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Sindrome da carcinoide

v'Ruolo dell’endocrinologo

*come fare la diagnosi
*come controllarla

*quando e come prevenire la crisi da carcinoide

v'Ruolo dell’oncologo

*come controllare |la crescita tumorale
*quando i farmaci biologici (nuovi trials)
*quando la chemioterapia
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. GI-NETs (67%) - NETs Toracici (25%)

tracheobronco

polmonariftimo

* 38% piccolo intestino (> ileali ) + Carcinoide bronchiale tipico
» S. da carcinoide tipica: ~30% ileali « S.da carcinoide atipica: 1-3%
« Multicentrici nel 30% dei casi « Kie7< 2%
» Maligni anche se Ki 67 £2% e piccole «  Metastasi < 15%

dimensioni

« Eta’ d'insorgenza: V decade
« Eta’ d'insorgenza: VI-VIl decade

Maodlin IM Cancer 2003, Yao IC 1CO 2008
Madlin IM Lancet Oncol 2008
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Epidemiologia dei carcinoidi (NETSs) E%E

(dati USA SEER)

718 nowembrs 2013

Incidence per 100,000
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Polmone: 1.35:100.000
llea 0.67:100.000
Retto. 0.86:100.000
Pancreas 0.32:100.000

Autopsie:
pNETs 1,5%
NET ileo 1,2%

Yao JC J Clin Oneal. 2008



JOURNAL OF ol |
ENDOCRINOLOGICAL o |
Fimri

INVESTIGATION

e

718 nowembrs 2013

Natural history of gastro-enteropancreatic
and thoracic neuroendocrine tumors. Data from a large
prospective and retrospective Italian Epidemiological Study:
The NET MANAGEMENT STUDY

J Endocrinol Invest. 2012 Oct; 35(9):817-23.

Figure 1. Incidence of NET per lustn nlervals in the “MNel management dalalrase™ by sile of primary tumdr.
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Classificazione WHO dei GEP-NET o

WHO 1980 WHO 2000

Carcinoide

Maodificato da (1)

WHO 2010 Prognosi dei pazienti

Tumaore endocring
ben differenziato (WDET)®

NET G1 (carcinoide)®

Carcinoma endocring NET 2°
ben differenziato (WDEC )2

Tumore endocring MNEC (tipo a larghe cellule _ |
poco differenziato/ o a piccole cellule)™* %ﬁ‘fﬂ-’:ﬁ’ﬁ Negativa

carcinoma AR At
a piccole cellule (PDEC)

Modificato da (2,3)

Criteri di grading istopatologico -4

Elaborazione da {1.4.5)

<2 mitosi x 10 HPF efo <2% Ki-67

2-20 mitosi x 10 HPF efo 3-20% Ki-67

=20 mitosi x 10 HPF efo =20% Ki-67

1. Bosman FT, et al. WHO Classification of Tumours of the Digestive Systemn, Fourth Edition. p. 13-14, 2010; 2. Strosberg JR. &t al. Gastrointest Cancer Res
2008; 2{3): 113-25. 3. Pape UF et al. Cancer 2008;113:256-65; 4. Rindi G, et al. Virchows Arch 2006; 449: 385-401; 5. Rindi G, et al. Virchows Arch 2007; 451:

TET-62.
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P-4 TNM classification and disease staging F.‘;i, N
Iﬁ‘ﬂ; J Ej unu IT'I-HELI m 7116 novembes 3013

T1 Tumor invades mucosa or submucosa and size €1 cm
T2 Tumor invades muscularis propria or size >1 cm

T3 Tumor invades subserosa

T4 Tumor invades peritoneum/other organs

NO No regional lymph node metastasis
N1 Regional lymph node metastasis

MO Mo distant metastases
M1 Distant metastasis

Stage | T1NO MO

Stage lla T2 NO MO
llb T3 NO MO

Stage llla T4 NO MO
lllb any T N1 MO

Stage IV anyTany N M1
AJCC/UICC: 2009 ENETS 2006

Sobin, Gospdarowicz, Wittekind. Wiley-Blackwell. 7thEdition; 2009 Rindi G et al. Vircows arch. 2006; 449: 395-441




CARCINOIDE TIPICO
'} -morfologia da carcinoide

-<2 mitosi / 2 mm?2 (10 HPF) E
-NO Necrosi
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CARCINOIDE ATIPICO
-morfologia da carcinoide

