101 pts. with

1.0—
0.9—
Sunsval rate (%)
0.8 NETs N 0S, median (months) 1y 3wy 5yr 10yr
=
?:. e Benign 68 MNA 97y.0 899 899 599
S 0.7-
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0.0 | T | T | T | T | . | |
0 12 24 36 48 60 T2 84 96 108 120 132 144

Last follow-up date Dec él 2012

Loco-regional: died 6* (8.8%); Alive 62 (91.2%) mortallty 1 ; expired of other reasons:4; expired of disease:1
Carcinoma: died 19 (57.6%); Alive 14 (42.4%)
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2012/09: Chest CT
CgA: 483

2013/02: Chest CT
CgA: 112

Case 1: M/42 Improved
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% Worldwide NET Cancer Awareness IXTR November 10, 2010

‘\ 2 If you don’t suspect it, you can't detect it.
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