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16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



Introduction



The 16th Workshop of the EURORDIS Round Table of Companies (ERTC), entitled "The Value of Partnering in Rare Disease Therapies: Benefits of working with patients along the treatment lifecycle in the areas of clinical trials, regulatory affairs and health technology assessment ", took place on 1st March 2012 at Hotel Le Plaza Brussels, Belgium.



Held for the first time in Brussels, in conjunction with the 1st EURORDIS Gala Dinner on Rare Disease Day, 29th February 2012, this workshop gathered 72 participants from 11 countries representing a wide variety of stakeholders.



Building upon the experience of the 2005 ERTC Workshop that focused on fruitful collaborations with patients with respect to clinical trials, the March 2012 Workshop extended this experience to include regulatory and health technology assessment aspects. Parallel presentations were held presenting the viewpoints of the different stakeholders in each of the three areas and aimed to emphasise the importance of such collaboration, as well as to encourage more.



In Europe, patients’ representatives are solidly implicated in regulatory procedures at the centralised level, this is evidenced by their inclusion in scientific committees at the European Medicines Agency, the existence of the Patients’ and Consumers’ Working Party and the regular participation of patients’ representatives in scientific advice (protocol assistance) procedures as well as at scientific advisory groups at time of marketing authorisation. The situation differs at the local levels where each Member State interacts to different degrees with patients’ representatives.



An increasing awareness of the need to consult patients as partners in the elaboration of clinical trial protocols has been observed and while this activity has increased there remains room for improvement.



One area where the patient voice still requires some amplification in order to be heard is the area of health technology assessment. Initiatives such as the institutional framework EUnetHTA, or the learned society HTAi, take into consideration the patient voice in their stakeholder forum and interest subgroups, respectively. However as HTA is still managed at the Member State level, the involvement of patients in
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the assessment procedures to ensure the consideration of ethical and societal aspects is crucial. Apparent in all of these activities is the need for patients to be empowered and therefore trained to feel confident to take their place at the table and speak the same language. Many initiatives concerning training of patients’ representatives exist, some focused on certain aspects e.g. EURORDIS Summer School for patients’ advocates in clinical trials, drug development and regulatory processes, the HTA Summer School with the European Federation of Neurological Associations (EFNA) and the London School of Economics (LSE), and numerous others by the European AIDS Treatment Group (EATG) and the European Patients Forum (EPF). However a new 5-year project funded by the Innovative Medicines Initiative (European Commission and European Federation of Pharmaceutical Industries and Associations (EFPIA)) called EUPATI – the European Patients’ Academy in Therapeutic Innovation - intends to conglomerate all aspects of pharmaceutical development from drug discovery to HTA and patient empowerment.



The objective of this workshop was to demonstrate to all stakeholders that the aims are common to all and that there already exist significant experience to build on in involving patient advocates. All stakeholders want easy and faster access to safe and efficacious medicines for patients. There are still seats at the table and all are invited to participate in this discussion – with increasing transparency and more communication, remaining resistance should progressively disappear.



Thank you and warm regards,



Yann Le Cam Chief Executive Officer EURORDIS
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Concept Paper   Today building upon experience acquired and some advances made, EURORDIS focuses on expanding the areas where collaboration already exists and must be further encouraged.



Patients’ representatives already participate in decision-making processes at the European Medicines Agency and work closely with some national regulatory agencies. In addition, Regulators and HTA experts have recently started to harmonise their respective methodologies in order to avoid redundancy and inconsistencies in their respective opinions. However, systematic involvement of patients with HTA agencies is only beginning.



In 2005, EURORDIS held an ERTC workshop inviting all stakeholders to reflect on the need to define a common framework for collaboration between patients’ associations and sponsors in the context of clinical trials. The purpose of that workshop was to clarify the expertise and respective roles of both patients and sponsors as well as to address some of the associated reticence and fears. The conclusions were that early dialogue, commitment and transparency were important to ensure fruitful collaboration and success. Since then, pilots have been conducted and states of mind have matured.



More than in any other health domains, rare disease patients, regulators, sponsors and -now hopefullyHTA agencies share the same expectations: the rapid collection of quality data, the development of effective and safe treatments and the rapid access for patients to these treatments including reimbursements. The first part of the morning session of the 16th Eurordis Round Table of Companies (ERTC) Workshop on “The value of partnering in RD therapies: Benefits of working with patients along the treatment lifecycle in the areas of clinical trials, regulatory affairs and Health Technology Assessment”, will be dedicated to the experience of a patients’ group involved in the elaboration of clinical trials protocols with industry and conversely the experience of the industry member of working with the patients’ groups will be presented. Two presentations relating to collaborations of patient groups and clinical trial sponsors in the fields of HIV/AIDS and rare cancers will follow. The session will be completed with the regulatory perspective with respect to Scientific Advice and Protocol Assistance and the contribution of patients to this important process.
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The second part of the morning will begin with the perspective of the European Medicines Agency (EMA) on the involvement of patients in regulatory processes and will emphasise the importance of these roles as documented in: •



EMA Reflection paper on the Further involvement of Patients and Consumers in Agency’s activities



•



Role of Patients as members of the EMA Human Scientific Committees



•



Procedure for Review of Information on medicinal products by patients’ and consumers’ organisations.



Two presentations by patients’ representatives at EMA, the first in the Committee for Orphan Medicinal Products (COMP) describing the role and activities of patients in a scientific committee followed by new activities planned with respect to pharmaco-vigilance, risk assessment and patientreporting of adverse drug reactions. In order to be prepared to be involved in these important processes, patients’ advocates need to be informed regarding the terminology, the sequence of events and the areas where they can act. EURORDIS - in conjunction with INSERM, the French public research body- began pilot training sessions for patients on “How to Read a Clinical Trial Protocol” in 2004 and 2005. In 2008, EURORDIS extended this training via the EURORDIS Summer School for rare disease patients’ advocates – in conjunction with EMA, University Autonomous Barcelona, DIA - to include the drug development process, with experts invited to explain clinical trials including ethics, statistics, issues of applying these practises to small populations such as rare diseases and children. The training also includes a description of the scientific committees at the European Medicines Agency and the demonstration of the role of patients’ representatives on these committees. To take this initiative to a higher level, an on-line learning tool has been developed that is available on the EURORDIS web site.



In 2012, a new initiative was launched, the European Patients’Academy on Therapeutic Innovation (EUPATI) an IMI-funded patient-led project involving 29 partners including industry members, academics and patients’ associations. This training will be extended to all European patients and aims to raise awareness and interest in clinical trials and the complexity of developing new treatments and patients’ access to them. The material will be targeted to patients, patients’ organisations and lay people and will be in at least 6 languages. Courses will be developed to communicate, teach and inform about therapeutic innovation and research and development in medicines. The importance of patients being well-informed and well-prepared will be outlined during the workshop.



The workshop will conclude with the afternoon session focused on collaboration with all stakeholders in health technology assessment processes (HTA). From the patient/consumer viewpoint, collaboration in HTA at the EU level can contribute to the reduction of inequalities in access to treatment between The Value of Partnering in Rare Disease Therapies
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and within member states as it encourages a common approach to HTA decisions. Both initiatives EUnetHTA and HTAi incorporate the different stakeholder viewpoints into their mission.



From the regulatory viewpoint, EMA is progressively developing its collaboration with HTA into early scientific advice and protocol assistance procedures. In this session the perspectives of an HTA agency working with patients and a patient working with an HTA agency are presented. The final session of the workshop is the relevance of the current HTA practises to rare diseases.



The upcoming ERTC workshop seeks to encourage dialogue between all interested parties, demonstrate the value of collaboration and illustrate the important role that patients already play in the drug development process from clinical trials, regulatory affairs and HTA.  
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                                                                          16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



Agenda Morning Chairpersons: Dr Kerstin Westermark (Chairperson, Committee for Orphan Medicinal Products, EMA) Dr Marlene E. Haffner (former Director of OOPD-FDA)



9:00 – 9:15: Welcome address: Yann Le Cam (CEO, EURORDIS) 9:15 – 9:30: “Industry experience of working with patients on clinical trial protocols” – Andras Fehervary (Novartis) (including 5’ for Q&A) 9:30 – 9:45: “Patient perspective of working with industry on clinical trial protocols” – Bo Karlberg (Tuberous sclerosis complex association, Sweden) (including 5’ for Q&A) 9:45 – 10:15: “Benefits of early dialogue with patients”: Cancer/RD experience – Mark Krueger (Mark Krueger & Associates, Inc.) and HIV/RD experience Rob Camp (AIDS Treatment Activist Coalition, US; EURORDIS) (including 10’ for Q&A for both presentations) 10:15 – 10:30: “Regulatory benefits of early dialogue with patients –Protocol Assistance” – Josep Torrent-Farnell (EMA - COMP, SAWP) (including 5’ for Q&A) 10:30 – 11:00 - COFFEE BREAK



11:00 – 11:30: “Overview of EMA experience in working with patients” – Juan Garcia Burgos (EMA, Medical Information Sector) and Pauline Evers (COMP member, Federation of Cancer Patients Organisations, Netherlands) (including 10’ for Q&A) 11:30 – 12:00: “Patient involvement in EMA reporting for adverse drug reactions and Benefit/Risk” – François Houÿez (EURORDIS) (including 10’ for Q&A) 12:00-12:30: Training programmes for patients representatives – Maria Mavris (EURORDIS) and Jan Geissler (EUPATI) (including 10’ for Q&A for both presentations) 12:30 – 14:00 - LUNCH



Afternoon Chairpersons: Dr Alicia Granados (Global HTA Strategy/Genzyme) Mr Yann Le Cam (Chief Executive Officer, EURORDIS)



14:00-14:30: HTA agency experience of working with patients – Javier Gracia (Health Technology Assessment Unit, UETS, Regional Government, Madrid, Spain) (including 10’ for Q&A) 14:30-15:00: Patient perspective of working with HTA agencies – Christos Sotirelis (United-Kingdom Thalassaemia Society) (including 10’ for Q&A) 15:00-15:30: Health Technology Assessment and Rare Diseases – Alicia Granados (Global HTA Strategy/Genzyme) (including 10’ for Q&A) 15:30 End of the workshop
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Participants



                 Name  Baker, Jim Bodin, Anne-Mary Bolado, Meridith Bonjean, Jill Boyer, Carole Brughera, Marco Camp, Rob Cantoreggi, Sergio Cornu, François Costello, Denis Danison, Doug Dickneite, Gerhard Dodion, Pierre Eagleton, Terence Evers, Pauline Fehervary, Andras Forget, Sylvain Garcia Burgos, Juan Gatermann, Ruediger Geissler, Jan Gerlach, Irene Gervais, Eric Giorgino, Ruben Gracia, Javier Granados, Alicia Grinstead, Eric Haffner, Marlene E. Heathfield, Adam Hoffmann, Stéphanie Houÿez, François Hughes-Wilson, Wills Ivers-Read, Gillian Jägle, Ulrike Jain, Mohit Johnson, Kim Kakkis, Emil D. Karlberg, Bo Kelly, Julie Krueger, Mark



Affiliation   



 



 



