ENET Conference was held virtually again this year from 25 – 27 February 2021.
The opening Plenary session was presented by Wolf H Fridman (Cordeliers Research Centre, Paris, France) “Immunotherapy in Cancer”. The ultimate goal of immunotherapy is to modify the tumour microenvironment in primary and / or metastatic sites so as to increase the ratio of tumour specific memory T cells, predominantly CD8 effector cells, over suppressive inflammatory cells, and their mediator. It is also the goal to induce or increase a systemic antitumour response to residual malignant cancer cell. Where there are higher mutations there is higher efficacy. See the slide below which demonstrates the effect on Merkel Cell Carcinomas. There is still much work to be done in the NETs arena.
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Another session on Day 1 discussed the new subcategories of NETs: update on the WHO grading and markers. This was by Massimo Millione Instituto Nazionale Tumori (Milan, Italy). The slides show the changes which have NET G1 to Ki-67 3% and amendment to NECG3 which is further demonstrated in slide 2 the prognosis of Type B & C NEC G3 >55%.
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Leonidas Apostolidis from Department of Medical Oncology Heidelberg Germany provided an overview of work which has investigated the comparison between NET G3 & NEC G3. Interestingly there has been some response in NEC G3 to Immunotherapy (see below)
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There were just under 200 abstracts accepted and available for viewing which included 2 from NeuroEndocrine Cancer Australia. We were really thrilled to have the posters accepted. They were our GP Education Course and Getting Results.
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Other posters of interest were – 
[image: ]
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On Friday afternoon (CET) which was 2am (AEST) – the International Neuroendocrine Cancer Alliance (INCA) held a very interesting session which included - 
· Early Diagnosis Challenges as reported in SCAN 7 SCAN II launch – Dr Sugandra Duneja (Nuclear Medicine Physician, India)
· Impact of misdiagnosis on healthcare systems and patients – understanding barriers to early diagnosis – the results of a survey from November 2020 were presented with a total of 880 reposes Catherine Bouvier NCUK. A summary of the recommendations of the respondents is in the slide below.

[image: ]


· Improving time to diagnosis – need for GP Education and Optimal Cancer care Pathway for NETs – our own Simone Leyden NeuroEndocrine Cancer Australia.
[image: ]

· The final session was NET misdiagnosis and late diagnosis: How can we have a positive impact on changing the facts presented by Dermot O’Toole - Gastroenterologist NET Centre of Excellence Dublin. As per the slides below the issue of awareness and education were at the forefront.
[image: ]
[image: ]
Following on from there was a general discussion about ways in which internationally the issue of misdiagnosis could be addressed. The development of the GP Education modules in Australia was highly acknowledged and also prompted the need for other disciplines to have access to this education such as gastroenterologists. This will continue to be evaluated and could develop into an international implementation of the education modules.
Report by Meredith Cummins NECA Project Officer / CRA
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Background:
It is well documented that knowledge of NETs is limited

amongst many General Practitioners (GPs). With the

median time to diagnosis in Australa S+ years,

NeuroEndocrine Cancer Australia (NECA) ~conducted

research to identify the gaps in knowledge, to develop the

first education program to be accredited by the Royal

Australian College of General Practitioners.

Method

+ In 2018 / 2019, NECA encouraged NET patients to
nominate their GPs to complete a 21-question survey.
Questions ranged from diagnosis, initial symptoms,
interactions  with specialists, educational gaps &
preferences. With only 5% suspecting a NET these
results provided the foundations for much needed

education for GPs. DidYou Suspecta NET

v by

e
A national multi-disciplinary steering committee was
formed including Medical Oncology, Nuclear Medicine,
GP, Endocrinology, Psychiatry, Dietitian, Consumer,
Specialist Nurse and accredited Medical Writers. The
committee with the medical writers created
comprehensive NET education modules, based on the
gaps identified from the survey results.

