Report 1  Introduction Date and conduct of visit:

The site visit took place on January 13th 2011 at Forum de la Faculté de Médecine de Strasbourg. Two months before the visit, each committee member had received a report in English including the description of the work performed in the last four years and the proposed projects for the team directed by Mr Thierry Massfelder. Overall, this report contained all the information required by AERES and enabled an efficient preparation of the visit.

The visit opened by a closed-door session to prepare the review. In a public session, the AERES delegate explained the AERES aims and methodology. Then, the evaluated team presented the project during one hour and fourty five minutes.

After the team presentation the committee was split into three parts to meet students and post-doctoral fellows, engineers and technicians and the researchers with permanent positions.

During lunch time, the committee had a fourty five-minutes closed meeting with representatives from the Université de Strasbourg (including Hôpitaux Universitaires de Strasbourg).

At the end, the committee had 90 minutes closed-door meeting to evaluate the team and prepare the report.

History and geographical location of the unit, and overall description of its field and activities:

Mr T. Massfelder's team is currently part of INSERM Unit 682. The Inserm Unit 682 directed by Ms Michèle Kedinger was created in January 2007 as a mixed Inserm-Strasbourg University unit. Ms Kedinger will retire at the end of her contract and the 3 teams have chosen to split.

The team of Mr T. Massfelder has now focused on the study of fibrotic and inflammatory components of chronic kidney diseases and renal cell carcinoma.

The proposed research unit that will be directed by Mr T. Massfelder corresponds to the merge of his team that will concentrate on renal cell carcinoma with another team that works on prostate cancer at the Faculty of Medicine (University of Strasbourg, EA4438). The project includes a total of 2 professors and 1 assistant-professor, 1 clinician (PH), 2 researchers, 4 engineers and technicians, 1 post-doc, 4 PhD students and 3 professors, assistant-professors and clinician (associated clinical team) with common priorities to develop an active fundamental, translational and clinical research axis in urologic cancers.

Management team:

Mr T. Massfelder is proposed as future director of the Inserm Unit.

Unit workforce: 

Overall opinion on the unit:

The overall scientific level, management and facilities are very good in both entities (Inserm U682 and EA4438) that want to merge. The scientific proposal based on the development of an active fundamental translational and clinical research axis in urological cancers is scientifically relevant and coherent. Both groups have in general a very good involvement in national and european networks (ARTP, ESUR). Merging both groups should help increase scientific attractiveness and leadership in the East of France for urological cancer research. This research axis will lean in a proximate future to the Institut Régional du cancer d'Alsace, an integrated facility dedicated to patient care, clinical, translational research and closely linked to fundamental cancer research. The different group leaders want to gather their expertise in urologic field to increase their scientific cooperation, which has been already initiated. In this future project, the team wants to reinforce its basic research programs by developing high level research in the field of activated cell signalling pathways in renal cell carcinoma and prostate cancer that drive treatment resistance.

Strengths and opportunities:

The project of creation of a new research unit on urological cancers leans on the presence in Strasbourg of two teams working in close collaboration with the Urology unit, the Oncology unit and the laboratory of Pathology of the University Hospital of Strasbourg. The research program of the team benefits from numerous technological platforms (Cancéropôle Grand Est, Strasbourg University, CNRS, Inserm and Mouse Clinical Institute) in Strasbourg.

Innovative approach to identify new pathways involved in renal and prostate cancer treatment resistance.

High level of valorisation and interaction with hospital and private company.

Clear concerns for translational research.

Recently established partnerships with the pharmaceutical industry (IPSEN, Bayer), biotech societies (Urolead, Anda Biologicals), and patents already filed and delivered demonstrate the potential of the team to valorise their scientific results.

Weaknesses and risks:

The hospitalo-academics constitute an important part of the permanent staff of the team. Furthermore, the future retirement of a CNRS researcher in 2014 will weaken the research potential of the team.

Recommendations:

The project is highly supported by the committee that however recommends some prioritization for the RCC part, focusing on Lim-1 for example. The use of animal models such as specific transgenic mice will allow addressing more specifically the mechanistic basis of their findings. International collaborations should be also reinforced.

Additional full-time researchers as well as post-doctoral fellows should be hired to reinforce the scientific potential of the team. The committee highly recommends to have both original teams located on the same area in the next future.

 Detailed assessments

Assessment of scientific quality and production:

The proposed project is based on elucidating signalling pathways involved in renal cell carcinoma (RCC) and prostate cancer (PC). This project results from the combination of the recognized research expertise of both teams, which previously worked on renal cell carcinoma (Inserm U682) and prostate cancer (EA4438).

The team of Mr Thierry Massfelder has provided in the past original data showing the reactivation of nephrogenic sonic hedgehog (SHH) Gli signalling pathway in human RCC. This risky and original work demonstrated that the reactivation of SHH pathway is crucial for tumor growth, partly through the Akt and NF-kB oncogenic proteins. Using antibody arrays, they found various Gli targets including the developmental transcription factor Lim1. The follow-up of this research topic with clear objectives is highly recommended by the committee.