Biogen Idec, Inc. EURORDIS NORD EURORDIS Médunik Canada Sigma-Tau ATAC, US/ EURORDIS Helsinn Healthcare SA Aegerion Pharmaceuticals SAS EURORDIS Millennium Pharmaceuticals CSL Behring ARIAD Pharmaceuticals, Inc. BioMarin Europe Ltd. COMP, EMA / NKF Novartis Farma S.p.A. Swedish Orphan - Biovitrum (SOBI) European Medicines Agency (EMA) CSL Behring EUPATI F. Hoffmann-La Roche Ltd Médunik Canada Helsinn Healthcare SA HTA Unit, Lain Entralgo Agency Genzyme - a Sanofi company Synageva BioPharma Corp. former Director of OOPD-FDA Pfizer Alexion EURORDIS Swedish Orphan - Biovitrum (SOBI) Clovis Oncology Inc. Novartis International AG BioMarin Europe Ltd. Celgene Europe Ltd. Ultragenyx Pharmaceutical Inc. Swedish Association for TSC Synageva BioPharma Corp. Mark Krueger & Associates, Inc.
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  16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels   Kubácková, Kateřina Le Cam, Yann Le Dez, Lugdivine Lefrançois, Pascal Lennertz, James Levinson, Catherine Lipucci di Paola, Michele Loth, Kevin Macchia, Flaminia Mambrini, Pierre Margetidis, Georgios Marin, Fred Maronati, Manuela Mavris, Maria Meneses, Edna Monteyne, Philippe Newlands, Alan O'Reilly, Ken Pang, Francis Parker, Samantha Pellier, Patricia Pickard, Chris Reichenberger, Patrick Schoettler, Michael Sotirelis, Christos Tellier, Zéra Torrent-Farnell, Josep Uhlenhopp, Mary Ulbrich, Jutta Vincent, Fanny Wagner, Heidi Westermark, Kerstin Winzenrieth, Angélique Zinaï, Amina



University Hospital of Motol EURORDIS Alexion Orfagen BioMarin Europe Ltd. Merck Serono AVLT (Thalassemia)/EURORDIS Celgene International Sarl EURORDIS Lucane Pharma European Commission – EAHC GMP-Orphan SAS InterMune International EURORDIS Orphan Europe (Recordati Group) GSK Rare Diseases Clovis Oncology Inc. Shire AG Shire AG Orphan Europe (Recordati Group) Celgene International Pfizer Raptor Pharmaceutical Corp. Bayer Pharma AG UK Thalassaemia Society LFB Biomédicaments EMA – COMP, SAWP Amgen Europe Bayer Pharma AG Lysogene Alexion COMP, European Medicines Agency (EMA) Aegerion Pharmaceuticals SAS Lysogene
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Presentations and Speakers



•



Andras Fehervary - Novartis, Italy



• Bo Karlberg - TSC Association, Sweden • Mark Krueger - Mark Krueger & Associates, Inc., USA • Rob Camp - ATAC, US/ EURORDIS • Josep Torrent-Farnell - EMA-COMP, SAWP, Spain • Juan Garcia Burgos -EMA, Medical Information Sector, UK • Pauline Evers - COMP, EMA/NKF, The Netherlands •



François Houÿez, EURORDIS, France



•



Maria Mavris – EURORDIS, France



•



Jan Geissler – EUPATI, Germany



•



Javier Gracia – HTA Unit, UETS, Regional Government, Madrid, Spain



•



Christos Sotirelis –UK Thalassaemia Society, UK



•



Alicia Granados – Global HTA Strategy/Genzyme, Spain
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Dr. Andras FEHERVARY Head of Market Access and External Affairs, Novartis Oncology Europe, Italy Andras leads an integrated team responsible for Market Access; Pricing & Health Economics; Reimbursement & Listing; Communications & PR; Patient Advocacy and Professional Relations; and External Affairs. Prior to joining Novartis, Andras was Head of European Policy & Public Affairs and of the Brussels government affairs office for Eli Lilly & Company. He held regional corporate affairs leadership positions for Central & Eastern Europe, Africa and the Middle East with Lilly. Previously he obtained more than ten years of related experience in other industries. Andras is a member of the EuropaBio / EBE Joint Task Force on Orphan Drugs; of the EU Committee of Experts on Rare Diseases (EUCERD), and the EFPIA/EBE representative to the European Commission project on improving access to small markets. Andras holds an MBA from INSEAD and a joint DES/MALD degrees from IUED University of Geneva and the Fletcher School of Law & Diplomacy of Tufts University. His BA and first graduate certificate are from the Johns Hopkins University and the Johns Hopkins School of Advanced International Studies (SAIS) Bologna Center. Andras holds US and Hungarian citizenship and is currently based in Milan, Italy. [email protected]
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Pharmaceutical industry experience of working with patients on clinical trial protocols: Collaboration with TSC patient organisations in Europe Andras Fehervary Head Market Access and External Affairs Novartis Oncology Region Europe 1 March 2012



The context ƒ Medicines today have become much more sophisticated and there is an increasing emphasis on tailoring treatments towards the individual patient based on the presence or absence of specific biological markers



ƒ In parallel, the information revolution has empowered patients globally to be better informed about their disease and available treatments



ƒ Patients, especially those represented by patient groups, are increasingly involved in determining health policies in Europe.



ƒ The relationships between pharmaceutical companies and patient organisations had matured significantly in recent years and is much more open and transparent



ƒ There is a need for pharmaceutical companies and patient groups to define common goals and identify mutually beneficially partnership initiatives that are focused on achieving these goals ERTC meeting – 1 March 2012 – Andras Fehervary
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Guidelines ƒ The rules governing the relationship between patient groups and pharmaceutical companies must be agreed between both parties and comply with: • Local rules • EFPIA (European Federation of Pharmaceutical Industry Associations) code of conduct • Patient group’s policy governing relations with corporate sponsors



ƒ The rules should be outlined in a written agreement that is signed by both parties



ERTC meeting – 1 March 2012 – Andras Fehervary



Collaboration between Novartis and TSC Patient groups: A beginning…



23 March 2009 Eurordis Charter letter signed by Head of Novartis Oncology Region Europe and Head of Patient Advocacy Oncology Region Europe.



ERTC meeting – 1 March 2012 – Andras Fehervary
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Novartis and its collaboration with TSC organisations – Meetings, Advise, Networking ƒ 8 February 2010:



ƒ At the request of Eurordis Novartis Oncology presented an overview of its clinical development activities in TSC to a group of TSC advocates representing the following countries:



ƒ France, Switzerland, Norway, Denmark, Spain, Germany, The Netherlands, Sweden, UK and Greece were represented



ƒ At this meeting it was agreed to sign Agreements of Understanding (AuO) on on-going and future trials in TSC



ƒ 10 October 2010:



ƒ Novartis requested another meeting in order to gather information about the informational and support needs of patients with TSC and their families



ƒ Advocates from France, Norway, Denmark, Germany, Sweden and the UK attended the meeting



ƒ A new protocol (Expanded Access Protocol) was discussed and a new AuO agreed ƒ Eurordis organised a closed meeting the following day to discuss the possibility of establishing a European TSC Patient Network



ƒ 15 May 2011:



ƒ Novartis convened another meeting to discuss potential solutions in meeting the needs of TSC patients and their families and to share best practices



ƒ Advocates from Denmark, France, Poland, UK, Italy, Belgium, Norway, Sweden, Germany, Greece, Spain attended the meeting



ƒ An advocate was nominated to represent patients on the TSC registry investigators group ƒ It was agreed that there was value in sharing the patient diaries which had already been developed by the German and Greek groups. These were translated and disseminated to advocates



ƒ Further discussion took place on the potential value of a European network ERTC meeting – 1 March 2012 – Andras Fehervary



Collaboration with TSC organisations – Opportunities provided by Eurordis ƒ Novartis was able to meet advocates representing patients with TSC from several European countries for the first time. This in turn has enabled Novartis to:



ƒ Provide information on ongoing studies ƒ Facilitate the exchange of information and best practice between the groups ƒ Sign an agreement with different groups to provide appropriate information on clinical trials in progress or completed



ƒ Provide an opportunity to identify a suitable candidate to represent TSC patients on the Board on the European TSC registry



ƒ Provide valuable insight into the needs and concerns of patients with TSC and their families



ƒ TSC patient groups from across Europe have met and agreed common goals



ƒ Facilitated the establishment of a European network of TSC groups ƒ Provided a platform for discussions on the need for a global TSC patient network



ERTC meeting – 1 March 2012 – Andras Fehervary
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Possible Obstacles ƒ Novartis is the only pharmaceutical company currently supporting TSC patient groups



ƒ Differences in local regulations governing Novartis’ relationships with patient groups



ƒ Unrealistic expectations about a single product ƒ Inequalities in the provision of treatment for TSC patients both within and between different European countries



ƒ TSC is a rare condition which makes it very difficult to run clinical trials in all countries



ERTC meeting – 1 March 2012 – Andras Fehervary



Concrete Results in terms of access to everolimus ƒ Current status of EFFECTS\Region Europe EAP with everolimus (Votubia) in TSC - SEGA. ƒ



49 patients vs 143 planned have consented and entered treatment;



ƒ These patients are recruited from 8 countries (D, I, B, E, PL, GR, CZ, F) out the 10 committed; ƒ 55 sites vs 62 planned have been initiated; ƒ Germany has already closed recruitment with 16 patients out of 40, abstract for a local congress in preparation; (drug is now available to patients in Germany) ƒ Hungary has several patients in screening and the first patients in trial date will hopefully occur in the very next days



ƒ Compassionate Use in Europe • 12 patients from Spain, Belgium, Sweden, UK, Slovenia and Kosovo



ERTC meeting – 1 March 2012 – Andras Fehervary
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Suggestions on how to improve the Charter ƒ INTERNALLY WITHIN NOVARTIS



ƒ It is not easy to persuade everyone that there is value in engaging patient groups in the drug development process



ƒ Novartis is a big multinational company and therefore trials are conducted and directed mainly by the global headquarters which are based in the US



ƒ This creates problems in getting a trial design and protocol early enough to secure patient groups input.



ƒ It is much easier to do this if the protocol is designed by the Region Europe team (eg. the extended access protocol)



ƒ COLLABORATION WITH THE PATIENT GROUPS



ƒ There were challenges in defining who should sign the agreement of understanding ƒ Theoretically the best is to have one or two expert advocates who can represent a European network to sign and follow up.



ƒ Novartis signed two AoUs and followed up on a frequent basis but there was limited feed back to the company ƒ Example: how to communicate to patients and caregivers on side effects management etc. ƒ In general it was not easy to have a clear communication flow and to define to whom information should be sent



ERTC meeting – 1 March 2012 – Andras Fehervary



Conclusions ƒ There are clear benefits for pharmaceutical companies and patient groups to collaborate on different aspects of the drug development process. In order to succeed there is a need for: • Clear and transparent relationships • Written agreement • Reciprocal support • On-going communication



ERTC meeting – 1 March 2012 – Andras Fehervary
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Prof. Bo KARLBERG Professor Emeritus, Department of Analytical Chemistry, Stockholm University, Sweden and Vice President of the Swedish Association for Tuberous Sclerosis Complex (TSC Sweden). After nine years as Professor of Analytical Chemistry at the Stockholm University, Prof. Karlberg retired from university and is now Professor Emeritus of Analytical Chemistry. Prior to this, he has held various positions as Innovation manager at Foss Analytical, Sweden, as Product then R & D Manager at Tecator, Sweden, as well as Manager "Analytical-technical Service", Astra Pharmaceuticals, Sweden. During this time, he has been an invited speaker at numerous international conferences and has contributed lectures at more than 50 international conferences in more than 20 countries. In addition, he has been Chairman of the Division of Analytical Chemistry of the European Association for Chemical and Molecular Sciences (EuCheMS), 2005-2010. Corresponding editor for the journals Anal. Chim. Acta, Talanta, Analytical & Bioanalytical Chemistry, J. Flow Injection Analysis and J. of Autom. Chem. Past chairman of the Analytical Section, Swedish Chemical Society Scientific publications About 110 peer reviewed papers, one monograph and one book chapter. Patents Six US patents and corresponding European patents.  



