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R-NEN

»2% TV VEOTTAATUATWY 0pB0V sopenc
»5Yy8S pe totikn vooo 93%

»15% GEP-NEN

» ATIOLOKPUOHEVEG LETAOTACELS 6%

»...alda 5yS 24%

Bertani E et al. Cancer Tratment Reviews 2018;66:45-55
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Center (ref.)

Multicenter
Multicenter
Copenhagen

Melbourne
Melbourne
Bad Berka

Multicentre

Melbourne

Valkema et al. 2006 [87]
Bushnell 2010 [19]

Pleifer 2011 [88]

Cwikla 2010 [89]

Villard et al. 2012 [42]
Kunikowska et al. 2011 [84]
Kwekkeboom et al. 2008 [25]
Bodei et al. 2011 [92]
Sansovini et al. 2013 [77
Paganelli et al. 2014 [78]
Ezziddin et al. 2014 [35]
Sabet et al. 2015 [36]

Kong et al. 2014 [50]
Kashyap et al. 2014 [51]
Baum et al. 2016 [21]
Strosberg et al. 2017 [40]
Kunikowska et al. 2011 [84]
Villard et al. 2012 [42]
Kong et al. 2016 [94]

Hicks R] et al. Neuroendocrinology 2017;doi 10.1159/000475526
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Netter 1 Phase 3 Trial

Midgut NETSs

229 Pts

7L u-Dotatate+SSA (30mg)v SSA (60 mq)

A Progression-free Survival B Overall Survival (Interim Analysis)
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No. at Risk No. at Risk
177 u-DOTATATE 116 97 76 59 42 28 19 12 177Lu-DOTATATE 116 108 96 79 64 47 31 21 8

group group
Control group 113 80 47 28 17 10 4 3 Control group 113 103 83 64 41 32 17 5 1

ImPFS :40 months

J79% Reduction in the risk of
disease progression

Stosberg ] et al. N Engl | Med 2017;376(2):125-35



» MetaoTaTikf véoog/aveyxeipntn e TTPG0d0 PETA O GANEC BepaTTeieC 1 Eppévouca
OUNTITWaToAoYia

» etk PET ] SPECT yia Tnv avadeign utrepEKPPAcnG UTTOBOXEWY CWHATOOTATIVNG

»KaAd aigatoAoyiko TTpo@iA
»KaAn veppikn Asitoupyia (Cr Clearance >50ml/min)
»Karnofsky performance status >50

»[poodokIyo emiiwong > 3 UAveES




R-NEN
Algorithm for clinical management

Ractal NEN

Localized Disease Locally advanced disease Advanced disease
{T3/T4 NO, any T - N1) ({unresectable locally advanced or
matastatic)

NEC G3 (R-PD-NEC)

NECG3 (R-PD-NEC) 61/62 NEC G3 (R-PD-NEC)
‘ (R-WO-NET) |

Chemotherapy £
SSA o Radiotherapy
LAR/APR with TME Targeted therapies
vs
Endoscopic Chematherapy +
Treatmant: \

EMR, ESD Radiotherapy
\

|
Complete Incomplete if symptomatic
Resection Resection (obstruction/bleeding)
‘ STAGING:

- Pelvic MRI

As appropiate:

+ CT chast abdomen
~ 08 Ga PCT, MOG PCT

Bertani E et al. Cancer Tratment Reviews 2018;66:45-55
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Prospective observational study of ' Lu-DOTA-octrectate therapy

in 200 patients with advanced metastasized neurcendocrine tumours

(NETs): feasibility and impact of a dosimetry-guided study protocol
on outcome and taddty
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Highly favourable outcomes with peptide receptor radionuclide the rapy

(PRRT) for metastatic rectal neuroendoaine neoplasia (NEN)
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27 aoBeveic pe R NEN

= 19 Grade?2

= 3 Grade3

- 1 Gradel

= 4 ampocdIOpIoTo

d 21 '7Lu-Dotatate PRRT

O 6 °Y-Dotatate PRRT (u6vo 3 ouvduaouo ue 17’Lu-Dotatate)

O 14 Radiosensitising XMO (5FU i Capicetabine)
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Kong G et al. Eur J Nucl Med Mol Imaging 2018;doi 10.1007/s00259-018-4196-8



R-NEN
PRRT v everolimus

PFS

Wledan FFY = 29 months Flediprn Sarvival = B1 month

:
:

Percent survival

RADIANT-2 trial
No RECIST Response

e
Everolimus + octreotide LAR Placebo + octreotide LAR
n of patients 19

Disease progression or death, n (%) 7 (37)

20
15 (75)

Progression-free survival, median mos (95% Cl) 29.9 (5.6-not reached) 6.6 (3.0-13.0)

Hazard ratio (95% Cl): 0.34 (0.13—-0.89); p = .011.
Abbreviations: Cl, confidence interval; LAR, long-acting repeatable.

