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Criteria™

Resectable Yes No
Tumor Burden Low High
Liver Dominant Yes No
Tumor Growth SD PD
Grade Gl G2 G3
SSTRs Expression Yes No
Syndrome Yes No

*Not aEEIicabIe to NEC
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Strengths: Weaknesses:

Resectable Yes * High response rates * Unpredictable grade 3-4
* Temozolomide is generally cytopenias (~15% of patients)

Tumor Burden Low tolerable * No clear validated predictive
= Convenient oral markers

Liver dominant Yes administration

Tumor growth SD

Grade G1 3 ; :

{ " Most appropriate for: Patients with pancreatic

SSTRs Expression Yes NETs, aggressive disease, high tumor burden, or
tumor-related symptoms

Syndrome Yes

-

Chemotherapy
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The longest time spent waiting for a randomized trial...

The New England
Journal of Medicine

SCopyright, 1980, by the Massachusetts Medical Society

Volume 303 NOVEMBER 20, 1980 Number 21

STREPTOZOCIN ALONE COMPARED WITH STREPTOZOCIN PLUS FLUOROURACIL . .
IN THE TREATMENT OF ADVANCED ISLET-CELL CARCINOMA

Cuaries G. Moerrer, M.D., Jases A, Haneey, PHD., axp Lewss A, Jounson, M.D.

E2211 Study Design
Primary Endpoint: Y EA R S

ARM A: *  PFS (local review) ANNIVERSARY
Temozolomide 200 mg/m’ po QD days 1-5
Pr%g‘r /ezs;ve, R i 5 s Secondary Endpoints:
. } ; « RR
metastatic A .« 05
« Taxicity

e NED ARM B:
pancrea s Capecitabine 750 mg/m? po BID days 1-14
Temazolomide 200 mg/m* QD days 10-14

Correlative Endpoints:
- ) *  MGMT by IHC
fmamm by: Cycle length « 28 days; max 13 cycles, * MGMT by promoter

Prior everolimus
Imaging performed every 12 weeks (RECIST 1.1
+  Prior sunitinib 2 1) methylation

« Concurrent octreotide
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2° domanda: cosa fareste adesso?

1. PET/TC con FDG Filice
2. Terapia medica Carnaghi
3. Ulteriore imaging Funicelli
radiologico

Lania

4. Indagini genetiche
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Resectable
Tumor Burden
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Tumor growth
Grade

SSTRs Expression

Syndrome

1 — Lanreotide Autogel 120
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Number Percentage % effected % effected

effected (%) affected on on
(rating 1- (rating 1- Sandostatin | Somatuline
10/10) 10/10) LAR Autogel
Studies Studies
150 85.22% >10% 0.1-9.99%
s saow  orosx  o1seex
m mew e auox
Feeling burden 119 67.61% No data No data
of treatment
Vitamin B12 110 62.50% No data No data
deficiency
o0 s oo orssex
e R T
Vit A,D,E,K 91 51.70% No data No data
deficiency
Weight loss 76 43.18% No data 0.1-9.99%
E = o i e

Table 1. Self-reported symptoms/side effects after commencing SSA's.

Whyand T, et al. Abstract ENETS 2018
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3° domanda: cosa fareste?

1. Definizione di strategia terapeutica in

ambito MDT Spada
2. Inclusione in studi clinici Carnaghi
3. EUS pancreatica + FNA Ravizza

4. Ristadiazione radiologica e decisione
conseguente

Fazio
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Inclusione in studi clinici
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SEQTOR

(ENETS supported trial)

Course 1 Progression Course 2

Arm A: Everolimus Everoli
(10 mg, daily) (10 mg, daily)

ArmB: STZ-5FU STZ-5FU

Unmet

Needs SPINET
Figure. Lanreotide In Lung NETs' w
Phase W SPINET Trial

Double-béind Lanreotide depot/sutogel 120 mg Placebo
riod Deep 50 Injection evary 4 weeks + 850 Deap SC inpction ovary 4 woeks + BS(