[email protected]  
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Patient perspective of working with industry on clinical trial protocols



Bo Karlberg TSC Sweden



ERTC Meeting Brussels 2012-03-01



Patient perspective? Individual patient perspective or Patient perspective expressed by patient organisations
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I want to discuss: Patient perspective expressed by patient organisations



Outline of this presentation 1. TSC, a rare disease 2. Patient organisations 3. Current and past clinical trials 4. A European TSC registry 5. Cooperation with industry
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1. What is TSC? Tuberous sclerosis complex (TSC) is a genetic disorder that causes tumours to form in many different organs, primarily in the brain, eyes, heart, kidney, skin and lungs



Current estimates place tuberous sclerosis complex-affected births at one in 6,000 Nearly 1 million people worldwide are known to have TSC
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2. Patient organisations There are many national patient organisations worldwide, the largest one being TS Alliance, USA



http://www.tsalliance.org/



Work has advanced considerably to establish an international TSC patient organisation, TSCi however, much remains to be done
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Quote from the TSCi homepage: http://www.tscinternational.org/



”Tuberous Sclerosis Complex International (TSCi) is a consortium of organizations that support individuals with TSC around the world.”



3. Current and past clinical trials related to TSC according to



ClinicalTrials.gov Found 22 studies with search of: tuberous sclerosis complex, some examples will be given briefly
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Efficacy and Safety of RAD001 in Patients of All Ages With Subependymal Giant Cell Astrocytoma Associated With Tuberous Sclerosis Complex (TSC) (EXIST-1) This study is ongoing, but not recruiting participants. First Received on November 12, 2008. Last Updated on October 13, 2011 Sponsor: Novartis Pharmaceuticals Information provided by (Responsible Party): Novartis ( Novartis Pharmaceuticals )



Efficacy and Safety of RAD001 in Patients Aged 18 and Over With Angiomyolipoma Associated With Either Tuberous Sclerosis Complex (TSC) or Sporadic Lymphangioleiomyomatosis (LAM) (EXIST-2) This study is ongoing, but not recruiting participants. First Received on November 10, 2008. Last Updated on October 13, 2011 Sponsor: Novartis Pharmaceuticals Information provided by (Responsible Party): Novartis ( Novartis Pharmaceuticals )



The Value of Partnering in Rare Disease Therapies



27



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



Trial of RAD001 and Neurocognition in Tuberous Sclerosis Complex (TSC) This study is currently recruiting participants. Verified May 2011 by Children's Hospital Boston First Received on February 2, 2011. Last Updated on May 20, 2011 Sponsor: Children's Hospital Boston Collaborators: Tuberous Sclerosis Alliance Autism Speaks Novartis Pharmaceuticals Seizure Tracker LLC Information provided by: Children's Hospital Boston



Clinical trials, TSC patients, one important conclusion: The vast majority of the 22 studies involves drugs developed by Novartis



The Value of Partnering in Rare Disease Therapies



28



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



4. A European TSC registry



Some background…



First Tuberous Sclerosis (TSC) EU Registry Expert Round Table Conference, Milan, Italy, 20th October 2010 Attended by European TSC medical experts and a representative for European TSC patient organisations
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Some conclusions from this first meeting…



¾ There are many aspects of TSC that are still not well understood due to a lack of data, ultimately this means that patients may not be receiving optimal care ¾ Patient registries for other rare disease exist in Europe, but currently there is no EU TSC registry ¾ An EU TSC registry has the potential to address some of the gaps in our understanding, by collecting data from patients across Europe that would not be sufficient if only collected from patients in an individual country
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¾ No national TSC registry was identified, but in multiple countries there are attempts to build such. Most centres have databases collecting local documentation of patient data ¾ Novartis RE being aware of local attempts through it’s network, were invited to this initial meeting to facilitate discussion on a potential European plan ¾ A steering group for the EU TSC registry should be set-up



¾ A wider audience will be consulted via an internet survey on the need for an EU registry and endorsement of key objectives of an EU registry ¾ Novartis will develop the survey and help source the details of people it will be distributed to ¾ On request from the attendees, Novartis will continue for the time being to support the survey process. This implies no commitment from either side for future projects
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¾ A wider audience will be consulted via an internet survey on the need for an EU registry and endorsement of key objectives of an EU registry ¾ Novartis will develop the survey and help source the details of people it will be distributed to ¾ On request from the attendees, Novartis will continue for the time being to support the survey process. This implies no commitment from either side for future projects



EU TSC patient registry - conclusions An EU TSC patient registry would be useful for: ¾ Clinicians ¾ Patients ¾ Patient Advocacy Groups (PAGs) ¾ Researchers ¾ Commissioners ¾ The pharmaceutical and other medical industries



The Value of Partnering in Rare Disease Therapies



32



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



5. Cooperation with industry Industry in our case (TSC) is more or less Novartis exclusively



Andras Fehervary has given the historical background to the cooperation between Novartis and various TSC organisations Some words about the current situation...
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2nd European Tuberous Sclerosis (TSC) Registry Roundtable Report by WG Consulting InterContinental Hotel, Frankfurt, Germany Sunday 3rd April 2011



There was a consensus to proceed with a Novartis owned European TSC Registry
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It is particularly important that TS Europe is involved in the registry, however, the level of involvement is still to be decided • TS Europe is in the process of being set up, and therefore it was agreed that the ‘legal entity (different sites) owned registry in partnership with pharmaceutical industry’ scenario would not be possible at this time as TS Europe is not ready • Due the complexity of the disease, no other single disease society/association would be a suitable legal entity for the TSC registry



TSC – a complex disease



Brain



Skin



Lung



European registry core set



Psychiatric and behavioural



TSC data



Heart



Kidney
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Mark KRUEGER, MPH President of Mark Krueger & Associates, Inc., USA Mark Krueger, president, founded Mark Krueger & Associates, Inc. (MK&A) in 1996 to help pharmaceutical, biotech, device and diagnostic companies partner with patient, consumer and professional groups to speed drug development and approval, promote appropriate use, and ensure equitable access and reimbursement. He brings 25 years of public health and advocacy experience to the firm and has earned respect for his strategic approach to building equitable and responsible partnerships with patients, consumers, advocates, doctors and other health care professionals, and policy makers. Mark is recognized for his comprehensive knowledge of HIV/AIDS, other infectious diseases, oncology, women's health, and orphan disorders. He has earned respect for his mediation and moderation skills as well as his understanding of the changing external environment for ally relations and appropriate responses to legislative, regulatory, ally group, and public expectations.  



[email protected]  
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Ensuring Shared Benefits from Early Dialogue between Patients and Industry: Learning from Others Presented to: Eurordis Round Table of Companies 1 March 2012



‘Nothing about us without us.’



Michael Masutha
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Functions of ally groups Patient Focus



Research



Public Influence



Patient Support



Education & Information



Research Promotion



Political Activity



Provide medical and psycho/social support to patients and families



Educate about risk factors, screening, disease treatment options and effects, practical implications, latest research



Raising funds for, promoting, lobbying for research



Influence elected officials and regulatory bodies and healthcare professionals about reimbursement, patient needs, access, etc.



Professional Education Educate and train physicians, clinicians and organize scientific conferences



Combination Any or all of the above activities



3



The patient group life cycle



Emergence, self-definition, survival



Youth



Birth



Reinvention and relevancy



Ally group



Growth and development



Maturity



Capacity, independence, authority



4
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Match goals with capabilities



Influence & sophistication



High



¾ Advisor on clinical trial design



¾ Clinical trial recruitment and retention



¾ Media spokesperson ¾ Issues management



¾ Public policy/access and reimbursement assistance ¾ Corporate advisory board member ¾ Clinical trial awareness



¾ Regulatory affairs spokesperson



¾ Information dissemination



¾ Provide patient perspective



Low Low



Organizational strength



High 5



Building effective partnerships around shared interests • Respect everyone’s knowledge, experience and perspectives • Understand where each partner sits in the organisational lifecycle • Recognise the unique contributions each partner can make • Agree to disagree at times • Create a partnership that is about more than financial support • Be transparent about the relationship and value the independence of each partner



Keeping mutual benefit in mind at all times is essential 6
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Building on success



1



Target product profiles



2



Rapid drug development



3



Clinical trial design and recruitment



4



Managing regulatory issues
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New business models



Ovarian cancer



ABC2



Lymphoma Coalition



SFA



MMRF/MMRC
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Rob CAMP AIDS Treatment Activist Coalition, US/ European Organisation for Rare Diseases (EURORDIS) Rob has been part of Eurordis as consultant in patient group growth since 2008. His first project, Rare Together, helps national patient groups unite into European disease-specific federations. The Clinical Trials Charter helps patient groups, unified or not, to speak with a robust voice to sponsors when trials and other patient-centred schemes are put together. POLKA is a project that looks at quality of care in European Centres of Expertise. He has been involved in the AIDS Treatment Activists Coalition (ATAC) since January 2003, and was the Drug Development Committee’s liaison to the Steering Committee of ATAC in 2004/05. He was reelected to a second term as member of the ATAC Board of Directors in 2007. Rob is a former co-chair of the Drug Development Committee (DDC), the major working group of ATAC. He’s worked closely on getting DDC to meet with all the relevant pharmaceutical companies in HIV since 2004 (over 25 company meetings from 2003-2008). He helped put together two meetings with FDA (in 2003 and 2005). He helped coordinate the project-based DDC policy statements for drug developers in 2006. He’s been co-liaison to Tibotec since 2003. He helped implement a policy of having regular teach-ins at DDC meetings as well as local Boot Camps (AKA, HIV 101). As an example, DDC had four boot camps in 2007 - in Madison, WI, New Orleans, LA, Phoenix, AZ, and in Atlanta, GA. He started in HIV advocacy in 1991 in Spain as a member of ACT UP Barcelona. He integrated into a Barcelona NGO as treatment counselor and editor of their treatment bulletin. He then helped create two national patient-oriented treatment teams in Spain, FIT and GTT, both of which are still in action today. Rob lives in Spain and gives regular talks at Barcelona NGOs. [email protected]
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Patients and Industry  accomplishments  Rob Camp  overview for ERTC  1 Mar 2012



AIDS Treatment Activists Coalition (ATAC)  Drug Development Committee (DDC) MISSION STATEMENT •



We are a national coalition of AIDS activists, many living with HIV/AIDS, working together to  end the AIDS epidemic by advancing research and access in HIV/AIDS. 



