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The visit was performed the 13th of December 2010 from 7h45 to 12h45. After the introduction talk from the head of the laboratory, the main PIs were invited to present their work and project. This was followed by a general discussion focusing on science first, then on governance and general strategy. The committee then met successively in the absence of the director, students and post-docs, technicians and engineers, researchers and teachers/researchers. The visit ended by a closed-door debriefing of the committee.

 History and geographical localization of the research unit, and brief presentation of its field and scientific activities:

The team "Immunovirology and Genetic Polymorphism" (EA4271) was created in January 2008 and resulted from the fusion of two pre-existing research groups located in Nantes (former JE2437 and EE0503). This team is located in the Faculty of Medicine and Pharmacy (former JE2437, so called "virus group") and within the Etablissement Français du Sang (EFS, "NK group"). The EA4271 team is affiliated with the IFR26.

The unit is currently subdivided into two groups: the NK/EFS group (former EE0503) and the virus group (former JE2437). The research unit has an interest in persistent viral infections (DNA viruses and HIV), host cellular responses and genetic polymorphism (host and virus). Three research themes have been developed over the last three years.

The first theme aims at evaluating the role of dendritic cell (DC)/natural killer (NK) cell cross-talk in the context ofherpesvirus (cytomegalovirus and HHV6) infection, which occurs in immunocompromised individuals (allografts, HIV infection). This project is currently under development. The second theme (NK group) aims at analyzing KIR/HLA immunogenetics and the mechanisms of human NK cell alloreactivity after haematopoietic stem cell (HSC) graft. The third theme (virus group) aims at improving the understanding and therapeutic management of viral opportunistic complications (Herpesvirus) after allograft (HSCT or kidney transplanted patients) and at evaluating the efficacy of antiretroviral treatment (HIV). This theme involves a strong element of clinical research, notably in the context of multicentric trials and ANRS working groups, and is complemented by more fundamental research.

 Management team:

The Unit is directed by Berthe-Marie IMBERT who is PU-PH. A laboratory council has been established. The team deals with persistent viral infections (CMV, BKV, HIV and more recently HCV), host cellular responses and host genetic polymorphism. The overall relevance and originality of the research performed by this team is good.

There is a strong element of clinical research and a more fundamental research program, the most visible element being the analysis of KIR receptors. Although the local environment has played a role in different research themes, efforts to focus on a unifying research project will be helpful for the future structuralization of the team.

 Strengths and opportunities:

-Arrival of the HCV team to reinforce the fundamental research in Virology.

-Quality of the clinical trials. Strong and visible expertise in this field.

-Very good support of the EFS (2 full-time scientists, two technicians).

 Weaknesses and threats:

-Low impact of publication and lack of visibility in Virology.

-Insufficient external grants.

-Lack of patents regarding the applied research.

-Low number of PhD awarded.

-Too diffuse research programm (too many projects).

-Different location of the two groups that compose the unit.

 Recommendations:

-Focus on the most promising and visible projects in fundamental Virology.

-Improve the funding sources.

-Enroll more PhD students.

-Reinforce local collaborations related to human cellular immunology.

-Define a strategy to recruit, in the short/middle term, a full-time EPST scientist in fundamental Virology.

-"Accord cadre" EFS/University to be signed (intellectual property, etc.).

 Production results: Over the last three years, the quantity and the quality of the publications related to basic research are relatively low (11 publications, 7 with IF < 3 and 4 with IF 3-6 mostly on KIR receptors and NK alloreactivity including 1 J. Immunol. and 1 Eur. J. Immunol).

Joined publications with extramural collaborators (multicentric clinical studies) or related to "peripheral" clinical projects are numerous and of good quality (more than 40 publications including 2 J. Clin. Oncol., 1 Leukemia, 1 Clin. Infect. Dis., 2 AIDS and 4 J. AIDS). This denotes the dynamism and the strong relationships with the clinicians who compose the unit.

There is a lack of patent and of attempt to commercially exploit biological products derived from the research activities (e.g. specific KIR2D antibodies).

Two PhD students are currently in the unit. Three PhD theses and 2 HDR diplomas have been completed since 2008.

The unit is also strongly involved in clinical research based on local cohorts of infected/grafted patients. Three different clinical departments in Nantes Hotel-Dieu collaborate with EA4271. Members of the unit are also involved as principal investigators in several national (ANRS) and international multicentric studies. The quality of the networks in which the clinicians are involved is very good. In contrast, extramural collaborations related to basic/fundamental research projects are relatively low and could benefit from the local expertise in Immunology.

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

Invitations of PIs who compose the unit in international congresses are relatively scarce, thus denoting a lack of visibility of the research on the international scene. Clinical trials on HIV patients have raised a substantial number of grants from public organisations (PHRC, ANRS, European network). Although not detailed in the activity report, the team also benefits the contribution of private associations and pharmaceutical industries. It is noticed that no substantial grants for more fundamental projects (including ANR grants) have been obtained over the last three years.

The attractivity (high level scientists, foreigner post-docs) is small. Clinicians of the unit participate to national and international networks/clusters. Long term collaborations with some foreign, as well as local, clinician partners exist. Although announced, there is a clear lack of visible collaborations with local groups working in the field of Immunology.

