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L_es tumeurs neuro endocrines

e L’incidence augmente : i
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Yao J, Hassan M, Phan A, et al. J Clin Oncol. 2008;26:3063-3072.



L’évolution de la prise en charge dans les TNE iléales

Les options therapeutiques ??7?




Radiothérapie métaboligque

Radiothérapie métabolique par Lut’’

TNE bien différenciees
Ciblage des réecepteurs SST

Efficacité therapeutique : series et études non
comparatives
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Fig 1. Disease-related survival in 310 patients according to treatment outcome.
Patients with progressive disease (PD) have significantly shorter survival. Survival
between other treatment outcomes did not differ significantly. CR, complete

TOX'C'té hémat0|0g|que, rénale response; PR, partial response; MR, minimal response; SD, stable disease.
Phase I-11: 310 patients traites
NB: La radiothérapie métabolique consiste a charger du 7’Lu sur des molécules

d’octréotide. La tumeur fixant [’octréotide (octréoscan positif indispensable), elle
est ainsi « irradiée » par le 1’’Lu-Dotatate

Kewkkboom et al, JCO 2008
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Fig 1. Disease-related survival in 310 patients according to treatment outcome.
Patients with progressive disease (PD) have significantly shorter survival. Survival
between other treatment outcomes did net differ significantly. CR, complete
response; PR, partial response; MR, minimal response; SD, stable disease.

Kewkkboom et al, JCO 2008

Table 3. Significant Factors Predicting Disease-Specific Survival
in Patients (n = 310)

MNo. of Survival
Factor Patients (months) P

Treatment outcome

PD 61 11

sD 107 =48 < .001

Remission 142 =48
Liver involvement

Extensive 86 25

Moderate 197 =48 =001

MNone 34 >48
KPS =70

Yes 39 16

MNo 271 =48 .001
Baseline weight loss

Yes 75 30

No 236 =48 001
Presence of bone metastases

Yes 68 37

MNo 242 =48 .004
Tumor type gastrinoma/

insulinoma/VIPoma
Yes 19 33
Mo 297 =48 .04

MOTE. Significance levels pertain to Cox regression with analysis of more
factors than are listed in the Table, and which are listed in Table 1 and are

marked with an asterisk.

Abbreviations: PD, progressive disease; SD, stable disease; KPS, Karnofsky
performance status; VIPoma, vasoactive intestinal peptide-secreting tumor.
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ENETS Guidelines

Neuro
-endocrlnology Neuroendocrinology 2009;90:220-226 Received: August 27, 2008

. Accepted after revision: January 27, 2009
DOI: 10.1159/000225951 Published online: August 28, 2009

ENETS Consensus Guidelines for the Standards

of Care in Neuroendocrine Tumors: Peptide
Receptor Radionuclide Therapy with Radiolabeled
Somatostatin Analogs

PRRT Requirements

Legal Aspects

Permission to perform PRRT should be obtained ac-
cording to national legislation. Ethical committee ap-
proval should be obtained and eligible patients should
sign an informed consent form.

The production of the peptide should meet GMP cri-
teria and storage should be according to national legisla-
tion.

Kewkkboom et al, ERC 2009



Eligibility Criteria

+ Tumor uptake on the OctreoScan should be at least as
high as normal liver uptake, as judged from planar im-
ages. Comparable uptake with other somatostatin re-
ceptor imaging modalities may apply, but direct cor-
relations are not available

Radiothérapie métabolique

ENETS Guidelines

-endocnnology Neuroendocrinology 2009;90:220-226 eceived: August 27, 2008 o
DO 10:153/00022595 Shedonie Aot .20 + Life expectancy at least 3-6 months

Pz

ENETS Consensus Guidelines for the Standards Contraindications (Rc?latwe and Absolute)
+ Pregnancy and lactation

of Care in Neuroendocrine Tumors: Peptide A _ .
Receptor Radionuclide Therapy with Radiolabeled ‘ . Renal‘ impairment (i.e. creatinine clearance <40-50
Somatostatin Analogs ml/min)
« Impaired hematological function, i.e. Hgb <5 mmol/l
(8 g/dl); platelets <75 x 10%/; WBC<2 X 10%/1
« Severe hepatic impairment, i.e. total bilirubin >3 X
upper limit of normal or albumin <30 g/l and pro-
thrombin time increased

‘ « Severe cardiac impairment
Eligibility and clinical decision making should prefer-

entially be based on multidisciplinary discussion.

Laboratory Evaluations Needed before Each Therapy
Cycle

« Liver function (ALAT, ASAT, albumin, bilirubin)

+ Kidney function (creatinine, urea; creatinine clear-
ance on indication)

+ Hematology (Hgb, WBC plus differential, platelet
number)

« Chromogranin-A and/or other serum tumor markers

Kewkkboom et al. ERC 2009 if elevated at baseline
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Radiothérapie métabolique

Radiothérapie Métabolique au ’’Lu-Dotatate pour
les tumeurs neuroendocrines de I'intestin moyen

J. Strosberg, P. Ruszniewski et al. LBA06, ESMO 2015

Design Etude internationale, multicentrique, randomisée, controlée

Evaluer ’efficacité et la tolérance du '”"Lu-Dotatate associé a
[’Octréotide 30 mg LP, en comparant avec de [’Octréotide 60mg
LP chez des patients avec une TNE de [’intestin moyen fixant