GOALS • • • •



1a. To encourage greater and more effective involvement of people with HIV/AIDS in the  decisions that affect their lives by identifying, mentoring and empowering treatment  activists in all communities affected by the epidemic.  1b. To develop within all communities affected by HIV/AIDS and related co‐infections the  leadership to provide the knowledge and skills needed to advocate for improved research,  treatment and access to care.  2. To enable treatment activists to speak with a united, powerful voice to provide meaningful  input into issues concerning HIV disease and related complications and co‐infections.  3. To facilitate communications and set agenda items:  – –



–



a. between HIV/AIDS treatment activists and government, industry and academia in matters affecting  research, treatment and access.  b. among HIV/AIDS treatment activists and the larger HIV community in keeping up to date with the latest  developments in research, treatment and access 



www.atac‐usa.org
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DDC/Janssen The future • Pipeline (Prezista II, PEPIs, Integrase Inhibitors,  boosters, TMC310911, TMC41629, entry and  RTIs ‐ on their website...) • The future of Tibotec/Janssen in HIV • PrEP (TMC120 and ?)



Beyond HIV treatment • Cure ‐ work and commitment to it • Vaccine compound for trial • Hepatitis ‐ quick overview on telapravir and  TMC435, Pharmasset drug (PSI‐7977) • Inflammation and other HIV‐related research • Aging ‐ IL‐6 inhibitors, RA inhibitors at J&J • TB ‐ TMC207 (R207910) (bedaquiline) • Cancer drug access (Doxil) • DDC in DSMBs/Investigator teams
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Access • Medicinal Patent Pool (global access to the  first 3 drugs versus "approval" in 65+  countries) • Patent availability to generics companies, etc



Drugs approved… • Prezista® ‐ at 4 yrs, monotherapy, new designs,  class‐sparing, DRV/COBI • Intelence® ‐ new designs, 200 mg tab GRACE data utilization in clinics or in J&J • Edurant® ‐ (side effects profile, long‐term data,  >100,000, DEPO or nano‐) Paediatrics and children



The Value of Partnering in Rare Disease Therapies



46



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



Drug Development Committee (DDC) • Report card – (Drug development portfolio, access, pricing,  community relations, marketing practices) • Grades from D‐ (Abbott) to B (Tibotec, Merck)



• Future of DDC activism, directions of  DDC/ATAC • Leadership changes in DDC



SAME WEEKEND! • Meeting with Merck • Pre‐ and post‐meetings for both companies • Mini‐workshop on Cure – R Jefferys on what it could look like (immune‐ based therapies, etc) – M Sharp on Sangamo study (gene therapy) – P Tebas on gene research
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Our response • ARV research: We understand the need to review directions  in research, given the number of currently approved  antiretrovirals. In that light, we ask you to keep in mind  three areas of continuing need for the increasingly diverse  and growing number of people on treatment: – Better and multiple boosting agents – New effective agents for people in deep salvage  – Interventions for those with little CD4 recovery despite viral  suppression



• The long‐acting formulations and nano‐suspension are  exciting areas of research. We hope Janssen will continue to  prioritize them.



Our response • Clinical trials: GRACE • Cure: therapeutic vs preventive vaccines • Community involvement: include us in the  newer areas (latency, inflammation, ageing) • Access: MPP big bummer • Web site update • List of studies, slides from meeting
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Accomplishments ‐ patients • MEAT – 2 exp drugs/1 trial



• GRACE  – more reflective of epidemic (70/30)



• Entry criteria – Drug‐users; ALT/AST >5x ULN (LFTs)



• Informed Consent – More comprehensible



Accomplishments ‐ industry • 4 drugs approved in 8 years (HIV; HCV) • 2 more to come soon (TB; HIV microbicide)
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Accomplishments ‐ Industry • •



1  Drug Development Portfolio and Plan Tibotec has an active pipeline in HIV, HCV and TB. While their accrual and retention of representative populations  has not been historically impressive, they have taken on innovative strategies to conduct meaningful research  in/for women. The company collaborates with a broad range of individual investigators and clinical trials networks.



•



2  Access to drugs (this should specify “Domestic access to drugs” – no criteria relate to low‐income,  international countries) Tibotec has created large, broadly utilized EAPs and inclusive PAPs. They have provided drug to clinical trials  networks (including royalty‐free drug donation for microbicide development) and participated in advocacy to get  J&J to provide Doxil to KS trials in resource‐poor regions. 



•



•



3  Pricing Tibotec has behaved similarly to most other companies with respect to price increases relative to inflation rates.



• •



4  Community Relations Tibotec has historically included community members in DSMBs and at investigator meetings, as well as sought  review of ICs and trial protocols, though not totally consistently. The company has been generally very responsive  timely regarding requests for information or communication with relevant employee for issue(s) raised.



• •



5  Marketing Practices Tibotec recently received an FDA warning regarding inadequacies of a search‐engine ad for Prezista.
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Prof. Josep TORRENT-FARNELL



Member of the Committee for Orphan Medicinal Products (COMP) -European Medicines AgencyMember of the Scientific Advice Working Party (SAWP) -European Medicines AgencyProfessor of Clinical Pharmacology and Therapeutics at the Autonomous University of Barcelona (Universitat Autònoma de Barcelona). Director General of the Fundació Doctor Robert, Advanced Centre of Services and Training for Health and Life Sciences. Education Qualified Pharmacist and Degree in medicine and surgery from the University of Barcelona as well as postgraduate courses in Pharmacology and Toxicology, Public Health and European Institutions. Specialist in internal medicine and clinical pharmacology. Doctorate in clinical pharmacology from the Autonomous University of Barcelona (UAB).  



[email protected]  
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www.eurordis.org



REGULATORY BENEFITS OF EARLY DIALOGUE WITH PATIENTS – PROTOCOL ASSISTANCE



JOSEP TORRENT-FARNELL COMP and SAWP, EMA; London Management Board, Spanish Medicines Agency, Madrid Chair Catalan Comission for Access to Advance Therapies Autonomous University of Barcelona Brussels, 1 March 2012



DESIGNATION – MARKETING AUTHORISATION ????



MARKETING AUTHORISATION



DESIGNATION ƒ ƒ ƒ ƒ



COMP Investigational Incentives Medical condition



“GATE OPENER”



ƒ ƒ ƒ ƒ ƒ



CHMP EU Licensing Benefit/Risc, Post-Marketing Conditional Aproval Therapeutic indication



COMP Review (P, SB)



“OUTCOME” “MARKET ACCESS”



2



Scientific Advice (SAWP) and Protocol Assistance (PA)
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BRIDGING DESIGNATION AND M.A.



SAWP DESIGNATION



SCIENTIFIC ADVICE



MARKETING AUTHORISATION



COMP



PROTOCOL ASSISTANCE COMP contribution



CHMP COMP
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Scientific Advice (SAWP) and Protocol Assistance (PA)
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SCIENTIFIC ADVICE / PROTOCOL ASSISTANCE



• Based on current Pharmaceutical Legislation • EMA gives a Pan – European advice for centralised applications and orphan medicines • National competent authorisation (Networking with EMA) Is a “tool” that brings together assessors, experts including voiced-patients to give the best recommendations to sponsors in optimizing drug development to meet the standards for marketing authorization SAWP/EMA multidisciplinary , 90-day procedure (2 coordinators appointed, Oral Hearing) 5



Scientific Advice (SAWP) and Protocol Assistance (PA)



WHY SCIENTIFIC ADVICE / P.A. IS NEEDED IN R.D.?



• Limited public awareness (“Invisible diseases”) • Scarcity of Clinical Experts and Reference Centres • Delays on Diagnosis (Genetic Testing) • Small sized population • Geographic dispersion • Life-threatening /chronic debilitating conditions • Heterogeneous conditions • Difficult to stratify by stage/severity • Limited available treatments Understanding the rarity paradigm 6
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WHY SCIENTIFIC ADVICE / P.A. IS NEEDED IN R.D.?



• Limited validated biomarkers and surrogate endpoints • Limited predictive/validated preclinical models • Ethical concerns on the use of placebo and vulnerable population (e.g. emerging therapies)



• Off-label use (mostly medicines for children) • More support to health professionals/investigators • Limited information to “care-givers”/ relatives • Excessive bureaucratic/administrative barriers Participative role of patients to be increased 7



Scientific Advice (SAWP) and Protocol Assistance (PA)



SCIENTIFIC ADVICE AND PROTOCOL ASSISTANCE QUALITY QUESTIONS ON PRODUCT MANUFACTURING PRE-CLINICAL QUESTIONS



SAWP PA



CLINICAL QUESTIONS TO DETERMINE EFFICACY AND SAFETY SIGNIFICANT BENEFIT (Therapeutic Added Valued)



STUDY PROTOCOLS



HTA COLLABORATION (Health Technology Assessment) 8



Scientific Advice (SAWP) and Protocol Assistance (PA)
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CLINICAL QUESTIONS ¾



Methodological and study-design



¾



Selecting the appropriate end-points: ¾ Hard /Soft end-points ¾ ¾



Intermediate variables (subrogates) Biomarkers for diagnostic, disease progression and therapeutic response



Defining the target population: inclusion/ exclusion criteria



¾



Choosing the right comparator: placebo, standard of care and active treatment when available



¾
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CLINICAL QUESTIONS II ¾



Study duration, treatment modalities and possology



¾



Clinical relevance versus statistical significance



¾



Identifying, collecting and assessing risk potential



¾



Significant benefit (added-value) over existing therapies



¾



Logistics and managerial aspects of the trial



¾



Role of voiced-patients in following-up the study



¾



Ethical aspects: Informed consent, GCP compliance



¾



Study feasibility....
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NEW FRAMEWORK FOR SA& PA: the weight of success 400 68 77



350



300



56



73



250 58



38



200



PA SA



332



55



311



150 264



201



22



100



215 180



25



17



136



50 69



58



87



72



71



0 2000



11



2001



2002



2003



2004



2005



2006



2007



2008



2009



2010



2011



Scientific Advice (SAWP) and Protocol Assistance (PA)



IMPACT OF PRIOR SCIENTIFIC ADVICE IN ALL MAA WITH AN OUTCOME 90.00% 80.20% 80.00% 73.20% 70.00%



60.00%



50.00%



Positive opinion Negative opinion



40.00%



30.00%



26.80% 19.80%



20.00%



10.00%



0.00% Without SA



With SA
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IMPACT OF PRIOR SCIENTIFIC ADVICE ON ORPHAN MAA 80.00%



75.00%



70.00% 56.82%



60.00% 50.00%



43.18% Positive opinion



40.00%



Negative opinion



30.00%



25.00%



20.00% 10.00% 0.00% Without SA



With SA
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ADHERENCE TO SCIENTIFIC ADVICE IN MAA WITH POSITIVE / NEGATIVE OUTCOME 120%



100%



100%



100% 90%



86% 80%



60%



77% negative opinion



60% 50%



50%



53%



50%



Positive opinion



40%



20%



0% Primary endpoint



Choice of comp.



Duration



Statistics



total
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Patients’ Organisations involvement



• According to EMA: ƒ ƒ ƒ ƒ



2008: patient representatives in 8/56 PA procedures (14%) 2009: 13/77 (17%) 2010: 18/62 (29%) 2011: 5/33 (15%) (to date)



Patient representative expert feedback highly regarded Eurordis support and contribution to finding patient representatives commendable!