Events cutoff = 175

Open-abel lanveolide Follow-up persod Openiabel lanrectide Follow-up period
O:H'mhl $ who have not who exporience disease
it the tima o 0 Dind phase or
r-iabe! treatmant
B reached * Patignts who do not request open-label
6 months after treatmant or do not mest critenia
events cutoff

BSC Indicates Dast supportive can; NETS, sosrcondooring tumors, SC, suboutang ous
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Singh S, et al. Journal of Global Oncology 2017
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5° domanda: quale terapia sistemica fareste a scopo
citoriduttivo?

1. Chemioterapia Carnaghi

2. Terapia radiorecettoriale Filice
3. Sunitinib Spada

4. Everolimus Everolimus




VIIl EDIZIONE |
NEN PRECEPTORSHIP

LA PRATICA CLINICA NELLE
NEOPLASIE NEUROENDOCRINE

(i 'EO

" Istitugo Europeo di Oncologia

NEN {} Preceptorship

The longest time spent waiting for a randomized trial...

The New England
Journal of Medicine

SCopyright, 1980, by the Massachusetts Medical Society

Volume 303 NOVEMBER 20, 1980 Number 21

STREPTOZOCIN ALONE COMPARED WITH STREPTOZOCIN PLUS FLUOROURACIL . .
IN THE TREATMENT OF ADVANCED ISLET-CELL CARCINOMA

Cuaries G. Moerrer, M.D., Jases A, Haneey, PHD., axp Lewss A, Jounson, M.D.

E2211 Study Design
Primary Endpoint: Y EA R S

ARM A: *  PFS (local review) ANNIVERSARY
Temozolomide 200 mg/m’ po QD days 1-5
Pr%g‘r /ezs;ve, R i 5 s Secondary Endpoints:
. } ; « RR
metastatic A .« 05
« Taxicity

e NED ARM B:
pancrea s Capecitabine 750 mg/m? po BID days 1-14
Temazolomide 200 mg/m* QD days 10-14

Correlative Endpoints:
- ) *  MGMT by IHC
fmamm by: Cycle length « 28 days; max 13 cycles, * MGMT by promoter

Prior everolimus
Imaging performed every 12 weeks (RECIST 1.1
+  Prior sunitinib 2 1) methylation

« Concurrent octreotide
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. Response Rates
E2211 Study DeS|gn Temozolomide | Temozolomide + Capecitabine

(N=72)

Primary Endpoint: Complete response
ARM A: , * PFS (local review) Partial response
Temazolomide 200 mg/m* po QP days 1-5
Prxg‘r;e;xve, Secondary Endpoints: Stable disease
" BN
metastatic e
pancreatic NETs ARM B: . Toudcity \

ine 750 mg/m? po BID days 1-14
Objective Response Rate
%Eﬁ_ﬁﬁng/mlquayn 0-14 Correlative Endpoints: (Clg’PR)
*  MGMT by IHC
Su:l:ol(ed by: Cycte length = um ™ 13 cycles. . MGMT :; promater Disease Control Rate
: mm:"g\n \maging performed every 12 weeks (RECIST 1.1) methylation (CR+PR+SD)
* Concurrent octreotide

Progressive disease

Response Duration (median)

A Progression-free Survival
100

90
a0
70 7Lu-DOTATATE
60
50
40
30
20
10

Progression Free Survival
a N

\ - Median (mo) MR (95% Q) p-value
‘ﬁ ~ == A: Tem 14.4
\ B: Temn+ Cape 2.7 0.58 (0,36, 0.93) 0.023
-

A\ —
) g

Progression-free Survival
(% of patients)

Control
10 15 20 25

Months since Randomization

Progressian-Free Survival Probability

Mo. at Risk
7 Lu-DOTATATE 116 97 76 50 42 28 19 12 3

group
Control group 113 80 47 28 17 10 4 3
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