
 

 

 

 

 

Mid Term Meeting General Assembly Minutes 

Project Title 
The NGF System and its interplay with endocannabinoid signalling,  
from peripheral sensory terminals to the brain: new targets for the development of next 
generation drugs for neuropathic pain 

Project Name PAINCAGE Project Number GA603191 

Start date of the 
Project  01/04/2014 Duration 36 months 

Date 2015-12-15 Time 9:00 AM 

Location Rome, Accademia dei Lincei, Palazzo 
Corsini 

Prepared By SNS/EBRI 

Attendees: Antonino Cattaneo (Scientific Responsible/Project Coordinator – SNS); Simona Capsoni 
(SNS); Mara D’Onofrio, Silvia Marinelli, Ivan Arisi (EBRI); Flaminia Pavone (CNR/EBRI); 
Christian Vaegter (AU); Tibor Harkany (MUW); Juan Carlos Arevalo (USAL); Anna Moles 
(GENOMNIA); Armando Felsani (GENOMNIA); Giovanni Marsicano (INSERM) 

Regrets: Nobody from LEVICEPT and from KCL attended the meeting.  

Related 
Documents:  
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INTRODUCTION  
The Mid Term Meeting General Assembly of the Paincage Project was held at the Accademia dei Lincei in 
Rome on December 15, 2015. 
A list of participants (Annex I) is attached herewith.  
The scientific Workshop 
The general Assembly meeting followed a Workshop open to the public,  that took place on December 14, 
2015 at the same venue, and entitled: "The NGF System and its interplay with endocannabinoid signaling: 
new targets for the development of next generation drugs for neuropathic pain". 
 
The Workshop intended to be an opportunity to disseminate to a public scientific but not specialized 
audience the main themes of the Paincage Project and some of the initial results. The Workshop was also 
the opportunity to engage and meet with some of the patient’s associations, that greatly supported the 
project from its very beginning,  to update them about the first project outcomes and to discuss with the 
Paincage Principal Investigators, also outside the formality of the Workshop presentations. It was proposed 
that a further meeting with patient’s association will be organized, dedicated to discuss the patient's 
perspective in the quest for new painkillers.  
The Workshop included, among the speakers, besides Paincage Partners, scientists expert in different areas 
of pain not participating in the Project, so that the discussion on the scientific themes of the Project was 
enriched by other contributions from the scientific community, enlarging the scope of the workshop. In 
particular, the scientific agenda was broadened to include features of clinical and ethical relevance, such as 
"the stratification of neuropathic pain patients" (Giorgio Cruccu) "the mirror neuron system, empathy  and 
pain perception" (Leonardo Fogassi), "the neuroscience of placebo" (Fabrizio Benedetti), "the human 
genetics of insensitivity to pain " (Irene Perini). The agenda of the meeting is enclosed in annex II.  
 
The Mid Term Meeting General Assembly 
On December 15, 2015 project partners met in closed doors, for a scientific and organizational update on 
the project status. The Discussions followed the project work packages structure and focused on essential 
issues, actions to be agreed and taken, summarized below. Given the recent meeting in July 2015, and the 
submission of the detailed written Report a few weeks before, the topics discussed focused on main open 
points, that deserved a specific discussion. 
 
Prior to the beginning of the discussion on the project, the coordinator introduces a guest, Dr Irene Perini 
from the Linköping University, Sweden (Center for Social and Affective Neuroscience, Institute for Clinical 
and Experimental Medicine), who gave a talk the day before on the “Adaptive pain behavior: from healthy 
subjects to NGFB mutation carriers” . Dr Perini had been invited by the coordinator, after the Workshop, to 
attend also this project meeting, in consideration of the strong synergies of her field of studies (studying 
human carriers of the NGFB gene mutations determining HSAN V pain insensitivity) with the project aims 
and objectives (specifically the WP6, where mouse models for HSAN V are being developed). The 
coordinator asked the project partners if they have something to object to the participation of Dr Perini to 
the meeting. Nobody objected and all agreed. 
After this, the coordinator made a statement, concerning the absence of some of the partners at this 
important meeting without notice or explanation. This was a pity, in light of the spirit of fruitful 
collaboration that has characterized the network, so far.  
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After a discussion on the point, the Coordinator pointed out that the success of the project will depend on 
the continuing collaboration and contribution between the partners, as has been satisfactorily done so far, 
in order to leverage and make the most of the scientific potential of the network. 
Following this preamble, the working session started, with a lively and productive discussion day. 

