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The site visit took place in Rennes on the premises of the School of Medicine of University Rennes 1, Health Campus of Villejean, on December 7, 8 and 9th, 2010. It was conducted by an international evaluation panel of twelve experts in the scientific fields represented by the nineteen teams evaluated. The visit started by a very short introductory speech by the Director of the future Institute of Biology of Rennes that will result from the fusion between CNRS/UR1 UMR6026 and UMR6061. Then, the Directors of UMR6026 and UMR6061 presented the activities and projects of each unit. The organization scheme of the Institute of Biology of Rennes into two Departments (Cell Biology & Development, Biology & Expression of Genomes) and two Transverse Programs (Biology of Human Pathologies, Biology & Interdisciplinarity) was presented by one Department Head. The principal activities of the various platforms were also presented (although not evaluated here). Then, each group leader (or co-leader) presented the activities and projects of their team during two and a half days of the visit. During the afternoon of the second day, the committee divided into different groups in order to have separate closed-door meetings with the different categories of personnel of the Unit (three meetings with the students, technician/engineers and postdocs/permanent scientists). The committee also met with the representatives of University Rennes 1 and CNRS. The visit ended with a closed-door meeting with the Director and the Deputy Director of the research Unit.

 History and geographical localization of the research unit, and brief presentation of its field and scientific activities UMR6026 was created in 2000. It is composed of about 120 people in ten teams, nine located in one building of the Science Campus of Beaulieu, one located on the Health Campus of Villejean. UMR6061 was created in 2000 and renamed Institute of Genetics and Development of Rennes in 2008. It is composed of about 150 people, including 48 permanent researchers in eleven research teams including two ATIP CNRS and one AVENIR INSERM teams. It is located in two buildings of the School of Medicine on the Health Campus of Villejean in Rennes, close to the Pontchaillou Hospital. UMR6026 and UMR6061/IGDR participate in the Federative Institute of Research IFR140 "Functional Genetics, Agronomy and Health". These units also host several facilities, including two facilities that are part of the national scientific consortium GIS-IBiSA: the MRic platform (Micoscopy -Rennes Imaging Center) dedicated to Advanced Light Microscopy, Multi-Photonic Microscopy, NanoSIMS and Transmission Electron Microscopy; the Biogenouest® Genomic Platform of Rennes providing access to microarray production (transcriptome, genome and methylome) and statistical analysis of microarray data.

All teams are dedicated to fundamental research in the domain of cell biology and developmental biology (cell division, intracellular transport, cytoskeleton...), and genetics with implications in human diseases, such as cancers and genetic -mainly orphan -diseases and an emphasis on interdisciplinary approaches (especially physics and bioinformatics).

 Management team

The research Unit will be managed by the current director of UMR6061, assisted by a team leader as the deputy director.

 Staff members (on the basis of the application file submitted to the AERES) 2  Overall appreciation on the research unit

 Summary

The Institute of Biology of Rennes will be composed of about 160 people in nineteen teams: fourteen teams from UMR6061 and five teams from UMR6026. There is a mixture of new, young teams, some promoted from within and some recruited outside from very good institutes in France or in Europe, and already established groups covering a wide-range of topics related to cell-biology, genetics and development with a strong emphasis on inter-disciplinary approaches. The unit will be headed by the former director of Institute of Genetics and Development of Rennes, assisted by a Deputy Director, who was already involved in organizing the fusion between the two UMRs. At the date of creation, the unit will be located in three different buildings of the Health Campus (Villejean) on the West side of Rennes, and one building of the Science Campus (Beaulieu), on the East side of Rennes. The new Institute of Biology of Rennes is clearly moving towards excellence. The Institute successfully recruited excellent young and promising teams, some already at a productive stage. The national recognition of several platforms within the GIS IBiSa consortium offering access to state-of-the-art advanced microscopy, genomics, proteomics and bioinformatics is also clearly remarkable. Finally, the Institute of Biology of Rennes is partially located and thus well-connected to the Pontchaillou hospital -providing unique opportunities for transfers from the bench to the bedside.

 Strengths and opportunities

-The institute appears well organized and is well guided by the current director.

-Attractiveness for promising young French group leaders coming back from abroad or from very good institutes in France attested by several INSERM-AVENIR and CNRS-ATIP groups.

-Active policy to financially support new teams that get extra money on the Unit's budget.

-Attractiveness for young researchers at CR or MCU level (12 new researchers during the 2006-2010 period and 6 new researchers corresponding to transfer of CNRS/INSERM CRs including 2 new team leaders).

-Some strong research axes including new thematics (membrane traffic & polarity, asymmetric division, epigenetics...), and inter-disciplinary research (biophysics, image analysis, bioinformatics...) with strong interface between biologists, physicists, clinicians and engineers.

-State-of-the-art facilities operating on the unit's (and IFR140's) budget including 3 platforms, which are part of the IBiSA consortium (MRic advanced microcopy, Microarray) with strong implication of several PIs, researchers and engineers of the Unit. Subsidized animal facility allows animal models to be developed.

-Links to the hospital provide the opportunity for medically relevant and translational research.

-Strong implication in teaching activity on the Health and Sciences campuses of University Rennes 1.

 Weaknesses and threats -Attractiveness on the international level of non-French group leaders and young researchers is limited. This is a general problem in France, but an effort must be made to improve the recruitment of young researchers from abroad and to increase the turnover.

-The ratio of permanent vs. non-permanent researchers (e-g postdocs) is unbalanced and too high. The turnover at researcher level is also low.

-The size of some of the teams is suboptimal, and an effort should be made to increase size in order to achieve the proposed goals and reach and maintain visibility on the international level.

-In several teams, the ratio between researchers with teaching duties and those without is too high.

-Funding visibility of some of the teams is low. The teams should be encouraged to secure reasonable funding and raise more external funding on the national and international level (HSFP, ERC,...). A more active funding policy will also make teams more competitive in recruiting post-docs.

-Overall production of the unit is good and impact factors have improved, however the level of publications of some of the teams is rather average. Clinicians and biologists should collaborate efficiently and publish in journals with a higher impact factor.

-The participation of team leaders and researchers in international meetings as invited speakers is limited and there is clearly space for improvement here as well.

 Recommendations to the head of the research unit -One of the main problems of the institute concerns the shortage of laboratory space. The institute foresees a major reorganization and thus, the number of participating groups will increase. Unfortunately, it is planned to split the institute in several places in Rennes. It would be better to centralize the Unit in one place as the distance between groups may impinge on vision to set-up strong communication between laboratories. University Rennes 1 envisages the possibility of regrouping the teams on the Health Campus in the future. However it is essential that this be acted upon at once to avoid delayed integration and destabilization of these teams.

-The different categories of personnel of the unit are very positive about and are willing to accompany the fusion project. However, some concerns were raised by ITA and IATOS regarding a number of customs within one or the other Units they wish to see generalized in the future unit. These issues should be clarified by discussion with the Direction of the future Unit.

-Given the idea to reinforce an interdisciplinary research environment for the future, further efforts are required to provide the basis for this very exciting idea (e.g. planning an early retreat for the entire Unit).

-Recruitment policy of non-permanent young researchers from abroad should be reinforced through active fund raising both on national and international (European Community,...) levels. Local possibilities of fellowships also exist from University Rennes 1 and the Région, which should be further explored and more actively exploited. The presence of a too high number of permanent researchers in the teams should be avoided as it reduces the turnover, and thus dynamism of the team.

-The Unit has formulated unique policies to support new research teams. However, a starting package of Eur 10,000 for new teams is somewhat limited. Possibly, the starting budget could be increased to allow the acquisition of special equipment, which may occasionally be necessary to perform world-class leading science. This package should also include a budget to hire non-permanent young researchers, favoring recruitment of foreigners whenever possible.

-The Unit should consider reinforcing its policy regarding the training of the Master and PhD students and postdocs through the organization of workshops (theoretical and practical) involving researchers of the Unit or outside. A small budget may be allocated to organize one-day classes by first-class scientists from France or abroad. English should be generalized for seminars.

-The institute is partially located at the Pontchaillou hospital in Rennes. Therefore, the great opportunity to bring results from the bench to the bedside (translational programs) should be taken into consideration. This aspect needs being reinforced in the future.

-Several groups have two co-leaders. This does not correspond to the general world-wide accepted group organization. In most of the cases, co-leadership is not justified and may even be detrimental for the running of the team and its visibility. These issues should be dealt with and leadership should be redefined through discussion between the director and the research teams.

-The evaluation committee raised concerns regarding one new team made of only one researcher (Team 4). The quality of this young researcher also is unquestionable. The proposed questions are novel and the project integrates nicely into the Unit's policy to reinforce inter-disciplinarity. However, this team comprises only a team leader and is entirely dependent on the implementation of imaging techniques that make the project risky, with unpredictable outcome. At the present stage, developing a team on this project and in this context is premature. The committee therefore recommend to integrate the expertise of this young researcher into a more established team (possibly team 14). 

 Production results

 Appreciation on the results

This team includes 7 permanent scientists (3PU-PH, 1 MCU and 3 CNRS), 3 PhD students and two ITA. Originally, the team was created by a clinician, who co-directed it with another clinician in order to study renal carcinoma. The announced objectives were attained as assessed by a huge number of publications signed essentially by the clinician who initiated the team. Now the team has been completely reorganized, subsequently to the departure of the team's founder and of two other PU-PH. Three CNRS researchers and also a MCU coming from other teams of the Institute will join the group to develop the fundamental aspect of the research project in close relationship with the clinicians. This will provide expertise in genetics, cell biology and post-translational modifications. This was necessary for the development of the molecular and biological aspects of project, which was originally managed only by clinicians.

Subsequently to clinical data, the group's objectives focus on the role of pVHL deregulation in the development of Clear Cell Renal cell carcinoma (CCRCC). pVHL is a well known E3 ligase involved in the degradation of several proteins such as HIFa (Hypoxia-inducible factor) and mutations have been observed in CCRCC. The team will analyze pVHL mutations, phosphorylation state, E3 ligase activity and interaction with the microtubule network in different CCRCC cell lines, an in vivo model (mice) is currently being "developed".

The group developed several cultured cells systems and has access to a renal tissue bank. They also have expertise in renal pathologies. The researchers who joined the team with expertise in biology, have to invest a lot in the subject, which necessitates novel biological and molecular approaches. However, how they will organize for the realization of the work is not very clear.

There is a very impressive long list of publications from this team. However it is essentially papers in medical and specialized journals. In fact, only the scientists who recently joined the team have a reasonable publication record in the field of biology and biochemistry. This point should be improved in the future.

A clinical database and a renal tumor tissue bank have been created in Rennes, making the strength of the team. It also represents a good example of connection from the patient's bed to bench. However the credibility and visibility of the biochemical aspects of the project are based on the new members and new co-leader of the team. They should efficiently collaborate with the clinicians.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The past team leader was nationally and internationally recognized as a leader in the field of renal carcinoma. This is supported by a considerable number of invitations to give invited talks in national and international clinical meetings in the field of urology. The other team leader also participated to a substantial number of international meetings. Continuing in this way should help to improve the visibility of the group in the future. However there is a dramatic lack of contacts with national and international partners in the field of VHL at the biochemical point of view.

The team was able to secure reasonable funding during the last period. However the forthcoming biochemical research should make the group competitive in raising more external funding. It should also make the team more active in recruiting post-docs, more particularly from abroad.

 Appreciation on the strategy, management and life of the team This is a solid, well-organized team, with senior members highly motivated who drive their team very well. Clinicians and biochemists are complementary for the realization of the project, which is a very good example of connection between the patient's bed to the bench.

 Appreciation on the project

Subsequently to clinical data, the group's objectives focus on the role of pVHL deregulations in the development of Clear Cell Renal cell carcinoma (CCRCC). The visibility and the feasibility of the project rely on the complementarities of the clinicians and biochemists.

 Conclusion :

 Summary

This reorganized team is a promising operating team in a highly competitive field. As most of the team's members were involved in clinical activities, they set up very interesting databases which represent an inestimable power for the future and for moving to molecular and biological aspects of the field of renal cancer. There is a strong potential for further scientific development

 Strengths and opportunities

Mixing clinic, molecular and cellular biology makes the strength and the originality of the team. The most important strength is the access to patients that opens for translational research. In addition, the connection between Aurora A and VHL seems to be rather exciting and original.

 Weaknesses and threats

Unfortunately, there is no obvious demonstration of leadership for the two new group leaders who have been proposed. In addition the level of the past publications is rather average.

 Recommendations

The clinicians and biologists should collaborate efficiently and publish in journals with a higher impact factor. They should also participate to international meetings and initiate collaborations with other laboratories in the field of VHL and ubiquitin ligases. Due to the important link between the patient's bed and the bench, this team should be strongly mentored by the director and deputy director. However, the team leaders have to prove themselves and thus the opportunity to pursue should be reevaluated in 2 years. 

 Appreciation on the results

This team is and has been focused in understanding how protein kinases regulate cell cycle progression in mammals/vertebrates. This topic is of high interest and relevance since cell cycle regulating kinases are strong candidates for targeted chemotherapy in several human cancers and are currently in clinical trials. The basic understanding behind the role of protein kinases in the command of the cell cycle machinery is therefore of utmost importance and is also an extremely competitive field. Importantly, this group has made seminal contributions to this topic, in particular on the protein kinase Aurora A, which had a large impact in the field about 10 years ago. More recently, the group appears to have been more dispersed, with secondary contributions in very good journals, and touching other topics by new team members, such as protein neddylation and ubiquitination. To what concerns the role of phosphorylation, the group is now focusing on the role of protein kinases involved in late stages of mitosis. This new focus is a smart move because very little is known about late mitotic stages. In this subject, the publication output is still limited, with one paper in revision in Journal of cell science on the Mnk1 protein kinase and its role during cytokinesis.