Resull

* The course was launched 9 November 2020, in time for
World NET Cancer Day.
Within 24 hours, 5 GPs had registered and had
commenced the modules — the modules are also available
to Registrars.
Focus of the course: “How to Identify Neuroendocrine
Cancer - When it’s not part of the typical Line Up
Module 1: Suspecting NET in General Practice including
symptoms and diagnostic investigations
Module 2: Management of NETs including surgery, SSAs,
Chemotherapy, PRRT
Module 3: Specific NETs including MEN1 PPGL, SDHB,
Merkel Cell Carcinoma
Module 4: Living with NETs including diet, Psychological
Impact & Financial Toxicity
Each module has case studies which enable the registrant
to then apply the knowledge gained in the specific module
to answer questions.
Completion of the course results in 40 CPD points,
equating to 1/3 of GPs triennium requirements

oM

Australian Accredited GP NET Education Course

Authors: Simone Leyden, Meredith Cummins: NeuroEndocrine Cancer Australia, Blairgowrie, Australia

Conclusions:
+ The suite of 4 GP Education Modules is comprehensive and
interactive in the understanding of NETs and their
management.

Through the development of this course, given the vagueness
of NET symptoms, ongoing misdiagnosis and advanced disease,
GPs will be better informed, more likely to “Suspect It & Detect
it” and patients will be diagnosed earlier.

Care of NET patients is Multidisciplinary, and GPs are an integral
part of the NET Multidisciplinary Team.

Future Directions:

Federal Health department support to roll out nationally
Establishment of nurse steering committee to adapt module for
nurse accreditation through Cancer Nurses Society of Australia
Work with Royal Australian College of General Practitioners to
promote throughout their channels over the 3 years with a
target of 1000+ participants

Use of the modules to help guide a national Optimal Care
Cancer Pathway for NETs in Australia

Acknowledgements

NECA thanks industry funded unrestricted educational grant and
Partnership project industry funding, which made this project
possible, as well as the dedicated steering committee who
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Introduction E— Other Findings
+Scans are integral to Neuroendocrine Tumour (NET) management B s ot Other impacts on patint wellbeing:

including CT, MR and PET. There are no guidelines regarding the timing of ceto face . Mental heatth

scans and resuis communication from a palient perspective. consaliations (80%) o ; ;
P L==at Quality offamily and significant elationships
Aims ‘summaris (38%) and - Sieep qualty and fatigue
1.To explore paient experiences and preferences related to scan resuts “avisual image of the - Being unableto plan as e is on hold"
communicaion n Austala Scan shown (43%) e
2.To make recommendations to improve patient experiences and nform best
pracice for timing of scans and delivery of resuls. f“:':nz'i::i"z‘s“:’e'l;:e:;‘i':r?:::md resuts
Methods: 9

- Face to face consultations, with time for questions and dialogue
| An online consumer focus group was formed, with findings guiding a 31- Most patients

o o e S P ity - Visual images, comparisons to previous scans, written summaries with
q y regarding Ll a preference for copies of all to be given to patients.
+ Waiting times between scans and resuls

receiving copies of HOW LONG DO YOU TYPICALIY WAT R HOW LONG WOULD BE AN APPROPRIATE

+ Communication of results findings
« Impact on wellbeing, e

“This was consumer tested before distributing via patient support groups and
social media, with 115 responses with over 1000 individual comments.
Comments were collated and qualittively analysed for common themes
Main Findings
* Paients reported diverse experiences, with varying distress levels. In the

days leading up to scans, 52% of respondents rated their anxiety at 5110

o higher. During the interval between scan and getting results, this

increased to 65% Patients identfied factors that assist them greatly,including:

Aty was xacerated by walng nes forrsuts, and was reported a5 . Minimising waitng times between scans and results

iy gl - Patient focussed consulations, unrushed with dialogue using verbal
writen and visual communication
“I think the oncologist - Established trust in the medical team and support team
may not realise that llike Bl oz range of seifcare and advocacy strategies.
to see the detail of Future Directions for Research
the report, even though | + This was a first look at how NET patients receive their scan results and
don't understand the impact this has on various aspects of patient well-being,
medical terminology” highiighting anxiety as a key consequence
Further research is needed into self-management strategies for
o reducing aniety

Other issues impacting patient experience

Poor communication with patients and between diagnostic, RE:“'C“ :hﬂ‘w ”*“dd'/“‘h ht‘-ﬂ“: care professionals to MI;/ ’
oncologists, GPs and administration teams understand how service deliveryand patient communication of results

Under resourced clinics and busy rushed professionals can be improved (e.g., identifying service gaps and improvements in
Physical distance from medical teams, particularly patients in rural areas reporting for PET scans).
Lack of understanding of patients needs when receiving results. For comespondence: kate@neuroendocrine.org au
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INTRODUCTION:

> Neuroendocrine carcinomas (NEC) have a poor prognosis and there is
no standard second-line treatment
Immune checkpoints have proven their utility in numerous types of
cancer.
Two studies, DART SWOG 1609 and CA209-538, have shown activity of
the combination of Ipilimumab and Nivolumab.

