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MANAGEMENT & 
COORDINATION 

NEXT MEETING TO BE HELD IN OCTOBER 2025 (Date to be confirmed)



MTG4 – 2025 Stats
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MTG4 HCPS - 2025 Stats 

• 33 HCPs have different EC & e-REC totals  

• 5 HCPs do not have Endo-ERN logo/url at their website 

• 8 HCPs who did not measure patient satisfaction – this is based on your HCP NOT your department 
usually 

43 HCPS in MTG4 formally 

37 HCPs reporting in e-REC registry 

32 HCPs reported they attended at least 1 MTG meeting

23 HCPs participated in at least 1 CPMS panel 



The EuRREB Registries: Supporting Research within MTG4

Ana Priego
EuRREB Quality Manager 



The Registries in a Nutshell



MEN-1 Module Study Group 



Consensus

• Meetings

• Final dataset

Plan

• From the dataset 
to the platform

• Developments

Build

• Beta version 

Test

• Feedback

• Final changes

Live version

• Available for 
users

December 
2025

Patients

Clinicians

Developing the MEN-1 Condition-Specific Module 

Working Group

‘Develop a CSM to collect natural history of MEN-1, with a focus on DPNETs, 

breast cancer, and manifestations of very aggressive forms of MEN-1’

Study Group



Data Entry Flow in the Core Registry 



The MEN-1 Condition-Specific Module 



The MEN-1 Condition-Specific Module 



The MEN-1 Condition-Specific Module 



The MEN-1 Condition-Specific Module 



Tools Used in the Module

Currently collected
• EQ-5D-5L
• CWS - Cancer Worry Scale

To be included
• HADS – Hospital Anxiety and Depression Scale 



The MEN-1 Condition-Specific Module 

eurreb.eu



Ways to contact us:

eurreb.eu

registries@lumc.nl

drop-in sessions via Zoom

European Registries for Rare 

Endocrine and Bone Conditions

https://eurreb.eu/
mailto:registries@lumc.nl
https://eurreb.eu/drop-in-sessions/
https://eurreb.eu/drop-in-sessions/
https://eurreb.eu/drop-in-sessions/
https://www.linkedin.com/company/european-registries-for-rare-endocrine-and-bone-conditions
https://www.linkedin.com/company/european-registries-for-rare-endocrine-and-bone-conditions


MEN2 UPDATE FROM A 
FRENCH COHORT Nicolas SAHAKIAN, MD, Ph.D

Ph.D supervisors: F. Castinetti and P. Romanet, Aix Marseille University



Exon 5

Exon 8

Exon 10

Exon 11

Exon 13

Exon 14

Exon 15

Exon 16

T
K

D
1

T
K

D
2

C
R

D

C609

C611

C618

C620

E768D

L790F

V804M

V804L

M918T

G533C

A883F

S891A

R912P

Moderate risk

High risk

Highest risk

NEM2B

NEM2B

C630

D631Y

C634

K666E
membrane

C634

D
o

m
a

in
e

 i
n

tr
a

c
e

llu
la

ir
e

D
o

m
a

in
e

 e
x
tr

a
c
e

llu
la

ir
e

MEN2A (RET 634)

ATA – H

Surgery < 5 yo

ATA - MOD

ATA - H

ATA - HST

MEN2B (RET 918)

ATA – HST
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Wells SA et al. Thyroid. 2015 Jun 1;25(6):567–610. 

MEN2 : Genetics RET mutations



Factors associated with
the natural history of 
MEN2? (penetrance, 

aggressiveness of the MTC 
depending on the variant)

Atypical natural
history

Looking for protective 
factors in pheo

AIMS: 

IMPROVE THE UNDERSTANDING OF MEN2 ATYPICAL NATURAL HISTORIES

IMPROVE THE UNDERSTANDING OF VARIABLE AGGRESSIVENESS

BETTER CHARACTERIZE THE EPIDEMIOLOGY OF MEN2 IN FRANCE AS A FIRST STEP

MEN2 FRENCH COHORT



https://www.tuthyref.com/fr/

●

●

●

MEN2 FRENCH COHORT
National database

(Groupe des tumeurs endocrines)

977 patients / Currently

750 with usable data



Exon 5 (n = 6) 

Exon 8 (n = 8)
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S891A (n = 26)
S904F (n = 4)

n = 948 
Surgery between 1965 – 2025
Genetic data: 921
Index n = 316 / Familial cases n = 418

Data at diagnosis
•MTC
•PHEO 
•HPT1 
•HSCR   

First Disease (n = 874) : 
•MTC 
•PHEO
•HPT1 
•NA 

Clinical data LFU n = 707

n = 759

n = 746 

n = 742

n = 17 (RET C609 ; 618 ; 620 ± 1 RET 533)

n = 570

n = 69

n = 8

n = 167 (patient sans CMT)

MEN2 FRENCH COHORT



MTC
≈ 100%

PHEO :
≈ 60%

HPT :
≈ 30%

MEN2 FRENCH COHORT: 

PENETRANCE



ATYPICAL NATURAL HISTORY
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Letter to the editor: The somatic RET M918T variant may modify the natural history of germline RET L790F MEN2-related medullary thyroid carcinoma

Authors: Nicolas Sahakian, Pauline Romanet, Delphine Mirebeau-prunier, Nunzia Cinzia Paladino, Frederic Castinetti, Anne Barlier

L790F literature n = 112

T+ / youngest 56 (50%) / 14 yo

N+ / youngest 19 (17%) / 34 yo

M+ / youngest 1 (0,9%) / 57 yo

35 yo

CMT pT3N1b RET exon 13, c.2370G>C, 

p.L790F



L790F in our cohort (n = 65)



• C634R: n=72

• C634Y: n=125

• C634 G/L/F/S/W: n= 75

AMINO ACID CHANGE IN 634



MTC DIAGNOSIS MTC LAST FOLLOW-UP

AMINO ACID CHANGE IN 634



SEARCHING FOR PROTECTIVE/WORSENING 

FACTORS IN PHEO

Pheochromocytoma WGS



MEN2 FRENCH COHORT: 

TAKE HOME MESSAGES

1. Gives an epidemiological view of MEN2 in 2/3 of France. Data analysis

ongoing.

