Final report of the 10th Scientific ENS@T Meeting

Summary

From 25-26 november 2011, the European Network for the Study of Adrenal Tumors (ENS@T) convened in Duiven in the Netherlands.

This meeting was organized by Dr. Henri Timmers and Prof. Jacques Lenders from the Depts. of General Internal Medicine and Endocrinology of the Radboud University Nijmegen Medical Center, The Netherlands. 

The meeting was attended by about 90 participants from all over Europe and was dedicated to tumors of both adrenal cortex (adenoma, Conn’s adenoma, adrenal Cushing and adrenal cortical carcinomas) and medulla (pheochromocytoma/paraganglioma). 

Apart from oral presentations, posters could be viewed. The full scientific program is attached below.
On friday, november 25, the first afternoon session was an update on current ENS@AT projects regarding APA (aldosterone producing adenomas) and NAPCA (non-aldosterone producing cortical adenomas). The six oral presentations dealt with steroid profiling and genetic and histopathological aspects of these adenomas.

The second afternoon session was an update on current ENS@AT projects regarding ACC (adrenal cortical carcinoma). The oral presentations in this session included diagnostic (steroid profiling) and therapeutic (surgical and pharmacotherapeutical) aspects of ACC as related to clinical outcome. In addition, molecular biology aspects of these tumors were addressed extensively.

On saturday, november 26, the first morning session was an update on current ENS@AT projects regarding pheochromocytoma and paraganglioma. The free communications in this session included diagnostic (immunohistochemistry, next generation sequencing) and pathophysiological (microRNA expression profiling, mitochondrial function and catecholamine content) aspects. 

The last session this morning, chaired by prof Wiebke Arlt, was a rapid introductory kaleidoscope of ongoing and future ENS@t projects, thus providing an excellent opportunity for the audience to see where close multi-institutional and international collaboration might be possible. 
In the afternoon there were four parallel sessions on APA, NAPCA, ACC and pheochromocytoma and in these sessions, the ongoing and future ENS@T projects were discussed in more detail. In each session, the scientific board of each working group was elected. The task of these scientific boards is to review proposals for ENS@T collaborative research projects. This network of collaborative centers is necessary for several reasons such as recruiting sufficient patients, more harmonization of diagnostic criteria and of standard operating procedures, in particular for collections of biological samples (blood, urine, tissue). Without such European network, significant improvements in diagnosis and treatment will not be possible. 
The NAPACA Working Group meeting (chair M. Terzolo)
1. Election of the NAPACA WG Scientific Board

The assembly of the WG agreed with the election of the following nominees in addition to chairman Massimo Terzolo (Italy): Wiebke Arlt (United Kingdom), Franco Mantero (Italy), Marcus Quinkler (Germany), Antoine Tabarin (France). The task of the NAPACA WG Scientific Board is to review the proposals for research projects by members of the WG and assess their feasibility and appropriateness.

2. Proposal of collaborative research projects
A. Genetics of macronodular adrenal hyperplasia (Guillame Assiè, Jerome 
Bertherat). The project will include either a retrospective or prospective study aiming to look for candidate genes with a pangenomic screening by SNP array in familial cases of macronodular adrenal hyperplasia (AIMAH). An outline of this project has been presented and discussed, particularly in respect to definition of familiarity, radiological and endocrine criteria of AIMAH. The genetic assessment will be done at the Cochin Institute and the overall study will be supported by a national grant. The study protocol is expected soon for definitive approval. Meanwhile, the WG members who are potentially interested to participate are kindly requested to fill in the enclosed questionnaire.

B. EURINE- ACT (Wiebke Arlt). The project will consist of a prospective study examining 
the diagnostic and prognostic value of urine steroidobolomics in adrenal tumors. This is a project encompassing different WGs and as to the NAPACA WG the focus is on the possibility of improve our diagnostic capability in tumors >3 cm and/or with suspicious characteristics. However, any patient with an adrenal mass >1 cm is eligible for the study and patients who are not operated may enter the follow-up study including collection of biomaterial 12 months after the initial work-up. Clinical annotations should be entered in the ENSAT NAPACA Registry. The study protocol is expected soon for definitive approval.

C. IMPACT OF SURGERY OF « SUBCLINICAL » CORTISOL SECRETING INCIDENTALOMAS 
ON BLOOD PRESSURE AND CARDIOVASCULAR RISK    (A. Tabarin, L. Amar, PF Plouin, P Perez, M. Terzolo, B. Allolio). 
The concept of this project is to compare the outcome of adrenalectomy with conservative management in hypertensive patients with subclinical hypercortisolism. The study is a randomized controlled study with blood pressure control as primary endpoint. Randomization is preceded by a 6-month run-in period in which anti-hypertensive therapy is standardized according to a multistep schedule for drug escalation. It is expected that following surgery the number of drugs will be reduced following the same schedule in an inverse order. The study design has been presented and intensively discussed as to definition of subclinical hypercortisolism, the end-point of the study and the drug schedule. An internal meeting among the steering committee of the study is planned to develop further the study protocol according to the criticisms raised by the assembly.