-2-10 mitosi / 2 mm? (10 HPF) O
-necrosi (spesso puntiforme)

LCNEC (large cell neuroendocrine carcinoma)

morfologia neuroendocrina

=10 mitosi / 2 mm? (10 HPF) (mediana di 70/10 HPF)
necrosi

caratterisitiche citologiche da NSCLC (nucleoli)
elevato rapporto N/C

positivita per uno o piu markers NE

SCLC (small cell lung cancer)

cellule a piccola taglia

scarso citoplasma / nuclei senza nucleolo
>10 mitosi / 2 mm? (10 HPF) (mediana 80/10 HPF)

WHO 2004

Lung/Thymus NETs
Lyon Travis WD, IARC Press, 2004

TNM
UICC/AICC, VIl EDIZIONE
2010
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Primary Site Identifies
Different Tumor Types

Organ of Origin and Survival

« Thymus
* Esophagus

* Lung
« Stomach
« Pancreas

r
Fs

.~ Midgut

* |leum
« Cacum
» Appendix
e Ascending colon

Hindgut
= Distal large bowel
» Rectum

iy

/" Foregut N

o
.

.* Duodenum J

")

F

0 I I I
12 24 36 48 60

AET = neurcendocrine tumour.

I [ I

Time (months)

f2 B4 108 120

Median survival (months):

lleum 56
Pancreas 24
Lung 16

Scarpa A, et al. Mod Pathol. 2010;23:824-33.
Yao IC, et al. ) Clin Oncol. 2008;26:3063-T2.
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Mediatori umorali della sindrome carcinoide ...-...

»Serotonina »Istamina
~Callicreina »~5-idrossitriptofano
»Tachichinine ~ Prostaglandine



Normal subject

(2] Serotonin synthesis -
Nicotinic acid
Tryptophan 5-OH- w3 | Serotonin
Tryptophan
Arumatit acid l @
hyboxylase de:arhnwlasn oxidase
5-HIAA
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| Nicotinic acid
Tryptophan 2o = | Serotonin

Tryptophan

Tryptophan Aromatic acid Monocamine
hyboxylase decarboxylase oxidase

5-HIAA

lleal carcinoid
tumors
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Nicotinic acid

5-OH-
Tryptophan

Tryptophan

oregut carcinoid
tumors
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Tryptophan

Nicotinic acid

No carcinoid
ndrome

Hindgut carcinoid
tumors
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Sindrome da carcinoide (sc)
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SC TIPICA (95%):
18-30% NET digiuno-ileali
+ mts epatiche

<5% mts retroperitoneali o carcinoide

ovarico
* flushing (viso, collo, torace)
* diarrea
*crampi e dolore addominale
*broncospasmo
*pellagra
* scompenso cardiaco ds da alterazioni
fibrotiche delle valvole cardiache ds

SC ATIPICA (5%):

NET gastrici e bronchiali
flushing prolungato

* teleangectasie, acrocianosi
*edema e iperemia oculare

* broncospasmo

* |[potensione

CRISI DA CARCINOIDE
sipotensione (rara ipertensione)
stachicardia

*broncospasmo

Alcol, alcuni cibi, stress fisico e metale,
infezioni possono scatenare una crisi !

ediarrea
ealterazioni neurologiche
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Table 7
Differential diagnosis of flushing

Drugs

All vasodilators, calcium channel blockers, morphine and other
opiates, etc

Menopause

Associated with sweating

Mastocytosis

Flushing lasting longer than CS, may be accompanied by
headache, dyspnea, palpitations, abdominal pain and diarrhea

Medullary  thyroid
carcinoma

Associated with diarrhea in patients with advanced disease

Pheochromocytoma

Rare, but it may occur after a paroxysm of hypertension,
tachycardia and palpitations and is preceded by pallor

AME POSITION STATEMENT: & STEPWISE APPROACH TO THE
DIAGMNOSIS OF GASTROEMTEROPAMCREATIC MEUROQEMDOCRIME
TUMORS IN CLINICAL PRACTICE

submitted
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®. Cardiopatia da carcinoide

*25-50% nei pz con s da carcinoide
eScompenso cardiaco ds e’ causa di morte nel 30-50% dei casi
eFibrosi a placche delle valvole ds

eEta’, livelli di 5-HIAA, insufficienza tricuspidale predittori di
mortalita’

eScreening ecocardiogramma

e Considerare sostituzione valvolare in pz in controllo ormonale e
stabilita’ di malattia e prima di TACE e chirurgia epatica

ENETS Guidelines, 2011
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F, 48 anni
Agosto 2008: ricovero in chirurgia per addome acuto
Nelle ultime settimane stipsi ostinata e dolore addominale

A. pat remota: negli ultimi 2 anni diarrea (8/10 scariche/die)
altrenata a stipsi e episodi di dolore crampiforme localizzato in
mesogastrio e ipocondrio ds.