The team has a strong track record both in number and quality of publications over the last years, with several important contributions as main or secondary authors. In the last 5 years, and in the particular case of the team leader, the output has diminished, with only one shared senior authorship, which may reflect a heavier administrative burden. However the new focus on mitotic exit and the availability of a cell line expressing a Shokat mutant Aurora A will very likely invert this less productive trajectory, with several manuscripts in preparation. The team leader is regularly invited as speaker in National meetings and the team has regular presence in International meetings presenting several communications in poster format.

The team has established important international (including leaders in the field), national and local partnerships, which resulted in several high-quality publications. In future terms, some collaborations is to be strengthened. Previous partnerships with other labs appear solid and turned out to be important for the scientific output, as reflected in a number of joint publications.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

One CNRS award to a staff scientist. No relevant invitations to international conferences and symposia, but the team is well recognized internationally.

The team has recruited excellent scientists in the past, one is now an independent group leader at the same Institute. More recently, the team has recruited two young researchers who came from internationally recognized laboratories and are expected to develop into independent groups in the short term. The team also recruited two foreign students.

The team has a strong track record in fund raising and obtaining financial support from grants (over 1 million euros since 2004), and has already granted about half a million euros that will run until the end of 2013. This is quite remarkable and revealing in terms of the team's competitiveness for funding. There is also some commercial licenses with several companies on monoclonal Aurora A antibodies. No particular scientific cluster identified.

No clear indication on the participation of international or national networks. There are however long-lasting collaborations with foreign partners that appear very solid and resulted already in joint publications.

License on the commercialization of monoclonal Aurora A antibodies.

 Appreciation on the strategy, management and life of the team

The team is well organized and prepared for the transition to new fused Institute. The current research program is well thought and suitable to the team's expertise and track record. There is also a good balance between experienced and young researchers, which favors mentorship. The team leader has also been involved in the organization of scientific meetings and the team can be reached externally through a website.

Two team members who have recently joined will be starting new promising research lines (protein neddylation and the relationship between Cohesion and DNA repair). The construction of (state-of-the-art) Shokat Aurora A mutant is a powerful and unique tool to reveal Aurora A functions throughout mitosis and will result in cutting edge projects.

There is no clear indication on teaching duties, but the team clearly represents an International reference for this research unit, with a clear role in the local development of research activities and promotion of junior PIs to full independence.

 Appreciation on the project

The team will maintain its main focus on the study of Aurora A and has been developing state-of-the-art tools to study Aurora A kinase function throughout mitosis with high temporal resolution. The potential implications on cytokinesis and the spindle checkpoint are of very high interest and relevance. Additionally, the strategy used to identify new Aurora A substrates is extremely powerful. The team is also collaborating to generate mouse models to study Aurora A function, which might turn into valuable mammalian models to investigate the clinical potential of Aurora A inhibition. In addition, the investigation of protein kinases involved in mitotic exit is a smart move, as there is plenty of opportunities and very little known.

Resources are accessible thought core facilities run by permanent staff. The team leader directs the Microscopy facility, which is the most relevant for the research program proposed.

Overall, the research plan is original and based on a solid track record. The potential for cutting edge projects is high, specially associated with the role of Aurora A throughout mitosis, the role of protein kinases in mitotic exit and the study of "less-conventional" protein modifications have high potential.

 Conclusion :

 Summary This is a team with solid contributions in the cell cycle field, which are internationally recognized. Their work and knowledge on Aurora A has been and will remain their most competitive advantage. The team has slowed down a bit their independent research program over the last 5 years, maybe due to increased administrative duties of the team leader, but the team has designed a competitive and feasible research program that will most certainly invert this less productive period.

 Strengths and opportunities

The team has a solid track record and expertise with protein kinases. The research team is balanced with a number of senior members that can work independently.

The team has developped unique cellular and animal models to study Aurora A activity with high temporal resolution throughout mitosis with a focus on the poorly explored role of protein kinases during mitotic exit. The investigation of the role of protein neddylation and the role of cohesin in DNA repair represent two niches of opportunity in the medium/long term.

 Weaknesses and threats

Protein kinases are a highly competitive field and the administrative burden of directing the new Institute may compromise a timely and successful implementation of the research program.

Given the number of permanent researchers in the team, there is little space available to promote healthy turnover.

 Recommendations

Increase the turnover within the team with recruitment of foreign postdocs.

Increase the international visibility of the group leader 

 Appreciation on the results

The team leader was formerly part of the team 2 and they have published together over the years in what has been a clearly fruitful cooperation. However, it was not clear whether they followed completely independent research lines, with them sharing inclusively senior authorship in some project(s). Despite this fact, it should be highlighted that the contributions of the team leader, signed as senior author, are of high relevance and impact, including papers in reference journals in the field such as J. Cell Biol., which is clearly above the average in the context of this research unit and of international level. Among these contributions, the role of PRP4 in the spindle checkpoint had a high impact in the field, but we were surprised that there was no independent follow-up on this protein and its relationship with the spindle checkpoint. In general, we were a bit confused with the past strategy and research program of the lab, going from the role of motor proteins in anaphase and cytokinesis, the spindle checkpoint, centrosome maturation, bipolar spindle formation, and protein kinases such as Aurora A. This reflects plasticity of the team, but on the other hand imposes some need to focus to remain competitive in this field in the long term. This need to focus appears already to be reflected in the research program presented, with the goal of identifying and characterizing MAPs involved in cell division during the development of the central nervous system of Drosophila. This topic has been poorly explored and represents a powerful and relevant research line, within the team's expertise.

The team leader publishes regularly in very good journals, some of which have a strong impact in the field. This is clearly exceptional record within this research unit and internationally very competitive. No record of invited seminars but regular poster presentations in international meetings. He is currently supervising two PhD students.

The team leader has long-term collaborations with team 2 and his former postdoc lab, both being his former supervisors. These are obviously helpful when one is starting an independent research program, but may limit the visibility of the junior PI. In addition, the team leader has granted local and external (Institut Jacques Monod, Paris) collaborations with internationally reputed labs, which are appropriate for his new research program.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The team leader has been awarded the Bronze medal from CNRS in 2008. He clearly enjoys from an excellent local and national reputation, but at the international level this is at least not reflected by invitations to conferences and symposia.

The team is relatively recent and has one permanent staff member, two PhD students and one technician, all apparently French.

The team leader has been awarded an ANR grant (150 Keuros) while formerly in part of another group. This grant ended in May 2010, however he currently participates in one grant from ARC together with a team in Paris and team 19.

No indication of international networks but participates in one national network, including local collaborations. Previous international collaborations were with former post-doc advisor, and more recently with a group in Germany.

 Appreciation on the strategy, management and life of the team This is a new and young team, which appears balanced but needs to focus its research.

As a full time researcher the team leader is not directly involved in University teaching, however the team was able to attract two PhD students and seems quite dynamic and collaborative with other local labs.

 Appreciation on the project

The project of the new team will be based on the past work of the team leader, focusing on the isolation and identification of novel microtubule-associated proteins that play essential roles in cell division. The research approach proposed by the team is coherent, and also solidly based on the competences of the team leader. The basic idea is to identify microtubule associated or interacting proteins, which play a specific function in cell division. Starting with a proteomic approach (comparative isolation of microtubule-associated proteins during mitosis and interphase), the group wants to identify candidate genes with specific functions in mitosis. Subsequently, they will obtain Drosophila RNAi strains that suppress specifically (and efficiently) the expression of these genes in the central nervous system and perform functional studies. This approach is aimed to identify novel cell cycle regulators that are important in the context of the whole organisms where cells are dividing under physical constraints and in a polarised manner. This is in contrast to previous approaches (like MitoCheck) where immortalized cell lines have been used to study the regulators cell division.

The scientific project of this team is of good quality and well thought. The necessary collaborations at the local and National level have been assured, and there is sufficient funding for the next two years available Resources are accessible through core facilities run by permanent staff. Fly stocks are also available through the Vienna RNAi Center. Funding sources of the team are good, and the team is involved in several collaborations.

The research covered in the proposed program deals with neural stem cell division, one of the hottest areas in the cell biology and biomedicine fields. The proposal overall is original and brings together a set of complementary expertise that are well designed and are likely to result in high impact publications.

 Conclusion :

 Summary This is a promising team leader. The team leader has made significant contributions to the field, mostly in collaboration with former PhD and post-doctoral advisors. The research program for the next 4 years is original, relevant and realistic and will help the lab to focus on a highly competitive subject.

 Strengths and opportunities

Good track record in the field; Young and dynamic team; Exploration of an important niche related with stemcell research; Scientific environment is adequate for the proposed project.

 Weaknesses and threats

The group leader made the choice to stay in the same unit. This may compromise his chances of raising competitive funds and his national and international visibility; poor record of international invitations to conferences ; No clear proof of future funding for the proposed research program.

 Recommendations

This is a highly promising research team that must be supported by all means. Clear recommendation to focus the present/future research and develop a truly independent research program that is not coincident with previous mentors. Internationalization by means of collaborations, organization and participation as invited speaker in international conferences should be encouraged to increase the visibility of the work, attract talented students and postdocs and be competitive for national and international funding. Should be encouraged to apply for ERC starting grant.

One recommendation is to accommodate Teams 3, 11 and 19 in very close vicinity in the new unit to allow daily interactions in addition to joint lab meetings and journal clubs, etc. in order to strive for the creation of a strong microtubule hot spot in the research landscape of the new institute. 

 Appreciation on the results

This newly established research team proposes to study dynamics of the chromatin architecture. The proposed questions are of novelty and originality, with however limited resources. But this concerns the projects rather than the results. We don't think we can evaluate the results, as the team was not part of the unit before.

The PI has published 9 papers during the passed 4 years, with 2 (Biophysic Journal and J. Virol) first author paper, and 2 shared 1st author papers (one in EMBO J).

A collaboration will be established with a team of the IGDR for the use of FRET imaging at high acquisition rates to study chromatin condensation in prophase. The PI also has several national and international collaborations.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners  Appreciation on the strategy, management and life of the team

There is currently no team, just a team leader.

The team leader is MCF but has a Chaire CNRS-UR1. It is unclear whether he is involved in teaching.

 Appreciation on the project

The scientific project of the team is at the interface of physics and biology. It addresses important questions related to the organization of chromatin in the nucleus. It is mostly based on innovative microscopic approaches and biophysics tools. There are 3 mains axes that will be developed. The first part focuses on the analysis of the chromatin in interphase. Two different approaches will be undertaken to be able to visualize in live cells the chromatin of a single chromosome. The second axis concerns the reorganization of the chromatin fiber during prophase and relies on one of the tools used in the first part. Descriptive analysis will be combined to functional approaches in order to explore the impact of candidate proteins on chromatin condensation. The third part aims at studying higher levels of folding of the chromatin fiber. This difficult task depends on a PALM microscope.

Unfortunately, it is not clear whether the team have already access to such a microscope due to unclear financing source. The feasibility of the project in a 4-years period is difficult to assess with limited previous basis. It largely depends on advanced imaging techniques, which can be risky.

The financing support of the team is not clear at this stage. So far the team leader is the only member of the team.

The project is innovative and relies on novel microscopic approaches. It addresses original questions related to the organization of the chromatin in the nucleus and the dynamics of the chromatin architecture during various biological phases of the cell (cell cycle, transcription). However, the project is very risky.

 Conclusion :

 Summary

The approach heavily depends on implementation of imaging techniques that makes the project risky, and the outcome difficult to predict. Developing a team on this project and in this context is premature.

 Strengths and opportunities

The main strengths of the project are its potential for cutting-edge technologies and its interdisciplinarity.

 Weaknesses and threats

There is no research team and no financial support at place. The whole program relies on people and instruments that are not available yet and not guaranteed. The group leader has limited background in the chromatin field.

 Recommendations

Developing a team on this project and in this context is premature. The recommendation is to integrate the expertise of the team leader in a more established team (such as team 14, possibly). The effort to develop a superresolution microscopy system should be a concerted action of the imaging plateform together with the unit, which will also be beneficial to other teams. 

 Appreciation on the results

The team was created in 2004 in Montpellier and moved to the IGDR in Rennes in January 2008. The main project of Team 5 is to explore the role of HDAC activity during mitosis and in particular during the establishment and maintenance of mitotic spindle assembly checkpoint (SAC), in order to better understand the anti-proliferative activity of such enzymes. The team has shown that indeed, HDAC activity is necessary for SAC function. In contrast to most models involving HDAC, this mechanism appears to be independent of transcription. These results have potential important consequences in anti-tumor strategies. The team has also obtained data on the role of HDAC3 in sister chromatid cohesion, providing a functional link between sister chromatid cohesion and the mitotic "histone code. They have also revealed an unexpected role for Aurora A in maintaining sister chromatid cohesion via phosphorylation of CENP-A.

The team has published five articles (one per year) in journals of impact factors from 3,2 (Chromosome Research) to 12,75 (Genes and Development). This is very good given the small size of the team. In addition to these, members of the team are associated with 7 publications.