The APA Working Group meeting (chair M-C. Zennaro)
1. Election of the NAPACA WG Scientific Board

The assembly of the WG agreed with the election of the following nominees in addition to chairman M-C Zennaro (Italy): Marcus Quinkler (Germany), Martin Reincke (Germany), Gian-Paolo Rossi, (Italy), Richard Warth (Germany), Jacques Lenders (The Netherlands). The task of the NAPACA WG Scientific Board is to review the proposals for research projects by members of the WG and assess their feasibility and appropriateness.

2. Proposal of collaborative research projects
Afterwards, 4 different project proposals were presented by two different laboratories and discussed by the attendants:

1. Prospective Appraisal of the Prevalence of Primary Aldosteronism in HYpertensive patients presenting with atrial flutter or fibrillation (PAPPHY 1) (GP Rossi, presented by Teresa Seccia, University of Padova)
A prospective study, which will use state-of-the-art criteria for the case detection of primary aldosteronism (PA) and will follow available guidelines for the management of atrial fibrillation/flutter (AFF) to investigate the prevalence of PA and the quality of life in hypertensive patients presenting with lone AFF. 
2. The Adrenal Vein Sampling International Study (AVIS2) for Identifying the major Subtypes of primary aldosteronism: Study Phase .  (GP Rossi, presented by Teresa Seccia, University of Padova).
By exploiting the expertise and the collaborative network of the just completed AVIS phase 1, the AVIS Study phase 2 is planned with the following specific aims:
a. To assess the proportion of bilaterally and unilaterally (right and left) selective AVS studies as a function of the different cutoff values proposed thus far to establish the selectivity of the catheterization;

b. To assess the diagnostic accuracy of the different cutoff values that are being used to identify the side of the lateralized aldosterone excess;

c. C. To clarify whether contralateral suppression can be used for reliably diagnosing lateralization when only unilateral (usually left-sided) AVS is successful; 

d. To establish whether stimulation with ACTH 1-24 (cosyntropin) improves aldosterone lateralization; 
e. To assess the percentage of AVS concordant /discordant with imaging, e.g. AVS that show lateralized aldosterone excess secretion at the side where a node is visualized with TC or RM.
3. The Familial Hyperaldosteronism ENS@T initiative (Martin Reincke, LMU, Munich)

4. The APA ENS@T Surgical Outcome study (Martin Reincke, LMU Munich) 

It was acknowledged that the procedure for proposing research projects within ENS@T involves completing a project outline form and MTA available on the ENS@T website.

Pheochromocytoma/paraganglioma Working Group meeting 

(Chair AP. Gimenez-Roqueplo)
1. Election of the Pheochromocytoma/paraganglioma WG Scientific Board

The assembly of the WG agreed with the election of the following nominees in addition to chairman Anne-Paule Gimenez-Roqueplo (France): Graeme Eisenhofer (Germany), Ronald de Krijger (The Netherlands), Pierre-Francois Plouin, (France), Massimo Mannelli (Italy), Mercedes Robledo (Spain), Henri Timmers (The Netherlands). The task of the Pheochromocytoma/paraganglioma WG Scientific Board is to review the proposals for research projects by members of the WG and assess their feasibility and appropriateness.
2. Proposal of collaborative research projects
The following projects were discussed during the Working Group:

· Evaluation of the contribution of MAX in PHEO/PGL: coordinated by M Robledo, AP Gimenez-Roqueplo and G Einsenhofer, a large number of ENS@T centers enrolled patients in that study, the corresponding manuscript is under review and should be published in 2012

· Long-term follow-up in PHEO/PGL: Pierre-François Plouin – Annex 1

· Incidence of PHEO/PGL in European patients carrying a SDHD mutation inherited from the maternal branch: Anne-Paule Gimenez-Roqueplo – Annex 2
· FIRSTMAPPP: Eric Baudin

· Study on TNM classification: Eric Baudin

· Prognostic indicators/biomarkers of malignancy in PHEO/PGL: Graeme Eisenhofer

· BMP signalling in PHEO/PGL: Felix Beuschlein
The Adrenal Cortical Carcinoma (ACC) Working Group meeting (chair M. Fassnacht) 