2. Confirms previous data on amino acid substitution

3. Emphasizes the need to look for « something else » in atypical stories

4. Work in progress … a lot and especially the protective factors history for 

which we will need collaborations and confirmations by other

centers/countries if we find somethng.



Pancreatic neuroendocrine 

tumors in children - MET registry

Karges et al., J Neuroendocrinol, 2025

1997-2024

28 Patients (10 male, 18 female)

median age 14.7 years (6.2-17.9)
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Pancreatic neuroendocrine 

tumors in children - MET registry

Karges et al., J Neuroendocrinol, 2025

1997-2024

28 Patients (10 male, 18 female)

median age 14.7 years (6.2-17.9)



Pancreatic neuroendocrine 

tumors in children - MET registry

Karges et al., J Neuroendocrinol, 2025



Gastrointestinal neuroendocrine 

tumors in children - MET registry

Kuhlen et al., Frontiers in Endocrinol, 2025



Gastrointestinal neuroendocrine 

tumors in children - MET registry

Kuhlen et al., Frontiers in Endocrinol, 2025

1997-2024

16 Patients (10 male, 6 female)

mean age 15.4 years

MET SEER registry



Gastrointestinal neuroendocrine 

tumors in children - MET registry

Kuhlen et al., Frontiers in Endocrinol, 2025

Tumor genetic syndromes

and presentation



Gastrointestinal neuroendocrine 

tumors in children - MET registry

Kuhlen et al., Frontiers in Endocrinol, 2025

Tumor genetic syndromes

and presentation



Machine learning 

Algorithms and data

data

labeled

80% Training

20% Testing

Predicition outcome (nominal) via

features (nominal/continous)

Monitoring

digital health records



Adrenocortical Carcinoma

in Children: ML Prediction Survival

Data

hould out 

final model

categorical continous
Age group (<10, ≥10 years)
Sex (male, female)
Virilisation, Cushing
pT, p/cN, p/cM
Resection (R0/1/2)
Necrosis, Vascular invasion

Age at diagnosis
Intervall Symptoms-diagnosis
Tumorsize, Tumorvolume
Ki-67 Index

Model evaluation/Feature selection

XGBoost Cox (objective="survival:cox")

15 Features, 3-7 Features: 11.737 models

Bootstrapping for performance evaluation

Target: Maximum C-Index

stratified split

(80 train/20 test)

MET Registry
1997-2024
97 ACC/ACx

Redlich et al., Interpretable Machine Learning Model for Survival Prediction

in Pediatric Adrenocortical Tumors, J Endocrine Soc, 2026 accepted



Adrenocortical Carcinoma

in Children: ML Prediction Survival

Redlich et al., Interpretable Machine Learning Model for Survival Prediction

in Pediatric Adrenocortical Tumors, J Endocrine Soc, 2026 accepted

Best Model C-Index 0,891

hould out 

C-Index 0,925



Adrenocortical Carcinoma

in Children: ML Prediction Survival

Redlich et al., Interpretable Machine Learning Model for Survival Prediction

in Pediatric Adrenocortical Tumors, J Endocrine Soc, 2026 accepted

SHAP:  1 ≈ 2,7 Odds 

Best model: Tumorvolume, Distant metastases, R-Status, pathologic T stage
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Adrenocortical Carcinoma

in Children: ML Prediction Survival

Redlich et al., Interpretable Machine Learning Model for Survival Prediction

in Pediatric Adrenocortical Tumors, J Endocrine Soc, 2026 accepted

SHAP:  1 ≈ 2,7 Odds 
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Adrenocortical Carcinoma

in Children: ML Prediction Survival

Redlich et al., Interpretable Machine Learning Model for Survival Prediction

in Pediatric Adrenocortical Tumors, J Endocrine Soc, 2026 accepted

Best model: Tumorvolume, Distant metastases, R-Status, pathologic T stage
better than COG stages



Adrenocortical Carcinoma

in Children: ML Prediction Survival

Redlich et al., Interpretable Machine Learning Model for Survival Prediction

in Pediatric Adrenocortical Tumors, J Endocrine Soc, 2026 accepted

Brier Score: Squared error over time

IBS =0,09 (very good!)



Adrenocortical Carcinoma

in Children: ML Prediction Survival

Redlich et al., Interpretable Machine Learning Model for Survival Prediction

in Pediatric Adrenocortical Tumors, J Endocrine Soc, 2026 accepted

Model: Tumorvolume, pM, R-Status, pT

Individual risk 



TRAINING & 
EDUCATION 

MTG4 Webinar: MEN1: An update from the guidelines 
across the lifespan

Tuesday, June, 18th TBC

ML Brandi, G. Valk, S. Waguespack

We need YOU for suggestions !!!!!! VHL, SDH…

Please send us emails for names and topics ☺



ANY OTHER 
BUSINESS (AOB) • Updates from your HCP/Organisation

• Research or information you would like to share 
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