The team leader has been invited to one international meeting, and has participated to three other meetings (with posters for 2 of them). It appears from the list provided that other members of the team have not been communicating at meetings. Participation to international conferences should improve.

There was only one PhD student who was in the lab until the end of 2008. This student is second author on two publications, but has no accepted publication as first author. It is mentioned in the project part that such a paper has been submitted. A new PhD student has joined the lab in Sept 2010.

The team has local (team 2), national and international collaborations. Several publications were obtained from the collaboration with the team in Orsay.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The team leader has been invited to one international meeting. The team leader has been promoted DR2 at the INSERM.

The attractiveness of the team seems rather limited so far and recruitment from abroad should be improved. There is only one post-doc currently in the lab, who is coming from Rennes. The previous post-doc has been recruited to the Team as CR2 at the CNRS, highlighting the high quality of this researcher, who is coming from Montpellier, where the Team comes from. This researcher is part of many of the lab publications, including one as 1st author position in Genes & Dev. The ability to attract scientist from abroad or from elsewhere in France is a general problem in the Institute, which should be improved.

The team leader has been very successful in raising funds at many local and national grant institutions, including the ANR.

There is no report of participation of the Team to national or international networks. However, the team collaborates with foreign partners (one in Japan, one in the US).

The results on the role of HDAC in mitotic spindle assembly checkpoint might have consequence in anti-tumor strategies. However, no socio-economic partnership has been established to exploit these results (patents etc).

 Appreciation on the strategy, management and life of the team

The team is rather small. It would be important to recruit at least few non permanent members. The team's projects are very original and therefore contribute to cutting edge research in the institute.

The team leader has been appointed deputy director of the new unit, and he therefore plays an important part in the re-organization of the Institute and the structuration of the research at the local level.

 Appreciation on the project

The project of the team is to gain insights into the epigenetic control of centromeric function. To date, most of our understanding of histone modifications at centromeres comes from antibody-dependant approaches, which are limited by the existence and the quality of such antibodies.

The first part of the project consists in identifying systematically (by mass spectrometry) centromeric histone modification using a CENP-A Tap-tagged strategy and to study the role of such modifications in centromere function. This part relies on collaboration with the proteomic platform of the University of Laval. Profiles of interphase and mitotic chromosomes will be compared.

The second part of the project follows the recent identification, by the team, of a novel histone methyltransferase for H3K4 that is specific for H3K4 methylation at centromeres. To validate the hypothesis that H3K4 methylation at centromere is important for sister chromatid cohesion, the team plans to identify interacting factors through streptavidin-biotin affinity approach.

The last part of the project aims at unraveling the different functions of Aurora B kinase in mitosis through specific inhibition of its activity at different time-points during this process. To do so, and to avoid unspecific effects of inhibitors, the team will generate a mutant version of Aurora B, which responds specifically to a given inhibitor. This part will benefit from the expertise of the Team 2 which has used a similar approach for Aurora A.

These three main projects are very exciting. They might be a little bit too ambitious given the actual size of the team.

Overall this project should shed new lights onto the epigenetic control of centromere function.

The 3 axes, which are developed by the team aims at addressing related questions concerning the regulation and the function of histone modifications during mitosis, but in independent ways. This organization presents two main advantages: (i) problems encountered in one specific project will not hamper the progression of the others and (ii) results from one project can benefit the others.

The project is overall ambitious and appears well structured. Deciphering the "histone code", or at least the catalogue of histone modifications that are present at centromeres is important as so far our knowledge on the subject is limited. The identification of a novel H3K4 HMT apparently specific for centromeres represents a real breakthrough.

 Conclusion :

 Summary

The team has obtained very interesting results concerning the epigenetic regulation of centromere function and continues addressing very important questions. The proposed project is ambitious and the team has integrated well in the Unit.

 Strengths and opportunities

The scientific questions are well defined and exciting. Important results in the field of epigenetic regulation of centromere function have already been obtained by the team. The team contributes to reinforce research in the epigenetic field of the Unit. The publication record is very good.

 Weaknesses and threats

The project is ambitious and the team should increase its size to achieve the proposed goals.

There is not enough participation of the team to international meetings, especially for members other than the team leader.

The attractiveness appears limited.

 Recommendations

The team should improve attractiveness and visibility by recruiting post-docs from abroad (internationally) and through participation to international meetings. The size of the team should also increase a little (through the recruitment of short-term members such as post-docs or PhD students rather than with permanent researchers), especially since the team leader will be involved in the structuration of the Unit as a deputy director. 

 Appreciation on the results

The team includes 4 staff scientists, 2 post doctoral fellows, 2 pHD students and one technician. Unfortunately, the organisation of the team has been modified with one of the two co-leaders who left and is now at the head of another team. Consequently, the size of the team also decreased around half.

The team focuses on understanding the genetics and epigenetics mechanims involved in the transcriptional deregulations of cancer, with two models, melanoma and the TEL/AML1 positive childhood leukemia. They developped genomic screens and microarrays and selected factors involved in the progression of these cancers (TYRP1 in melanoma, UDF1 in UV-dependent skin cancers and RUNX1 in TEL/AML1 leukemia). The aims for the forthcoming years are to analyze the precise functions of these factors by combining invalidation strategies, examination of target gene expression profiles (ChIP seq), and the analysis of the transcriptional regulation of the corresponding genes (epigenetic modifications of the promoters). The team has a strong background in the field and developped the adequate tools.

The team leader is regularly invited to international meetings in France and abroad. Several PhD thesis have been defended during the last years. However, though very long, the list of publications is rather average. This is a dynamic team which set up tumour sample collections and organized a network of international collaborations.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The team leader is recognized in the field and is invited in several international meetings. Moreover the group attracts PIs from abroad as visitors and regularly recruits new PhD students and post docs. However, due to the recent decrease in the size of the team, new students should be recruited during the forthcoming year.

The team also succeeded in raising substantial funding from diverse organisations (LNCC, ARC, Region Bretagne). However most of them end at the fall of 2010. Submitting new applications in the forthcoming months is absolutely required to continue the work.

Finally, the group has established effective and complementary collaborations with local (Rennes University and Hospital), national (in Strasbourg) and European (in Bruxelles) partners. In addition the project integrates the Cancéropôle Grand-Ouest Glioma network, and several clinical networks (Grand Ouest hémato-onco-pediatrie anf the french therapeutical group FRALLE ).

 Appreciation on the strategy, management and life of the team This is a dynamic team with a strong communication policy. Unfortunately, all team members contribute to teaching, decreasing the time devoted to research.

 Appreciation on the project

The team focuses on understanding the genetics and epigenetics mechanims involved in the transcriptional deregulations of melanoma and the TEL/AML1 positive childhood leukemia. This is a challenging and promising project but the strong background of the team in the field as well the network of collaborations makes it feasible, though funding appears to be limited for the forthcoming years.

 Conclusion :

 Summary

The project is a good combination of clinical and biochemical approaches on 2 models, melanoma and leukemia.

 Strengths and opportunities

The team is dynamic with efficient collaborations, a good network and good access to patients and approaches

 Weaknesses and threats

Unfortunately the publications are rather average. Moreover funding visibility is limited.

 Recommendations

The team should go deeply into the different points of the project, focusing mainly on the mechanistic issues. The team should be more active in raising funds. 

 Appreciation on the results

The research activity is focused on the biochemical characterization of RNA-binding proteins (RBPs) and their implications for development in vertebrates. Thereby, the team has focused on the frog Xenopus leavis (embryos) as a model to address the physiological relevance of RBPs. They integrate mechanistic studies and high-throughput screening e.g. for identification of targets for selected RBPs. Four major projects have been pursued: i) Studies on tissue-specific splicing regulation by the polypyrimidine tracts binding proteins (PTB). They defined a regulatory cis-acting element that determines alternative splicing of alpha-tropomyosin mRNA-precursors in myotomal cells compared to other cells. They also established protocols to deplete splice-site recognition with antisense morpholino oligonucleotides and showed the physiologic relevance for this splicing event in muscle cells. They also implemented several proteomic approaches to identify other or novel RBPs that participate in splicing regulation.

ii) Function of Celf1/CUGBP1 in somite segmentation. Celf1 is a highly conserved RBPs that regulates somatic segmentation without impairing myotomal segmentation in X. laevis. In the last period, the researchers found an important mRNA target for Celf1, called Su(H), that could be associated with segmentation defects caused by Celf1 mis-regulation.

iii) Since other crucial targets for Celf1 may exist, the group has established procedures to globally identify targets for this RBP with cross-linking immunoprecipitation of Celf1 followed by sequencing of bound RNAs (so-called CLIP-Seq assay).A first analysis of CUGBP-1 targets in HeLa cancer cells defines almost 3,000 potential mRNA targets, most of them are bound in 3'-untranslated regions (UTRs). iv) Chromatin dynamics and genome-wide controls of gene expression. In collaboration with teams at the UMR6026, the team performed a gene expression profiling of breast carcinoma cells treated or not with estradiol, defining a list of responsive genes. This project gave some promising results -whatsoever, it is not in strong line of the other research activities regarding the level of gene expression control (transcriptional control) and model system (human cell lines).

During the passed 4 years the group has achieved interesting results of good quality.

The research team has published 28 publications with average to good impact. They got two scientific invitations to international conferences (However, there are no invitations for the two current group leaders). The data was orally presented at eleven meetings, nine of them located in France. They also presented more than 15 posters at meetings, mainly in France. Five Ph.D. completed their thesis, and one habilitation.

The team established 2 local, 2 national and 2 international collaborations. Most of these collaborations should be continued, and new ones will be encountered in the future.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

Since the team uses latest genomics technologies (e.g. high-throughput sequencing), it will certainly remain attractive for many students and postdocs in the future. Moreover, their great expertise with frogs as a model system makes them attractive for other groups that even work in less-related fields of research. The group should persist on this unique expertise with this animal model.

The PIs and group members had been to numerous conferences.

The team was able to attract several PhD students (5) and postdocs (2). Since the postdocs left the lab, the team should try to attract new postdocs -if applicable they should come from another country.

The group has obtained substantial funding through the last years. This includes prestigious grants from the ANR, ARC, and the CNRS. No international grants were obtained.



Appreciation on the strategy, management and life of the team

There is apparently a good atmosphere in the group. Two group leaders will share the lead of this team and did not report any problems by doing so. However, shared leadership may become problematic in certain circumstances and may cause difficulties to track responsibilities. Clear rules and responsibilities have to be defined -just in case some problematic event may arise.

The implementation of latest genomics expertise is state-of-the art. However, the group mainly works on two RBPs that are studied for years now. Although there are certainly many novelties that can be discovered in the future, the group may think to study/screen for other RBPs that play roles for important physiological processes in the frog. Embarking new lines of research may lead to more high-impact journal publications.

Four members of the team are involved in teaching. The team appears to have a heavy teaching load.

 Appreciation on the project

The proposed project will investigate the function of selected RNA-binding proteins in vertebrate development. It is planned to integrate high-throughput approaches to define targets and impact of RBPs on mRNA fates and then to perform more detailed cellular and biochemical analyses on particular mRNA targets that are physiological relevance. Therefore, the future research is mainly in line with previous activities and no major changes in the research direction are foreseen. The proposed project is divided into 4 work-packages:

i) The group wishes to dissect the molecular details for alternative splicing of tropomyosin in X. laevis. The group has apparently found several candidate RBPs by proteomics means that could also participate in the regulation of this message. However, the next steps for this analysis should be and what these proteins are is not greatly explained in the project synopsis.

ii) Phenotypic analysis of animals inactivated for RBPs. This is a descriptive study of RBPs and their effect upon depletion in X. laevis. For instance, PTB should be depleted and splicing substrates should be revealed with DNA microarrays/ deep sequencing. Likewise, the authors suggest to study Celf1 protein function in mouse models (collaboration with other groups with mice genetics expertise). We wish to note that similar studies have been previously performed with orthologous/related RBPs in other systems. Therefore, we propose think about embarking new studies on other, less-well characterized RBPs that show interesting phenotypes in this animal.

iii) Genome-wide identification of deregulated mRNAs in RBP knock-down animals and iv) Global identification of targets for RBPs with CLIPseq (see above).

Both of these projects propose to use latest genomics technologies to unravel targets for PTB and Celf1 and possibly for other RBPs. At this point, such an analysis is becoming necessary to unravel the impact of these proteins for gene expression control. The group has recently undertaken efforts to establish these techniques in the lab and preliminary results that were obtained and sound promising. Of note, the genome-scale analysis may need the implementation of bioinformatics and moreover, clear questions have to be addressed for analysis of genomics data. Likewise, difficulties may arise with the integration of data obtained from the genome-wide screen and the physiological relevance. This is a difficult task and how the data should be analyzed in this regard has only been vaguely described.

There is collaboration with diverse platforms run at the University of Rennes I. Furthermore, collaboration with sources for deep-sequencing have been established.

The project appears to be profound. The researchers will implement techniques that have been developed by other laboratories. The methologicaly advantage is mainly given by the implementation into the frog model. The morpholino-based antisense oligo approach could hold great promise in frogs and could be used to screen for factors that participate in important developmental processes (such as segmentation defects in early embryos).