Kong G et al. Eur J Nucl Med Mol Imaging 2018;doi 10.1007/s00259-018-4196-8
Castellano D et al. Oncologist 2013;18(1); 46-53



R-NEN PRRT

R-NEN Grade 2
Ki 67: 10%

Kong G et al. Eur J Nucl Med Mol Imaging 2018;doi 10.1007/s00259-018-4196-8



R-NEN Theranostics

8Ga ' Aldyvwon

DOTA (TATE,
TOC,NOC) ‘ Theranostics
1771 - Ospamnsia

SPECT amreikovion

WIn-DTPA-octreotide
Tc-99m Tektrodyde
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dtaopomoinong NETs pe
eMLOETIKN BLOAOYLKN CLUTIEPLPOPA

(lycogen

| AglKTNG KAKNG TPOYVWOTG |'
Hexokinase

_'Mn avtamokpion PRRT

ey T IEFDG-6-phosphate

transporter profein *

Glycolysis

Adapied from: Hughes: Thara, Volure 5125) 168-228



[MIAeovektnuoata anewkovionc PET Ga-68 Dota peptide
ovykpltika pe tTnv SPECT

~ T tumor/background ratio
-0 aoBevi|G OAOKANPWVEL TNV ATIELKOVIOT) MaX 2 WPES

- KaAUtepn Stakpltikn) itkavotnta (LEyaAUTEPN evalodnoia amd
v SPECT)

~Avadeln otV pHe YapunAn TUKVOTNTA VTTOSOXEWV
OWHATOOTATIVNG

~Humoootikég petpnoetg (SUV), mpv kot petd tnv Bepameia

~ AAAayn Bepamevtikng Staxeiptong 33% kat 50% mpv amd
XELpovpyeio




SSTRI V FDG

| SSTRI+ve ' FDG +ve I

PO P1 P2 P3 P4 P5

SSTRI-ve SSTRl+ve SSTRI+ve SSTRI +ve SSTRI +ve SSTRI-ve
FDG-ve FOG -ve FDG +ve FDG +ve FDG +ve FDG +ve

FDG uptake < SSTRIuptake l
FDG uptake = SSTRI| uplake
FDG uptake > SSTR| uptake

Survival Prosatilty

*"” o Chan D et al. Theranostics 2017:7:1149-58

Time zince PET scan (daysi

MHETPET aracde P P4



S5 iRl BT
SSTRI PET
Ki-67:1%

20 months
post diagnosis

Ki-67:30%

40 months
post diagnosis

Chan D et al. Theranostics 2017;7:1149-58



»Ta yéxpl Twpa armroteAéopara dgixvouv uwnAn
QATTOTEAECUATIKOTNTA KAl HOPPOAOYIKN
avTattokpion PRRT o€ aoBgveic pe neETAoTATIKO

NEN op6ouU petd atrd Tponyouueveg Bepatreieg

»PRRT KOAG avekTry HE EAAXIOTN TOEIKOTATA KAl
evOappUVTIKA atroTEAEoaTa OXETIKA pE PFS, OS.




IMpooTTIKEG TTOAVKEVTPLKEG LEAETEG PE peYaAUTEpa Selypata aoBevwy pe PRRT
oe R-NEN

dBulky disease: AmoteAeopatikétnta PRRT 2°Y-Dotatate oe guvduaouod pe
177 u-Dotatate

dATtoteAeopatikotnTta PRRT + Radiosensitising XMO

dAZIoAOynon 1nG Moidtntag Zwn¢ Twv acBevwyv R-NEN 110U €Aapav PRRT pe
ETILKALPOTION LEVA EPWTNUATOAGY L