[’octréoscan progressant sous Octréotide 30 mg LP

Traitement et evaluation
Evaluation toutes les 12 semaines selon RECIST
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Radiothérapie métabolique

Radiothérapie Métabolique au ’’Lu-Dotatate pour
les tumeurs neuroendocrines de I'intestin moyen

Tumour burden assessment (RECIST criteria) every 12 weeks

Dose 1 Dose 2 Dose 3 Dose 4

\ 2N 20 2 /
4 administrations of 7.4 GBq of '/’Lu-Dotatate
every 8 weeks + Octreotide 30 mg

n=115
Years
follow

n=115 Octreotide LAR 60mg every 4 weeks up

1. FDA and EMA recommendation
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Radiothérapie métabolique

Radiothérapie Métabolique au ’’Lu-Dotatate pour

les tumeurs neuroendocrines de I'intestin moyen

J. Strosberg, P. Ruszniewski et al. LBA06, ESMO 2015

Criteres d’inclusion

— TNE bien differenciée de [’intestin moyen, fonctionnelle ou non,

— Ki67 <20%, (grades 1 et 2),

— Maladie progressive (confirmée de maniere centrale dans les 3 ans)
sous octréotide LP

— Maladie inopérable

—>Fixation obligatoire a [’octréoscanner

—Randomisation 1/1 : Octréotide LP 30mg + Radiothérapie metabolique
Octreotide LP 60mg

Stratification :

» Centre

* Score de fxation a [’octreoscan

e Durée du Ttt par octreotide avant inclusion (= /< 6 mois)



Population (ITT population, N=229)

177Lu-Dotatate Octreotide LAR 60mg
(n=116) (n=113)

Gender, n (%)

Male 53 (46%) 60 (53%)
Female 63 (54%) 53 (47%)
Age (years), mean (SD) 63 (+9) 64 (=10)
BMI (Kg/sgm), mean (SD) 25 (%£5) 26 (£7)
Primary tumour site, n (%)
Jejunum 6 (5%) 9 (8%)
lleum 86 (74%) 82 (73%)
Appendix 1 (1%) 2 (2%)
Right colon 3 (3%) 1 (1%)
Other 20 (17%) 19 (17%)
Site of metastasis, n (%)
Liver 97 (84%) 94 (83%)
Lymph nodes 77 (66%) 65 (58%)
Bone 13 (11%) 12 (11%)
Lungs 11 (10%) 5 (4%)
Other 40 (35%) 37 (33%)



NETTER-1

Radiothérapie métabolique

Objectif principal : Survie sans progression (relecture centralisée)

177_u-Dotatate

0,8 SSP médiane : non atteinte

0,6

N =229 (ITT)
Nombre d’évenements: 90 (177 Lu : 23 ; Oct90 : 67)

Hazard Ratio [95% CI] : 0,209 [0,129 — 0,338]
p<0,0001

=
~
1

Survival probability
o
o1

0.2 7 Octreotide LAR 60 mg
SSP médiane : 8,4 months
0 :
0 5 10 15 20 25 30

Progression free survival (PFS) (months)

Treatment — 1: 177Lu-DOTAO-Try3-Octreotate 2: Octreotide LAR 60 mg

Toutes les progressions étaient confirmées par relecture centrale et indépendante.

J. Strosberg, P. Ruszniewski et al. LBA06, ESMO 2015
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Radiothérapie métabolique

Taux de reponse

Réponse complete (n)

Réponse partielle (n)

Taux de Reponse Objective
(C1 95%)

Progression de la maladie (n, %)

Effets 11 sévéres
Hématotoxicité
Tox. rénale
Tox. vasculaire
*n<0,0004

177 u-Dotatate ~ Octreotide LAR 60mg

(n=101) (n=100)
1 0
18 3
19 (11-26) % 3(0-6) % *
5 (4%) 27 (24%)

177_u-Dotatate Octreotide LAR 60mg

(n=) (n=)
26% 24%
7
3
2

J. Strosberg, P. Ruszniewski et al. LBA06, ESMO 2015



Phase 111 La radiothérapie métabolique

Resultats
ENETS Grading, n (%)
G1/G2 7640 (66/34%) 81132 (72/28%)
Drug exposure, 177l u-Dotatate ~ Octreotide LAR

B0 Bt (T9%) 60mg
0-§00me 5 (5% Effets Il severes 26% 24%
-4l 9 (9%) Hématotoxicité 7

Ml 3 (3% 1ox. renaleI . 2

oatnvior 4 ox. vasciial

Place du 177LU dotatate dans les TNE iléales Strosberg et al, ESMO 2015



La radiothérapie métabolique apres NETTER

o Cette étude démontre Defficacité de la
radiothérapie métabolique dans le traitement des
TNE bien differenciees de grade 1-2 iléales en
progression apres analogues

NB : Etude phase III en cours pour I’évaluation de la radiothérapie métabolique
par Y7Lu (vs sunitinib) pour les TNE du pancréas en France
(OCCLURANDOM ; coord. E. Baudin).

Strosberg J. et al. - ESMO® 2015 — Abs. 6LBA



e changement de paradigme dans les TNE iléales
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2015.... Le choix de la stratégie ?
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