 Conclusion :

 Summary

The project basically follows previous lines of research focusing on PTB and Celf1 RNA-binding proteins to target their mechanistic and functional roles. Several tools are available now in the lab that gives the team advantage to other teams in an international and competing environment. These are mainly the establishment of the CLIP-Seq technology and profound expertise with the frog model system, which is rather unique in the field of posttranscriptional gene regulation. The group should take advantage of this unique opportunity. The project plan is lesswell defined -a more detailed research plan may be beneficial to formulate a more clear vision for future. Finally, the group was able to attract substantial funding for their research and is generally well organized.

 Strengths and opportunities

The team has unique opportunities because of the great expertise with X. laevis model system. This allows combining biochemical approaches, genetics and physiology. The team may even become very influential group in their field, if they could combine the frog model with latest functional genomics to screen for "novel" RBPs that play important roles for development.

 Weaknesses and threats

The team should try to attract new Postdocs and PhD students -if possible at least half of them should come from abroad (non-French). The team has two group leaders, which is very different from the usual way. It is not clear to the committee how the teams functions in terms of defining the research focus, and attract external grants. In order for the team to produce more high quality papers, it is recommended that the team clearly defines one group leader who can take full responsibility for the research.

The research project mainly deals with two RBPs that have already been studied for years and thus, this appears less attractive. The team may think about the establishment of new lines of research to study important RBPs in frogs. Since there are so many uncharacterized RBPs in the frog and other eukaryotes, the team should think about to embark new lines of investigation to characterize these.

 Recommendations

This is a promising research team. It is suggested to focus on the most promising part of the projects that will lead to good papers in the near future. The team should also start to think about new lines of research that makes them internationally unique (e.g. perform a systematic screen to find other RBPs that play a role during frog development). The team should try to publish in higher-impact journals, which will undoubtly improve the international visibility. 

 Appreciation on the results

The aim of the this team is the study of two developmental pathologies (holoproencepaly and MRKH syndrome). The first part of the work is genetic approaches on large human cohorts in the aim to identify new genes. This part of the study seems to be attempted by the discovery of candidates and the results are published in numerous papers. The second part of the work on the second pathology is also based on studying cohorts. For this pathology, the team has set up a national network of clinical research (PRAM). By studying a cohort of 57 patients, they show that MRKH syndrome could be due to an early embryonic insult affecting the mesoderm-derivating tissue. This work is of high quality is cleary clinical research. The team has an old collaboration with a lab at NIH, which has also a large cohort of HPE patients. Moreover the team has set up a network for both pathologies in France.

The team leader published numerous papers (19 directly from the team, 3 inter-team). In most of them, the team leader is not in first or last author. Some of the published papers have been signed by graduate students in first position. Four students have obtained their PhD during the last 4 years. One of them seems not to have signed papers as first author.

Several collaborations have been developed at the local, national and international level, some of them have given rise to publications.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners By setting up a French network in developmental pathologies the team is recognised in the field and the team has been able to federate a large amount of clinicians. On the one hand, numerous students, both with medical and scientific background, are a demonstration of the attractiveness of the topic and of the team. On the other hand, the poor number of post-docs shows a moderate attractiveness for more experimented scientists and could be a problem for renewal in the future.

One award from a French society. No invitation in a French or international meeting is mentioned Only one teacher joined the team for the next quadrienal.

The team has been able to raise mostly national fundings, in particular from the Brittany region.

The participation to international and national scientific network of this team is correct. Most of the communications are from permanent members.

 Appreciation on the strategy, management and life of the team Most of the team members are clinicians with high amount of clinical duties.

No scientific animation is described

The team comprises a majority of teachers with important implication in teaching.

 Appreciation on the project

To go further with their study on developmental pathologies, the team has choosen to recrute more patients to increase the cohort size and also to develop an experimental model on chick embryos. The choice of this model is cleary exposed and will be developed by a scientist who has joined the team in the past few years. The strategy is to use inhibitors of known pathways. Clearly, even if two axes are mentioned in the report, the study on HPE seems to involve most of the people in the team.

The team is now composed of 9 permanent people (6 teachers and 2 full-time researchers), 2 graduate students and 2 technical/engineers. One teacher has joined the team for the project. It seems that the second axis is supported by only one full-time researcher.

The project of this team is to continue to address the mechanisms that are at the origin of the studied pathologies through the development of an experimental model recently imported in the laboratory.

 Conclusion :

 Summary

This team is performant in clinical research and tries to go deeper at the mechanistic of these developmental pathologies. This strategy must be encouraged, especially because of the constitution of the team (teachers and clinicians, that can not do research more than 50 %). To go further with experimental research is probably a good way to attract post-docs and to raise funding.

 Strengths and opportunities

The team has access to cohorts of patients and has access to a wider foreign cohort, which should allow to obtain robust results based analogy and comparison.

 Weaknesses and threats

Basic research should be reinforced. There is clearly a lack of anticipation for grants and for models. At the present stage, the number of full time researchers (including postdoc) is too low and the ratio between permanent and non-permanent researchers is unbalanced. Findings are potentially exciting but there is no functional proof that the mutation is actually causal to the disease.

 Recommendations

The team should profit of internal expertise (Notch signaling) and increase collaboration with others teams of the unit and with external groups.

The team should aim at publishing in higher profile journal. To increase the skill of team in basic research and mechanistic underlying the pathologies, the group leader should hire postdocs and reinforce collaborations. The scientific activity of the group is extremely original and of high-quality. The impact of the results is internationally recognized.

Past research has been organized into three complementary axes: i) Analysis of the genetic bases of dog disease as spontaneous models for human disease

The team uses the dog as a model to study the genetic disposition of monoallelic as well as mulitfactorial diseases. The findings obtained with dogs can occasionally be transferred to human to map novel markers/genetic elements for disease. The team has installed the Canine Bio bank CaniDNA and an French veterinarian network to collect dog samples. To date, thousands of DNA, RNA and preserved tissues samples are stored and available for projects in this Biobank.

At this stage, samples for genetic disposition have been collected for several diseases. Regarding cancer, thousands of samples have been collected for histiocytic sarcoma in the Bernese Mountain Dog. Three loci have been identified and/or are under further investigation. Likewise, loci have been identified for melanoma, genodermatoses, epilepsis and others. This data is of pivotal importance and will guide more targeted investigations in humans in form of collaborations (often the predisposition of diseases are conserved between human and dog).

ii) Genetics and function of olfaction

This team will close down since the project leader will retire. The group investigated the olfactory receptor in dogs and in particular their reactivity towards specific molecules. This was a very interesting and unique topic for research. The group seeks now for a candidate to continue these lines of investigations.

iii) Bioinformatics and statistics

This team is improves the annotation of the dog genome. The team has also developed several programs that are of value for the dog community. For example, the program AutoGRAPH automatically constructs comparative maps between a reference genome and two to three tested genomes.

The team has a very good publication record. One reason is certainly the strong collaborative efforts made by this group. There are almost 40 original publications -some of them have been published in very prestigious journals such as Nature (e.g. the dog genome), PNAS etc.

The established veterinarian network is unique in France. The network will be extended in future. There are plans to synergize with similar networks in other European countries.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The group leaders have been invited speakers at five conferences (one international). The members of the team gave oral presentations or presented posters at numerous national and international meetings.

This team is exceptional compared to other research groups of the Unit: The team was able to attract 10 Postdocs and even more Ph.D. students. Therefore, this is one of the few teams where the number of non-permanent researchers is higher than the number of permanent researchers/teachers. Because of its original and unique research, the team will certainly be able to attract national and international students/postdocs in the future.

The team is well funded with national and international grants. Of note, substantial funding has also been raised by a group leader who retired recently. The team has an ongoing collaboration with a biotech company and filed one patent. It further pursues this collaboration.

The team launched the veterinarian network and the CaninBioBank (see above). Diverse international connections exist. One patent has been filled in collaboration with a small Biotech company. Further collaboration is planned.

 Appreciation on the strategy, management and life of the team

The team is well organized. Note that one previous group leader has retired and two former PIs take now the lead of the team. We propose that one team leader may be sufficient to effectively guide the group and to take all of the responsibility.

The project is unique and cutting-edge. The team is well connected to establish as a world-class leading team.

Both team leaders contribute to teaching. It appeared that mainly one team leader is actively organizing a dense network with other teams from the same/other research units.

 Appreciation on the project

The scientific activity of the team for the period 2012-2015 will continue on the same bases with strong collaborations and interdisciplinary research. The major research axis includes: i) Analysis of the genetic basis of dog diseases a models for human diseases. Major focus is on continuation of cancer projects (osteosarcoma, glioma). In the past, many dog samples have been collected and can now be used to identify the predisposition of genes, to identify chromosomal regions of interest. In addition, new collaborative projects are planned on other types of cancer. A dermatology project, as well epilepsy and developmental disease projects are also planned for the future -however, no details are given on the plan for their execution in the project synopsis. To achieve these tasks, the team will use previously developed methods but they also intend to use novel implementations (e.g. sequencing of breed specific diseases).

ii) Development of bioinformatics and statistics tools is further provided by one leader of the team. This is certainly required to allow sophisticated analysis of data obtained from genetic linkage and other analysis.

iii) A new research projects is to analyze quantitative structural variations of the dog genome (part of a European consortium). Copy number variations (CNVs) have recently attended great interest as it was found to make a great difference between genomes of individuals in vertebrates and also in humans. Therefore, this is a very hot-topic with great potential.

iv) The identification of SNPs to identify patterns of genetic variation that indicate recent selection events of canine species. Also this project is of great interest and can be performed with sufficient numbers of samples in dog. The possibility in dogs to analyze in-breed and out-breed linkages generally enhances the reliability of the data.

Several great scientists have been hired to join the team. For instance, a new group leader has been recruited to perform genetic association studies. He will take a lead on the epilepsy and developmental disease project (possibly a reason why the goals for this project have not been outlined in sufficient detail).

 Originality and existence of cutting edge projects

As mentioned above, the project is very original and cutting-edge.

 Conclusion :

 Summary

The team has acquired profound expertise to perform the task proposed in the project. It has several promising resources that allow to take an internationally recognized lead in the field of canine genetics. Moreover, the work may become of great medical interest for diagnostics and it may build the foundation to develop novel drugs to cure dog or human disease.

 Strengths and opportunities

The Canine Bio bank, and several recently hired bioinformatics experts will be beneficial for the successful execution of the proposed research. The group established a god network of veterinarians and further developed expertise in dog genetics that is unique in France. This team has an extraordinary potential to analyze genetic diseases. Successful combination of genetic and bioinformatics.

 Weaknesses and threats

No particular weakness and threats have being recognized.

 Recommendations

This is certainly a group with great potential, which should be supported at all levels. Importantly, the committee feels that the team should be headed by one leader, and in this case one of the proposed group leader has the potential, the motivation and the energy to fulfill this function alone. 

 Appreciation on the results

During the last quadriennal, the team was headed by two co-leaders. The team was composed of 29 persons. This team will be separated into two teams in the next quadriennal (Team 6 and Team 10). The following appreciation of the results therefore concerns both Team 6 and Team 10

The team used a combination of different approaches to understand the genetic and epigenetics basis of tumor development: CGH array, quantitative transcriptome analyses (including miRNA) and analysis of DNA methylation of cis-regulatory sequences. This type of project is very wide in addition of being highly competitive and a huge number of groups, both in France and abroad, are asking the same questions with similar approaches. The team has focused on different types of tumors. The first is glioblastoma, a very aggressive tumor, for which the team has identified a transcriptome signature, which correlates with recurrent genetic abnormalities.

The second project focuses on melanomas. The team has investigated several pathways (i) the alternative splicing of Mitf, a gene involved in development of melanomas for which they found a correlative link between such splicing and metastasis; (ii) the role of TYRP-1 in melanoma progression and (iii) the link between skin cancer and UV response, which led us to identify USF-1 as a key sensor of the UV-response.

The third project concerns the TEL/AML1 leukemia, where specifically deregulated genes were identified. Among them, the team concentrated on CD9 both as a diagnostic tool and to understand the molecular mechanisms that lead to its down-regulation in leukemia.

The last project is on a metabolic disorder that eventually leads to liver cancer in some cases.

Several of these projects have required bioinformatics tools that the team has developed, for some of them in collaboration with the "laboratoire de mathématiques appliquées".

Altogether, these projects are very diverse. Many results have been obtained but it seems that they could be of higher impact if the team was not as dispersed.

The team has published numerous papers (26 directly from the team, 7 inter-team and 31 with at least one member of the team). However, the overall impact factor is low.

Team leaders of the previous team have been invited speakers to several meetings, national and international. However the leader of team 10 has been invited mostly to local events. Other members of the team have also participated to meetings (oral presentation or posters). One patent has been obtained, which concerns leader of Team 6.

Six students appear to have obtained their thesis during the last 4 years. Given the size of the publication list, it is difficult to assess what was their scientific production.

Several collaborations have been developed at the local, national and international level, some of them have given rise to publications.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners Leader of Team 10 has been invited mostly to local meetings. No award is described.

The team as it was during the current quadriennal is very big. It is composed of 7 permanent research scientists, 3 post-docs, 16 graduate students and 3 technical persons. Most if not all permanent researchers, post-docs and grad students appear to come from Rennes.

The team has been able to raise many regional and national funds, in particular from the ANR.

The participation to international and national scientific network of this team is limited, regarding of the possibilities, especially for the glioblastoma project that has been made the object of a recent call for tender.

One patent has been obtained, which concerns the leader of Team 6.