1. Election of the ACC WG Scientific Board

· The assembly of the WG agreed with the election of the following nominees in addition to chairman Martin Fassnacht (Germany): Eric Baudin (France), Harm Haak (The Netherlands), Rosella Libe (France), Massimo Terzolo (Italy). The task of the ACC WG Scientific Board is to review the proposals for research projects by members of the WG and assess their feasibility and appropriateness. Since its establishment in April 2011 the scientific board has reviewed and approved three projects (submitted by Felix Beuschlein, Rossella Libe, and Peter Igaz). For submitting new projects just download the proposal form at the above mentioned website and send it by e-mail to fassnacht_m@medizin.uni-wuerzburg.de 
2. Update on the ACC registry and related projects

· The ENSAT ACC registry (https://registry.ensat.org/) is running in the meantime very well. More than 1080 ACC patients are registered and some 600 collected biosamples have been entered.  
· The following projects have been presented and discussed during the WG meeting:
· Evaluation of prognostic value of histological marker in localized adrenocortical 

carcinoma after complete resection (Felix Beuschlein, Martin Fassnacht)

· Prognostic factors of advanced adrenocortical (ACC) defined by stage III and IV 

(Rossella Libe, Eric Baudin)
· Update Urine-ACT (Wiebke Arlt)
3. Basic and translational projects

· The following projects have been presented and discussed during the WG meeting:
· Circulating microRNAs in adrenocortical tumours (Peter Igaz) 
-  
Update on the genomics of the FP7-ENSAT-CANCER and the international ACC 

whole genome sequencing projects (Jerome Bertherat)
4. Clinical trials

· The following on-going and projected clinical trials were discussed:

· Update on the ADIUVO trial (Massimo Terzolo, Martin Fassnacht)  
- 
Alfredo Berruti: ADIUVO II for high risk patients (Alfredo Berruti, Martin 

Fassnacht). The most favoured regime would be mitotane vs. mitotane + 

cisplatin (e.g. 90mg/m2 for 4 cycles).   

· Update on our collaboration with the EORTC (Eric Baudin, Alfredo Berruti, Martin 
Fassnacht). In the last months the European Organization for Research and Treatment of Cancer (EORTC) has established a task force for endocrine tumors. The main goal is to organize clinical trials in thyroid cancer and ACC in Europe. Several members of our working group are actively involved in this process. Few days ago the EORTC has announced that they would fund the infrastructure for a clinical trial in ACC as part of their jubilee program. Nevertheless, funding from a pharmaceutical company to support such an investigator-initiated trial is sought. 
5. Establishment of “task forces” 

Development of diagnostic and therapeutical standards for the management of patients with ACC was discussed. It was discussed also to organize this together with the European Society of Endocrinology and maybe the EORTC “teaching courses” on adrenal / endocrine tumors.  
ENS@T Meeting program 2011