The concrete results of the research are of clinical importance and might be valuable to better harness HIV infection and opportunistic viral infection following transplantation. The impact of the fundamental research is less obvious.

 Appreciation on the management and life of the research unit:

Despite its recent creation, it is noticed that interactions between clinicians and scientists (University / EFS) composing EA4271 appear to be strong. There is also a real will to optimize synergies between researchers of the unit and those from the group working on HCV that will be joining the group (see below). The proposal is intended to deal with the respective priorities of the hospital, university and EFS.

The strategy to promote the emergence of cutting edge projects is nevertheless not clearly defined. Attempts to improve the visibility in the field of virology is clearly annouced but awaits results. Due to its composition, the contribution of the staff members to teaching is high. The implication of the team leader in the structuration of the research at the local level is strong. The objective in the middle term is to integrate an Inserm unit/center but the plan to integrate such a structure remains to be defined. 



  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 7 A2: Number of permanent researchers without teaching duties (recorded in N2) who are active in research 10 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 2 A5: Number of PhD granted during the past 4 years 2 3  Specific comments  Appreciation on the results: The questions addressed are mainly related to post-transplantation complications and are therefore of clinical relevance especially in the context of the local clinical/research activities developed in Nantes. Clinical trials on HIV patients are also of medical importance. Thus, the research themes developed by EA4271 have a potential high impact in health.

 Staff members (on the basis of the application file submitted to the AERES):

  

		Past	Future
	N1: Number of researchers with teaching duties (Form 2.1 of the application file)	5	6
	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 of the application file)	8	5
	N4: Number of engineers, technicians and administrative staff with a tenured position (Form 2.5 of the application file)	5	7

N5: Number engineers, technicians and administrative staff without a tenured position (Form 2.6 of the application file) 1 N6: Number of Ph.D. students (Form 2.7 of the application file) 3 N7: Number of staff members with a HDR or a similar grade 5 6 5 2  Overall appreciation on the research unit  Summary:

Statistiques de notes globales par domaines scientifiques

  

	(État au 06/05/2011)

Sciences du Vivant et Environnement

  

	Note globale	SVE1_LS1_LS2	SVE1_LS3	SVE1_LS4	SVE1_LS5	SVE1_LS6	SVE1_LS7	SVE2 _LS3 *	SVE2_LS8 *	SVE2_LS9 *	Total
	A+	7	3	1	4	7	6		2		30
	A	27	1	13	20	21	26	2	12	23	145
	B	6	1	6	2	8	23	3	3	6	58
	C	1					4				5
	Non noté	1									1
	Total	42	5	20	26	36	59	5	17	29	239
	A+	16,7%	60,0%	5,0%	15,4%	19,4%	10,2%		11,8%		12,6%
	A	64,3%	20,0%	65,0%	76,9%	58,3%	44,1%	40,0%	70,6%	79,3%	60,7%
	B	14,3%	20,0%	30,0%	7,7%	22,2%	39,0%	60,0%	17,6%	20,7%	24,3%
	C	2,4%					6,8%				2,1%
	Non noté	2,4%									0,4%
	Total	100,0%	100,0%	100,0%	100,0%	100,0%	100,0%	100,0%	100,0%	100,0%	100,0%
	*										

les résultats SVE2 ne sont pas définitifs au 06/05/2011. Intitulés des domaines scientifiques Sciences du Vivant et Environnement • SVE1 Biologie, santé SVE1_LS1 Biologie moléculaire, Biologie structurale, Biochimie SVE1_LS2 Génétique, Génomique, Bioinformatique, Biologie des systèmes SVE1_LS3 Biologie cellulaire, Biologie du développement animal SVE1_LS4 Physiologie, Physiopathologie, Endocrinologie SVE1_LS5 Neurosciences SVE1_LS6 Immunologie, Infectiologie SVE1_LS7 Recherche clinique, Santé publique • SVE2 Ecologie, environnement SVE2_LS8 Evolution, Ecologie, Biologie de l'environnement SVE2_LS9 Sciences et technologies du vivant, Biotechnologie SVE2_LS3 Biologie cellulaire, Biologie du développement végétal

  

 Appreciation on the scientific strategy and the project:

Main modification will be the incorporation of a new group working in the field of Hepatitis C (HCV) infection (1 PU-PH, 2 technicians, 1 PhD student, 1 post-doc). The research activities of this group concern the variability of HCV and its relationship with cellular tropism and pathology. The team will be restructured into two groups (HIV/HCV and viruses/transplantation) to improve the synergy between lab members working on different projects within each theme (6 HDR).

The HIV/HCV group will maintain a strong element of clinical research and will develop fundamental research projects related to the consequences of virus genetic variability on the antiviral immune response, viral replication and tropism.

The Viruses/Transplantation group will conduct mechanistic studies and clinico-biological investigations.

As it states, the research program is too diffuse and sparse. There are too many separate/distinct projects without clear links between them. Clear choices should be taken to optimize the future impact of the research activities. Success in obtaining national (i.e. ANR) and international grants will rely on the ability of the scientific board to focus on the most competitive areas. The implantation of a unifying research project will aid to improve the visibility of the team.