Am

> We report data from the first two patients with NEC treated with
immunotherapy combinations in our center after progression despite
previous platinum-etoposide treatment

METHODS:

> DART SWOG 1609' presents an ORR of 44% (8/18) in this type of
patients. The clinical benefit rate (response or stable disease for more
than 6 months) was 42% in patients with high-grade tumors. The most
frequent immune-related toxicities of any grade were hypothyroidism
(31.3%) and aspartate transaminase elevation (25%). The doses
administered was Nivolumab 240mg /2 weeks and Ipilimumab 1mg/kg
/6 weeks.
CA209-538? in neuroendocrine subgroup analysis, presents an ORR of
33% (3/9). The median progression-free survival was 4.8 months [95%
confidence interval (Cl): 2.7-10.5] and overall survival was 14.8 months
(95% Ci: 4.1-21.3). Immune-related toxicity was reported in 66% of
patients with 34% experiencing grade 3/4 events. The treatment
consisted of Nivolumab 3 mg/kg + Ipilimumab 1 mg/kg x 4 cycles

RESULTS:

> FIRST CASE: We report the case of a 67-year-old woman diagnosed
with gastric NEC with liver metastases (Image 1-2), the Ki-67 was 80%
and the ECOG index was 1. The platinum free interval (PFI) was 2
months. In this patient, Nivolumab 3 mg/kg was administered with
Ipilimumab 1 me/kg (low dose). She presented clinical worsening after
2 cycles and liver hyperprogression was confirmed (Image 3-4). She
died 8 months after initial diagnosis. Overall survival after the start of
the second line was 72 days.

G Somatostatin

= |

@ item Details [WWT.. ) Member login

> SECOND CASE: We report the case of a 63-year-old man diagnosed
with sigma NEC with metastatic disease detected in the liver, lymph
nodes, peritoneum and bones (Image 5-6). The Ki-67 proliferation
index was 90% and the ECOG index was 0. The PFI was 4 months. In
this patient, Nivolumab 1 mg/kg was administered with Ipilimumab 3
mg/kg (high dose). After the second cycle he showed a clinical
response with decreased pain and asthenia, which was later
confirmed radiologically after the third cycle (image 7-8). He had
grade 3 AST / ALT toxicity that required high-dose oral corticosteroids
After improving to G1 and a slow decrease in corticosteroids, the 4th
cycle was administered at the same doses. Again, he presented G4
toxicity at d + 41, resolved with methylprednisolone 2 me/kg iv
(Figure 1). Nivolumab as maintenance monotherapy is currently
pending. Current survival is 185+ days.

Conclusion:
* Ipilimumab and nivolumab is a treatment
option in a poor prognosis population,
which requires further investigation

+ Toxicities are manageable in highly
experienced centers

Some patients with NEC may
become long-term responders
with immunotherapy
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NENs are heterogeneous; there is a pressing need for biomarkers to aid
prognosis and management.

8F-FDG PET avidity is associated with higher grade pathology and
poorer outcomes, whereas “Ga-DOTATATE PET avidity is associated with
Tower grade pathology and better outcomes.

‘The NETPET scoring system was developed to summarise the complex
information from dual PET imaging for patients with advanced NEN2.
P1 denotes “*Ga-DOTATATE avid disease only, whereas P5 denotes
significant 15F-FDG avid, *Ga-DOTATATE non-avid disease.

‘We undertook a multicentre retrospective study to investigate whether
the three-group classification of dual PET would retain prognostic
significance

‘GEPNEN patients with dual *F-FDG and ““Ga-DOTATATE PET within 90
days of each other were eligible for inclusion.

Primary endpoint was overall survival (0S). Secondary endpoints
included progression-free survival (PFS), and correlation of histological
‘grade with NETPET classification.

Ethics approval was obtained at each site (2019_ETH14060).