The other team works on constitutively activated androgen receptor that leads therapeutic resistance in PC. They developed an original yeast-based assay to detect constitutively activated androgen receptor (AR) variant in human samples. By screening different human tumors, they demonstrated the expression of truncated AR variants that lack the ligand-binding domain (LBD) in 83% of metastatic samples. These truncated receptor variants appear to be involved in the castration-resistant progression and represent an interesting target to restore hormone-sensitivity of PC. The following of this project is highly recommended by the committee.

A particular strength of this group is the close collaboration with the Urology, Oncology and Pathology units at the University Hospitals of Strasbourg that allows them to have a good collection of human samples. They took this opportunity to develop unique and original preclinical mouse models of RCC and PC in collaboration with UROLEAD, an innovative spin-off (created and developed by Mr T. Massfelder).

Quality and quantity of publications is in the good range, especially in this competitive field. The group of Mr Massfelder published 6 papers in good impact factor journals like Cancer Research (1), Oncogene (1), Carcinogenesis (3) and Molecular Cancer (1). The other group published 12 original articles also in highly ranked impact factor journals like Cancer Research (1), Endocrinology (2), American Journal of Pathology (1), Human Mutation (2) and International Journal of Cancer (2).

The international position of these groups is difficult to assess but could certainly be better (if jugded on the low number of invitations to international meetings). This is certainly a point that should be improved.

Assessment of the unit's integration into its environment:

The valorisation part of the projects is very strong with two international patents and the creation of Urolead, a spin off company aimed to provide preclinical models of kidney and prostate cancer with patient tumor xenografts in mice. The company got several awards (Oseo, FEDER, Alsace biovalley and region, Urther) and is well funded. Part of the proposed research in the Unit will benefit of the expertise, tools and financial support from this company. This is also a good way to translate the fundamental research to preclinical/clinical area as well as to industrial partners.

Both groups have a good hability to obtain external financing like InCa (2), ANR emergence and FRM « chimie pour la médecine », LNCC and ARC « subvention libre », which represent a total of 750 000 €. However, the team should reinforce its capacity to obtain more competitive grants.

Assessment of the research unit's reputation and drawing power:

Few international invitations, but the participation of both groups to the organization of national (ARTP) and European programs (ESUR) is good. The team leader is chairman of the next annual congress of the European Society for Urological Research (ESUR) and the other group leader is permanent vice-president of the ARTP meeting. However, collaboration with foreign laboratories should be reinforced in the future.

Since 2007, they have been able to recruit 2 post-docs, 7 PhD, 9 master 2 students and 14 master 1 students highlighting the good capacity to attract students, especially medical doctors.

However, although two former students are expected to come back from their post-doctoral stage in Belgium and in the US, the team should improve its capacity to attract more foreign post-docs. This merging research unit combines the better of two previously independent teams, which refocused their research. No doubt that this will be a beneficial crossfeeding with shared expertise and tools. The proposed director of the team appears to be well appreciated and respected by the members of the team.

Assessment of the strategy and 5-year project:

The research project is ambitious and innovative which rely on strong data obtained previously in both groups. The international competition on these topics is high but the expertise and hypotheses appeared original and well suited. The research staffs are adequate (4 technicians for 2 full time researchers). Recruitment of a junior researcher as scheduled will be important in the future.

The RCC program on studying the reactivation of SHH-Gli pathway is very risky and original. Only few laboratories are working on these aspects and the follow up of this project focusing on Lim-1 strategy is highly recommended by the committee. However, the program priorities regarding the inhibition of this pathway in tumor growth and invasion should be more ambitious and clarified. Interaction with the local mouse clinical institute should be reinforced in order to develop more ambitious metastatic mice models.

The PC research program based on elucidating the novel functions of the truncated AR receptor variants on gene expression is highly relevant and well structured. The first part of the project is based on elucidating the consequence of the lack of the binding domain of the AR for interaction with its partners using multi-level approach (RMN, crystallography). On the second part, they plan to assess the functions of AR variants on stroma-epithelium communication, invasion, migration and metastatic progression of PC. Lastly, in partnership with different industrial partners (Ipsen, Janssen and Bayer) they are looking for novel compounds that inhibit the interaction of the truncated AR with its regulatory co-factors.

Assessment of the unit's involvement in training:

There is a good involvement of the team in student teaching, especially for master and medical doctors training. The team is actively involved in teaching and training in the field of urology and cancer. One of the group leaders is co-responsible of the physiopathology master 2 at Strasbourg University and is coordinating the teaching of oncology courses for medical doctor at the faculty of medicine. Reputation and drawing power, integration into the environment.

Laboratory life and governance.

Strategy and scientific project. 
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 Grading

Once the visits for the 2011-2012 evaluation campaign had been completed, the chairpersons of the expert committees, who met per disciplinary group, proceeded to attribute a score to the research units in their group (and, when necessary, for these units' in-house teams).

This score (A+, A, B, C) concerned each of the four criteria defined by the AERES and was given along with an overall assessment.

With respect to this score, the research unit concerned by this report (and, when necessary, its in-house teams) received the overall assessment and the following grades:

 Overall assessment of the unit :

Cell signalling and communication in kidney and prostate cancer

Unité dont la production, le rayonnement, l'organisation, l'animation et le projet sont très bons.

Grading table:

C1

Scientific quality and production.

C2

Reputation and drawing power, integration into the environment.

C3

Laboratory life and governance.

C4

Strategy and scientific project.