Ecografia addome: multipli angiomi epatici
Colonscopia: negativa

Visita gastroenterologica: diagnosi di colon irritabile, prescritta
terapia sintomatica



Agosto 2008: resezione ileale con anastomosi latero-

terminale per stenosi meccanica
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Esame istologico

Mucosa

Sierosa

NET G1 (Ki67 1%) ileale multifocale infiltrante la parete fino alla sierosa con
invasione del tessuto adiposo
N+: 3/4 linfonodi periviscerali

19

dott.ssa P. Capelli, prof A Scarpa



% Stadiazione post-chirurgica (sett 2008) i

F-i0 m:l'.-urrll.wu 2013

= RMN addome con mdc: multiple lesioni epatiche disomogenee
suggestive per metastasi.

» FNAB: metastasi of NET ileale (Ki 67 <2%)



Imaging funzionale e laboratorio
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21

= FDG-PET: negativa
= Ga-PET: positiva

FDG-PET Ga-PET
I

* Markers tumorali:
5-HIAA: 80 mg/24h (v.n .2-8)
CgA: > 541 U/L (v.n.<17)



@ Marker specifico: ACIDO 5-IDROSSI-INDOLACETICO
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5-HIAA URINARIO
n.v.=2-8mg/24 h
cut-off >20 mg/24 h

SENSIBILITA" >90%
SPECIFICITA’" 90%

O'Toole D, 2009 EMETS Consensus Guidelines for the Standards of Care in Neuroendocrine Tumors: biochemical markers
Neurcendocrinology 50 194202,



ACIDO 5-IDROSSI-INDOLACETICO

F-10 novembre 2013

FALSI

POSITIVI

MALATTIA CELIACA

CONTAMINAZIONE BATTERICA
INTESTINALE

MALATTIA DI WHIPPLE

ALIMENTI

FARMACI

Banane, avogado, kiwi,
pomodori, noccioline,
arachidi, cioccolato

Paracetamolo, Diazepam,
Atenololo, Indometacina,
Fenobarbital, fluoruacile....




(2] Serotonina

La determinazione della serotonina sierica e’ meno
sensibile e specifica del 5-HIAA

varia considerevolmente durante il giorno a seconda
dell’attivita’ fisica e lo stress

pertanto non e’ raccomandata

Pape UF EWNETS Consensus Guidelines Neuroendocrinology. 2012;95(2):135-56.
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® Marker aspecifico: cromogranina A
@

fGIicnprnteina acida localizzata nei granuli di screzione
v'Non ¢’ utile nella diagnosi, poco specifica

v I livelli correlano con l'estensione di malattia

v Utile monitoraggio in corso di terapia

Attenzione ai falsi +:
PPI
INSUFFICIENZA EPATICA, RENALE
GASTRITE ATROFICA
MALATTIE INFIAMMATORIA INTESTINALE
IPERTENSIONE ARTERIOSA
STRESS....

O'Toole D, 2009 EMETS Consensus Guidelines for the Standards of Care in Neuroendocrine Tumors: biochemical markers

Neurcendocrinology 50 194202,
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® Carcinoidi - Imaging F‘—?}‘i

RADIOLOGICO MEDICO-NUCLEARE
e US * OCTREOSCAN
* CT * Ga®8-DOTATOC PET-CT
* RMN * (1®FDG-PET)

v Visualizza SSTR2/SSTRS
ENDOSCOPICO 7 Staging
* Entero/colonscopia v Strategia terapeutica

* Broncoscopia

* Videocapsula



@ La FDG-PET ha significato prognostico ’-ﬂ |

|@: n ega ﬁ .UO 718 nowembrs 2013
% %
104 PET negative
3 3 U1 T, ereme
| = [9%t5% 95 ¢ 5% {1 1B
081 7 08 1 4 | PET negative
| 4 p<0001 | =
’ 061 T2¢ _&LI_ " 08
q 42 13% o
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0.21 - 02- PET positive
. - o] TR
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Months Months

Garin JNM 200% 50:858
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® ...tornando al caso clinico.... o

»Paziente di 49 anni in assenza di comorhbilita’
» Metastasi epatiche Ga-PET ++, FDG-PET -, Ki 67 <2%,
da carcinoide ileale asportato con sindrome ormonale

WHO: NET G1, ENETS TNM: IV STADIO

COSA FARE?
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Qual’e la vostra scelta?

