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Evolution of Systemic Therapies for NETs

Synthesis of

octreotide Approval of

lanreotide
for carcinoid

i syndrome
desi'rl;;ttion Approval of octreotide
of carcinoid +interferon

for carcinoid syndrome

1907 1980 1985 1990 1995 2000

Chemotherapy

Octreotide inhibits

tumor growth

Lanreotide
inhibits
 tumorgrowth

Pasireotidein trials
for carcinoid
syndrome

2010 2011

Approval of
sunitinib for pNET

Approval of streptozocin

+ 5-fluorouracil (US)

Approval of
everolimus for pNET

Temozolomide

pNET = pancreatic neuroendocrine tumor




| Carcinoid

I Mucocarcinoid

1l Mixed forms
carcinoid-
adenocarcinoma

IV Pseudotumor
lesions

WHO CLASSIFICATION
‘WHO 1980 WHO 2000

1.

Well-differentiated
endocrine tumor
(WDET)

Well-differentiated
endocrine carcinoma
(WDEC)

Poorly differentiated
endocrine carcinoma/
small cell carcinoma
(PDEC)

Mixed exocrine-
endocrine carcinoma
(MEEC)

Tumor-like lesions
(TLL)

2,

3.

5.

WHO 2010

NET G1 (carcinoid) (Ki67 <= 2%)

NET G2 (Ki67: 3-20%)

NEC (large cell or small cell type)
(Ki67: > 20%)

Mixed adenoneuroendocrine
carcinoma (MANEC)

Hyperplastic and preneoplastic
lesions



NET AVANZATI
Non solo Ki67 !

1) Eterogeneita tumorale !

2)Ricercare e osservare che vi sia “coerenza” tra
Ki67, grading, imaging e comportamento clinico
della neoplasia

3)Ruolo della PET-FDG per spiegare evoluzioni
cliniche poco coerenti con il Ki67

4) Quali cut-off per il Ki67 ? e per Ki67 > 20 % ?



TERARlA MEDICA DEI NET
Quale e quando? ) MALATTIA AVANZATA

» Classificazione e stadiazione

> Sede del T (pancreas vs. intestino)

> SSR *

» Tumore sindromico (* cardiopatia) o non (NET ileali)

» Burden tumorale ed eventuale sintomatologia correlata
> Stato della malattia: durata, SD vs PD

> Evidenze scientifiche/letteratural/linee guida

» CARATTERISTICHE DEL PAZIENTE



TERAPIA MALATTIA AVANZATA

CHIRURGIA TERAPIE
CITORIDUTTIVA LOCOREGIONALI

Obiettivo della terapia PRRT

CONDIVISIONEINTERDISCIPLINARE
DEGLI OBIETTIVI'DEL TRATTAMENTO !

. >Qualita di vita TARGET
»Sopravvivenza THERAPY
TERAPIE FARMACI
CHEMIOTERAFIA SINTOMATICHE SPERIMENTALI

w \ |
GESTIONE/MULTIDISCIRLINARE! /MULTICENTIRICA |!




TERAPIA DEI NET
E LE EVIDENZE SCIENTIFICHE ?

Recent placebo-controlled Phase 3
Prospective, well-defined patient populatig

g d]o

Octreotide LAR GL* o\'e 66« . Vs
Placebo? §\6g ’\ Q it &
<
Sunitinib? ‘\(\ \o \\) irod 35% N
Placebo 66P 6 6o quire 38% o
Everolim® 5\) 07 HeriGivad 49% v
Plac-” \‘ex 203  heauwe 50% =
NET with 216 80%
carcinoid Required Yes
AR syndrome 213 78%
Lan. z GEP-NETs 204 notrequired No Yes

Place .o



Antiproliferative Effects of SSAs

Scientific Rationale

SSAs

Binding to the
somatostatin receptor of
tumor cells

Direct effect

Indirect effect

v v * l v

Inhibition of Inhibition of Proapoptotic Inhibition of the Inhibition of
cell cycle growth factor effect release of growth angiogenesis
effects factor and trophic
hormones

Susini C, et al. Ann Oncol. 2006;17(12):1733-1742.

l

Modulation of
immune system



MIDGUT
Octreotide LAR 30 mg Significantly Prolongs Time to Tumour
Progression Compared with Placebo

66% reduction in the risk of tumour progression

HR=0.34; 95% CI: 0.20-0.59; P=0.000072

e - Octreotide LAR 30 mg: 42 patients / 26 events
Median TTP = 14.3 months [95% CI: 11.0-28.8]

0.75 . Placebo: 43 patients / 40 events
Median TTP = 6.0 months [95% CI: 3.7-9.4]

Analoga efficacia nei
PNET ?

