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Antiproliferative|Therapie
Was ist zugelassen bel NET G1/G2?

Approved*

[ Anti-secretory
B Anti-proliferative

Lanreotide Lutetium (*77Lu)
Octreotide in Midgut GEP- NET Oxo-dotreotide Telotristat Ethyl
NET PRRT CS

GEP-NET

Octreotide, . Sunitinib & .

IFN-alpha Lanreotide - - Everolimus
cs Everolimus in G

CS, pNET ONET Lung & GI NET

2017 2019
* Standardtherapie (Zulassung in den USA,; in Europa seit 03/2018)

Liver-interventional: Temozolomid )
TACE/TAE/ +/- Pemb.rollz.umab PpROQl
RFA/SIRT Capecitabin (clin. trial) (clin. trial)
_ ) Bevacizumab Active clin. trials:
PasireQtide (clin. trials) TKls
HDAC Inhibitors
Not Approved CDK4/6 Inhibitors

Modified from:
Marianne E Pavel, and Christine Sers Endocr Relat Cancer
_2016;23:T135-T154
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ESMO-Guidelines 2020
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slow growth?
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FOLFIRI
FOLFOX
CAPTEM

Pavel et al. Annals of Oncology 2020
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Komparative Studien mit moglichem Einfluss auf die
Therapiesequenz ...

Phases

SEQTOR Studie: STZ/5-FU vs. EVE bei Pan-NET (+Gewebeanalyse)
COMPETE Studie*: 177Lu-Edotreotid vs. EVE bei GEP-NET

NETTER-2 Studie*: 177 Lu-DOTATATE vs. Octreotid LAR 60 mg (1st
line) bei Pat. mit h6herem Risiko (h6here NET G2 oder NET G3)

Phse2

OCCLURANDOM Studie: Sunitinib vs 177 Lu-Octreotate bei Pan-
NET

* aktiv in Deutschland
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COMPETE: PRRT vs. Everolimus In
progredienten GEP-NET

ABX-CRO

‘advanced pharm:

177 y-edotreotide vs. everolimus in GEP-NET - COMPETE

A prospective, randomised, Controlled, Open-label,
Multicentre phase Il study to evaluate efficacy and safety of
Peptide Receptor Radionuclide Therapy (PRRT) with 177Lu-

Edotreotide compared to targeted molecular therapy with
Everolimus in patients with inoperable, progressive, somato-
statin receptor-positive (SSTR+), neuroendocrine tumours of

gastroenteric or the pancreatic origin (GEP-NET).
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COMPETE: PRRT vs. Everolimus In
progredienten GEP-NET

ABX-CRO

‘acdvanced pharmaceutical serices

Study Design & Timelines

* 30-35 specialised centres (Europe, S-Africa, Australasia, USA)

* 300 patients

* Competitive recruitment

* Randomised 2:1 (1”/Lu-Edotreotide x 200 patients : Everolimus x 100 patients)

» 177Lu-edotreotide offered as therapy based on the personal judgement of the
Investigator upon progression in comparator arm

» 2 optional sub-studies for ’’Lu-edotreotide arm to investigate best imaging

procedure
Start of study recruitment: Q1 2017
End of recruitment: Q3 2018
End of study: Q3 2020
Screening period: 90 days
Observation period: 24 months or until PD
First 12 months: monthly follow-up visits
Second 12 months: 3-monthly follow-up visits
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A Prospective, Randomized, Controlled, Open-label, Multicenter Trial to
Evaluate Efficacy, Safety and Patient-reported Outcomes of Peptide
Receptor Radionuclide Therapy (PRRT) with Lutetium ('”’Lu) Edotreotide
compared to Best Standard of Care in Patients with Well-differentiated
Aggressive Grade 2 and Grade 3, Somatostatin Receptor-positive (SSTR+),
Neuroendocrine Tumors of GastroEnteric or Pancreatic Origin
(COMPOSE)

Lutetium (7’Lu) Edotreotide versus Best Standard of Care in Well-differentiated
Aggressive Grade 2 and Grade 3 GEP-NETSs

Approximately 202 patients will be enrolled from 40 specialist selected sites
in 10 countries (Australia, France, Germany, India, Italy, Netherlands, Spain,
Sweden, UK and USA).

 GEP-NET G2/G3

o |\ e « Ki67 15%-55%
‘ ey a.."b“;‘c-:m—gw
id.s Y
Py i * PRRTvs. SoC
F

« SoC = TEM/CAP, FOLFOX, EVE

202 patients worldwide
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Neue TKIs?

