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NETS Are the Second
Most Prevalence Type of Gl Malignancy

1,200, 000
1,100, 000
2 x more prevalent than
pancreatic cancer
100, 000

I ] T I |
I' GEP-NET? Stomach’ Pancreas' Esophagus' Hepatobiliary'

Prevalence in SEER Database

1. National Cancer Institute. US SEER Cancer Statistics Review, 1975-2004.
http:/iseer.cancer.govicsrM1975_2004.
2. Modlin IM, et al. Cancer. 2003;97:934-950.



Incidence of NETs by Location - Taiwan
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* The age-standardized annual incidence rate of NETs in Taiwan increased from 0.30 per 100,000 in 1996, to 0.55 per
100,000 in 2000, and to 1.51 per 100,000 in 2008

* The age-standardized incidence rate of NETs increased by 83% from 1996 to 2000 and by 175% from 2000 to 2008.

* Still underdiagnosed.

Tsai H-J, Wu C-C, Tsai C-R, Lin S-F, Chen L-T, et al. (2013) The Epidemiology of Neuroendocrine Tumors in Taiwan: A Nation-Wide Cancer Registry-Based Study.



NET incidence rate increase 5 times in
past 12 years in Taiwan
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* Based on Taiwan registry data from 1996 to 2008, NHRI Taiwan has found NET incidence
rate increase 5 times in past 12 years

Tsai H-J, Wu C-C, Tsai C-R, Lin S-F, Chen L-T, et al. (2013) The Epidemiology of Neuroendocrine Tumors in Taiwan: A Nation-Wide Cancer Registry-Based Study.
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References: 1. Modlin IM, Moss SF, Chung DC, Jensen RT, Snyderwine E. J Natl Cancer Inst.

. 2008;100(18):1282-1289.
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(carcinoid syndrome)
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1

35,825 cases

In the remaining

15% the primary

tumour site was
unknown

YA

Thm

[792]

Yao JC, et al. J Clin Oncol 2008 : 3063-76.

BEERNUS

Digestive System 58%\
* Rectum 17.2%
* Jejunum/lleum 13.4%
* Pancreas 6.4%
» Stomach 6%
* Colon 4%
* Duodenum 3.8%
* Cecum 3.2%
* Appendix 3%

\-Liver 8% )

-Lung 27%
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NE - Cell

Synaptophysin
Small synaptic
vesicles
Chromogranin A
Membrane protaein of
neurcsecretory granules

Peptide hormone

G In neurosacrotory
granule

- Secreted into the serum
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(arterial stimulation
venous sampling)

| Catheter for

Catheter for hepatic
calcium injection
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Gastrin

STR
Insulin

Glucagon

CgA = Chromogranin A; 5-HIAA = 5-hydroxy-3-indoleacetic acid, 5-HT = serotonin, NSE = neuron-specific enolase,
VIP = vasoactive intestinal peptide; SSTR = somatostatin receptor
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Ki67 index <: <2 2 3-20

(% of positive cells per 100 counted cells$)

Mitotic count <2 2-20
(10 HPF)

>20

From Dr Kloppel



AT 5 BB e TR

Neuroendocrine Neoplasms: NENs of the

'l-ful-ﬂhﬂnﬁl-nﬂ'l-in f
Gastroenmo AREESS TS J%P) System

WHO 19880 v - WHO 2010
W IRIEE L - 1F TP 77 T8
I. Carcinoid AL 1. NET G1 (carcinoid)
743 G1l=>G2->G3
2. NET G2~

G2/G3 Bl BB T2 || 3 Nec a3

/ large-cell or small-cell type

(FPDEC)
II. Mucocarcinoid 4. Mixed exocrine-endocrine — | 4. Mixed adenoneuroendocrine
lll. Mixed forms carcinoid- carcinoma (MEEC) carcinoma (MANEC)
adenocarcinoma
IV. Pseudotumor lesions 5. Tumor-like lesions (TLL) 5. Hyperplastic and preneoplastic
lesions

MNET, neurcendocrine tumor—well differentiated; NEC, neuroendocrine carcinoma—poorly differentiated;
G, Grade

*If the KIG7Y index exceeds 20%, this MET may be labeled 3.




Historical Nomeclature of GI-NETs
Based on Embryonic Origin

Prognosis of Patients With NETs

Well-differentiated Well-differentiated Poorly differentiated

WHO classification neuroendocrine neuroendocrine neuroendocrine
tumorl? carcinomal? carcinoma?
Biological behavior Low malignancy Low malignancy High malignancy
Metastases - + +
Ki-67 index (%) <2 >2 >0
Infiltration, angioinvasion — + +
Tumor size =2 6 P2 Any size
>2 cm? >3 cm? y

Referznces: 1. Strosberg JR, Nasir A, Hodul P, Kvols L. Gastrointest Cancer Res. 2008;2(3):113-125. 2. Kloppel G, Perren A, Heitz PU. Ann NY Acad Sci.
2004;1014:13-27.
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Patients (%)*
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Localised
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26.3%

Regional Spread Distant Metastasis
Stage at Diagnosis

Yao et al., 2008, Modlin et al., 2011 7
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