Statistical analysis: Classification into three groups as per original paper
describing the NETPET score? (P1, P2-4, PS). Intention-to-treat analyses
of survival, using Kaplan-Meier method, univariate and multivariate
‘analyses, and comparisons using log-rank test. Inter-rater reliability was
also calculated (Cohen’s kappa).

234 eligible patients were identified across 3 international sites.

‘The inter-rater reliability of the NETPET score at the lead site was 0.824.
Median overall survival (0S) = 57.6mo, and median PFS = 21mo.

‘The NETPET score was significantly correlated with OS and PFs
(p<0.0001 for both, log-rank test, Figures 1 and 2).

Significant correlation was seen between NETPET classification and
histological grade (0<0.0001, tau=0.36, Kendall’s Tau correlation)
Multivariate analysis for OS showed that grade (p=0.017) and NETPET
category (=0.006) were the most significant predictors of outcome.

“Chan ot al, Theranostcs 2017, 7(5):1145-1158. Karfis o a, Oncolargot 2020, 1(6)
589.509. Furtado OMahony ot al Neuroendocrinology 2019, 108: 5850
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“This study further confirms the prognostic value of the NETPET score
ina multicentre cohort.

Strengths: Across multiple centres with comparable scanners,
NETPET remains highly significant on multivariate analysis.
Weaknesses: Needs prospective validation, and comparison to other
biomarkers (e.g., FDG PET SUVyyqy, novel tissue/blood biomarkers).
Whilst we suggest patients for workup and high-grade NENs should
be considered for dual PET, this is dependent on the cost and
availability of the modality in the jurisdiction.

The NETPET score continues to hold
prognostic significance in a multi-centre
retrospective study of 234 patients.

ig 1: Overall Survival by NETPET score

“ P1=1018mo
P24=a88mo

o P5=144mo
(p<0.0001 logrank test)

Survival Probability

50 100
08 (months)

+ Define quantitative cut-offs between different subgroups.
« Prospectively validate the NETPET score and investigate its
value as a predictive biomarker.

Information Bc X \ @ N5058-NECA = X \ +

[+] - X

ax »Q:

Grateful Patient Givi... »

Reading list

ression-Free Survival by NETPET score
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‘Table 1: Clinical characteristics of stu
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Fig 3: A patient with G2 panNET, NETPET score P5, S 6 months
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Speaker: Dr. Sugandha Dureja
INCA Access Committee Member
Founder, CNETS India

Nuclear Medicine Physician

Session 13-06 - Early Diagnosis Challenges - Dureja Talk

32 Grateful Patient Givi... »

INC 3

NCUK Community Recommendations
Multiple answers allowed

56% -Greater public awareness

56% - Earlier investigations

44% - Better communication between healthcare professionals involved in my care
43% - Earlier access to expertise

39% - More relevant investigations

28% - Access to relevant information

19% - Better access to all health and social care services

40% - A dedicated referral pathway for Neuroendocrine Cancer patients

19% - Better access to all health and social care services

As expected at this

15% - Access to peer to peer support
phase of pathway

14% - Access to psychological support |

78% of respondents were now ( 2020) under the care of an expert NC team.
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INC Need for Optimal Cancer Care Pathway for NETs |NCA g;x;:fmme
B + Optimal cancer care pathways
(0ccPs) outline the best cancer  INCidence and prevalence of NETs
care for specific tumour types S Grammniazen
+ Endorsed by the National Cancer Incidence brevaence
Expert Review Group, Cancer
Impact of misdiagnosis on healthcare systems and patients - Australia, Cancer Council < P
Understanding the barriers to early diagnosis Australia, and the Australian Y
Health Ministers Advisory 4
February 26 - 16.58-17.05 Council. | -2
) « developed to provide information = as0s
Catherine Bouvier for health professionals on the L

best cancer care

Despite high incidence and
prevalence of NETs, there is no
approved OCCP

OCCP's exist for other cancers
listed
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Session 13-07 - Impact Of Misdiagnosis On Healthcare Systems And

Patients - Bouvier Talk Session 13

Optimal Care ay For NETs - Leyden Talk
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Patient Impact on Improving NET

Research and Time to Diagnosis
16:15 - 17:30 CET on 26 February 2021
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