Rinke A et al. J Clin Oncol 2009;27:4656—-4663



CLARINET Study
Lanreotide Autogel in Patients With Nonfunctional GEP-NETs

Lanreotide autogel 120 mg every 4 weeks (n =101)

Screening
Placebo every 4 weeks (n = 103)

Randomization

12-24 1:1
weeks

ettt

CTscan 1 CT scan 2 1 24 36 48 72 96
Baseline

* Primary endpoint: PFS

* Intestinal and pancreatic nonfunctional NETs (+ well-controlled gastrinoma)
Ki-67 index was 3%-10% in 22% of patients

~95% had SD at study entry

CT scans at baseline and at restaging centrally assessed (RECIST criteria)

PFS = progression-free survival; RECIST = Response Evaluation Criteria in Solid Tumors

Caplin M, et al. ECC 2013. Abstract E17-7103.



STUDIO CLARINET: GEP-NETs
Primary endpoint: PFS (ITT population, N=204)

Lanreotide Autogel vs. placebo

p=0.0002 HR=0.47 [95% C|: 0.30, 0.73]

a0
Lanreotide Autogel 120 mg a K

60 32 events / 101 patients

median, not reached >_L‘—;
50 -

40 Placebo
60 events / 103 patients

Patients alive and with no progression (%

30+ median, 18.0 months [95% ClI: 12.1,24.0]
20 -
10 1
0 ] 1 I | | | |
0 3 6 9 12 18 24 27

Time (months)

P-value derived from sirafified log-rank test; HR denved from Cox proportional hazard model
HR. hazard ratio. ITT, intention-lo-treal

resoniation Prosidantial Session af tne 17th ECCO — 38t ESMC 32nd ESTRD European Cancor Congress, 28 Saptamiber 2013

. T =49 740" A et 1
w&tant FIi-7r 1Ly Amsienidal



STUDIO CLARINET: GEP-NETs

il
!
||0l
N

1 T —

Subgroup Analysis (ITT):
Midgut vs pNET

Midgut NET (n=73) pNET (n=91)
Lanreotide Autogel vs placebo Lanreotide Autogel vs placebo
P =0.0091, HR = 0.35 (95% Q1: 0.16, 0.80) ; P=0.0637, HR = 0.58 (95% C1: 0.32, 1.04)
100+ s — 1005 =

g 90 1 90 1
'0: iy 80 . " 1—1—- 80 J 1

c -
S ¥ 4. h | . 70 -
=g T -
o O 601 \L 60 |

n |
%’ B S0 4----eee- “AT T SR A I o S [ IOV ZESRE N CE R IESAITERS i COCEAR L o SEEs IR N,
= :D 40 - Lanreotide Autogel 120 mg 40 | Lanreotide Autogel 120 mg
ﬁ e 8 events / 33 patients 18 events / 42 patients l‘
£ 6 301 median, notreached 30 1 median, not reached !
Q O .
‘= 2 201 Placebo 20 1 Placebo
g 10 21 events [ 40 patients 10 1 31 events / 49 patients

median, 21.1 months {35% CI: 17,0, NC) median, 12.1 months {95% Ci: 3.4, 18,3}
0 T T T T T T 1 0 T T T T T T 1
Q 3 6 9 12 18 24 27 0 3 6 9 12 18 23 27
Time, Months Time, Months

HR, hazard ratio; ITT, intention-to-treat; P value derived from stratified log-rank test,

HR derived from Cox proportional hazards model
Caplin M, et al. LBA3 Zur 2 Cancer. 2013;43 (suppl 3| Presented at ECCO-ESMO 2013.