Program Friday, November 25th
13.00-13.45 Get together and Welcome Buffet
13.45-14.00 INTRODUCTION (H. Timmers, H. Haak, J. Lenders)
14.00-15.30 SESSION I UPDATE ON CURRENT ENS@T PROJECTS: APA/NAPACA 
Chair: F. Beuschlein & M. Quinkler 
6 free communications (10 min presentation, 5 min discussion)
14.00-14.15 ALDOSTERONE PRODUCING ADENOMA FORMATION IN THE ADRENAL CORTEX IN​VOLVES EXPRESSION OF STEM/PROGENITOR CELL MARKERS. Nr. 12 S.B. Boulkroun
14.15-14.30 GENDER DIFFERENCES IN ADRENAL HISTOPATHOLOGY IN PATIENTS OPERATED ON A UNILATERAL CAUSE OF PRIMARY ALDOSTERONISM. Nr. 83 T. Dekkers 
14.30-14.45 CONSTITUTIVE ACTIVATION OF ßCATENIN CAUSES PRIMARY HYPERALDOSTERONISM. Nr. 31 P.V. Val 
14.45-15.00 URINE STEROID PROFILING DIFFERENTIATES BETWEEN ACTH-DEPENDENT AND ACTH-INDEPENDENT CUSHING’S SYNDROME. Nr. 38 R.P. Vincent
15.00-15.15 THE ACTH-INDEPENDENT MACRONODULAR ADRENAL HYPERPLASIA GENE HUNT: FROM CANDIDATE GENES TO A PANGENOMIC STRATEGY. Nr. 78 G.A. Assie
15.00-15.30 COPY NUMBER AND LOSS OF HETEROZYGOSITY IN CORTISOL-SECRETING ADRENO​CORTICAL ADENOMAS USING HIGH-RESOLUTION SNP ARRAYS. Nr. 37 C.L.R. Ronchi
15.30-16.30 Coffee break and poster viewing
16.30-18.45 SESSION II UPDATE ON CURRENT ENS@T PROJECTS: ACC 
Chair: B. Allolio & E. Lalli 
9 free communications (10 min presentation, 5 min discussion)
16.30-16.45 IMPACT OF LYMPHADENECTOMY ON THE ONCOLOGIC OUTCOME OF PATIENTS 
WITH ADRENOCORTICAL CARCINOMA. Nr. 18 M. Fassnacht
16.45-17.00 CENTRAL ROLE OF ESTROGEN RECEPTOR ALPHA IN ADRENOCORTICAL TUMOR 
CELL PROLIFERATION. Nr. 26 V.P. Pezzi
17.00-17.15 DECIPHERING THE DOSAGE-DEPENDENT SF-1 REGULOME IN ADRENOCORTICAL 
CANCER CELLS. Nr. 34 E.L. Lalli
17.15-17.30 URINARY STEROID PROFILING DIFFERENTIATES ADRENOCORTICAL ADENOMA 
FROM CARCINOMA. Nr. 38 R.P. Vincent
17.30-17.45 EFFECTS OF MITOTANE ON EXOGENOUS AND ENDOGENOUS STEROID 
METABOLISM. Nr. 43 N.F. Taylor
17.45-18.00 MICRORNA PROFILING OF BENIGN AND MALIGNANT ADRENOCORTICAL TUMORS. 
Nr. 53 N. Cherradi
18.00-18.15 IMPACT OF SURGERY ON CLINICAL OUTCOME IN PATIENTS WITH RECURRENT 
ADRENOCORTICAL CARCINOMA. Nr. 54 T.D. Deutschbein
18.15-18.30 IMPACT OF CHROMOSOMAL ALTERATIONS ON GENE EXPRESSION IN 
ADRENOCORTICAL TUMORS. Nr. 78 G.A. Assie
18.30-18.45 EVALUATION OF SCREENCELL„¥ DEVICES FOR THE DETECTION OF CIRCULATING TU​MOR CELLS IN ADRENOCORTICAL CARCINOMA. Nr. 80 G.N. Nesi
20.00 Dinner
Program Saturday, November 26th
8.30-9.30 
GENERAL ASSEMBLY 
Chair: F. Beuschlein
9.30-11.00 SESSION III UPDATE ON CURRENT ENS@T PROJECTS: PHEO 
Chair: M. Robledo & L. Amar 6 free communications (10 min presentation, 5 min discussion)
09.30-09.45 SDHB IMMUNOHISTOCHEMISTRY CONFIRMS SDH INVOLVEMENT IN MALIGNANCIES IN SDHx MUTATED PATIENTS, BUT DOES NOT APPEAR TO BE A SCREENING TOOL IN THE GENERAL POPULATION. Nr. 60 T.P. Papathomas
09.45-10.00 DUAL PI3K/mTORC1 INHIBITOR NVP-BEZ235: HIGH ANTI-TUMOR POTENTIAL IN TWO NOVEL MOUSE PHAEOCHROMOCYTOMA CELL LINES. Nr. 56 S.N. Noelting
10.00-10.15 GENOTYPE-SPECIFIC CORRELATIONS BETWEEN RESPIRATORY CHAIN ENZYME ACTIVI​TIES, SUCCINATE ACCUMULATION AND CATECHOLAMINE CONTENT IN PHEOCHRO​MOCYTOMA AND PARAGANGLIOMA. AN IN VITRO 1H-NMR SPECTRO-SCOPY STUD. Nr. 4 H.J.L.M. Timmers
10.15-10.30 NEXT GENERATION SEQUENCING IS A COST EFFECTIVE AND TIME SAVING METHOD IN CLINICAL GENETIC SCREENING OF PATIENTS WITH PHEOCHROMOCYTOMAS. Nr. 62 J.C. Crona
10.30-10.45 INTEGRATIVE GENOMIC ANALYSIS REVEALS SOMATIC MUTATIONS IN PHEOCHROMO​CYTOMA AND PARAGANGLIOMA. Nr. 65 J.F. Favier
10.45-11.00 MICRORNA EXPRESSION PROFILING IN HEREDITARY PHEOCHROMOCYTOMA AND PARAGANGLIOMA: A LOSS OF CONTROL. Nr. 74 A.A.D. Andres De Cubas
11.00-11.30 Coffee break and poster viewing
11.30-13.00 SESSION IV FUTURE ENS@T PROJECTS ACC, APA/NAPACA, PHEO 
Chair: W. Arlt 
13.00-14.00 ESF/ENS@T Steering committee meeting
13.00-14.00 Lunch and poster viewing
14.00-15.30 Parallel Session I NAPACA. Chair: M. Terzolo
14.00-15.30 Parallel Session II APA. Chair: M. C. Zennaro
15.30-16.00 Coffee break and poster viewing
16.00-18.00 Parallel Session III ACC. Chair: M. Fassnacht
16.00-18.00 Parallel Session IV PHEO. Chair: A.P. Gimenez-Roqueplo
18.20-20.00 ENS@T Steering committee
20.00 Dinner