 Appreciation on the strategy, management and life of the team

The team is very big, headed by two team leaders who appear to be in charge of distinct projects, which are very diverse. Altogether, this organization raises important issues in terms of visibility. Some of these issues have been addressed by splitting the team in 2.

No scientific animation is described.

The team leader is heading the IBisA microarray facility. Major part of the team is composed of teachers (PU-PH or MCU-PH) who have lot of teaching at the medical school.

 Appreciation on the project Among the 4 projects in which the previous team has been involved in the past years, two are continued by the "new" team 10. The projects are intimately linked to the microarray plateform that the team developed and which has been labeled by the GIS IBiSA in 2009.

One of the project focuses on hemochromatosis, a mulifactoriel disease with variable penetrance: whereas most of the patients are homozygous for a mutation within the HFE gene, the penetrance of such mutation is very low. The aim of the proposed project is to search for other loci involved in this disorder. Based on a candidate approach, the team has already identified a polymorphism 3' of BMP2 that correlates with ferritin level. The goal now is to extend this type of analysis to the entire genome, through 2 complementary approaches, one in human, the other in the mouse. The first one is a genotype/phenotype association study. This type of approach highly depends on (i) the size of the cohort, (ii) the genotyping procedure and (iii) the choice of the phenotype to which the genotype will be linked. This last part is not well described, so it is difficult to assess its feasibility on a large cohort of 500 patients. It is also important that these patients are very well characterized in term of overall phenotype and disease severity. Results will be verified on a distinct cohort, but nothing is said to the downstream research: the identification of the gene/locus involved, functional analysis to validate/confirm the data. From what is described, this part of the project will only identify some polymorphisms associated with phenotypes.

The second approach uses a mouse model (Hfe-/-) to identify eQTL. This is a collaborative project with a team in Toulouse. The genetic background of the mice appears to modulate iron accumulation in the liver and the project aims at searching for modifier genes. Intercrosses over two generations have identified 5 regions on different chromosomes. However the size of the candidate regions are not mentioned but this can greatly impact on the likeliness of identifying the modifiers. It is likely that a 2 generation intercross gives rise to a large candidate region.

However, this QTL approach is coupled to transcriptome analysis that should help identifying candidate genes. Four transcripts have been already identified. Other will probably follow. However, downstream analysis confirming or aiming at elucidating the underlying mechanism are not well described. In addition, there is no mention of a cross comparison between the data obtained in both human and mouse approaches.

The second project concerns the molecular characterization of glioblastoma, by combining genomic, epigenomic, transcriptomic and proteomic analysis. This will be done in 4 different tumor compartments. Importantly, the team also proposes to initiate similar analysis on tumor stem cells derived from GBM samples. Some details of the analysis are lacking: How will the proteomic be done? This type of approach usually requires large amount of material. Is it compatible with the analysis of different tumor compartments? Of tumor stem cells?

Finally the team proposes to develop transcriptome and methylation markers in GBM, which could eventually be used in diagnosis. All these projects rely on multiple collaborations, mostly national, especially depending on large cohorts, which are essential for generating high quality data.

The team is now composed of 9 people (3 permanent researchers, 3 research technicians/engineers and 2 PhD students. Four people (only permanent ones) are involved in the first project whereas 6 participate to the second. We do not know however whether any of the team member participates and to which extent to the microarray plateform. Strikingly, one of the two PhD students appears on none of the projects described. The team's projects aim at identifying new loci involved in different cancers. This is clearly important for our understanding of the diseases and the search for downstream therapeutic tools. However, the field is highly competitive and other groups in France and abroad address similar questions with more powerful approaches. In addition, there is no project aiming at addressing scientifically relevant downstream questions. In addition, the team appears to focus on the identification of potentially involved loci but validation experiments as well as projects aiming at understanding the underlying mechanisms are missing.

 Conclusion :

 Summary

The team refocused its projects and limited these to two, which seems reasonable, considering the new composition of the team. The significant number of projects was probably a handicap for a visibility outside.

 Strengths and opportunities

The team as published many articles with some in good journals. It has developed the opportunity for integrated approaches to identify new loci "involved" in hemochromatosis and glioblastoma. The team has access to large cohorts of patients.

 Weaknesses and threats

The proposed projects might help identifying new loci involved in hemochromatosis and glioblastoma but they are rather descriptive and ambitious downstream functional approaches are lacking. The team is not integrated into national and international network on these pathologies. Objectives are not well defined. There is no internal collaboration mentioned with groups working on animal models for glioblastoma. The team has limited competitivity in this "hot" field.

 Recommendations

The team leader should improve communication skills and should develop connection with existing national and international network. The team should better define scientific goals and spread their means of studies to be able to remain competitive in the announced projects. 

 Appreciation on the results

This is a new group that will only join the research unit in January 2011. The PI has a modest track record as PhD student and post-doc, with one major publication as main author. This is acceptable because the PI represents a very important and qualified interface between two worlds (Physics and Biology) and has been trained in world reference labs in the field of Biophysics and Systems Biology. The PI's main interest has been on asymmetric cell division and proposes an interdisciplinary approach to this problem, starting with C. elegans as model system, but with predicted excursions to Drosophila and mice. This new program focus on three main goals: 1) regulation of spindle length; 2) spindle centering and orientation; and 3) targeting of force generators to the cortex. The PI proposes to model these processes in silico and then experimentally test predictions from these models. His expertise in quantitative imaging analysis will also be used on the evaluation of the experimental data. Alternatively, he proposes a set of experiments, which can after be reproduced in silico to determine the best theoretical fit. Overall, the research program is thoughtful and relevant, providing complementary expertise to more traditional approaches. It is likely that this program will have a very positive impact in other local labs.

Two papers in co-first authorship, one of them in a very good journal. Minor contribution in a top publication in Cell and other secondary contributions in biophysics journals. Communications in International Conference proceedings.

It is premature to evaluate this aspect, although it seems that the PI has already started collaborations in France and most likely will interact a lot with the local community working on cell division aspects.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners This is a new team ATIP/AVENIR team that will only start in January 2011. There is no information on recruitment.

Only one collaboration at the National level disclosed. However, due to his unique expertise, the PI will be very attractive to participate in scientific networks at the local, national and international level.

The generated software will be made freely available to the research community as Image J plugins.

 Appreciation on the strategy, management and life of the team

The team leader has no teaching duties. This team, due to its interdisciplinary nature, will play an important role as a hub for scientific interactions at the local level.

 Appreciation on the project

The proposed project is well-structured, hypothesis-driven and is relevant not only at the experimental level, but also theoretically. It seems adequate to the previous experience and track record of the PI and focuses on a relevant biological problem, with implications to other systems. It seems a bit overambitious for a team, whose future composition is unclear and it is not sure whether the PI enjoys of sufficient international recognition to attract talented students. On the other hand the interface between Physics and Biology may be attractive to a different target population of students and very much necessary to increase the training in frontier science. All support should be given in order to obtain independent funding and access to all necessary resources. This interdisciplinary project has very high potential for cutting edge research, especially in the context of larger scientific networks, for which specific international funding exists. This is a perfect candidate for the Human Frontier Science Program.

 Conclusion :

 Summary

This new team will start only in January 2011. The track record of the PI is not impressive but the level of training of the PI in biophysics offers some guarantees for the future. The proposed project is well-structured and covers a wide-range of interdisciplinary approaches to a biologically relevant problem. High potential for cutting-edge research and participation in international networks.

 Strengths and opportunities

Interdisciplinarity; potential for interactions with the local, national and international community; young PI with clear ideas ; excellent opportunity for international funding on interdisciplinary science.

 Weaknesses and threats

Questionable international visibility; modest track record of publication; limited current funding.

 Recommendations

This team should be supported and integrated in the research unit in a way that allows the promotion of local interactions (joint lab meetings; shared student supervision; joint grant applications, etc). The team should be encouraged to obtain independent funding and good opportunities exist at the International level. The international profile should be raised. 

 Appreciation on the results

The aim of the project was the understanding of bacterial adaptation to stress. Researches were carried out to bring some elements of understanding in the response of bacteria to osmotic and oxidative stresses, especially in alpha and epsilon divisions of proteobacteria (Sinorhizobium meliloti and Campylobacter jejuni).

One part of the project concerned the role of the RNA-binding protein Hfq, which is involved in resistance to stess and in pathogenicity of numerous bacteria. Thereby, Hfq acts as a RNA chaperone that mediates the association of non-coding regulator RNAs and target messenger RNAs. Importantly, Hfq is essential for virulence for several bacterial groups, including Brucella; however, its role in S. meliloti has not been investigated. The team has undertaken efforts to study this protein in different bacterial strains. For instance, studies of the functions that are lost by an hfq mutant of S. meliloti have revealed that Hfq plays a key role in the establishment of the symbiosis between S. meliloti and its host Medicago sativa. The team has also performed a comparative proteomic analysis between wild-type and hfq mutant allowing the identification of 442 proteins, which synthesis was reduced and 75 proteins, which were overproduced. Most of these proteins are involved in cell metabolism or stress resistance. Further analysis of these proteins and the role of Hfq for their regulations is planned for the future. Likewise, several studies deciphered genes and proteins that mediate oxidative and osmotic stress in different bacterial strains. Interestingly, the team has preliminary data on the ability of C. jejuni to survive to cold aqueous stress and the implication of a post-transcriptional regulator CsrA (Carbon storage regulator) in this process.

The team published more than 30 papers mainly in low-impact journals.

Several local, national and international collaborations have been set-up. There is also a partnership with industry to develop novel tools for the detection of pathogenic bacteria (e.g. Campylobacter in the poultry product).

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

No notable achievement was raised regarding impact and attractiveness of the team.

 Appreciation on the strategy, management and life of the team

The team has a large number of teachers but only few researchers. Overall management may be suboptimal.

No cutting-edge and highly creative projects have emerged during the last period.

Apparently, there are heavy teaching duties in medicine and biology. Teaching is shared by several team members -the exact contribution of each member could not be not evaluated.

 Appreciation on the project

Project A: Analyses of ribosomal modulating factors will be studied from the phytopathogenic bacteria Erwinia chrysanthemi that belongs to the -proteobacteria group like E. coli. The plan is to knock-out the genes of the E. coli orthologs (RaiA(PY), RMF and HPF, RsgA) and to study the phenotype under various stress conditions. Furthermore, the ribosome profile, EM structure of ribosomes and aspects of transcriptional regulation will be considered. Mutants of Erwinia chrysanthemi are available through the "E. chrysanthemi network".

The considered factors have been studied intensively in E. coli over the last 10 years. To perform now an analogous study in an organism, about which much less is known than about the model bacteria E. coli will probably not lead to ground-breaking results and thus not yield papers in journals with a high impact factor.

Project B: The ribosomes of two bacterial strains, viz. the symbiotic Sinorhizobium meliloti and the pathogenic Campylobacter jejuni, will be screened under various stress conditions for associated factors, which might represent ribosomal modulating factors. The bacterial species have been selected because the lab has experience concerning their physiology and genetics. The associated factors will be identified by MALDI-TOF, then purified and their effect tested in vitro. Mutants concerning the corresponding factors will also be tested for their role in stress adaptation.

Again the argument holds why a fundamental systematic approach is suggested for two species, although similar experiments have been already made in other species, particularly in E. coli. The argument that the modulating factors mentioned under Project A are exclusively present in enterobacteria is true for some but not all factors. For example, the hibernation-promoting factor SaHPF in Staphylococcus aureus mentioned in the project description is an ortholog of the E. coli factor HPF. New factors probably exclusively present in the two species might be found.

Project C: In recent years it became clear that toxin-antitoxin (TA) systems play important roles in regulation networks including various regulatory systems. The authors identified a TA system (tox-DopR) in Sinorhizobium meliloti involved in adaptation of osmotic stress. The predicted structure of the toxin seems to be related to RelE, a well studied and highly specific RNase in many bacteria. The behavior of this TA system at various salt conditions will be studied as well as its structure (NMR) and its ribosome localization via EM, both in collaborations within the institute. This is a project worth mentioning; elucidation of its relation to osmotic stress might lead to an improved and extended knowledge about the RelBE systems. The 70S•RelE X-ray structure has been published in Cell 2009. A welldone analysis has the potential to become published in a good journal.

 Conclusion :

 Summary

The team suggested studying a couple of regulatory proteins in exotic bacterial strains. The factors have been already studied intensively in E. coli. Repeating experiments in one strain, which have already been performed in another strain, is not very attractive.

 Strengths and opportunities

The team has profound expertise in microbiology techniques.

 Weaknesses and threats

The team has a questionable international visibility and a modest track record of publication. See also comments above to the project.

 Recommendations

It might be wise to integrate the members of the team in other more efficient groups, considering their expertise in microbiology. The team is interested in the contribution of membrane trafficking to the regulation of Notch-dependent cellfate decision of Sensory Organ Precursor cells in the dorsal thorax neuroepithelium of Drosophila. Activation of Notch signalling by its ligand Delta requires Dl endocytosis for some yet unknown reason(s). One important contribution of the team was to demonstrate that the ubiquitin-ligase Neuralised can trigger the transcytosis of Dl from a basolateral to an apical plasma membrane localization, making Dl available to bind and activate Notch in MDCK cells. Another approach of the team was to apply a reverse genetic screen to identify proteins with membrane trafficking regulatory functions that could regulate Notch signalling. This screen has been very successful leading to the identification of several novel regulators of Notch. These include the clathrin adaptor complex AP-1, which was found to regulate Notch and Sanpodo (regulator of Notch signalling) delivery to a specific E-cadherin/F-actin-rich apical plasma membrane subdomain, which may represent a signalling plateform for Notch. In addition the Escrt machinery components, septins and septin interacting proteins have also been identified.