STUDIO CLARINET: GEP-NETs

il
!
||0l
N

1 T —

Subgroup Analysis (ITT):
Effect of Tumour Grade

G1 tumours (n = 141) G2 tumours (n=61)
Lanreotide Autogel vs placebo Lanreotide Autogel vs placebo

P =0.0016, HR = 0.43 (95% Q1: 0.25, 0.74) | P =0.0235, HR = 0.45 (95% C1: 0.22, 0.91)

100+ 1001
i 5 .’_b}.—:. a0 1 —h:.
£ _ s V— 20 ——
3 BQ be == A !
TG O { SO £ Tk
€5 60 T 60 1 b g
= 2 3y ! L—-—Q-
%’ B S0 4----eee- “AT T eSS AT I &c .............. L IO F RSN C R R LRSS OSPS D SR ST
E = i Lanreotide Autogel 120 mg % 40 | Lanreotide Autogel 120 mgL
o e 19 events / 69 patients -~ 13 events / 32 patients -
E o 304 median, not reached 1 30 1 median, not reached ~
Q O > L
‘= 2 201 Placebo 20 1 Placebo
g 10 40 events [ 72 patients 10 1 19 events / 29 patients
median, 18.3 months {95% CI: 12,7, 24.0) median, 12.1 months {95% Ci: 3.0, 18.0}
0 T T T T T T 1 0 T T T T T T 1
Q 3 6 9 12 18 24 27 0 3 6 9 12 18 23 27
Time, Months Time, Months

HR, hazard ratio; ITT, intention-to-traat;  value derived from stratifiad log-rank test,
HR derived from Cox proportional hazards model

Caplin M, et 2l LBA3 EurJ Concer. 2013;49 {suppl 3). Presented at ECCO-ESMO 2013



Binding of Somatostatin and SSAs to Receptor
Subtypes

) Somatostatin
Octreotide/

Lanreotide

Pasireotide

2 3

",» %%

b A" po— SSt3 =

sst, ssts |

/

Note: Thicker lines indicate higher binding affinity.
Pavel M. Neuroendocrinology. 2013;97(1):99-112.



PASPORT-Carcinoid Study

Pasireotide in Patients With Carcinoid Syndrome

Pasireotide LAR 60 mg every 4 weeks (n =53)

Screening
| | Octreotide LAR 40 mg every 4 weeks (n =56)

Randomization Option to continue

1:1 on exteniion study

LI I s e e

Month -1 Dayl Wk4 Wk8 Wk12 Wki1se Wk20 Wk 24

+ Patients with carcinoid tumors and symptoms not adequately controlled by SSA

* Primary endpoint: reduction in bowel movements and/or flushing episodes at 24
weeks

* Secondary endpoints: objective tumor response, disease control rate

Wolin EM, et al. ASCO 2013. Abstract 4031.



PASPORT-Carcinoid: Outcomes

Octreotide LAR Pasireotide LAR

Symptom response at .
P=.51; OR=0.73
(+) () ’
Wesliad 4128 2L (95% Cl: 0.27-1.97)

(primary endpoint)

Median investigator- .
assessed PFS 6.8 months 11.8 months P =.045; HR = 0.46

(secondary endpoint)

#~ No significant difference in symptom response; additional study needed
to explain PFS benefit

OR = odds ratio

Wolin EM, et al. ASCO 2013. Abstract 4031.



COOPERATE-2: Everolimus + Pasireotide vs

Everolimus in Advanced Progressive pNET
Phase 2 Open Label Study (N = ~150)

Primary endpoint:
* PFS
Secondary endpoints:

Everolimus 10 mg/d

+ Safety and tolerability

* ORR and disease control rate

* Duration of response

+ OS

Everolimus 10 mg/d +
Pasireotide LAR 60 mg every 28d

R
A
N
D
o
M
|
Z
E

ClinicalTrials.gov. NCT01374451.