1. Solo terapia medica con analoghi della somatostatina
2. + Terapia radiometabolica con °°Y-dotatoc o 1/’Lu-dotatate
3. + TAE/TACE

4. Chemioterapia



Cosa e’ stato deciso dal team

multidisciplinare L

» Octreotide LAR 30 mg im/28 gg per controllo sintomi

* Chemio-embolizzazione (2 sedute con dacarbazina)
per controllo sintomi + crescita tumorale
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@ Progressione epatica (Apr 2009)
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TC stadiazione : ...aumento delle dimensioni e numero delle
lesioni epatiche bilateralmente

= 4 ciclidi PRRT con 177Lu-DOTATATE (341 mCi) con risposta parziale e
controllo della sindrome

= 2013: 4 anni dopo, continua octreotide LAR 30 mg/28 gg



-:if@j ENETs Guidelines 2012

NETs ileali sindromici con metastasi epatiche,
G1-G2, primitivo resecato,
assente malattia extraepatica

o Ny L T

Chirurgia TAE/TACE SSA (IFN) Casi
RFA PRRT selezionati:

(everolimus) || Trapianto

Pavel et al, Neuroendocrinology 2012



% ESMO guidelines 2012

r.um'.;‘ml

ILEAL NETSs

= ]

Somatostatin analog
“Hmrm l -’llln_ﬁr ; <2:10%) I Gl/G2
m‘“ |m'm..ﬂ-
New RU/R1 resection "Iu.ﬁ] : <10%) I G1/G2

b
LEndocrine sympt. |
!
Cytoreductive Smtnlum] CarboplatineEtoposide || o
ana KI-67: >20%

1T Lu-DOTATATE
"y.DOTATOC G1/G2
Ki-67: <308

33
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Somatostatin Analogues in the Treatment of o

Gastroenteropancreatic Neuroendocrine Tumors

Thierry DeLavnorr, MD; Josern Rupix, MD; FLorence Neczyroresko, MD; CHarLEs ErLicHyan, MD;
axp TvotHy J. Hoepay, MD

8
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e —— PR — & Wi B m & M &

s i E mea 5.l Risposta sintomatica = 67.3 —m}
= EEET SR 4

e e
——Risposta obiettiva < o - 7%

Malattia stabile=> 40 - 87.5%

Mayo Clin Proc. 2005;80(4):502-506
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OCTREOTIDE LAR
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TABLE 2. Octreotide Studles In Gastroenteropancreatic Neuroendocrine Tumors*

No. of Response (%)
Reference patients Agent Dosage OR sD BR SR
Ricei et al," 2000 15 Long-acting 20 mg/mo 11 v
octreotide
Shojamanesh et al * 2002 15 Long-acting 20-30 mg/ma 6 47 NR NR
octreotide
Tomassetti et al* 1998 16 Long-acting 20 mg/ma 0 87.5 Bl 100
octreotide
Rubin et al,'" 1999 26 vs Octreotide vs 300-900 pg/d (rotal dose) vs NR NR NR SEwvs
22120025 long-acting 10020030 mg/mo 67r71/62
octreotide
Symptoms response = 71 - 100%
LANREOTIDE
Ricci et al = 2000 25 Prolonged-release 30 mg every 14d 42 65
lanreotide
Scherubl et al, 1994 18 Prolonged-release 30 mg every 10-14 d NR B6/42/50,
lanreotide FDIA
Tomassetti et al,® 1998 18 Prolonged-release 30 mg every 10 d NR 100
lanreotide
Ruszniewski et al,* 1996 39 Prolonged-release 30 mg every 14 d 0 NR 18 39/30,
lanreotide FD
Wymenga et al,”” 1999 55 Prolonged-release 30 mg every 14d 6 g1 38 42
lanreotide
Symptoms response = 30 - 100%