The team leader has also initiated some productive collaborations both within the institute and outside. These have led to the identification of a novel mechanism through which the cell cycle Aurora-A kinase can control Notch signalling by regulating the phosphorylation and activation state of Numb, a known regulator of Notch and Spdo endocytosis. This is interesting as so far Aurora-A had been shown to regulate Numb only indirectly via phosphorylation of the partitioning defective proteins. Another significant finding is the discovery that Dl is enriched on exosomes that are secreted by signal-emitting cells as a mean to controlling Notch signalling over long-range (several cell diameter) distances.

The research is highly relevant for our understanding of fundamental processes such as regulation of cell polarity, asymmetric cell division and cell fate determination. The research performed and proposed is a very good combination of original and risky approaches (for example the development of nanoparticles as modulators of signalling) with more conventional approaches.

The results implicating Nl in Dl transcytosis have been published in Mol Biol Cell in 2010. The team also contributed to two review articles in Current Opin Cell Biol (2006) andTraffic (2010). Two manuscripts describing the role of AP-1 in Notch signalling and the identification of Dl exosomes are being submitted. One article has just been accepted in Current Biology. Collaborative projects also led to co-authorship in two articles published in EMBO J in 2007 and J Am Chem Soc in 2009.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The group leader has established an excellent national and international network. He is invited to international conferences (Notch Meeting, 2009, Drosophila Molecular & Developmental Meeting, 2010).

The group appears to be an attractive place for predoc and PhD students. Recruitment of postdocs is limited, however this is a general problem in the entire Institute.

The PI has been successful in raising external funds from local (Rennes Univ., Région Bretagne) and national agencies (INCa, ANR, ARC).

The team has collaboration with foreign groups and has established a very good network with national and international groups.

 Appreciation on the strategy, management and life of the team The excellent young, energetic investigator has a strong leadership potential.

The team members all have clearly defined projects.

The research is really original and the projects are clearly cutting edge.

 Appreciation on the project  Existence, relevance and feasability of a long term (4 years) scientific project

The research team focuses on two broad topics related to Notch signalling and cell fate decision. In addition to these projects, the team has technology development objective relevant to their own and other Unit teams' research regarding electron microscopy in drosophila mutants.

Project 1. Based on their previous genetic screen identifying AP-1's function in trafficking of Notch and Spdo to the basolateral membrane, they plan to characterize the underlying mechanism and address a potential role for AP-1 in Spdo and Notch endocytosis from the apical surface. A classical antibody capture assay will be developed using the imaginal disc, which allows access to the apical surface (not possible in the dorsal thorax). With this assay they will also look at the role of Numb in endocytosis (or Spdo) as mean of generating distinct plasma membrane domains during asymmetric division of SOP cells. In addition, novel genes have been identified, which, when depleted, phenocopy the defects in AP-1 mutants. One of these genes encode a large conserved protein of unknown function, which will be characterized regarding its interplay with Notch signaling and AP-1 function. On a collaborative basis with team 18 and another French group, the function of AP-1 during epithelial cell polarity establishment in the drosophila tracheal system and in apico-basolateral polarity will be characterized.

Project 2. DE-Cadherin has a role in the SOP lineage by controlling the orientation of pIIa cell division. The team already found that DE-Cadh, although required, is not sufficient to orient pIIa cell division. The contribution of other junctional and cytoskeletal components (Canoe, Disc lost, Crumbs, septins...) will be investigated. The dynamics of DE-CadhGFP at junctional domains will be analyzed in wild-type and mutants (AP-1, Numb...) to correlate defects in junction remodeling and alteration in Notch/Spdo localization and activity. Based on their work which has identified a population of Dl-enriched exosomes that are released in the extracellular midia of S2 cells, proteomic MS/MS analysis has been performed and has identified several proteins that may contribute to Dl-exosome formation. The role of these proteins will be addressed by gene silencing. Alternative mechanisms of signal transmission by filipodia formation or vesicle shedding rather than exosome release will also be tested. Similar approaches will be used to identify and study exosome's contribution to Wingless signalling through collaborations.

Finally, the team with two other groups (in the unit and outside) wants to develop and apply correlative light and EM microscopy based on high pressure freezing to combine state-of-the-art light microscopy data and immunoEM in mosaic mutant backgrounds.

The performed and proposed projects are clearly cutting edge and original.

 Conclusion :

 Summary A young, dynamic team exploiting a powerful genetic system to ask fundamental questions about membrane traffic and its role in cell fate decisions.

 Strengths and opportunities

The leader has proven an excellent scientific leadership. He has a clear vision on how to run his research program, asks original questions and applies innovative approaches.

The project is exciting and ambitious. Feasible if the group can grow. The leader was able to establish a very good international network and to be in contact with the possible main competitors in his field.

 Weaknesses and threats

The group might be too small to address all the questions raised and become really competitive with the strongest players in the Developmental Cell Biology field.

 Recommendations

The recommendation of the committee is to continue in this excellent direction. As all the prerequisites are there (successful team, very good scientific environment, excellent facilities), the leader should be more active in attracting international postdocs. The team includes 4 permanent research scientists, 1 post doctoral and 3 PhD students and 4 technicians. This is one of the 5 teams from the former UMR6026 that joined UMR 6061. The leader is the past head of UMR 6026. The objectives of the team are mainly to understand chromatin dynamics and plasticity associated with transcriptional activation. The team focuses essentially on the transcription of ER-target genes. On-chip methods, microarrays and 3C techniques are combined to analyze epigenetic signatures, the recruitment of specific enzymatic complexes and the formation of intra-chromosomal chromatin loops. Chromatin attributes allowing pioneer factors to be recruited are also investigated. Finally the team aims at developing an in silico project in order to identify new estrogen-dependent modules based on their DNA sequence and through genomic studies

The research carried out by the group is of top quality, and very competitive and will bring very important novel information in the field of transcription dynamics

The group has a very good and high level publication records with papers in Nature.

The permanent researchers and postdoctoral fellows cover competences either in molecular biology and biocomputing, thus making the project feasible and visible.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The productivity of the team relies essentially on one research scientist who is an expert in the field of ChIPs and transcription dynamics. He is the author of the Nature papers and it is him who is invited to the international meetings and who gets the awards (Médaille de bronze du CNRS et Médaille de la Ville de Rennes)

Funding is quite successful with grants from ANR, Equipe Labellisée LNCC and funding from the European community. However funding should be renewed for the next years.

 Appreciation on the strategy, management and life of the team

The competences of the permanent researchers and postdoctoral fellows are complementary in the fields of molecular biology and biocomputing, and thus adequate for realizing the project. The Sparte members are actively involved in LMD training.

 Appreciation on the project

The proposed project is ambitious and challenging. Due to the expertise of the team in the field, the research plans are well focused, realistic and quite feasible during the forthcoming years, provided that the team reinforces funding.

 Conclusion :

 Summary

This team and collaborators have made breakthrough in the understanding of gene regulation dynamics and is pursuing on innovative aspects.

 Strengths and opportunities

The group has a very good expertise for developing the project both in the molecular biology and biocomputing approaches. In addition, biological concepts are original and overall quality of science and publications is excellent.

 Weaknesses and threats

Funding should be reinforced

 Recommendations

The team should take the opportunity of the fusion to both enlarge and share their competences and interests. The research team proposes to study signaling events during oocyte maturation, fertilization, and early embryonic development. The proposed questions are of novelty and originality, and of high quality. These questions are closely related possible improvement of assisted reproduction technologies (ART), and are of great clinical significances.

The group was recently created with the support of an ATIP grant from CNRS. The team leader had a very successful post-doctoral period that generated good profile papers in Development and Dev. Cell. Since establishing the group, the team leader has begun to exploit results he obtained as a post-doc on calcium signaling during fertilization and on phosphoinositide PIP3 production during oocyte meiosis. Some progress has been made concerning the polarized activation of Rac1 and Cdc42 in the mouse oocyte, depending on signals from meiotic chromosomes and the meiotic spindle approaching the oocyte cortex. The team also provided preliminary evidence that polarized activation of Cdc42 in the blastomere can drive the polarized recruitment and activation of the Par polarity complex and that this may be fundamental for establishment of an apico-basolateral polarity of the blastomere.

The research team is newly established in France. The young and energetic PI has an extremely impressive publication record with relatively high numbers of research papers, including papers in high impact journals, such as Developmental Cell, Development. The PI is also actively involved in international communications in his field with conference presentations.

The PI has a long and steady history of collaborating with world leading researchers,. These leading experts will provide very helpful and steady supports to the PI's new lab.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The team is clearly attractive: the team leader has rapidly recruited one PhD student and 2 postdoc researchers. The team leader was awarded an ATIP grant on a highly competitive basis. This can be extended for a further 2 years. The team has top international collaborators. Most collaborations are outside the institute.

The PI was awarded a ATIP fellowship by the CNRS for 3 years (2009)(2010)(2011) to become a group leader. This is possibly to be extended to 5 years. This is very impressive. The PI was also invited to give talks in influential international and national conferences.

The PI seems to establish his team in France quickly. He has recruited 2 postdocs (one is from UCL, UK, apparently of high quality).

The PI has a impressive record of attracting funding, as listed in his report.

Stable networks and collaborations with international leading teams were established.

 Appreciation on the project  Existence, relevance and feasability of a long term (4 years) scientific project

The objectives of the team, which are very clearly defined, aim at understanding mechanisms underlying (i) asymmetry during meiotic divisions, which is essential for the oocyte to retain maternally contributed components and (ii) polarity in preimplantated embryos at blastomere stage.

Project 1. Based on their preliminary observation that Rac/Cdc42 are activated in a polarized fashion in the oocyte and later in blastomeres, they will use a candidate-based approach to identify Rho GEF(s) that may act upstream to mediate polarized Rac/Cdc42 activation. Another very original aspect of this problematic will be to assess the contribution of RAN signaling to activatory Rac/Cdc42 signals from meiotic chromosomes and spindle.

Project 2. Understand the mechanism of meiotic arrest in Rac/Cdc42-deficient oocytes with respect to meiotic spindle assembly checkpoint and meiotic spindle integrity and/or Microtubule-kinetochore attachment. Project 3. Identify Rac/Cdc42 downstream effectors in polarity establishment in the oocyte and early embryos largely based on the usual suspect list.

The project proposed target key questions that are closely related to clinical practice, and is believed to have impact in understanding female infertility and improving ART. Therefore, the project stand firmly as a clinical relative project, and the feasibility is high in the long term.

The project itself is at the cutting-edge of the field.

 Conclusion :

 Summary This is a young promising team tackling questions that are valuable to basic understanding of cell division and cell polarity and to the understanding of human reproductive failure, one of the most common health problems in men and women and a common cause of birth defects. The lab has been successfully established in France, and the basis of the projects seem very solid. Very well planned projects with solid basis. Well-organized team with qualified researchers. The report and proposal target key questions concerning important issues of oocyte maturation, fertilization, and early embryonic development. The human resources and financial supports are in their place, and the strategy of the research is steady. Collaborations with world leading experts in the field will greatly facilitate the success of this dynamic group.

 Strengths and opportunities

The PI is at the cutting edge of his field with impressive and high level publications, and with excellent scientific leadership with a clear definition of the team's objectives. Innovative mechanisms and hypotheses. Based on previous experiences and solid trainings from UK, the PI has a great opportunity to become an international leader in this field.

 Weaknesses and threats

As a new group leader the PI has successfully recruited postdoc researchers. To successfully perform the proposed projects, more well trained researchers and larger grants are needed.

 Recommendations

This is a very promising new team that was established in France. It is essential to recruit more postdoc researchers and Ph.D. students for the interesting project. 

 Appreciation on the results

This fairly large team uses proton NMR to document protein-phospholipid interactions. The group also operates a technological platform comprising NMR spectrometers, fluoremeters and circular dichroism spectrometers.

The scientific activity of the group is threefold with a focus on peptide interactions with artificial membranes/micelles, the identification of the surface interfaces involved in dystrophin interaction with membrane lipids and the influence of different osmolytes on dihydrofolatereductase substrates binding using NMR spectroscopy.

2 researchers left the team, one joined, 2 ITA left the team; the number of graduate students is constant (4 on average).

The group scientific output in terms of publications is relatively poor to fair. Only 2 articles out of 20 were published in journals with impact factors comprised between 4 and 6 with the first and/or senior authorship being that of members of the team. 19 oral communications and 14 posters were given/presented by members of the team at local, national and international meetings.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The group has limited visibility and success at both national and international level. Collectively, they have been invited to give a single talk at international conferences. No award is highlighted. Two PhD theses were defended over the evaluation period. One very productive post-doctoral fellow is now established with a permanent position at the University of Limoges. A limited number of collaborators, one of which is from the UK, are listed. The collaborations have led so far to a very limited number of publications.

The group has very limited success in raising funds. It has been supported by 4 small grants. It is unclear whether this is because the team members did not apply to larger funding agencies or to a lack of success.

 Appreciation on the strategy, management and life of the team No indication on the team organization, management and animation is provided. The team leader will change after the evaluation and the former leader is staying in the team, which might reflect an original democratic organization.