PRRT: Lul’’DOTA-octreotate, Y°°DOTATOC

LINEE GUIDA NEOPLASIE NEUROENDOCRINE ' 4 » . 2013
GASTROENTEROPANCREATICHE lt.o.net | .{\D In

In conclustone s1 puo affermare che sulla base degli stud: di fase II pubblicat:. pru di 1000 pazient: 1n totale
sono statt frattati i Europa, con percentuali di risposte obiettive variabili tra il 20% e 1l 40% (lwvello di
raccomandazione III. A). ]

Le risposte obiettive sono pit frequent: nelle NEN del pancreas e del retto rispetto a quelle del piccolo

. mtestmo (Iivello IT. A) (31.34.39).

Al fine di poter validare questa terapia nell’ambito dell’armamentano terapeutico delle GEP NEN sono
necessar: 1 risultatt di studi prospettict randomizzatt di confronto con le terapie standard, che sono
attualmente m corso.

Non elementi sufficienti per produrre raccomandazioni



Moertel ot al. Pancreatic STZ 42 36 17
STZ-5-FU £ 63 PR
Eriksson et al. Pancreatic STZ-5-FU or DOX - 45 bo
Moertel etal.  Pancreatic STZ-DOX 36 69 ,La
STZ-5-FU 33 s e(\
Cheng and Pancreatic STZ-DOX 16 J\d \
Saltz . e
McCollurn Pancreatic STZ-DOX \O o\ é o (\0(\
etal Y,
Kouvarald et o, Pancreatic STZ-DOX-5-FU ’ \‘e\ . ?s . !
Strosberg et al.  Pancreuth Temazolomide-capecitab - \\ e\ 9\
Moertel and Carcinoids 5-FU-—cydophosphs- “ee‘ =2 (\ ‘06 \’\a =
Hanley STZ-5-FU () -
Engstrom et al.  Carcinoids STZ-5.7 e‘og g‘e\eqa‘a‘ \\'0 8
o -1 6.5
Bukowski et al.  Carcinoids (7 e‘ @\QQ“Q‘ . e ‘o‘\ 31 -
* X (ANE 22 -
Sun et al. Car o 6\,\ ‘oo\ & 25 i159 45
,ag\ ,LQ O((\ 27 16 5.3
soerd el Q (o] v 18 67 8
Mitry et al N 6\‘6 41 4 o
N
Flallskog et sl Poon, -etoposide 36 47 9
differ
Welin et al. Foorly Temozolomide + capecitabine + bevaclzumab 25 33
differentiated

vii128 | Oberg et al.

16

i2

10.8
157
243
19




GEP NEC AVANZATI mmmm) CHEMIOTERAPIA

LINEE GUIDA NEOPLASIE NEUROENDOCRINE Q’ "\D” b Lo
GASTROENTEROPANCREATICHE It.o. net -

410

uva forte

3

D Pasitiva debole
0% "t =
. 1 . \l \\a il | mnotec_an -
‘\6 ‘a a _«ato 1  alternativa Positiva debole
= . 09 _adzione con cisplatino.
(\5? —+£P NEC avanzati e Ki67 < 55%

~<r0 essere frattati m prima linea con regimm
_«emuoterapici alternativi a quelli contenent: platino.

Positiva debole

In pazienti con GEP NEC avanzat: in progressione
dopo chemuoterapia contenenfe platino potrebbero
essere consideraft regimu contenenti montecan 0
temozolonude.

Positiva debole




Systemic Therapy for Advanced
Pancreatic Neuroendocrine Tumors

Matthew H. Kulke
Table 1. Evaluation of Cytotoxic Chemotherapy in Advanced Pancreatic Neuroendocrine Tumors