Delaunoit T, et. al Mayo Clin Proc 2005; 89(4): 502-6
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@ Procedure a rischio di crisi da carcinoide .. -

v Chirurgia
v'Chemio/embolizzazione epatica
v' Ablazione termica con radiofrequenza

v’ Terapia radiometabolica con SA
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CARCINOID CRISIS INDUCED BY RECEPTOR RADIONUCLIDE THERAPY WITH 29¥-DOTATOC IN A CASE OF LIVER METASTASIS
FROM BERONCHIAL NEUROENDOCRINE TUMOR.
M.V. Davi', L.Bodei %, G.Francia !, M. Bartolomei %, C.Oliani ?, L.5cilanga !, M.Falconi %, G. Paganelli 2, M. Ferdeghini *

JEI, 2006
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#~ Prevenzione della crisi ormonale [listik
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OCTREOTIDE S.C.
TAELE 2. Octreotide Studies in Gastroenteropancreatic Neuroendocrine Tumors*
No. of Response (%)

Reference patients Agent Dosage BR SR
Amold et al,* 1996 52 Octreotide 200 pg 3 times daily 74 NR
Maton et al,® 1989 107 Octreotide Various doses 794 67.3
Kvols et al.* 1987 2 Octreotide 150-500 ug 3 times daily 68.2 100
Ruszniewski et al = 1993 4 Octreotide 200 pg twice daily MR NR 75 100
Eriksson et al,® 1990 14 Octreotide 100 pg twice to 3 times daily 28.6 214 286 NE
Eriksson & Oberg.” 1993 19 Octreotide 100 pg twice daily NR 31.6 316 NE
di Bartolomeo et al,"”* 1996 58 Octreotide S500-1000 pg 3 times daily 3 46.5 77 73
Saltz et al.” 1994 34 Octreotide 250 pg 3 times daily ] 50 71t

Iniziare almeno 1 h prima della procedura:
Octreotide 50-100 pg/h ev infusione continua per 24-72 hrs
Octreotide 100-500 pg/sc ogni 8 h per almeno 3 gg




- Terapie locoregonali delle metastasi epatiche
I '@I NETS Gl/GZ 716 novambes 2013 I

Risposta parziale/completa

Tipo di Durata della
procedura Biochimica | Radiologica risposta
sintomatica
TACE/TAE 70-100% 50-90% 30-50% 14-20 mesi 40-83 %
RFA 70-80% 12 mesi
SIRT - 55% 50-60%

Controindicazioni: *trombosi portale
*insufficienza epatica
*anastomosi biliari (resezione sec. Whipple)

ssevere comorbilita’
Eriksson J, World J Surg 2008; 32: 930-938.
Mazzaglia P, Surgery 2007; 142: 10-19
Vogl T, Eur ) Radiol 2009; 72:517-528
kKennedy AS, Am J Clin Oncol 2008; 31: 271-279



PN Terapia radiometabolica con analoghi “caldi” della somatostatina I 'I]l
@ Peptide Receptor Radionuclide Therapy (PRRT) 718 movemben 2013

Internalizzazione recettore-mediata
del radiopeptide

Irradiazione della
cellula tumorale

Meccanismo di
“cross-fire”

&



, @ PRRT nei GEP-NETSs: risultati el

¥ttrium and 77Lutetium
DOTATOC o DOTATATE

Risposta obiettiva Stabilizzazione Tempo medio alla
progressione

Risposte superiori nei NETs pancreatici vs ileali

Kwekkeboom DJ, J Clin Oncol 2008; 26: 2124-2130
Kwekkeboom DJ, ENETS Guidelines, Neuroendocrinology 2009; 90: 220-226.
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Proportion of Progression-Free Pabents

Proportion of Progression-Free Patients
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PRRT for metastatic carcinoid

refractory to octreotide

PFS

1 1
L 10

T
et
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Fi=|

Time Since First Dose (months)

e

0.6 1

04

0.2 o

R

Log:rmnk vest Fa 031

[E—

g (M= 120, podadn = Z5], peym in= 100

by

L

18,2 months: 38 pts with durable diarrhea
improvement

7,9 months: 18 pts without diarrhea
improvement p=0,03

S0Y-edotreotide treatment improved
symptoms associated with malignant carcinoid
among subjects with no treatment
alternatives. Treatment was well-tolerated and
had an acceptable expected AE profile.