Comparison of the clinical trial results of five TKI Anti-
angiogenic drugs in NETs (G1/G2)

Drugs Targets Study No. of Results ( PFS, ORR)
Patients
Sunitinib VEGFR1 and VEGFR2, Phase lll in pNET 171 mPFS: 11.4 months VS. 5.5 months, ORR: 9.3% VS. 0%
PDGFR, c-KIT and FLT3 (Treatment group VS. Placebo group)
Surufatinib VEGFR1-3, FGFR1, CSF1R Phase Ill in epNET 198 mPFS: 9.2months V5.3.8months, ORR: 10 % VS. 0%
Phase lll in pNET 172 mPFS: 10.9 months VS. 3.7 months , ORR: 19% VS. 2%

( Treatment group VS. Placebo group)

Pazopanib VEGFR1, VEGFR2, VEGFR3, 4 Phase Il clinical trials in 230 mPFS: 11.6 months

PDGFR, FGFR1/3, c-KIT pNET ,GI NET and Lung NET ORR: 10.7%

(Overall 4 trails)

Cabozantinib* VEGFR2, RET, c-KIT, c- Phase Il in pNET 20 mPFS:21.8 months, ORR: 15%

MET,RET and GI NET 41 mPFS:31.4 months, ORR: 15%
Lenvatinib VEGFR 1-3, FGFR 1-4, RET Phase Il in pNET 55 mPFS:15.8 months, ORR: 40%

and GI NET 56 mPFS:15.4 months, ORR: 18.5%

Raymond E et al. N Engl J Med 2011;364:501-13; Xu JM et al.Lancet Oncol Published Online September 20, 2020 ; *Cabozantinib is indicated for the treatment of advanced renal
ENETS 2020, Abstract 101; J Clin Oncol, 2017, 35(4 Suppl):228. ENETS2019, , Abstract 103 cell carcinoma (RCC) and hepatocellular carcinoma (HCC).
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Neue TKIs?

Comparison of the clinical trial results of five TKI Anti-
angiogenic drugs in NETs (G1/G2)

Drugs Targets Study No. of Results ( PFS, ORR)
Patients
Sunitinib VEGFR1 and VEGFR2, Phase lll in pNET 171 mPFS: 11.4 months VS. 5.5 months, ORR: 9.3% VS. 0%
PDGFR, c-KIT and FLT3 (Treatment group VS. Placebo group)
Surufatinib VEGFR1-3, FGFR1, CSF1R Phase Ill in epNET R
Phase Ill in pNET . 30E
=S Phase 3 Pan-NET, EP-NET: positiv
Y
Pazopanib VEGFR1, VEGFR2, VEGFR3, 4 Phase Il clinical trials in 230 mPFS: 11.6 months
PDGFR, FGFR1/3, c-KIT pNET ,GI NET and Lung NET ORR: 10.7%
(Overall 4 trails)
Cabozantinib* VEGFR2, RET, c-KIT, c- Phase Il in pNET )
MET,RET andGINET | ASCO GI 2017, Phase 3 ongoing
. v
Lenvatinib VEGFR 1-3, FGFR 1-4, RET  Phase Il in pNET )
and GI NET Phase 2 : ESMO 2018, ASCO 2019
- Y,
Raymond E et al. N Engl J Med 2011;364:501-13; Xu JM et al.Lancet Oncol Published Online September 20, 2020 ; *Cabozantinib is indicated for the treatment of advanced renal

ENETS 2020, Abstract 101; J Clin Oncol, 2017, 35(4 Suppl):228. ENETS2019, , Abstract 103

cell carcinoma (RCC) and hepatocellular carcinoma (HCC).
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A multicenter single-arm pilot study of ramucirumab in
combination with dacarbazine in patients with progressive
metastatic pancreatic neuroendocrine tumors (RamuNet)

Screening Restaging Restaging

Patients with \ Ll S g PR or SD:
progressive PNET 1 l l l 1 l Combination Tx until PD/tox

without prior PR or SD with tox:

O A O - i oy

Ramucirumab 8mg/kg q2w

1st endpoint: 2nd

DCR after 6m endpoints:
PFS, OS,
CgA, QoL,
Tox

Ansprechpartner im Studienzentrum Halle:
* Prof. Dr. med. Patrick Michl
* PD Dr. med. Sebastian Krug
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Einsatz von Cabozantinib bel pNET und nicht-pNET

e Phase-IlllI-Studie CABINET bei PanNET und nicht-PanNET
(ClinicalTrials NCT03375320)

o Primarer
= Cabozantinib 60 mg tgl. Endpunkt:
n=185 @ PFS
g 2:1 (zentrales Review)
©
S Placebo tgl. Studie rekrutiert
o nur in den USA
n=210

Wichtige Einschlusskriterien:

« Gut bis maBig differenzierte, funktionelle oder nicht funktionelle NET

» Jegliche radiologische Progression mit progredienten Symptomen innerhalb von 6
Monaten ODER neue Lasionen innerhalb von 6 Monaten ODER Progression nach
RECIST innerhalb von 12 Monaten

» Versagen mindestens 1 systemischer Vortherapie einschlieBlich Everolimus

» Gleichzeitige SSA-Therapie erlaubt unter der Voraussetzung einer stabilen Dosis Uber
>2 Monate