WP1 UNDERSTUNDING THE MECHANISM OF NGF SYSTEM REGULATION OF NP AND OA 
WP Leader: Aahrus University 
 
General Critical points in WP 1: 
The WP leader points out that many of the criticalities of this work packages have been deeply described 
and faced on the periodic report delivered to the European Commission less that one month ago (30 
November 2015) 
Tibor Harkany from MUW complains about a difficulty in collaboration with KCL, for some of the Tasks in 
the WO (particularly Task 1.3)  and he proposes a skype call to solve the problem and evaluate if SNS can 
substitute KCL in task 1.3 and visit MUW laboratory. 
 
Actions if applicable: SNS agreed to help MUW on task 1.3, but this action will be performed when SNS will 
solve the problem related to the setting up of the OA protocol. See WP 5.  

WP2 UNDERSTANDING ENDOCANNABINOID SIGNALLING IN NP 
WP leader: MUW 

General Critical points in WP 2: No major criticalities have been raised or reported, related to this WP.  
 
Actions if applicable: None 

WP3 MOLECULAR MECHANISM OF HSAN IV AND HSAN V NEUROPATHIES: SUFFERING WITHOUT 
PAIN  
WP Leader: SNS 

General Critical points in WP 3: Work is proceeding smoothly and no criticalities have been raised related 
to this WP. 
 
Actions if applicable: None 

WP4 NEW TARGETS FOR NP AND OA: GENE EXPRESSION PROFILING AND EPIGENETIC 
REGULATION OF NP AND OA  
WP Leader: Genomnia  

General Critical points in WP 4: EBRI reports on the experiments performed and on some delay.  The Gene 
Expression Profiling characterization in CCI mice (C57BL/6J) treated with the Anti-TrkA, MNAC13 
(100ug/ml) or saline has been completed but some control samples from naïve mice have still to be 
collected and processed, as planned.  
Concerning the anti-NGF (alpha-D11) treatment, there is a delay because a new dosage (100ug/ml) of the 
alpha-D11 antibody injected to the C57BL/6J inbred mouse strain had to be tested, because of the change 
of strain decided at previous meetings.  
The milestone MS7, to be reached at 18 months, will be postponed at 24 months. The precise design of the 
epigenetic experiments will be finalized on the basis of timing of the most significant microarray 
differentially transcriptional data.  



 

 

Minutes 
Paincage Mid Term Meeting 

December 15, 2015 
 

4 

EBRI raised the point of the cost related to the additional analysis of OA samples. Genomnia also raised the 
issue of the feasibility of analyzing both DNA methylation and histone modifications in DRGs because of the 
limited amount of DNA extracted from the samples. 
Actions to be taken if applicable: EBRI suggests to limit the analysis of OA samples to DRGs. Genomnia will 
choose among the two analyses on the basis of the results obtained for Anti-TrkA treatment, in due course. 
The coordinator and the partners agreed on this course of action. 

WP5 CONTROLLING PAIN 
WP Leader : EBRI 

General Critical points in WP 5: Critical issues on DPN have been solved by SNS. A delay in the treatments 
of OA models could be envisioned, due to the difficulty in receiving assistance from KCL in transferring the 
OA protocol to SNS, as had been planned in the previous meeting in Pisa.  In the end, a post doc from SNS 
went to USAL, where a working session on OA models was taking place, with KCL post doc (November 
2015). At this point, SNS post-doc became proficient with OA model, but one month later quit the position, 
to take up a permanent job in the industry. SNS had to call for a new post-doc position, to perform the OA 
experiments 
Actions to be taken if applicable: A new post-doc has been hired by SNS and has started the training. 

WP6 SAFETY ISSUES RELATED TO ANTI NGF THERAPIES 
WP leader: Levicept 

General Critical points in WP 6: a critical issue is related to the lack of participation of the WP leader, both 
in the preparation of the mid term report and in the no-show at the Mid Term meeting. As far as  the work 
in this WP is concerned, from what we can gather from the report, progress is good and results on the 
safety issues of anti NGF versus those of p75-Fc are being obtained according to schedule.  
 
Actions to be taken if applicable: A request  for greater participation and sharing of collaborative data has 
been made to Levicept  

WP7 STRUCTURE BASED OPTIMIZATION FOR LEAD DRUG CANDIDATES 
WP Leader KCL 
 
General Critical points in WP 7: After many attempts in different directions, a possible solution to the 
critical issue related to the production of painless NGFR100W protein is foreseen, by the use of chimaeric 
Pro domains from other neurotrophins.  
Attempts towards the crystallization of painless NGF are continuing. The structure of NGF in solution by 
NMR has been obtained. 
Efforts to obtain the solution structure of proNGF are continuing. 
 