T

- "

T

20

25

Time Since First Dose (months)

Bushnell DL, et al.
J Clin Oncol 28:1652-1659. 2010
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Favorable prognostic factors for PRRT . T

718 nowembrs 2013

High uptake on the Octreoscan
Karnofsky performance score >70 %

Moderate tumor load

PRRT should be started during the earliest
possible stage of disease progression

Kwekkeboom DJ Semin Nucl Med 40: 78-88,2010
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. ® ' TOXICITY ' e

_—» * No important effect on pituitary function

—» *®* No important effect on thyroid function

G * Common: mild bone marrow suppression

-~ * Common: Lymphocytopenia
® Rare: MDS, Leukemia

-_\___u"-‘_‘-

~_  *Rare: Kidney impairment

e

“Sa
* Rare: Liver toxicity

—

Kwekkeboom DJ Semin Nucl Med 40: 78-88,2010
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Progressione epatica (Apr 2009):

TC stadiazione : ...aumento delle dimensioni e numero delle
lesioni epatiche bilateralmente

= 4 ciclidi PRRT con 177Lu-DOTATATE (341 mCi) con risposta parziale e
controllo della sindrome

= 2013: 4 anni dopo, continua octreotide LAR 30 mg/28 gg

...ma in caso di ulteriore progressione di
malattia quale sara’ il passo successivo?



PROSPETTIVE PRESENTI E
FUTURE....
Nicola Fazio
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QUALE TRATTAMENTO PER | NETs
POLMONARI?
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Trattamento dei NET toracici metastatici o localmente avanzati
secondo le linee guida NCCN 2011

Mational

AMEEE
erwn Fl'lli‘

Comprehensive NCCN Guidelines™ Version 1.2011
Carcinoid Tumors

Hewoendocring 100
Lhscussan

MANAGEMENT OF LOCOREGIONAL UNRESECTABLE DISEASE ANDIOR DISTANT METASTASESY

If complata

resection possible

—& Resect primary + metastases

Observe with
Distant metastases| Asymptomatic,™ markers and scans
+ Imaging: low tumor burden . :"'"'-" 36 mo
g c‘??ﬁ?“ Octreotide™
Conside
5 ol utran Locally symplomatic Consider resection
« Consider 5-HIAA from primary tumor of primary tumor Clinically
+ Considar . :iﬂn';'fi:‘.r: 2
chramogranin A ;
(catagory 3} Clinically dipeass
significant | —— Octreotide® —
tumor burde
Carcinoid = Octreatide™
Sy i noam = Echocardiogram®

MCCM Clinical Practice Guidelines in
Oncology v.1.2011.

}_

Dctreotide, if not already receiving

and

Consider hepatic regional therapy {arterial
embolization, chemoembolization,
radioembolization [category 28], ablative
therapyP)

or

Consider cytoreductive surgery¥|category
2B)

ar

Consider everolimus (10 mg/d) (categary 3)
ar

Consider cytotoxic chemotherapy’

[category 3), if no other options feasible

B,
F-10 novembre 2013
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LCE 2 - Lung NET vs Total NET - P10 movnmben 2013
Autore Radiofarmaco Sede N° pz RC+RP RECIST
Valkema J0Y-DOTATOC GEP 58 9% ‘

| Kwekkeﬁnnm 1??Lu;DﬂTATATE GEP 310 )9 |
Waldherr J0Y-DOTATOC Polmone 7
Mista 41
Waldherr “UY-DOTATOC Polmone 3
Mista 39
Bodei 177Lu-DOTATATE Polmone 5
Mista 51
Filice 0y_/177Lu-DOTATOC Polmone 13
Mista 59

Tempo medio alla progressione: 30-40 mesi




PFS in RADIANT-2

- Lung NET vs Total NET - Vilis

Kaplan-Meier medians

Everolimus + sctreatide LAH: 13,63 monihs
Placcho + octreotide LAKR: 559 manihs
HR, 0,72

Q5% Cl, 0.31-1.68

P=0.128
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Total NET 429 pz 16,4 mo 11,3 mo 5,1 mo 0,026 (NS)

Fazio Chest 2013 143:955
Pavel Lancet 2011 378:2005
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Sospetto di NET;