Cabometyx ist indiziert flir die Behandlung des fortgeschrittenen Nierenzellkarzinoms (renal cell carcinoma, RCC) bei Erwachsenen nach
vorangegangener zielgerichteter Therapie gegen VEGF (vaskularer endothelialer Wachstumsfaktor) (siehe Fachinformation Stand 11/2017)

15. ENETS-Jahrestagung, Barcelona, Spanien, 7.-9.3.2018
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Phase 2 und 3 Studien bel Neuroendokrinen
Neoplasien G2/G3

Phase 2

Phase 3

NORDIC NEN
G3

EVINEC (AIO)

CABONEN

NETTER- 2

COMPOSE

www.clinicaltrials.gov

Everolimus +
Temozolomid

Everolimus

Cabozantinib

177-Lu-
DOTATOC

177Lu-
Edotreotide

Octreotid LAR
60 mg

CAPTEM
Everolimus
FOLFOX

Ki67< 55%

NET G3; NEC
NEN G3
Ki67>20-60%
NET G2/ G3

NET G2/G3

1st line

Nach Platin-
basierter Tx
1st or 2nd line

1st line

1st or 2nd line
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CABONEN - Cabozantinib bei NET G3/ NEC Ki67,,,,

Open label Phase Il Study, 15 Centers in Germany and Austria

_ _ Secondary endpoints: DCR at 3, 12 months
Primary Endpoint: DCR at 6 months ORR and best response rate, OS, PFS,
Time on drug, QoL, Safety

Screening Inclusion Treatment Follow-up
40 patients

Patients with NET G3/NEC Ki67,,

(Ki67 >20% and < 60%) Cabozantinib 60mg/d p.o. contineously
Non resectable Tumor Dose reduction to 40mg/d and 20mg/d
1st and 2nd Line therapies if needed

Gl or lung NET

> 4 Weeks > > Day O > > 12 months > > 3 months >

Principal Investigator: Alexander Konig, Universitat Gottingen
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CaboAveNEC Studie

CaboAveNEC: Cabozantinib + Avelumab in NET G3/ NEC with
low Ki67

* Unresectable or metastatic NEN G3

« Any location, proliferation index Ki 67 > 20% Cabozantinib 40 mg po daily
» Excluded: Merkel Cell carcinoma (MCC) or small cell lung +
cancer (SCLC) Avelumab 800 mg as a 1h
* Progression within 9 months prior to inclusion intravenous (i.v.) infusion every two
= After at least one prior chemotherapy (platinum based or weeks (Q2W)
STZ/TEM based)

N = 30 pts Primary endpoint: Disease control rate 16 weeks
Estimated Primary Completion Date: Starts Q2 2021

*Cabozantinib is indicated for the treatment of advanced renal
cell carcinoma (RCC) and hepatocellular carcinoma (HCC).

Pl: Dr. Matthias Weber, Mainz
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CABATEN: Basket-Studie

CABATEN: basket trial of CABozantinib plus ATezolizumab in
advanced and progressive neoplasms of the ENdocrine system

Cohort 1
Cohort 2
Cabozantinib 60 mg PO Cohort 3
+

Atezolizumab 1200 mg
Q3w Cohort 4
Cohort 5

Primary endpoint: ORR

Estimated Primary Completion Date: Cohort 6

March 2023

*Cabozantinib is indicated for the treatment of advanced renal
cell carcinoma (RCC) and hepatocellular carcinoma (HCC).

Well-differentiated neuroendocrine tumors of lung origin
(WHO grade 1 and 2, typical and atypical carcinoids)

Anaplastic thyroid cancer

Adrenocortical carcinoma

Pheochromocytoma and paraganglioma

Well-differentiated neuroendocrine tumors of
gastroenteropancreatic and origin (WHO grade 1 and 2)

Poorly differentiated neuroendocrine tumors (WHO grade 3),

excluding small cell lung cancer

N |
GETNE

N=9+15pts
N=9+15pts
N=9+15pts
N=9+15pts
N=94+15pts

N=9+15pts

Pl: Dr. Jaume Capdevila & Enrique Grande. GETNE. ClinicalTrial.gov. NCT04400474
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Fibroblast activating Protein — Ein neues Zielmolekdl

FAPI-02 o
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Fibroblast activating Protein (FAP) — Neues TT
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Fokus aktueller Studien: PRRT und TKIs

TKIs to watch: Cabozantinib, Surufatinib,
Ramucirumab

mmuntherapie: Bel NET eher als
Kombinationstherapie/Folgetherapie (z.B. nach
PRRT, nach Temodal?) denkbar, Daten zur
Monotherapie enttauschend

Weitere Perspektiven: Neue Radionuklide und
alpha-Emitter

L
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Aktuelle und zukunftige Studien in Deutschland

* RAMU-NET bel Pan-NET

TKI

« CABONEN

» Surufatinib bel Gl und Lungen NET

e CaboAveNEC

« COMPETE bei GEP-NET
* NETTER-2 bel GEP-NET
 COMPOSE bei GEP NET

G1/G2
G3
G1/G2
G3

G1/G2
G2/G3
G2/G3
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