Tumor Response Medlan Overall
Reglmen No. of Patlents Rate (%) Medlan PF5 Survival Reference
Prospective Studies
Streptozocin-based regimens "
Chiorozotocin 13 30 17 mo* 18.0 mo Moertel et af, 199224
5-FU + streptozocin 13 45 14 mo*® 16.8 mo
Doxorubicin + streptozocin 36 69 18 mo* 26.4 mo
Dacarbazine and dacarbazine-containing regimens
Dacarbazine 50 34 NR 19.3 mo Ramanathan et al, 20071°
Dacarbazine, 5-FU, epirubicin =~ B2 (vanious 24,4 21 mo MR Bajetta et al. 200254
MNETS)
Temozolomide-containing regimens
Temozolomide + thalidomide 11 45 MR NR Kulke et al, 2006*
Temozolomide + bevadzumab 17 24 14.3mo MR Kulke et al, 2006**
Temozolomide + everolimus 24 15 MR NR Kulke et al, 20104
Oxaliplatin-containing regimens
XELOX 11 45 MR MR Bajetta et al, 2007
XELOX + bevaclizumab 20 30 MR MR Kunz et al, 2010
FOLFOX + bevacizumab 5 &0 MR MR Bergsiand et al, 20084
Retrospective Studies
Streptozocin + doxorubicin + B4 39 18 mo 37 mo Kouvaraki et al, 2004
5-FU
Temozolomide (diverse 53 34 13.6 mo 35.3 mo Kulke et al, 20093
regimens)
Temozolomide (single agent) 12 8 MR MR Ekeblad et al, 20077
Temozolomide + capecitabine 30 70 T8 mo MR Strosberg et al, 20107

*Reported as duration of tumaor regrassion. . .
Abbreviations: PFS, progression-free survival; 5-FU, 5-fluorouracil: NR, not reported. Semin Oncol 40:75-83, 2013



Chemioterapia nei pNET

LINEE GUIDA NEOPLASIE NEUROENDOCRINE 2; / ; 2013
GASTROENTEROPANCREATIGHE lt.a.net | J\D I

Nelle pNEN G1-G2 avangate. in progressione, mna
D chenuoterapia contenente STZ* potrebbe essere Positiva debole
considerata.

Nelle pNEN G1-G2, avanzate. in progressione. unai
C chemuoterapia contenente TMZ ** o DTIC potrebbe Positiva debole
essere considerata

Nelle pNEN G1-G2, avanzate. in progressione. una

C chemuoterapia con dervat: del platino e flnoropinimidine Positiva debole

potrebbe essere considerata

Nelle pNEN pancreatiche a basso indice di
; | proliferazione, avanzate. a decorso clinico imndolente. un 0.

c f':gzme metrononuco di chemuoterapia (fluoropirinudine Positiva debole

0 temozolonude) potrebbe essere consideraro.

* La STZ non € commercializzata in Irahia

** La TMZ é prescrivibile secondo la L 648




National

Comprehensive  NCCN Guidelines Version 1.2014

NCCN ;""C"' Carcinoid Tumors
etwork

NCCN Guidelines Index
Neuroendocrine TOC
Discussion

MANAGEMENT OF LOCOREGIONAL UNRESECTABLE DISEASE AND/OR DISTANT METASTASES®

rEomplets resection Resect primary + metastases

possible®s
Locoregional Observe with
unresectable Asymptomatic,! markers and scans
disease and/or low tumor burden every 3-12 mo
distant metastases or
* Imaging: Octreotide"
» Multiphasic CT
or MRI Clinically
» Consider Locally symptomatic __ Consider resection |, [significant | _
Somatostatin from primary tumor of primary tumor progressive
scintigraphy disease
* Consider 24-hour .
urine 5-HIAA Clinically
« Consider ignificant —— Octreotide! —— il
chromogranin A umor burden
(category 3)
Carcinoid * Octreotide™®
Syndrome * Echocardiogram”

Octreotide, if not already receiving

and

Consider hepatic regional therapy (arterial
embolization, chemoembolization,
radioembolization [category 2B])

or

Consider cytoreductive surgery/ablative
therapy™* (category 2B)

or

Consider everolimus (10 mg/d) (category 3)
or

Consider cytotoxic chemotherapyY
(category 3), if no other options feasible

The NANETS Consensus Guideline for the Diagnosis and

Management of Neuroendocrine Tumors
Well-Differentiated Neuroendocrine Tumors of the Jejunum, lleum, 4

Appendix, and Cecum

2010

The use of cytotoxic chemotherapy should be considered only
for patients who have exhausted standard and investigational

therapy options.



