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e Rare by incidence; not so rare by prevalence
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Increasing opportunity for research

Dasari A, et al. JAMA Oncol 2017;3:1335-1342
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Partnership in Neuroendocrine Tumors

e Levels of evidence

Levels of Oxford Centre of EBM
evidence

“ Systematicreviews (meta-analyses) of RCTs
“ Randomized controlled trials

e —
i

Adapted from Oxford Centre of Evidence Based medicine; https://www.cebm.net/
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e From discovery to improved population health

Trials designed to Confirmatory/ Real world evidence
learn proof of concept Registrational trials clinical utility
(early development) efficacy (late development)

Pragmatic | Long term

trials : outcome
Understanding the biology and ! Trials designed to - HTAtrials | - Toxicity
mechanisms of actions conclude on efficacy - Applied - QoL

clinical - - Data

research analytics

Discovery Application Guidelines Practice
2 2 14 : 2 2
Health application Guidelines Practice Population health

Lacombe et al Molecular Oncol 2019;13:558-566
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e “Blue Highways” on the NIH Roadmap

BENCH

BEDSIDE PRACTICE
Basic Science Research T1 Human Clinical Research T2 Clinical Practice
s : Case Series Controlled Observational Delivery of Recommended Care
Prgcllnlcal Studies e o SHidics to the Right Patient at the Right Time
Ry Clinical Trials Phase 3 Clinical Trials Identification of New Clinical Questions
. and Gaps in Care
TRANSLATION
TO HUMANS
T2 Practice-Based Research T3
Guideline Development o ; Dissemination
Meta-analyses Phase 3 ?nd 4 Cllm.cal Trials Research
Systematic Reviews Observational Studies Implementation
Survey Research Research

TRANSLATION
TO PATIENTS

TRANSLATION
TO PRACTICE

Westfall et al JAMA 2007;297(4):403-6
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e Current ENETS research

European =
Login Password I Login I
Not a member yet? Forgotten password?
Register now

Nevroendocrine Tumer Society

ENETS ANNUAL
HOME MEMBERSHIP CONFERENCES ‘ ENETS REGISTRY RESEARCH
EDUCATION/CME S
GRANTS AND CENTERS OF
ABOUT US ENETS GUIDELINES AWARDS EXCELLENCE NET NURSE

ENETS Research

ENETS R h ; S - : : . 3
SR ENETS strives to stay on top of latest findings in NET for improving therapies, diagnostics and treatments for

ENETS Research Projects patients all around the world.

ENETS supports and collaborates with important NET research projects in various disciplines.

Researcher Platform

Important research projects and trials listed have been introduced and further developed since the society's
ENETS Excellence Academy Project . .
founding in 2004.

ENETS aims to further research collaborations, especially within the ENETS CoE and ENETS Young researcher
community by

1. selecting annually one common ENETS EXCELLENCE ACADEMY Project, and

2. providing researchers with a platform on which they can find collaborators by giving a short outline of

their project.
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e Recruiting projects

HOME

ABOUT US

ENETS

Soclety

MEMBERSHIP

ENETS GUIDELINES

Not a member yet?

Forgotten password?
Register now

ENETS ANNUAL

CONFERENCES ENETS REGISTRY
CENTERS OF

RESEARCH
EDUCATION/CME

NET NURSE

ENETS Research
ENETS Research Projects
Researcher Platform

ENETS Excellence Academy Project

+ DISTANT METASTASES
AND LONG-TERM
SURVIVAL AFTER

COMPLETE RESECTION
OF NEUROENDOCRINE
TUMORS OF THE
APPENDIX (SURVIVAPP)

GRANTS AND
AWARDS

EXCELLENCE

ENETS Research - Recruiting Projects

After a thorough selection process, ENETS Advisory Board has approved several research initiatives addressing

so far unmet medical needs. ENETS is supporting the following trials, which are still recruiting.

ASPEN STUDY - ASYMPTOMATIC SMALL EQTOR

PANCREATIC ENDOCRINE NEOPLASMS.

The ongoing trial (SEQTOR) is currently
investigating the antiproliferative efficacy and
safety of everolimus, followed by STZ/5-FU in
advanced pancreatic NET (pNET) in a crossover
design upon progression

A prospective evaluation of the management of
Asymptomatic Sporadic nonfunctioning Pancreatic

neuroEndocrine Neoplasms < 2 cm

| Login |
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e Recruiting projects

Eurepean

ENETS

Soclety

HOME

ABOUT US

MEMBERSHIP

ENETS GUIDELINES

Not a member yet?

assword | Login |
Forgotten password?

Register now

EDUCATION/CME

ENETS ANNUAL
CONFERENCES

GRANTS AND

ENETS REGISTRY

RESEARCH
CENTERS OF

NET NURSE

ENETS Research
ENETS Research Projects
Researcher Platform

ENETS Excellence Academy Project

+ DISTANT METASTASES
AND LONG-TERM

Ciimimisar Arrem

observational
OF NEUROENDOCRINE
TUMORS OF THE
APPENDIX (SURVIVAPP)

AWARDS

EXCELLENCE

ENETS Research - Recruiting Projects

After a thorough selection process, ENETS Advisory Board has approved several research initiatives addressing
so far unmet medical needs. ENETS is supporting the following trials, which are still recruiting.