15



A PATIENT-CENTERED DIALOGUE – COMMUNICATION AMONG RELEVANT PARTNERS



Patient
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Dr. Juan GARCIA BURGOS Section Head for Public Information and Stakeholder Networking in Medical Information, European Medicines Agency, United-Kingdom



Juan worked as a urologist surgeon at the hospital Gregorio Maranon in Madrid. He joined the European Medicines Agency in 2002 as Product Team Leader and responsible for the Secretariat of the Efficacy Working Party within the Safety and Efficacy Sector. He then took up new responsibilities in 2005 by joining the Medical Information Sector where he is currently Section Head for Public Information and Stakeholder Networking. The Section is responsible for preparing information for the public on medicines that the Agency evaluates, as well as for the interaction with Patients, Consumers and HealthCare Professionals' Organisations. Education: Qualified Medical Doctor from the University of Autonoma in Madrid, specialised in urology.



[email protected]
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Overview of EMA experience in working with patients Eurordis Round Table of Companies (ERTC)



Juan Garcia Burgos Head of Public Information and Stakeholder Networking – Medical Information European Medicines Agency (EMA)



An agency of the European Union



What is the European Medicines Agency (EMA)



The EMA is the EU regulatory body responsible for the protection and promotion of public health, through the evaluation and supervision of medicines.



2



The importance of patient input for the work of the EMA
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The role of the EMA The Agency is responsible for:



3



•



The evaluation of marketing authorisation applications submitted by pharmaceutical companies (centralised procedure)



•



The coordination of European pharmacovigilance (supervision of the medicines on the market)



•



The provision of scientific advice on the development of medicines



•



The evaluation of applications for orphan designation in EU



•



The evaluation of paediatric investigation plans (or waivers)



•



The provision of good quality and independent information on the medicines it evaluates to patients and health professionals



The importance of patient input for the work of the EMA



The EMA is not responsible for: • Controlling advertising • Pricing and reimbursement • Providing information on diseases (including therapeutic guidelines)
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The role of the EMA Centralised Procedure:



5



•



1 application



•



1 evaluation



•



1 authorisation for all EU



•



1 product information (SPC, Labelling, PL)



•



All EU languages



The importance of patient input for the work of the EMA



Interaction with patients’/consumers’ organisations



•



Long experience since the Agency was created



•



Unique model of interaction: –



framework of interaction and,



–



selection criteria
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Framework of interaction The framework comprises: – The scope of the interaction – The objectives to be achieved – The working methodology – The monitoring (including performance indicators)



Ultimate goal: – Involve patients in the Agency’s activities – Better inform patients



Criteria for involvement of organisations •



Legitimacy, with statutes registered in the European Union (EU)



•



Clear mission and objectives with an interest in medicines



•



European patient or consumer representation



•



Adequate structure and consultation modalities



•



Accountability and transparency



List of eligible patients’/consumers’ organisations published on the EMA website
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The importance of patient input for the work of the EMA
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Eligible organisations
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The importance of patient input for the work of the EMA



Patient involvement in the Agency’s activities: so-far experience (1) Full members of: – Management Board – Committee for Orphan Medicinal Products (COMP) – Paediatric Committee (PDCO) – Committee for Advance Therapies (CAT) – Pharmacovigilance Risk Assessment Committee (PRAC) as of July 2012
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Patient involvement in the Agency’s activities: so-far experience (2) • Respond to ad-hoc requests on assessment of products from scientific committees and working parties (e.g. thalidomide, tysabri,etc) • Systematic participation in scientific advisory groups (SAGs) • Experts in scientific advice/protocol assistance • Input in guideline preparation • Observers in Pharmacovigilance Working Party (pilot phase) • Review of information on medicines: –



EPAR summaries, package leaflets, safety information–Q&As-



Patient involvement in the Agency’s activities: so-far experience (3) • Involvement in other several on-going EU-wide initiatives, e.g: –



EudraCT (EU clinical trials register), Eudravigilance (publication of adverse reaction data), ENCEPP (European Network of Centres for Pharmacoepidemiology and Pharmacovigilance), and EnprEMA (European Network of Paediatric Research)



• Regular participation in Agency’s workshops and conferences 12
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EMA Scientific Committees Working Party with Patients’ and Consumers’ Organisations (PCWP)



PCWP Members: 15/30 Eligible Organisations + representatives from Agency’s scientific committees (CHMP, COMP, HMPC, PDCO and CAT) Co-Chair: Isabelle Moulon (EMA)/ Lise Murphy (Eurordis) 4 meetings per year (2 joint with Healthcare Professionals Working Group)



Added value of involving patients in EMA •



They represent patients interests and bring a unique and critical real-life experience of the disease on behalf of those directly affected by regulatory decisions



•



The added value that ‘lay experts’ bring to the activities of the Agency has been well acknowledged on many occasions



14
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Increasing involvement



•



The interaction between the Agency and patients/consumers has been increasing steadily since 2005; both in numbers and range of activities



•



Eligible organisations increased from 19 in 2007 to 34 today



•



PCWP membership was enlarged to 15 organisations in 2010



•



Involvement occurs on an operational level and is now more formal and systematic



15
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Increasing number of patients involved in EMA activities Comparison of overall involvement of patients and consumers in the EMA activities 2007-2010



307



213 167



76



2007



16



2008



2009



2010
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Challenges



•



Resources within the organisations and the Agency



•



Training to facilitate participation



•



Definition of patient role in the different activities / committees



•



Finding suitable experts (e.g. language barrier, availability)



17
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The impact of interaction •



Successful model for interaction



•



Improves the outcome of regulatory decisions



•



Increases transparency and builds confidence in the regulatory system



•



Involvement at operational level leads to tangible impact on outcomes e.g.



18



–



Patients’ views on benefit-risk deliberations contributes to final recommendations from the committees



–



Review of product information and safety communications - 50% of comments are taken into account.



The importance of patient input for the work of the EMA



The Value of Partnering in Rare Disease Therapies



70



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



Dr. M.P.J. (Pauline) EVERS Dutch Federation of Cancer patient organisations (NFK); Committee for Orphan Medicinal Products (COMP), European Medicines Agency After studying Medical Biology at the University of Groningen, The Netherlands (1983) Mrs Evers conducted a PhD in the area of Antropogenetics at the Free University of Amsterdam (1988). Thereafter, she worked for 15 years for the pharmaceutical industry, first as a clinical research coordinator and later as a manager of pharmaceutical product registration. Her area of interest was orphan medicinal products. Since 2003, she has been working for several patient organisations: VSOP (Dutch umbrella organisation for inheritable diseases), ENMC (European NeuroMuscular Centre) and NFK (Dutch Federation of Cancer patient organisations). Her current advocacy activities cover the fields of medicinal products, research and reimbursement. At the European level, she has been one of the three patient representatives at the Committee for Orphan Medicinal Products (COMP), at the European Medicines Agency (EMA), London, since May 2006. [email protected]
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Patient representation at EMA committees Pauline Evers COMP Patient representative



European Genetic Alliances Network



WHY? In the regulatory field ‘rules are rules’ and regulators want to stick to them Patients do not have the time to wait till all rules and requirements are fulfilledÆ they can be instrumental in changing the rules or more flexible interpretation Regulatory processes are highly ‘regulated’ so when patients are interfering at this level they have to deal with the legislation, the rules and procedures, the system, the requirements. Proper training needed.
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WHY?? Regulators ‘set the rules’ and decide upon granting designation / authorisation of products, they should take the patient voice into account Like everywhere else where patients are involved They bring a special knowledge, input in the regulatory processÆ experience as patients (endpoints, QOL….) Since it concerns them they have a legitimate reason to be there They can help in bridging between regulators and patients, communicating on the output of regulatory process



EMA doc 351803/2010 rev4 Patient’s main role however is not expected to be of a scientific nature. Although experience has demonstrated that they very often contribute scientifically into the discussion, the added value of having patients and consumers in the scientific committees is to bring a unique and critical input based on their real-life experience of being affected by a disease and its current therapeutic environment. This element fills a gap which other committee members (so-called scientific experts) cannot fill, and which has proven necessary to achieve the best possible results within the regulatory process. The role of patients in the scientific committees will therefore be the same as of any other member; however the patient/consumer’s efforts should focus in ensuring that this unique perspective which only patients can bring (based on real-life experience as end users) is delivered throughout the committee’s activities and outcome.
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Patient representatives in the COMP



Since the start in 2000 Full voting members Reviewing for OD designation and MA (including coordinatorship) Bringing in patients with disease specific experience Advice the Commission on issues relating to orphan drugs and orphan diseases



Orphan drug designation Rare disease, prevalence Life threatening No other therapy available If other therapy availableÆ significant benefit • • • •



Efficacy Safety New mechanism of action Major contribution to patient care



The Value of Partnering in Rare Disease Therapies



74



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



Improved efficacy Cure, prolonged survival Slower progression, disease free intervals Less symptoms Improved QOL Relevant clinical outcomes to be experienced by the patients



Safety If patients can gain clinical improvement they are prepared to bear more adverse events than outsiders (regulators, physicians, ethici) would expect
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New mechanism of action



Possibility to treat resistant patients Possibility for combination therapy



Major contribution to patient care Ease of administration: • pills vs injection (but not 3 pills a day vs 1 injection per month) • Inhaler vs Nebuliser • Ready to inject vs need to reconstitute (sterile) • Easy to carry medicines (not requiring storage in the fridge)



RESULTING IN BETTER COMPLIANCE
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Availability Authorised product vs preparations made by local pharmacy Authorised throughout Europe vs only in ‘a few’ member states RESULTING IN EASY ACCESS



Designation vs MAA At designation the assumption for SB is sufficient At MAA we need data to justify the claim, also for major contribution to patient need
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Additional tasks COMP reg 141/2000



to advise the Commission on the establishment and development of a policy on orphan medicinal products for the European Union; to assist the Commission in liaising internationally on matters relating to orphan medicinal products, and in liaising with patient support groups; to assist the Commission in drawing up detailed guidelines.



The Value of Partnering in Rare Disease Therapies



78



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



François HOUYEZ Director of Health Policy, European Organisation for Rare Diseases (EURORDIS), France François Houÿez represents EURORDIS at the Patients’ and Consumers’ Working Party (PCWP), EMA, where he is topic leader on risk communication. He is responsible for treatment access issues, compassionate use programmes, off-label use of orphan drugs. He has represented patients in regulatory agencies, both at national and European levels, since 1993. He has been a patient advocate since 1989 and joined EURORDIS in 2003. [email protected]
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Patient and pharmaco-vigilant! François Houÿez ERTC workshop, March 2012, Brussels



We all need To improve public opinion’s trust in  the regulatory system To improve transparency and  access to information To reduce uncertainties about the  drugs patients are taking 2
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Patients’ and consumers’ groups, the EMA, NCAs and the European  legislator work together to involve patients in pharmacovigilance



ORIGINS



3



Lay patient versus MEDRA In the “Crix List” • 24 July 1997, weird side effects – I've made reference here to my “Crix Belly”.  My belly is slightly  enlarged, but it's solid. In fact, you can see the muscle lines  across my stomach (if I stand in a really good light), so it doesn't  feel like fat. It's hard. The other strange thing is that my belly  button went from an "inny" to an "outy." We have been  assuming a hernia.  – Well, yesterday someone from my online Crix group said  something about their belly button doing the exact same thing.  Could be a coincidence, but if anyone reading this has had a  similar reaction, I'd like to hear about it. The other side effect  I'm having is sore muscles, leg cramps, etc.  4
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Undesirable and completely unexpected



Fat loss



Buffalo neck



Fat loss, prominent veins Starting point In the 90s: “HAART” •



•



•



Patients for whom any antiretroviral therapy was prescribed (US): – from 72% in 1994  – to 95% by June 1997 Prescription of combination regimens: – from 25% in 1994  – to 94% by June 1997 Proportion of regimens containing protease inhibitors:  – from 2% in mid‐1995 – to 82% by June 1997



In Declining Morbidity and Mortality among Patients with Advanced Human Immunodeficiency Virus Infection.  Palella et al., the HIV Outpatient  Study Investigators,  N Engl J Med 1998; 338:853‐860. March 26, 1998 1



Belly



5



Lessons learnt 1. We were pleading for regulators to listen to patients’ reports  ƒ Regulators admitted they were not fully equipped to do so ► We proposed to help and to organise a patients/regulators partnership to  collect ADRs from patients and to analyse them  2.