Forte sospetto
di NET/ Evidenza di
indrome ormonale

Identificazione
del NET



(e) XlIl congresso nazionale AME r',
© VI Joint meeting with AACE

La sindrome da carcinoide

Dottor Nicola Fazio



PROMID trial: design fioala

T nl:lvumhnl 2013

Octreotide LAR 30 mg i.m. every 4 weeks

Placebo i.m. every 4 weeks

Continuation of treatment if

Informed Randomization "
consent 1:1 no progression
l | | l | | 1 |
) | ) T 1 ) | |
Month -1 0 3 [ 9 12 15 18
Screening

Primary endpoint: time to tumor progression

. Midgut
* 1° line Rinke, JCO 2009

« Functioning or non-functioning

Only patients tolerating flushing without intervention or responding to
treatment with loperamide or cholestyramine in case of diarrhea were

included.



RADIANT-2 trial

Everolimus 10 mg/d +
Octreotide LAR 30 mg/28 days
n=216

Crossover Iﬁ

Placebo +
Octreotide LAR 30 mg/28 days
n=213

Patients with
advanced NET
and a history of
symptoms
attributed to
carcinoid
syndrome, N = 429

mMN-Z00Z>r 23

Pavel, Lancet 2012



RADIANT-2 trial: inclusion criteria r“ ,,1.

Patients with advanced NET and a history of
secretory symptoms

« Advanced low- or intermediate-grade NET

« Radiologic progression (not necessarly RECIST-
based) in the proceeding 12 months

* History of secretory symptoms (flushing and/or
diarrhea)

* Presence of measurable disease (RECIST v1.0)

* Prior antitumour therapy allowed (prior OCT LAR
not mandatory)

*WHO PS =2



@ RADIANT-2 trial: population
)

Everolimus plus octreotide  Placebo plus octreotide

LAR group (n=216) LAR group (n=213)

Median age, years (range) 60 {22-83) 60 (27-81)
Number of women 119 (55%) 29 (42%)
Mumber of men 97 (45%) 124 (58%)
WHO performance status*

0 118 (55%) 140 (66%)

1 B4 (25%) 62 (29%)

2 14 (6%) 10 (5%)
Primary site of cancer

mall intestine 111 (51% 113 (53%)]

Lung 33 (15%) 11 (5%)

Colon 14 (6%) 14 (7%)

Pancreas 11 (5%) 15 (7%)

Liver 7 (%) 11 (5%}
e ——— .. PE—

Missing ] 1(0-5%)

Pavel et al. Lancet Nov 2011
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Cantral review" (n=429)
Local irvestigator review (e 429)
Age group

<65 years (n=186)
2hSyears (n=143)

Semn

Man (n=231)

Women [n=208)

WHO performance status
WHO=0 (n=251)

WHO =0 (=176}

Well differentiated (n=341)

Moderately differentiated (n=68)
Primary bumour site
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Casi clinici - 1
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genere
anni
Anno diagnosi
primitivo
sindrome
grado
Ki67
SRS/ PET-Ga
M+ epatiche

M+ extra-epatiche
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2011
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1989
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manca
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Casi clinici - 2
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Paz. A
genere =
anni 1
Cardiopatia all'esordio Si
SSA si
Stato attuale Rapma .PD
radiologica,

neoplasia ! e
funzionale, clinica

otato attuale

e Netta progressione

Paz. B

70
no

Si

Lenta PD radiologica,
funzionale e clinica

Stenoinsuff. aortica



L
T-18 novembre 2013

@ Functioning / non-functioning NETs
L

“NON” FUNCTIONAL

[t therefore seems apparent that the consideration of
NENs as functional or nonfunctional 1s an archaic clinical

concept that should be discarded.

Modlin, Lang Arch Surg 2011



Triptofano / Serotonina r"

hr 2013

TP
(Triptofano)

@ Triptofano idrossilasi (TPH)

2-HTTP

(5-idrossitriptofano) \/

Decarbossilasi

TELOTRISTAT

5-HT
(5-idrossitriptamina o serotonina)

@ Monoaminossidasi

5-HIAA
(5-idrossiindolacetico)



% Giornata mondiale dei NET E,g_h

THINK ZEBRA ==
2
®ner A

GUALY

Bologna 10 Novembre 2013
Giornata Mondiale dedicata ai tumori neuroendocrini
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