With several Professors and MCU, the team is certainly involved in teaching activities. The team members seem to be fairly involved in student training activities (4 PhD and 2 M2 students on average per year). The number of students attracted by the team certainly reflects the quality of the teaching delivered by the team members.

 Appreciation on the project

Project A: Dystrophin is an important protein at least in muscle cells of vertebrates. Mutations of this protein are the cause of Duchenne muscle dystrophy (absence of dystrophin, usually frame-shift mutations) or the milder form of Becker-Kiener muscle dystrophy (BMD; short forms of dystrophin, usually in-frame deletions). Biophysical techniques will be applied to study mechanical properties of membrane models in the presence of dystrophin and plus/minus its main ligands actin and -dystroglycan. Biochemical studies will complement the analyses studying folding, conformation, oligomeric state and conformational changes upon lipid binding (NMR, H/D exchange; collaboration with Grenoble). A backup with in vivo studies applying fluorophores and cross-linker (mass spectrometry) is mentioned. Truncated dystrophin forms known from BMD patients will be considered. This is certainly the most interesting project of the proposal. Since the length of fragmented dystrophin is not related to the phenotype, some of the repeated units must be more important than others. The identification of the more important repeats in the frame of the suggested experiments would be an important achievement.

Project B: NMR and H/D exchange measurements devoted to document the influence of membrane curvature and model peptide structure on the interaction of peptides with small unilammellar vesicles (SUVs), also the influence of peptide structure on membrane curvature with the aim of designing membrane curvature generators will be performed. A program with peptides from marine organisms will be continued.

It is evident that groundbreaking results will not be obtained in this project.

Project C:

The lipid environment of cytochrome C modulates/affects its activities. The corresponding conformers of cytochrome C will be analyzed by NMR.

The vague description of the planned experiments does not allow a detailed evaluation.

None of the three projects is at the cutting edge of what is done in the field. The project aiming at characterizing the interaction of polypeptides that may be used as membrane curvature sensors or generators and antimicrobial polypeptides interaction with phospholipids might lead to interesting findings. However, it is uneasy to assess the feasibility and potential outcomes of this project given the briefness of its description. Similarly, it is uneasy to assess the rationale and feasibility of the cytochrome C project. Nonetheless, these projects will benefit from the hardware available at the facility.

 Conclusion:

 Summary

The proposed approaches are not particularly innovative. The activity of the team, its scattered points of interest and its international visibility will not allow this group to reach the top international level. No contingency plans are provided. The rationale of the « cytochrome C project » is unclear. Two of the projects are poorly described. The team members should seek for publications in high impact factor journals.

 Strengths and opportunities

The committee sees in the project analysis of the dystrophin and its fragments the most important scientific potential. It is possible that interesting results may be achieved provided that the relatively large group is focusing on this subject. The connection with the clinic is an asset for the project.

The high proportion of young researchers is an asset of the team.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

No award apart from a local scientific "installation" award is highlighted.

Three team members appear to be involved in local/national organizational issues and in organizing scientific meetings.

The team appears fairly successful in raising national and local funding. It is unclear whether the team members are the coordinators of the ANR grants or participants.

The team appears to have a decent national collaborative network, however, this does not reflect the limited number of collaborative papers.

 Appreciation on the strategy, management and life of the team No indication on the team organization, management and animation is provided in the evaluation document.

With 2 Professors and 2 MCU, the team appears significantly involved in biochemistry, molecular and structural biology and bioinformatics teaching activities. The team members appear also heavily involved in organizing a number of activities within the University of Rennes 1 (teaching, training, informatics and professor/MCU selection). 4 PhD and 7 M2 students were trained over the considered period.

 Appreciation on the project  Existence, relevance and feasability of a long term (4 years) scientific project

Line A: Ribosome and translation

Work package 1: Ribosome biogenesis

The aim is to study the structure of the well-known intermediates of ribosomal biogenesis by cryoEM: 32 and 43S precursors of the 50S subunit and 21S precursor of the 30S subunit of E. coli ribosomes. Some weeks ago the course of the 30S assembly in vitro applying the total reconstitution method by means of EM and mass spectrometry has been published in an excellent paper in Science by another group. Therefore, the plan of studying the in vivo precursors is timely and interesting. Cooperation with a group in Paris to isolate larger quantities of precursors is optimal; he is one of the leading figures concerning production of native ribosomal precursors. Not only strains with null mutants of either dnaK or dnaJ should be used as suggested, but also wild-type E. coli cells under heat stress, which also will yield larger amounts of precursors.

Work package 2: Structural aspects of the ribosome by cryoEM

The researcher in charge of this work package is an offspring of another group in Rennes well known for their work on trans-translation (tmRNA); he also worked for some time with a group in Cambridge (Noble prize 2009). He recently published the cryoEM structure of a tmRNA•ribosome complex in EMBO J.

(not yet present in the publication list), which at the moment represents the state-of-the-art in the field of trans-translation. They plan to isolate various complexes illustrating how the monster tmRNA moves through the ribosome.

In summary, this is an excellent and internationally competing program concerning the analysis of structure and mechanisms trans-translation. The future program for the next four years is a logic extension of the interesting results so far obtained.

Line B: Protein folding

Work package 3: Co-translational folding Two team members plan to study the structure of polysomes accumulated after overexpression of distinct mRNA fragments after isolation (in vitro) or in cells (in situ). The E. coli cells will contain an inactivated transtranslation system in order to increase the yield of polysomes. They want to study the folding of protein domain as they emerge form the ribosomal tunnel exit.

The plan is to develop cryoEM techniques similar to the "cell tomography" developed by a group in Munich. This is certainly an ambitious program of high scientific interest. They should also consider using E. coli mutants, which should contain in addition to an inactivated tmRNA system a partially inactivated arfA gene, since as shown recently in Mol. Microbiol. a knock-out of the genes tmRNA and ArfA produces a synthetic lethality. However, the goal to study co-translational folding with the techniques they intend to master and to develop is impossible with the current methods and probably will not be achieved within the next four years period. In contrast, polysome arrangements under various conditions can be studied as shown recently in a pilot paper.

Work package 4: Characterization of Hsp90 oligomers Hsp90 is an almost universal chaperone present in bacteria, mitochondria and eukaryotes. Recently the group reported in an important paper in JBC (could be published even in a better journal) various types of Hsp90 oligomers and demonstrated that the hexamer (type II of the oligomers) forms a ring structure as shown by electron microscopy. Now they suggest extending this experimental line by analyzing the structure of Hsp90 together with co-chaperones, substrates and inhibitors. The latter ones have attracted interest in the last three years due to their anti-cancer potential. The feasibility of this work package is highly dependent on the choice that will be made for the yet unidentified Hsp90 client proteins.

They have established their standing and visibility in the Hsp90 community in the last three years. The experimental plan is a logic extension of their important achievements.

Work package 5: Misfolding and conformational disease

The "amyloidoses" are a heterogeneous group of severe diseases with the common feature that distinct proteins become misfolded, are deposited in the interstitium forming amyloid fibrils and causing the disease. A former member of the team has established a database containing « molecular signatures of amyloid precursors ». The team plans to exploit this database for the detection of both general patterns and rules within a collaboration. Another collaboration focuses on in vitro studies of peptides that play a role in kidney diseases, since this organ is a main target for amyloidoses. The corresponding peptides will be overexpressed in E. coli and the aggregation behavior studied. Protective mutations will be predicted and tested concerning fibril formation. In a set of in vitro experiments they intend specifically to document immunoglobulin light chain and fibrinogen A aggregation as known from kidney degeneration diseases. This work package might benefit from competences within the team and Rennes University hospital.

This program has an important medical potential. The experimental program is not too complicated and therefore has a good success-probability.

All 5 work packages contain original design elements. Work packages 1, 2 and 4 are cutting edge projects. The goal of work package 3, namely to study co-translational folding, is out of reach at the moment, but the intended development of techniques for "cell tomography" is of utmost scientific interest. The part of work package 5 dealing with kidney degeneration is interesting and has the potential to develop to a cutting edge project.

 Conclusion :

 Summary

The scientific program of the group is a good example of a collaborative program with three important and related experimental lines. The scientific visibility of the group is good and is capable of expansion.

 Strengths and opportunities

 Weaknesses and threats  Recommendations Some experimental recommendations are given under "Appreciation on the project". The program is very ambitious, and it might be wise to define and regularly re-define experimental priorities in order to improve the scientific output. 

 Appreciation on the results

Research in this team concerns the contribution of the adaptor complex AP-1 in the establishment and maintenance of epithelial cell polarity in C. elegans. It is split in three directions: i) The genetic identification of AP-1 interactors based on their capacity to enhance partial lethality of unc-101 mutation (AP-1 mu subunit). Four genes have been identified: Rab10, Dab-1, Vps32 and APM-1. Focus has been made on the function of Rab10 in basolateral localization of LET-32/EGF-R during vulval development. A parallel study in collaboration with the former group leader of the PI has shown that AP-1 and Rab10 are required for secretion of von Willebrand Factor (VWF) in HUVECs. ii) Mechanism of apical recycling of Par3/Par6 complex. The team found that AP-1 loss-of-function mutation results in defect in elongation of the embryos (3-fold stage arrest). At the cellular level, actin organization and most membrane traffic markers appear normal. However, the apical domain extends dramatically and a mislocalization of the polarity Par3/Par6 complex to the basolateral cortex is observed. Based on EM analysis, an accumulation of VPS-32 endosomes and a loss of Rab11 recycling early endosomes is observed in unc-101 mutant. Only Rab11 seems to be required for Par3/6 apical localization, indicative of a novel role for AP-1 in promoting recycling and maintenance of Par3/6 at the apical cortex together with RAB11 and VPS32. iii) The team has demonstrated that AP-1 and RAB10 interact to allow targeting of the EGF-R to the basolateral domain of vulval precursor cells for normal vulval development. The analysis of the role of AP-1 in cell polarity in several developmental processes by this group is diverse and original. With respect to the second part, the finding of AP-1/Rab11 interplay in controlling the apical recycling of the Par3/Par6 polarity complex is very original. The relevance of this research lies in polarity being studied in a whole developing organism rather than in cells in culture.

The research is highly original. The obtained results are exciting and have a potentially high impact on studies in other systems as well. The advantage of these studies is the use of an organisms rather than cell in culture.

One drawback is that the publication of the group is modest. However, the leader has changed subject after is postdoctoral studies and started the C. elegans system and epithelial polarity in his own laboratory.

As yet, there is no publication by the team leader as senior author. In the past 4 years the leader has 3 collaborative papers in Genetics, JCS and Reproductive Toxicology and a recent paper as first author in Journal of Thromobosis and Haemostasis (IF=6).

The team leader is also co-author of one review article in Med. Sci in 2009. The story describing the role of AP-1 in apical targeting of PAR proteins is about to be submitted to Nature Cell Biology (the journal has already been contacted and the NCB editor is interested in reviewing the paper). A second collaborative paper describing the role of AP-1 in EGFR degradation will also be submitted soon.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The team is presently quite small (4 members). Additional fund raising will be important to consolidate the team. After being awarded an AVENIR grant on a highly selective basis, other funds have been mainly national. Success of grant applications will be critical for the future of the group.

The international visibility is still limited (this could be the result of changing the subject and not having publications yet) and should be improved.

The team has been successful in attracting both postdocs and students. At least one postdoc was from abroad.

The team has been successful in raising funds, at the local and national level. However, the future of the team heavily relies on the ability of the team leader to find funds for the future years as most grants are ending in 2010.

The group has local, national (Strasbourg) and international collaborations.

 Appreciation on the strategy, management and life of the team

The leader was able to attract both postdocs (at least one from abroad) and students.

The leader has found an exciting niche. The projects are cutting edge and are already revealing novel aspects that are relevant for the epithelial and membrane traffic fields.

 Appreciation on the project

The team has three defined projects related to the role of membrane traffic and protein degradation in regulation of cell polarity. The team uses two independent but complementary systems, the epithelium and the early embryo.

Project 1. The team showed that AP-1 & Rab11 are required for apical localization and recycling of the polarity Par3/6 complex at the apical plasma membrane. The goal is now to identify other components involved in Par3/6 apical targeting using both a candidate approach and an unbiased screening approach based on genes required for viability and embryo elongation in C. elegans (150 genes). The contribution of plasma membrane phosphoinositides (PIP2 and PIP3) will also be analyzed. This part of the project should be performed by a PhD student already in her third (last)-year of her thesis. To allow achievement of the proposed goals a postdctoral fellow should be hired.

Another aspect of this project deals with the identification of proteins involved in Par complex localization. RNAi-mediated loss-of-function of 2500 genes required for C. elegans embryo viability will be assessed for defects of GFP-Par6 localization in intestinal epithelial cells. Priority will be given to genes involved in membrane traffic as well as trans-membrane (junctional) proteins that will be further functionally characterized. This project will give an overview of factors required for Par complex localization in an epithelium in a whole organism.

Project 2. This part of the project deals with the localization of Par complex components and E-cadherin by immunoEM with respect to plasma membrane subdomains and intracellular compartments as these proteins appears to be trafficked for normal function. This type of approach provides some ideas about steady-state localization of the proteins and visualization within transport intermediates and/or intracellular compartments may turn to be difficult. This is not the most exciting part of the project and it is not clear what are the expected results and how it could help the rest of the project.