CHEMIOTERAPIA NEI NET INTESTINALI

ALLO STUDIO:

BEVACIZUMAB

TEMOZOLOMIDE

CHEMIOTERAPIA METRONOMICA



O

CHEMIOTERAPIA METRONOMICA: RAZIONALE

Tumori altamente vascolarizzati - effetto antiangiogenetico
piu che citotossico diretto

Miglior tollerabilita rispetto alla cher-’ e\“o . dosi

convenzionali .
\0\‘“\6

Efficacia anch- '0?\?‘\@@ farmaco-resistenti
Wwo¥
2%

sssibilita di associazione con terapie a bersaglio molecolare



TARGET THERAPY

SSAs:

i cixutumumab sunitinib
octreotide dalotuzumab sorafenib
lanreotide ganitumab pazopanib

pasireotide

Y/ Y/

VEGFR/PDGFR

secretion

Angiogenesis

t Apoptosis

ll Survival l’ Proliferation lil

Drug Discovery Today

Barbieri F Drug Discovery Today 2013
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RADIANT: Everolimus in NETs \&«\
\©

Study Patients TreatmentArms ~ o (\e ty Endpoints
%
RADIANT-112]  Advanced pNET  Everolimus; 49 60 00 &é mbination
(Phase 2) progressing everolir ‘O \e o \‘Q“ 'm 2);
during or after  oc* ‘(0 e(\ '\\G ‘ration;
chemotherapy g\g 0((\ e“‘ in
N = 160 “© . 6{,\0 e(\\'

(Phase 3) 0\,\
Nl

2 o
RADIANT-2[P]  Ag~ 0 X .0 . .t; biomarkers;
® S ’Q\o &« b‘ «rety; PK

RADIA) . (\ N S 0S; ORR; biomarkers;
(Phase 3, . g(\\ 0& Statistical boundary: safety; PK
A \O P<.025
BSC = best suppo. objective response rate; PK = pharmacokinetics
a.YaoJC,etal. JClinC ,28(1):69-76.

b. Pavel ME, et al. Lance . 11;378(9808):2005-2012.
c. Yao IC, et al. N EnglJ Med. 2011;364(6):514-523.



D Esmo 2013 Panzuto F et al

=t Compassionate use of Everolimus in advanced Neuroendocrine Tumors 52
169 pts evaluated (55% male, median age 63 yr) Survival depending on response to Everolimus
Primary tumor site N % Previous treatment N % O
.
Pancreas (PETs) 85 503 SOM analegs 157 929 ! = I_‘—\_,
Other (non-PETs) B4 497 PRRT 85 50.3 wle w_‘—LL-‘ e
Jemum-sesm 31 183 Chemotherapy 84 497 k- - LL—._,
Lung zZ a-IFN 18 106 § b
Stomach 3 18 'I i ek e g
Large bows! 2 12 PRRT + chemotherapy 38 225 x —_—
Appendis 1 08 E L
Unknown 3 77 B S
Other 12 71 -
-l i 1 i | i | i i
Efficacy .
128 pts (75.7%) had objective tumor response (PETs 78.6%, non-PETs 73.8%) i
-Stabis dizeass (3D) 114 p1s (67 5% partial response (PR 13 pts (7.7°% ), complets response (CR): 1 pt (07%) ' ;_‘ .

Responders to Everolimus: median OS5 not reached
MNon responders to Everclimus: median OS5 12 months
Regpongersy= S0 + PR+ CF

Summary & Conclusions

The prezant study confimis that, 2ven inthe real world” sefing of the compassionate us2 program, Everofimus i @ safe and effective treatment for advanced, progressive HE[& witfh similar efficacy
.In pancraaic and non-pancreatc NETe.
A significantly higher severe toxicity was ohserved in patients previously treated with systemic chemotherapy and PRRT (12-fold increase risk for G3-4 towicity)



SUNITINIB

e NEW ENGLAND
JOURNAL o MEDICINE

FERBRUARY 10, 2011 YOL, %64 NO. G

ESTABLISHED IN 1812

Sunitinib Malate for the Treatment of Pancreatic
Neuroendocrine Tumors

Ene Raymond, MO PH.D, Lasting Dahan, M., Ph.D. Jean-Lie | joul, M0, Ph> Tung:|ue Bang M.
lyan Borbuth, M.LY Ph.C, Catherine Lombard-Bohas, ML Juan Valle, M.D, Petzr Mettakas, M.D, €M
Denls Smith, MDD, Aaron Virik, M 0. Ph.D. len:Shi Chen. ML) Dietel Horsch M.D.