Patients were mostly concerned by body shape changes (“the new face  of Aids”, stigma was back again) ƒ Regulators focused on other aspects of the syndrome (metab. and MI) ► We proposed to measure the impact of drugs on daily life of patients 3.



Patients’ organisations were concerned clinical trials did not capture this  frequent effect and that industry may have hidden some data ƒ Industry entertained the hidden information theory ► We proposed to act together with the regulators, independently from  industry 6
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Transparency into question 1. •



1996: Olanzapine introduced, early reports of weight gains (30% patients  gaining 22 pounds or more) August 2008: the EMA changed the SPC (acknowledging patients gaining  ≥ 25% of their baseline body weight were very common)



► New York Times, 17 December 2006: [Pharma company] Said  to Play Down Risk of Top Pill 2. • •



May 1999: cox2 inhibitor authorised 2001: warning, cardiovascular risk and 2004: product withdrawn  The NEJM showed  that in a manuscript published in 2000, the Company‐ employed authors of the article edited the manuscript to delete data  revealing heart attacks in three of the study participants.



► The Public and healthcare professionals usually think the  company hide information – court cases 7



If there is only one fundamental conflict of interest



ADVERSE DRUG REACTIONS AND THE FINANCIAL INTERESTS OF THE PHARMACEUTICAL INDUSTRY 8
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2004: EMEA/CPMP Working Group With Patients’ Organisations Recommendations and Proposals for Actions



INITIATIVES



9



Recommendations (1) • Development of a standard protocol to collect ADRs from  patients ►REGULATION (EU) No 1235/2010 Article 25: – The Agency shall, in collaboration with the Member States, develop  standard web‐based structured forms for the reporting of suspected  adverse reactions by HCP and patients in accordance with the  provisions referred to in Directive 2001/83/EC



10
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Recommendations (1) • Requiring a harmonised approach at EU level – Experiences from patient reporting in some MS (Denmark,  Netherlands, United Kingdom, France) should be  communicated for further recommendations on patient  reporting ►Report of the PhVWP to the EC on pharmacovigilance – Patients’ organisations should promote the creation of  patients’ registries to collect data on ADRs, tolerability and  impact on quality of life, in particular for orphan drugs for  rare diseases ►EPIRARE, ENCePP, DIOD 11



The added value of



SPONTANEOUS REPORTING OF ADRs BY PATIENTS 12
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Pilot self-reporting projects 1978



Kilen (SWE)



www.kilen.org



Consumer group



1993



FDA (USA)



www.fda.gov/medwatch



Goverment



2003



Medicines Agency (DK)



www.dkma.dk



Goverment



2003



Lareb (NLD)



www.lareb.nl



Goverment with patients’  groups



2003



Therapeutic good  administration (AUS)



www.tga.gov.au



Goverment



2003



Health Canada



https://webprod4.hc‐sc.gc.ca/medeffect‐ medeffet/index‐eng.jsp



Goverment



2004



Meldpunt Medicijnen (NLD)



www.meldpuntmedicijnen.nl



Consumer group



2005



MHRA (UK)



www.mhra.gov.uk



Goverment



2006



Test Aankoop (BEL)



www.contactmedicaments.be www.meldpuntgeneesmiddelen.be



Consumer group



2008



Afssaps (FRA)



www.afssaps.fr



Regulatory agency and  patients’ groups



Testachat (BEL)



Web site unavailabe at present



Testachat 13



1996 Paroxetine



(antidepressant) Time to first report of an unexpected AE / ADR Patients (days)



Physicians (days)



Rigours



AE / ADR



390



578



188 days earlier



Difference



Bleeding



396



1025



629



Hypertension



432



1192



760



Mydriasis



597



660



63



Taste disturbance



635



827



192



Apathy



943



1124



181



Flushing



967



1100



133



Menstrual disorders



971



1162



191



Rash



1002



1125



123 14



Egberts TCG et al. BMJ 1996;313:530



The Value of Partnering in Rare Disease Therapies



86



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



More, earlier



Cumulative number of reports of suspected adverse drug reactions associated with use of paroxetine received from patients and from health care professionals since marketing(t=0). Egbert et al. LAREB (Netherlands) Can adverse drug reactions be detected earlier? A comparison of reports by patients and professionals. 15 BMJ 1996;313:530-531



Also in oncology Cumulative Incidence of Adverse Symptom Events over Time as Reported by Patients versus Clinicians at Successive Office Visits. Patient-reported symptoms were collected directly from 467 persons with breast, lung, genitourinary, or gynecologic malignant conditions at a total of 4034 clinic visits at Memorial Sloan-Kettering Cancer Center, New York The graphs reflect the incidence of moderateseverity symptoms. N Engl J Med 362;10 March 11, 2010 16
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United Kingdom, Yellow Card



Professor Tony Avery, University of Nottingham, to PCWP Sept 2011 Evaluation of patient reporting to the Yellow Card System 5180 patient reports and 20,949 from HCPs



17



Other pharmacovigilance activities



WHERE WE ARE (MAY BE) INVOLVED 18



The Value of Partnering in Rare Disease Therapies



88



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



What matters to us, patients? Important decisions are made that affect our health



► Shouldn’t we be associated? MAHs and regulators decide on criteria to select  patients who will continue/stop treatment 



► Shouldn’t we be consulted? Communication materials are sent to patients, not  always easy to understand



► Shouldn’t we be involved? 19



How? ƒ Participation in risk communication (not decision) – Currently: a test period @ EMA with patients systematically involved  in case of • • • • • •



Product shortage (e.g. Fabrazyme®, Cerezyme®, Myozyme®…) Product defect (Viracept®…) New warning (Biphosphonates/osteonecrosis of jaw, Tysabri® and PML) Withdrawal or suspension from the market New contraindication Restriction of use



– Only eligible patients’/consumers’ organisations as per EMA criteria • Contact person to be appointed by each organisation (CP) • CP(s) to be warned in advance of communication to be prepared and of  when (estimation) • Once draft document is sent, usually 12‐24 hours for comments • Flexibility in the procedure (occasionally 3‐4 hours for consultation) 20
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2011: patients, CHMP & PhVWP



PRODUCT‐SPECIFIC CONSULTATIONS CHMP:



• • • • • •



PhVWP:



Multaq – January  • Zerit – February Celecoxib – April • Vpriv ‐ May Baxter dialysis solutions (review of patient  • communication) – July • Scientific Advice: 18 patients involved in  2011 •



Isotretinoin Pregnancy Prevention  Program – July Stevens–Johnson syndrome and Toxic  epidermal necrolysis –July Anti‐epileptic medicines & risk of bone  disorders – July Antipsychotics and use in pregnancy – September Carbamazepine related skin reactions – October



CMD(h):



•



Core PL wording for HRT products – April



•



4 observers since 2009



21



2011: other interactions IMPLEMENTATION OF PHARMACOVIGILANCE LEGISLATION Stakeholder meetings: 



Direct Patient reporting form



• • • •



• •



15 April 17 June 20 October 27 February 2012



•



Presented at PCWP meeting – September Draft form sent to all eligible organisations  for comments in November Revised draft form to be presented in  2012



Additional monitoring of medicines & direct patient  reporting – impact on the PL:



• •



Presentation at Nov meeting Written comments deadline:22 December



22
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2011: other interactions OTHER ACTIVITIES Joint EMA / university of Groningen study on  disease outcome preferences: • •



Study launched with UK MS society – November Outcome report due 2012



Eudravigilance users group: • • •



Meeting October 2010 Presentation and demonstration of public  access – PCWP meeting September Consultation with PCOs on guidance for  users (e.g. interpretation of data – into  context). Update presented at the joint  PCWP/HCPWG meeting – February 2012



PCO survey on involvement with national  medicines authorities • • Survey sent out to all eligible  organisations (and their members) during  October for response by 11 Nov IMI‐PROTECT • 87 responses received EMA project on benefit/risk methodology



23



Step ahead in 2011: PL Lucentis is indicated in adults for: the treatment of neovascular (wet) age-related macular degeneration (AMD the treatment of visual impairment due to diabetic macular oedema (DME) the treatment of visual impairment due to macular oedema secondary to retinal vein occlusion (branch RVO or central RVO)



24
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Patients, the new PharmacoVigilance Leg



ƒ Coordination / lists of  medicines ƒ Risk Management Plans ƒ Effectiveness of risk  minimisation  ƒ Post‐Authorisation  Studies (Safety and  Efficacy) 



ƒ Public hearings ƒ National authorities  web portals  ƒ Periodic Safety Update  Reports ƒ Scientific Committees /  decision‐making ƒ Transparency and  communication 25



Patients‘ concepts for  



26
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Example of CHMP consultation ƒ «X» ƒ Proposed indication: myelodysplasic syndrome (MDS) ƒ Median survival ranges from 4 to 9 years ƒ Anaemia + + + ƒ Desired effect: fewer RBC transfusions (67% transfusion  independent, > 56 days with not transfusion within last 112 days)



ƒ Undesired effect:  5 / 395 fatalities (1,4%) ƒ Question to patient‐expert: how do patients weight this ratio? ƒ Person trade‐off? Patient survey? Telephone interviews?  Anecdotes? Own “feeling”? ƒ Are we “equipped” to answer?  27



Constrains  and ease  of use



Frequency  of side  effects



Efficacy  including  quality of  life



Severity  of side  effects



Uncertainty



28
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In fact a 5D balance model severity 1 0,75 0,5



uncertainty



0,25



frequency severity



0



1 0,75 0,5



convenience



efficacy



uncertainty



frequency



0,25 0



convenience



efficacy



See also IMI-PROTECT WP5



29



The DIOD project by Eurordis and partners



DAILY IMPACT OF ORPHAN DRUGS IN PATIENTS’ LIVES 30
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Objectives



To provide patients with information  on the drugs they are taking Also useful for CHMP consultation



To collect their feedback on desired  effects of the drug To collect their feedback on undesired  effects of the drug 31



How?



32
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How?



33



How? ƒ Undesired effects DIOD and patients’ organisations encourage patients to report



Link to the web portal of the competent authority (MS)



34
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How? ƒ Desired effects DIOD and patients’ organisations encourage patients to report Eurordis database collects positive effects (patient reported outcomes)



Analysis with academics and POs



35



Which OD to start with and how?