ASPEN STUDY - ASYMPTOMATIC SMALL

PANCREATIC ENDOCRINE NEOPLASMS.

A prospective evaluation of the management of
Asymptomatic Sporadic nonfunctioning Pancreatic

neuroEndocrine Neoplasms < 2 cm
observational =

SEQTOR

The ongoing trial (SEQTOR) is currently
investigating the antiproliferative efficacy and
safety of everolimus, followed by STZ/5-FU in

advanced pan i i ssover
design upon

IMP = Investigational Medicinal Product
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e EORTC — an introduction

GEORTC .
Mission

AIM: To increase cancer patients’ survival and quality of life
Do this through:

« Generating robust medical evidence: design,
coordinate and conduct multidisciplinary, clinical and
translational trials, leading to therapeutic progress and
new standard of treatment in care

« Setting Standards: being a reference for
methodological research and an authority in establishing
the standards of treatment in care




PARTNETS

Partnership in Neuroendocrine Tumors

e EORTC — an introduction

HERIC

Missions EORTC Headquarters

« To provide an optimal infrastructure for carrying out
multicenter cancer clinical trials

« To provide expertise in clinical research management

« To ensure independence and objective conduct, analysis
and reporting of trials

« To promote and conduct internal research projects

« Education role: courses / manuals / PhD / fellowships
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e EORTC — an introduction

EORTC is unique

» Not for Profit organization where research is done
with unwavering independence and accountability
for making all results public

« Our research spans all aspects of cancer
management: medical, radiation, surgical, imaging,
and translational research

Multidisciplinary

« Network of over 5.300 oncology experts. Our
research is solution-driven, for all types of cancers,

Multi-tumour : )
leaving no-one behind

« A network of over 930 institutions in 31 countries;
coordinated and managed from headquarters in
Brussels with over 200 core staff

« Our experts ensure our activities meet the strictest
regulatory standards and quality assurance
requirements

Regulatory

compliance

Peer review of protocol by internal and
external Protocol Review Committee
Database in control of independent
organization

Access to primary endpoint by the
pharmaceutical industry only at maturity
Database ownership & use as per
sponsor setting

Strict control of biological material by
academia

IDMC, final analysis and publication
under the control of academia
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e EORTC — an introduction

Neuroendocrine and
hepato-pancreato-
biliary

« Tumor specific:

Brain Tumor

Breast Cancer

Lung Cancer Genito-Urinary Cancer
Leukemia Gynecological Cancer
Lymphoma Head and Neck Cancer
Melanoma Endocrine Tumor Group

Soft Tissue and Bone Sarcoma St RO L i

» Cross-discipline:
Quality of Life
Radiotherapy
Elderly Task Force
Imaging
Translational Research
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e EORTC — an introduction

Neuroendocrine and
hepato-pancreato-
biliary

« Tumor specific:
Brain Tumor
Breast Cancer

Lung Cancer Genito-Urinary Cancer
Leukemia Gynecological Cancer

Lymphoma Head and Neck Cancer
Melanoma Endocrine Tumor Group

Soft Tissue and Bone Sarcoma St RO L i

: » Cross-discipline:
: Quality of Life :
Radiotherapy

Elderly Task Force
: Imaging :
Translational Research .

------------------------------------------------
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e Neuroendocrine neoplasms - therapies emerging in the more common subgroup

Subgroups with approved therapies

Pancreatic NET
Small intestinal NET
Other Gl

Lung

Busy space with industry-
sponsored studies
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e Neuroendocrine neoplasms - therapies emerging in the more common subgroup

Subgroups with approved therapies Rarer subgroups — unmet need

e NET-G3
e Thymus
e Pancreatic NET e MEN-1-related
e Small intestinal NET e Paraganglioma / phaeochromocytoma
e Other Gl e Genito-urinary
e Lung e DBreast
e Prostate
o efc...
Busy space with industry- Opportunity space for ENETS

sponsored studies Collaborative studies needed
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e ENETS has many strengths

Network with large global footprint
Specialist expertise

Multidisciplinary

Pooled ability to deliver on rare patient
subgroups

Centres of Excellence
Oversight/governance structure

e lterative process through society meetings
o Annual meeting

o Advisory board

o Next-gen meetings

erOusEn nETEpGypr
Sankt
{ Helg"“" Petersburg

@ ) - = - ..
Stockholm Estland

Eesti
Lettland
Latvija
®
Moskau
Mocksa
Belarus
benapyce

Palen
Kiew
an Kuis
n e
% Kischinau :,J:;::Z
Osterreich udapest Ch-sénau

Frankrei

France Zagreb Rumanien
Golfvon = Romaénia <
Biskaya | Kroatien
| 1 rvatska y
{ " Bulgarien
{ ot Skopjeg - Brarapus
Bar : It ' Ckonje -~
Spanien 4 | 1 !“{stanbul
Portugal Espafa ‘ Turkei
) Tunis v Griech nd Turkiye
i - L EAAGG
e fUss
= Algier ; —
’}::jlt Alger - =4 | Syrien
AR.520 Tunesx.en Beiri g
+ Australia v 7 =
! — Kairo__ JoMdanien
o + USA oublhb " np@\.nll o3l

migerien
sl l‘.‘, gal

3.