Pascal Hammel M.D., Ph.D., Bertram Wiedanmann M.D. Ph.D,, ErlcVan Cutsem, M.D. Ph.D
shem Paryna, PhD;, Dongni Ray tu, M-Sc, Carolyn Blanckmeister, Ph.D. Richard Chao, M.D
ard Pllippe Ruszoiewsks, M.L

* SUNITINIB é un inibitore Tirosin-
kinasico di VEGFRs e PDGFRs

« Attivita antineoplastica nei NET in
studi pre-clinici e clinici di fase l e |l



DATI DI SOPRAVVIVENZA E RISPOSTA

A Progression-free Survival

S Hazard ratio, .47 (95%: 1, 0.36—0.66)
B P=0.001
= 8]
s mPFS: 11,4 vs 5,5 ms
i o
E g Sunitinib
E‘ﬁ e Placeba |
:E 20+
¢ -
¥}
0 5 10 ' 20 . 6\
Months since Randomizat® eg\
Mo. at Ri g&(
Sumitimb ig 39 19 6
Flacebo &5 28 7 S\
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» Confirmed partial or complete response

Raymond et al, N Engl J Med, 2011




NET G 1- G 2 AVANZATI
TERAPIA MEDICA: QUALE E QUANDO ?

PAZ. CON
NET AVANZATO
Paz. asintomatico Pa_z. _Sintomaticc_>
(diagnosi occasionale) Malattia in progressione
OSSERVAZIONE O SSA ? TERAPIE SISTEMICHE /

LOCOREGIONALI



NET G1-2 AVANZATI
Terapia Medica: quale e quando

A A
PNET NET INTESTINALI
SSA! SSA!
IFN ? ++++ farmaci + PRRT!
EVEROLIMUS! IFN ?
SUNITINIB? EVEROLIMUS ?
CHEMIOTERAPIA! CHEMIOTERAPIA ?

PRRT!

! & 1

Sequenza : : Strategia
Farmacologica !! ‘ :

- terapeutica !!
A ‘m




TERAPIA MEDICA: quale e quando ?

« Caso 1: NET ileale metastatico (linfonodi e fegato) secernente,
G10G2?

- STRATEGIA TERAPEUTICA
1) SSA a dose piena

2)Terapie citoriduttive: chirurgiasuTe N
- Embolizzazioni epatiche/RF

3) PRRT

4) Terapie sperimentali / off label / CT, alla progressione



TERAPIA MEDICA: quale e quando ?

Caso 2: NET pancreatico, non sindromico;
diagnosi occasionale 7G1?7<2cm ?

B NECESSITA DI TRATTAMENTO 2

1) Esclusa la chirurgia ? (eta > 80 e dimensione)
2) Asintomatico e non in documentata evolutivita
3) Solo osservazione e SSA alla progressione ?

4) Target therapy, PRRT, CT in base a evolutivita e
condizioni cliniche del paz. (> 80 anni)



CONCLUSIONI E PROSPETTIVE

Importante, nel singolo paziente, definire, a livello o
interdisciplinare, una strategia terapeutica con precise finalita

Evitare sequenze “casuali” centro-specialista-dipendenti !
Nei NET intestinali le opzioni e le evidenze sono limitate

Nei pNET avanzati si impone una strategia terapeutica basata
su una sequenza “ragionata”

Fondamentale la ricerca di fattori biomolecolari e clinici di
significato prognostico e predittivo di risposta soprattutto alle
terapie a bersaglio molecolare

Nuovi farmaci e nuove associazioni !



align?

Grazie per Fattenzione