36
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A project with Partnership with  NCAs and EMA



• 1st phase: 5‐7 • Self‐reporting ADRs



Partnership with  relevant Pos



• Outreach of the patients • Validation of the tools



Partnership with HTA  • Patients’ values agencies Partnership with  • Self‐reported outcomes experts of QofL scales



37



38
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Dr. Maria MAVRIS, PhD. Therapeutic Development Director, European Organisation for Rare Diseases (EURORDIS), France



Maria joined the Research and Therapeutic team of EURORDIS as Drug Development Programme Manager in January 2008 and in January 2012 she became the Therapeutic Development Director. She is responsible for following the development of orphan drugs as an observer on the Committee for Orphan Medicinal Products (COMP) at the European Medicines Agency (EMA). She is also responsible for coordinating the group of high-level EURORDIS representatives who sit on the various scientific committees at EMA. Maria is also implicated in activities of the working parties at the EMA, namely the Scientific Advice Working Party (SAWP) where she is responsible for the identification of patients’ representatives to participate in Protocol Assistance and she has a supportive role for EURORDIS representatives in the Patients’ and Consumers’ Working Party. In addition, Maria is co-leader on the EURORDIS Round Table of Companies (ERTC), a biannual workshop for companies involved in the development of orphan therapies for rare diseases. In order to train and support patients’ representatives in regulatory activities, she is also the organiser of the EURORDIS Summer School in clinical trials and drug development, a capacitybuilding project for patients’ advocates in Europe. [email protected]
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www.eurordis.org



Training Programmes for Patients’ Representatives: EURORDIS Summer School Maria Mavris Therapeutic Development Director, EURORDIS



EURORDIS Round Table of Companies Brussels, March 1, 2012



Purpose of the EURORDIS Summer School • The aim of the Summer School is to provide an opportunity for patient  representatives, involved in drug development and clinical trials, to meet and  interact with regulators, academic partners and each other for in‐depth  exchanges of information and experiences.



• To provide an opportunity for an overview of the entire drug development  process 



• To empower more patient representatives in advocacy activities



2
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Organisation • EURORDIS (up to 2011) ƒ ƒ ƒ



Dr. Fabrizia Bignami – Therapeutic Development Officer Dr. Maria Mavris – Drug Development Programme Manager Dr. François Faurisson – Clinical Research Advisor



• Programme Committee Academic members ƒ Dr. Josep Torrent i Farnell – Fundacio Dr. Robert, EMA‐COMP ƒ Dr. Juan Garcia Burgos – Medical Information Sector, EMA ƒ Dr. Markku Toivonen, NDA regulatory agency Patient Representative members ƒ Dr. Tsveta Schyns –ENRAH, EMA‐PDCO ƒ Ms. Birthe Biskov Holm – Rare Disorders Denmark, EMA‐COMP Vice Chair 3



Training Programmes for Patients' Representatives ‐ EURORDIS Summer School



Selection of Participants Participants filled in the application form and were selected by an ad hoc committee on the following criteria:  • level of English language skills,  • experience  • willingness to be involved in drug development and regulatory affairs at the European level.   



2010



2008



2011



2009
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Alumni (Participants) – 2008‐2011 A total of 116 participants have been trained in the basic Summer School to date. These participants represent:



• 27 countries (Armenia, Belgium, Bulgaria, Canada, Croatia, Czech Republic, Denmark,  Finland, France, Georgia, Germany, Greece, Hungary, Iceland, Ireland, Italy, Netherlands,  Poland, Portugal, Romania, Russia, Serbia, Slovakia, Spain, Sweden, Ukraine, United  Kingdom) 



• and more than 45 different rare diseases (including Addison and Cushing's, Ataxia,  Behcets syndrome, Congenital heart disease, Cystic fibrosis, Ectodermic dysplasia,  Ehlers‐Danlos, Epidermolysis bullosa, Fabry disease, Fragile X, Gaucher, Haemophilia,  Hungtington's disease, Marfan syndrome, Multiple myeloma, Noonan syndrome,  Pemphigus/Pemphigoid, Prader Willi, Mucopolysaccharoidosis (type 3), Spinal muscular  atrophy, Syringomyelia, Thalassaemia, Tuberous Sclerosis and Williams syndrome). 



5
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Organisation of four‐day programme • Pre‐Summer School preparation (http://summerschool.eurordis.org/online_tutorials/index.html) • Four‐day programme ƒ



General organisation – Days 1 and 2 – Clinical trials and Drug development – Day 3 – EMA overview and committees – Day 4 – Eurordis



ƒ



Specific organisation – Mix of small group sessions and large group formal presentations – Problem‐based learning model – Small group sessions of 10 individuals (maximum) to encourage interactions and  exchanges – Case‐based tutorials • Diacomit® (for treatment of severe myoclonic epilepsy in infancy),  • Fabrazyme® (for treatment of Fabry disease) and  • Pedea® (for treatment of patent ductus arteriosus)



6
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Pre‐Summer School preparation: Drug Development Drug discovery



Identification of  molecule



Safety and Efficacy  tests



Pre‐clinical testing



Pre‐clinical



Phase I



Clinical Phase II/III



Submission of  marketing  authorisation request



Approval after  evaluation by  authorities



Availability and pricing  dependent upon  individual country 



Phase IV



7



Regulatory



Post‐Marketing Phase
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Content – Days 1 and 2 • Clinical Trials and Drug Development – Day 1 ƒ



Basic principles of clinical trials:  – Need for evidence‐based medicine (levels of evidence) – Principles of drug development (preclinical versus clinical, animal models)



ƒ



Rationale of a clinical trial: – Introduce Protocol (with objectives, endpoints, trial design, population size) – Gold standard clinical trial



ƒ



Statistical aspects of clinical trials: – Concepts such as ‘significance’, ‘variance’ and ‘confidence’ – Clinical versus Statistical significance



8
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Content – Days 1 and 2 • Clinical Trials and Drug Development – Day 2 ƒ



Ethical aspects of clinical trials: – Informed consent forms – Therapeutic versus experimental situations



ƒ



Non‐standard situations – Small population numbers – Insufficient knowledge on disease



ƒ



Regulatory procedures – – – –



9



Designation Marketing Authorisation Conditional and exceptional circumstances Compassionate use
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Day 3 – EMA  An overview of the European Medicines Agency (EMA) and its activities.  Each of the committees active in the EMA, relevant to the Summer School and  emphasising the role of patient representatives in these committees is presented. COMP 



– Committee for Orphan Medicinal Products 



SAWP 



– Scientific Advice Working Party



PDCO 



– Paediatric Committee



CAT 



– Committee for Advanced Therapies



CHMP



– Committee for Human Medicinal Products



PCWP 



– Patient’s and Consumer’s Working Party



PhWP ‐ Pharmacovigilance Working Party (soon to  become Pharmacovigilance Risk Assessment  Committee)



Mini COMP and PDCO sessions on designation and decisions on waivers  Workshops for Review of Product Information (PCWP) 10
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Day 4 – EURORDIS Task Forces of Volunteers



11



ƒ



Description of EURORDIS Task Forces – Division of participants into three groups • DITA (Drug Information, Transparency and Access) • Orphan Drug • Paediatric



•



Explanation of Clinical Trials Charter



•



Closing of Summer School 
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Continued training EURORDIS website now has a dedicated Training Resources section since 2011 Section includes: Two tabs:  • Summer School  • e‐learning Webinar tab to be added Summer School tab: 6 nodes providing access to: ‐ General Information  ‐ Video presentations of: ‐ Clinical Research ‐ HTA ‐ EMA ‐ Summer School Trainers ‐ Summer School Alumni 12
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Faculty (Trainers) A page dedicated to our  trainers with: • Photos • Short biographies • Link to their organisations



13
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Alumni page



Downloadable list of all  participants by country  and affiliation. Link to EURORDIS  membership section • By country • By disease Access to photographs  from all Summer School  events 



14
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Preparation: on-line training On‐line learning section: 



http://www.eurordis.org/training‐resources Training Resources



e‐learning 15



E-learning The aim of this e-learning course is to provide an accessible tool that can fulfill immediate training requirements for all patients’ representatives. Content adapted to learning styles Each of the three modules (Methodology, Ethics, and Statistics) includes six topics divided into five sections corresponding to different learning approaches. • A theoretical approach in the “Lesson” section • A practical approach in the “Case” section • A semantic approach in the “Words” section proposing terms relevant to each topic • A bibliographic approach with the “Documents” providing 3-4 documents from different perspectives (regulatory, historical, controversial,...) • A challenging approach through 2 “problematic” quizzes



16
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e-learning explanatory slide



17
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Example of ‘lesson’
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Video presentations Video presentations on Clinical Trials, European  Medicines Agency and Health Technology Assessment  are currently available.



Training Resources: Summer School tab Clinical Research



19



Measurements of benefits of training All EURORDIS representatives with a permanent mandate in a decision‐making or opinion making committee or working party at the EMA.



Therapeutic Action Group



CAT



COMP



Michele Lipucci di Paola



Birthe Byskov Holm



Yann Le Cam



Lesley Greene



Monica Ensini



Pauline Evers*



Maria Mavris



Orphan Drug Task Force volunteers



PCWP François Houÿez Lise Murphy



DITA Task Force



Richard West



PDCO Tsveta Schyns Gerard Nguyen



volunteers



Paediatric Task Force * Not Eurordis representative



volunteers
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Measurements of benefits of training Results in numbers: Documents reviewed by trained volunteers or staff members for  European Medicines Agency (2011): • Public Summaries of Opinion (of Orphan Designation)………………. 111 • European Public Assessment Report summaries………………………… 8 • Package Leaflets ………………………………………………………………………… 12



21



• Protocol Assistance dossiers received……………………………………….. • Number of patients’ representatives included………………………….



75 16



Number of dossiers examined in 2011 • COMP …………………………………………………………………………………….. • CAT………………………………………………………………………………………….. • PDCO……………………………………………………………………………………….



166 24 187
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Training initiatives – other patients’ organisations



European Federation of Neurological Associations (EFNA) – HTA School European Patients Forum (EPF) http://www.eu‐patient.eu/Initatives‐Policy/ European AIDS Treatment Group (EATG) http://www.eatg.org/eatg/Capacity‐Building/Trainings And of course… EUPATI…. 22
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Dr. Jan GEISSLER Managing Director of Patvocates and Director of the ‘European Patients Academy on Therapeutic Innovation’ (EUPATI)



Jan Geissler is founder and managing director of Patvocates, acting as independent consultant in cancer policy, patient advocacy and social media. He is also Director of the ‘European Patients Academy on Therapeutic Innovation’, a project funded by the EU Commission and EFPIA that will develop educational material and training courses to educate patient representatives and the lay public about all processes involved in medicines development. After his University diploma in Business Management in the UK and Germany, Jan held various managerial positions in telecommunications R&D and media industry think tanks before he focused his professional life on patient advocacy in 2008. Being a leukemia survivor who participated in various clinical trials himself, Jan founded the online patient community Leukämie-Online/LeukaNET in 2002, which is one of the most frequented online platforms for leukemia patients on the German speaking Internet today. In 2003, he co-founded the European Cancer Patient Coalition (European umbrella association of more than 300 cancer patient groups) and became its first full time director 2008. In 2007, Jan also co-founded the CML Advocates Network which is connecting 64 leukaemia patient groups from 51 countries on all continents today. He is a patients' representative in various steering committees and advisory boards, acting e.g. as Secretary of the European Forum for Good Clinical Practice (EFGCP), as alternate member of the EU Committee of Experts for Rare Diseases (EUCERD), as member of the ESMO Patient Working Party, the ECCO Patient Advisory Committee, the Editorial Board of the Journal of European CME, the Institutional Review Board of EORTC, the scientific advisory board of the International CML Foundation, and the External Advisory Board of the University Clinic of Jena. He also acts as an independent expert for the EU Commission. [email protected] [email protected]
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The project is receiving support from the Innovative Medicines Initiative Joint Undertaking under grant agreement n° 115334, resources of which are composed of financial contribution from the European Union's Seventh Framework Programme (FP7/2007-2013) and EFPIA companies’ contribution.