Project 3. This project investigates the role of cullin ubiqutin ligases CUL2 and CUL5 in the degradation of Par complex components and how degradation contributes to generate antero-posterior polarity during asymmetric division in the early C. elegans embryo. The project will also address whether Par6 ubiquitination and subsequent degradation depend on phosphorylation by candidate kinases (PKC-3, GSK-3 and MAPK).

The intended work is generally original and the results obtained are exciting and will likely lead to cutting edge projects. The discovery of AP-1 as responsible for apical targeting of PAR-6 is new and exciting. The potential is high.

 Conclusion :

 Summary Young group leader with very good potential and a very interesting on-going project that should now be concretized by publications.

 Strengths and opportunities

Exciting results with impact on other systems. Good mixture of developmental biology, genetics and molecular (cell) biology.

Good complementarity of the team leader and associated young staff scientist and research assistant. This is a well-defined and ambitious project.

 Weaknesses and threats

The future of the group is dependent on many ongoing grant applications and production of high impact publications (2 papers will be submitted very soon).

 Recommendations

The leader should publish rapidly the exciting results he has obtained and apply for grants to be able to keep working on this interesting project. Because of the limited resources available at the moment, the team leader should focus. 

 Appreciation on the results

This team originates from a split of the team Structure & Dynamics of macromolecules in 2007. The team is an international reference in the microtubule field. The team leader is considered as one of the leading figures in the field of microtubule ultrastructure, and the group has recently also made some important contributions to the rapidly growing field of microtubule plus end binding proteins, or +TIPs (one recent paper in Nature Cell Biology). Amongst other things, the team has described that microtubules possibly elongate by incorporation of tubulin molecules into flat sheets that straighten, for unknown reasons at one point, and close into the hollow tubes that are microtubules. The team has also shown that GDP and GTP-like tubulin molecules differ within the microtubular lattice by highresolution cryo-EM and image averaging and analysis. The team has finally contributed to documenting the interaction of 4 microtubules associated proteins and has invested efforts in documenting at high resolution the structure of large macromolecular assemblies within the cells such as the centrosomes and the axonemes by cryo-EM and image averaging and analysis.

The team has contributed overall 14 papers over 4 years. Although of limited size during the last 3 years, the team, mainly as partners, has contributed papers in high impact journals (1 Curr. Biol., 1 EMBO J., 2 JBC). The team also contributed one paper in a high impact journal (Nature Cell Biology) in 2008 with senior authorship. The team contributed 3 invited talks at international conferences, 3 other talks at national/local conferences, and overall 23 poster presentations.

The team has a fairly strong national/local collaborative network. A long-lasting international collaboration with physicists has generated a published model for microtubule lattice mechanical properties.

 Appreciation on the impact, the attractiveness of the team and of the quality of its links with international, national and local partners

The number of scientist within the team has dropped to the STRICT minimum over the last 3 years. The present size of the team (1 scientist, 1 ITA and 1 PhD student) is sub-threshold.

The international visibility of the team is witnessed by 3 invitations to give talks at international meetings. Two team members, a permanent scientist who left the team recently and a PhD student have been awarded prestigious distinctions, ATIP/Avenir grant and the Pierre Favard Prize, respectively. The collaborations of the team have generated so far 1 and 5 papers, respectively, and overall over 15 poster presentations.

In the past, the team leader had recruited one high-level staff scientist who became recently independent and several very good PhD students. At present, the team has no foreign scientists. This should be improved, but it depends also on the ability of the team to grow and on the ability of the institute to strengthen its international standing. A good start is the international postdoc program of the University Rennes 1 to which the institute belongs.

In the past he team has been able to obtain national (ANR, ARC, CNRS) and local (University of Rennes 1 and IFR 140) funding as long as it comprised 6 persons on average. A permanent scientist who left the team recently has been awarded a prestigious distinction/grant, ATIP/Avenir grant.

Upon increase in size, the team should have no major problems raising research funds.

The team has established numerous collaborations. One international collaboration with physicists has been productive (one publication for the period we are interested in). The national and local (mainly with physicists) collaborations generated so far 1 and 5 papers, respectively, and overall over 15 poster presentations.

 Appreciation on the strategy, management and life of the team While scientifically the group has performed very well, they have encountered some organizational difficulties within the last 6 years. The team fused with another team in 2004, and split into two groups shortly after this fusion (in 2007).

The team members have been involved in the local/regional EM platform. They appear also obviously heavily involved in developing, in collaborations with physicists and experts in computer science, software development devoted to image analysis and 3D image reconstructions.

The team members appear involved in teaching activities as well as in the life of the Unit. They are involved in reviewing/expertise and training activities. 4 PhD, 3M1 and 3 M2 students were or are trained.

 Appreciation on the project

The future project of the team is based on the continuation of their successful lines of research, and underlines the importance of collaboration considering that the major strength of the team is their technological expertise in the field of microtubule electron microscopy. This approach is strongly appreciated since the team has a unique expertise that can be applied in many different projects, however the team in its present size is not suited to develop a broad-range biological approach. The move of the team to the new institute will further strengthen the collaborative work since they have already established a joint project with the team 3.

Although appealing the proposed project is not likely to be fully feasible with the present size of the team. This remains true even with the first class competences of the team leader and the proposed collaborative network. The team leader is aware of these difficulties.

The proposed project is highly ambitious. The team plans to pursue its investigations on the molecular basis of microtubule structure and function and integrate the findings they will make at the molecular level within cellular structures and context. The team leader wishes to participate to a network (mainly constituted of cell and developmental biologists) which objective is to establish an integrated "molecule to organism" approach. Three structural projects, heavily relying on cryo-EM imaging and image analysis, are presented. The first deals with tubulin conformational changes upon GTP hydrolysis within the microtubules comprises a work package devoted to developing software that deal with image distortion that may ease microtubule 3D reconstruction. The second project tackles the interaction and its consequences of microtubules + end binding proteins. This collaborative project, with an international expert in the field, is funded till 2011. The third research tract aims to integrate information gathered at the molecular level within a cellular and organismal level. A tripartite collaboration with local and national partners has been established to this end.

 Conclusion :

 Summary

The proposed project is very ambitious. It is important that the team increases in size since two group members recently left the lab.

 Strengths and opportunities

International reference in the microtubule structure field.

Established unique techniques in electron tomography and image analysis tools.

Actively involved in local and national and international interdisciplinary collaborations.

 Weaknesses and threats

Current size of the team that is sub-optimal.

The group leader should seek senior authorship when possible and for additional independent financial support.

The group leader is underselling his first-class contribution.

 Recommendations

One recommendation is to accommodate Teams 19, 3 and 11 in very close vicinity in the new unit to allow daily interactions in addition to joint lab meetings and journal clubs, etc. in order to strive for the creation of a strong microtubule hot spot in the research landscape of the new institute.

We encourage the team leader to submit his work to journals with broader audience.

The team needs state-of-the-art specific equipment (high resolution and sensitivity cameras) for EM image acquisition and tomographic reconstruction. It is critical this request is granted.



  Date and execution of the visit

(

  cf. http://www.aeres-evaluation.fr/IMG/pdf/Criteres_Identification_Ensgts-Chercheurs.pdf) A1: Number of permanent researchers with teaching duties (recorded in N1) who are active in research 42 A2: Number of permanent researchers without teaching duties (recorded in N2) who are active in research 28 A3: Ratio of members who are active in research among staff members [(A1 + A2)/(N1 + N2)] 1 A4: Number of HDR granted during the past 4 years 14 A5: Number of PhD granted during the past 4 years 42 A6: Other relevant item in the field (i.e. number of first and/or last authors original publications in peer review journals) 254 4  Appreciation team by team and/or project by project projet Team 1:"KIDNEY CANCER: MOLECULAR BASIS OF TUMOROGENESIS" Leaders: Yannick ARLOT-BONNEMAINS & Cécile VIGNEAU  Staff members

  of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 0 0 N6: Number of Ph.D. students (Form 2.8 of the application file) 0 1 N7: Number of staff members with a HDR or a similar grade 1 1

  of researchers with teaching duties (Form 2.1 of the application file) 5 2 N2: Number of full time researchers from research organizations (Form 2.3 of the application file) 0 0 N3: Number of other researchers including postdoctoral fellows (Form 2.2 and 2.4 and 2.7 of the application file) 6 4 N4: Number of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file) 3 1 N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 0 0 N6: Number of Ph.D. students (Form 2.8 of the application file) 5 2 N7: Number of staff members with a HDR or a similar grade 5 2

  of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file) 3 2 N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 0 0 N6: Number of Ph.D. students (Form 2.8 of the application file) 3 2 N7: Number of staff members with a HDR or a similar grade 5 5



  of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file) 1 1 N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 9 2 N6: Number of Ph.D. students (Form 2.8 of the application file) 3 3 N7: Number of staff members with a HDR or a similar grade 3 3 Appreciation on the results  Relevance and originality of the research, quality and impact of the results

  of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file) 0 0 N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 0 0 N6: Number of Ph.D. students (Form 2.8 of the application file) 0 0 N7: Number of staff members with a HDR or a similar grade 0 0

  of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file) 3 3 N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 0 0 N6: Number of Ph.D. students (Form 2.8 of the application file) 2 2 N7: Number of staff members with a HDR or a similar grade 3 3



  of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file) 1 2 N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 1 0 N6: Number of Ph.D. students (Form 2.8 of the application file) 2 2 N7: Number of staff members with a HDR or a similar grade 1 1 Appreciation on the results After 5 years of existence, the ATIP+ team now comprised of 2 staff scientists (McU and CR1), 2 postdoc, 2 Ph.D students and two research assistants, is at a very productive stage.

  of staff members with a HDR or a similar grade 1 2



  of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file) 1 1 N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 0 0 N6: Number of Ph.D. students (Form 2.8 of the application file) 0 1 N7: Number of staff members with a HDR or a similar grade 0 0 Appreciation on the results

  of researchers with teaching duties (Form 2.1 of the application file) 0 0 N2: Number of full time researchers from research organizations (Form 2.3 of the application file) of staff members with a HDR or a similar grade 1 1

  Team 7 : "GENETIC EXPRESSION AND DEVELOPMENT"

	Leaders: Serge HARDY & Luc PAILLARD		
	 Staff members		
		Past	Future
	N1: Number of researchers with teaching duties (Form 2.1 of the application file)	5	4
	N2: Number of full time researchers from research organizations (Form 2.3 of the application file)	4	3
	N3: Number of other researchers including postdoctoral fellows (Form 2.2 and 2.4 and 2.7 of the application file)	2	0
	N4: Number of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file)	2	1
	N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file)	1	0
	N6: Number of Ph.D. students (Form 2.8 of the application file)	2	2
	N7: Number of staff members with a HDR or a similar grade	4	3

  Team 10 : "INTEGRATED FUNCTIONAL GENOMICS & BIOMARKERS"

	Leader: Jean MOSSER		
	 Staff members		
		Past	Future
	N1: Number of researchers with teaching duties (Form 2.1 of the application file)	5	2
	N2: Number of full time researchers from research organizations (Form 2.3 of the application file)	0	0
	N3: Number of other researchers including postdoctoral fellows (Form 2.2 and 2.4 and 2.7 of the application file)	6	1
	N4: Number of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file)	3	2
	N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file)	0	1
	N6: Number of Ph.D. students (Form 2.8 of the application file)	5	2
	N7: Number of staff members with a HDR or a similar grade	5	2

  Team 18 : "MEMBRANE TRAFFIC AND POLARITY IN C. ELEGANS"

	Leader: Grégoire MICHAUX		
	 Staff members		
		Past	Future
	N1: Number of researchers with teaching duties (Form 2.1 of the application file)	0	0
	N2: Number of full time researchers from research organizations (Form 2.3 of the application file)	2	2
	N3: Number of other researchers including postdoctoral fellows (Form 2.2 and 2.4 and 2.7 of the application file)	2	0
	N4: Number of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file)	1	1
	N5: Number of engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file)	1	0
	N6: Number of Ph.D. students (Form 2.8 of the application file)	1	1
	N7: Number of staff members with a HDR or a similar grade	1	1

 Weaknesses and threats

The proposal is of varying quality and partially described in an unclear manner (cytochrome c project). The team is not well balanced between teachers and full-time researchers (including postdocs). Funding is limited; the scientific output is relatively poor.

 Recommendations

The scientific goals have to be better defined, and the group should try to present the results in higher profiled journals.

The group should take advantage from the fusions of both labs and should try to develop internal collaborations. 

 Appreciation on the results

This group originates from the fusion and a year later the split of two teams. The fused ensemble had an appealing objective: investigating the relationship between the structure and the dynamics of macomolecular assemblies. The team has documented the molecular chaperone Hsp90 dimerization and oligomerization, translation on the bacterial ribosome and the supramolecular organization of the yeast mitochondrial ATP-synthase using cryoelectron microscopy and image reconstruction. The team has also made an in silico incursion into the amyloid field through a database. The rationale at the origin of moving within this last topic as opposed to developing methodological aspects that would benefit the imaging approaches is not provided.

The productivity of the team in number of papers could be better (16 for 6 scientists). Two recent papers with first or last authorships from the team were published in journals with impact factors of about 5, one about 9 (EMBO-J 2010). The team members gave 6 talks at mainly national conferences. 13 poster presentations were given over the considered period. The number of scientists and ITA within the team is overall constant since 2007. 3 PhD students defended their thesis. A single PhD student is preparing its thesis at the moment.