Actions to be taken if applicable:  Improve the coordination of the structural work at KCl and SNS. This has 
been discussed between Annalisa Pastore and Antonino Cattaneo 

WP8 IDENTIFICATION OF NP AND OA BIOMARKERS FOR PATIENTS STRATIFICATION  
WP Leader: USAL  

General Critical points in WP 8: After a brief updating on the Work Package status, a discussion arose on 
the availability of tissue samples and how to use them. It was recommended that Partners make use of this 
opportunity to have well characterized human samples, from various diseases. It was underligned that 
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many of these samples are from patients affected by dementia and age-related neurodegenerative 
diseases and that this may be a confounding factor but also an opportunity. 
USAL discussed with the partners how to solve the issue related to the TrkA SNP initially planned, and Tibor 
Harkany suggested to eliminate Task 8.2 and substitute the amount of person-month in other Tasks. 
 
Actions to be taken if applicable  
Since USAL and EBRI are performing the microarray analysis of the transcriptome in OA model of the 
ubiquitination TrkA mutant (that were not initially planned), it was suggested, and approved by the General 
Assembly, to include the person-months of Task 8.2 (24) in Task 4.3 and remove Task 8.2. This new activity 
will provide very valuable new scientific information. This will not implicate substantial changes in the 
distribution of the work between beneficiaries or changes in the estimative budget breakdown. The 
Coordinator will nevertheless consult the responsible project officer within the Commission in order to 
verify if an amendment of annex 1 to the Grant Agreement is required and which possible actions are 
required. 

WP 9 PROJECT MANAGEMENT DISSEMINATION 
WP Leader: SNS 

Feedback from patients associations.  
As stated in the introduction, the Workshop held the day before this Mid-Term Project Meeting has been 
an opportunity for the industries and patient’s associations, that greatly supported the project from its very 
beginning, to be updated about the first project outcomes and to discuss with the Paincage Principal 
Investigators on the project’s current process and first results.  The feedback from the associations that 
were present was extremely positive. For this reason, it was decided to hold a dedicated roundtable with 
patient’s associations, from the patients perspective. It was also decided to hold a dedicated roundtable 
with industries representatives.  
 
Concerning this topic, EBRI pointed out that dr. Loredana Nasta,  Founder and President of the patients 
association for interstitial Cystitis, AICI (Associazione Italiana Cistite Interstiziale), www.aicionlus.org , 
declared that AICI is available to support the organization for a meeting or roundtable dedicated to update 
on this project. 
 
A leaflet with the description of the project including its major tasks and achievements since the beginning 
of the project and overall objectives and written in a language also understandable for lay persons, has 
been distributed during the meeting and has been uploaded on the website. 
 
Reporting: 
Finally, considering that a quarterly report was due almost at the same moment of the present meeting, 
the meeting itself can be considered the required updating report about the progress of the work 
performed during these three last months (i.e. from the periodic reports till now).  
The schedule of the quarterly reports due during the second period of the project is reported here below 
and will be made available on the project website. 
The coordinator reminds that, according to the template that all partners have already used for the 
previous quarterly reports, the reporting shall include information about the technical progress, the results 
obtained (e.g. deliverables) and the compliance with the work programme. The Project Coordinator will 
then compile and distribute to all partners a Consortium quarterly progress report. 
Even if it is a responsibility of each Work Package Leader to comply with this task in a lively and precise 
manner, the coordinator recommends to all partners timeliness and accuracy in their reporting activity to 
their Work Package Leader. 
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To this purpose, as in the previous periods, the Coordinator reminds that each partner should report to the 
Work Package Leader two weeks before the deadline established for the delivery of the quarterly report to 
the Project Coordinator, following the table below 
 

Report Period: Delivery Date (for partners to the WP 
Leader): 

Delivery date (for the WP leader to 
the Coordinator): 

Jan-March 2016 Report April 8, 2016 April 22, 2016 
April-June 2016 Report July 8, 2016 July 22, 2016 
July-Sept 2016 Report October 8, 2016 October 22, 2016 
Oct-Dec 2016 Report January 8, 2017 January 22, 2016 
Jan-March 2017 End of Project – Final Report  
 