(]
[



PARINETS

e ENETS limitations

Unable to sponsor studies
Unable to fund studies

Quality of life methodology
Health economic methodology
No CRO function
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e Operational functions vs. academic co-development

Database

Data management
Monitoring / QA
Regulatory submissions
Drug distribution
Sample collection
Pharmacovigilance

Annual reports/registrations™®

* complex, by country-level
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e Operational functions vs. academic co-development

-------------------------------------------

Database

Data management
Monitoring / QA
Regulatory submissions
Drug distribution
Sample collection
Pharmacovigilance

Annual reports/registrations™®

* complex, by country-level
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e Operational functions vs. academic co-development

Database

Data management
Monitoring / QA
Regulatory submissions
Drug distribution
Sample collection
Pharmacovigilance

Annual reports/registrations™®

* complex, by country-level

Methodology

Protocol development
Quality of life group
Health economics
Statistical methods
BioBanking

Pharmacology (early phase)
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e Operational functions vs. academic co-development

-------------------------------------------------------------------------------------------------------------------------------------------
* .

Database Methodology

Data management Protocol development
Monitoring / QA Quality of life group
Regulatory submissions Health economics

Drug distribution Statistical methods

Sample collection BioBanking
Pharmacovigilance Pharmacology (early phase)

Annual reports/registrations*®
ot o I

* complex, by country-level

3 -
...........................................................................................................................................
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e Operational functions vs. academic co-development

-------------------------------------------------------------------------------------------------------------------------------------------
* .

Database Methodology

Data management Protocol development
Monitoring / QA Quality of life group
Regulatory submissions Health economics

Drug distribution Statistical methods

Sample collection BioBanking
Pharmacovigilance Pharmacology (early phase)

Annual reports/registrations*®
L .

* complex, by country-level

3
........................................................................
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e (Working) proposal

Provide peer-review for proposals

NET expertise

Identify methodology partners needed

Feasibility of delivery

Letter of support for grant applications

Open to active investigators with core

membership/panel

e Representation by national groups (e.g.
GETNE, UKINETS, etc.)

e Next-Gen of investigators

1. ENETS Research Workshop
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o(Working) proposal

1. ENETS Research Workshop
2. ENETS-badging of studies

e Formal application process
e Pre-specified criteria (academic quality)
e Definition of eligible studies:

O

o O O O

Audits — multi-national (= 3 countries)
Retrospective studies

Observational studies

Prospective studies

Industry studies
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o(Working) proposal

e Pipeline of studies via workshop

1. ENETS Research Workshop e Open to non-workshop studies

2. ENETS-badging of studies
3. ENETS-developed studies
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o(Working) proposal
1. ENETS Research Workshop
2. ENETS-badging of studies
3. ENETS-developed studies
4. Ongoing review of portfolio

opportunities

Retrospective studies
Prospective studies
Observational studies

Interventional studies
o Non-IMP (e.g. endoscopic surveillance)
o IMP

Biomarker
QoL

Translational
o Tissue BioBank
o Imaging BioBank

RWE - e.g. application of guidelines
Community-based studies

Public health research

Health policy analysis

IMP = Investigational Medicinal Product; RWE = real world evidence;
QoL = quality of life
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Promotion of studies

research ) .
Platform for dissemination

o(Working) proposal
e |nvolve patients and advocates in co-
1. ENETS Research Workshop development of research
2. ENETS-badging of studies e Feasibility
3. ENETS-developed studies e Acceptability
4. Establish PPI* group to support .
[ ]

* PPI = Patient-Public Involvement
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o(Working) proposal
1. ENETS Research Workshop
2. ENETS-badging of studies
3. ENETS-developed studies
4. Establish PPI* group to support research
5. EORTC collaboration

* PPI = Patient-Public Involvement

For selected studies

Where synergies can be maximised
(cross-cutting groups)

Quality of life

Radiotherapy

Elderly

Imaging

Translational

Academic co-development of studies
Agreements in place

(not to the exclusion of other academic
collaborations)

@)

O O O O
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e Summary

e Many opportunities for research in the field of NENs

e Improved understanding of molecular biology and immunology is paving the way for innovative
pharmacological approaches.

e Academic priorities differ from “marketing authorisation” approach

e Unanswered questions re: quality of life, survival, biomarker-selected groups, treatment duration,
sequences and combinations, etc.

e Need for integrated translational research

e This proposal is open for discussion