A paradigm shift in empowering patients on medicines R&D `



Launched Feb ’12, runs for 5 years, 29 consortium members, PPP of EU Commission and EFPIA



`



will develop and disseminate objective, credible, correct and up-to-date public knowledge about medicines R&D



`



will build competencies & expert capacity among patients & public



`



will facilitate patient involvement in R&D to support industry, academia, authorities and ethics committees
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Topics the Patients‘ Academy will address 1.



Medicines development process from research to approval



2.



Personalized and predictive medicine



3.



Drug safety and risk/benefit assessment of medicines



4.



Pharmaco-economics and health technology assessment



5.



Design and objectives of clinical trials (& involved stakeholders)



6.



Patients roles & responsibilities in innovative medicines development



Reflecting European diversity: 7 languages „



7 most frequently spoken languages: English, French, German, Spanish, Polish, Russian, Italian



„



Serving 12 European countries: UK, Ireland, Malta, France, Luxemburg, the francophone Belgium and Switzerland, Germany, Austria, the Germanspeaking Part of Switzerland, Spain, Italy and Poland, plus Russian-speaking population in CEE
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Audiences: advocacy leaders and the public at large EUPATI Certificate Training Programme Patient Ambassadors in committees, HTA agencies, industry, regulatory bodies, academia etc Patient Journalists raising awareness Patient Trainers for patient communities and networks.



EUPATI Educational Toolbox Educational tools for patient advocates (print, slide shows, eLearning, webinars, videos) for patient advocates



100 patient advocates



12.000 patient advocates



EUPATI Internet Library Patients & lay public at large, e.g. on specific aspects of the development process of medicines for patients with low (health) literacy.



100.000 individuals



Strong consortium & strong governance „ „ „ „



Leading pan-EU patient umbrella groups Strong impetus from key academic partners and research organisations Industry expertise in medicines R&D Advisory bodies & codes committed to ensure independence and good governance • EMA, Swissmedic, MHRA, BfArM • Key experts in bioethics, genetics, HTA, economics, evidence based med, patient advocacy
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More Information on www.patientsacademy.eu



Web: www.patientsacademy.eu



Twitter: @eupatients



Email: Jan Geissler [email protected]
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Javier GRACIA, MD, MPH, MHSM, MQM Health Technology Assessment Unit (UETS), Lain Entralgo Agency, Madrid, Spain. [email protected] Physician (MD), specialized in Preventive Medicine and Public Health in University Hospital “La Paz", Madrid, Spain; Master in Public Health (MPH) in the National School of Health, Madrid, Spain. Master of Health Services Management (MHSM) in Alcala University and Laín Entralgo Research Agency, Health Department of Madrid. Master in Quality Management (MQM) in Politecnica University of Madrid, Superior Technical School of Industrial Engineers and SGS tecnos s.a., Madrid, Spain. Working at UETS (Health Technology Assessment Unit in Madrid, Spain) since 2004, where assessing technologies and procedures for diagnosing and treatment of diseases and clinical conditions. Senior researcher, coordinating projects related to Health Service Research, Evidence-Based Clinical Practice Guidelines (CPG) and Patient Decision Aids (PDA). Researcher for public funded projects: shared decision-making (patient decision aids), Evidence Based Clinical Practice Guidelines-Updating and implementation strategies. Since 2007, member of the methodological working group for evidence based clinical practice guidelines, within “Guiasalud”, the Spanish National Health Service (NHS) CPG development Programme for evidence based medicine guidelines and other evidence based products (the Spanish Quality Plan for the NHS) see GuiaSalud: http://www.guiasalud.es Advisor in the consultative committee of Guiasalud since 2009 and Director of the scientific committee of Guiasalud since November 2010. Member of the steering committee of the Guideline International Network Patient and Public Involvement working group (GIN PUBLIC), within GIN (Guideline International Network) since 2008. Member of the steering committee of the interest sub-group for patient and citizen involvement, within HTAi (Health Technology Assessment international) since 2008. Since 2010, member of the Spanish Patient Involvement working group, recently created by Guiasalud, working on the development of a methodological handbook for patient involvement in CPG. Within “Guiasalud”, he is co-author of the three methodological guideline handbooks (development, updating and implementation), available at http://portal.guiasalud.es/web/guest/metodologia-gpc. He has also coordinated the development of the following CPG within GuiaSalud, available at http://portal.guiasalud.es/web/guest/gpcsns, some of them already translated into English: CPG for the Treatment of Patients with Anxiety Disorders in Primary Care (PC), CPG for the Management of Patients with Stroke in PC, CPG for the Management of Patients with Insomnia in PC, CPG for the Management of Patients with Autism Spectrum Disorders in PC (available at http://portal.guiasalud.es/web/guest/gpc-traducciones
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HTA agency experience of working with patients 16th Workshop, Eurordis Round Table of Companies (ERTC) Thursday 1 March 2012. Brussels, Belgium Javier Gracia Health Technology Assessment Unit, UETS Regional Goverment, Madrid, Spain



HTA Principles • Concepts • Evolution



HTA Patients Version • Development • Methods



Patient Involvement • Qualitative Research • Experience and examples
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Concepts Evolution



Health Technology Assessment y Drugs y Devices y Medical and surgical procedures y Support systems y Organizational systems



Tool



Systematic Review
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Health Technology Assessment Products 1



Development of Technical Rapid Reports on HT



2



Economic Evaluation of Health Technology



3



Appropriateness Use of Health Technology



4



Monitoring of Emerging Health Technologies and its impacts



5



Systematic Review of Scientific Evidence on Health Technology



6



Feasibility Studies for Health Technology Incorporation in Health Care Centers



7



Development of HTA Reports



8



Clinical practice guidelines development



9



Drugs Assessment Studies



10



Information System Assessment in Health Care



Andradas E, Blasco JA, Valentin B, Lopez-Pedraza MJ, Gracia FJ. Defining products for a new health technology assessment agency in Madrid, Spain: A survey of decision makers. Int J Technol Assess Health Care. 2008; 24(1):60-9.



Health Technology Assessment



y HTA as a bridge between science and policy (Battista 1999)
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HTA EVOLUTION OTA •60s’  •CongressUSA



AHRQ •OTA => NCHCT  •HTA&HCFA => AHCPR



Europa •North Europe •UK



INAHTA •International Network Health Technology Assessment •1993, 53 memebers



EUnetHTA • European Network •2005, Joint Action UE



Spain •1984, 6 Agencias •Network



Systematic Reviews: Basic characteristics



Systematic Review
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Decision Making Levels



Macro Meso Micro



FACTORS AND STAKEHOLDERS INFLUENCING DECISION MAKING ON HEALTH TECHNOLOGY Providers Health Professionals



HEALTH TECHNOLOGY ASSESSMENT



Buyers



Decision Making



Public Health



Decision Makers



PATIENTS



Biotech Companies



Politicians
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Health Technology Assessment Health technology assessment Report: Systematic review + context impact (societal, ethics, organizational, economic) + recommendations



Health Technology Assessment Criteria EFICACY EFFICACY SAFETY SAFETY EFFECTIVENESS EFFECTIVENESS EFICIENCY EFFICIENCY ORGANIZATIVE IMPACT • ORGANIZATIVE IMPACT ETHICS, LEGAL • ETHICS, LEGAL SOCIAL • SOCIAL
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Development Methods



Guidelines to produce citizen friendly health technology assessment reports. Phase I: Production of the “Citizen-friendly Version” 1.



Prepare a summary of the HTA Report



2.



Produce the contents of the Citizen-friendly Version



3.



Structure the contents



4.



Evaluate its readability



5.



Design the draft of the Citizen-friendly Version



Guidelines to produce citizen-friendly health technology assessment reports. Hermosilla T. and Expert Group from Spanish HTA Agencies. Sevilla, AETSA 2007/18 Available at : http://www.juntadeandalucia.es/salud/servicios/contenidos/nuevaaetsa/up/AETSA_2 007_18_Ciudadanos.pdf
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Guidelines to produce citizen friendly health technology assessment reports. Phase II: Pilot Test of the Citizen-friendly Version Phase III: Final Citizen-friendly Version Phase IV: Distribution and Dissemination Phase V: Evaluation 1.



Insert a questionnaire to be completed by citizens



2.



Create a questionnaire to evaluate the opinion of professionals regarding the Citizen-friendly Version



3.



Design a research project to measure health results.



Guidelines to produce citizen-friendly health technology assessment reports. Hermosilla T. and Expert Group from Spanish HTA Agencies. Sevilla, AETSA 2007/18



Qualitative Research Experiences  and  examples
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Definitions… [HTA] - multidisciplinary field of policy analysis. It studies the medical, social, ethical, and economic implications of development, diffusion, and use of health technology. (INAHTA 2002) [CPG] - statements that include recommendations intended to optimize patient care that are informed by a systematic review of evidence and an assessment of the benefits and harms of alternative care options. (IOM 2011) [PDA] - tools that help people become involved in decision making by providing information about the options and outcomes and by clarifying personal values. (http://decisionaid.ohri.ca/index.html)



patient consultation & participation



Clinical Expertise



Patient’s perspective



Context



HTA, CPG, PDA Systematic reviews
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CONSULTATION - QUALITATIVE RESEARCH (QR) PRIMARY



SECONDARY



PARTICIPATION-MEMBERS OF WORKING GROUPS (WG)



CONSULTATION – PRIMARY QR



Participatory action research Focus group



In-depth interview



Participant Observation



Participants: Patients & Health professionals
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CONSULTATION – PRIMARY QR



In-depth interviews & focus groups previously designed guide : aspects adressed



9 Time with the disease 9 Frequency of the problem 9 Perception of the illness and subjective experience 9 Quality of life and day-to-day function level 9 Treatment option 9 Duration and adherence to treatment



9 Relapses 9 Side effects 9 Other clinical pathway experiences 9 Communication with practitioners 9 Role of the family and other people involved 9 Needs, preferences and barriers



CONSULTATION – SECONDARY QR Electronic bibliographic databases



Psycinfo Academic search premiere Science direct Social science..... ...not exclusively medical
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CONSULTATION – SECONDARY QR Structure for qualitative questions ‰ Setting



‰ Problem



‰ Perspective ‰ Intervention/



phenomenon of interest ‰ Comparison ‰ Evaluation



PICO SPICE ProPheT



‰ Phenomenon of



Interest ‰ Time



disease stages social dimension seeking medical help patient compliance caregiver-patient relationships



Category Nature of the disorders Limitations in day-to-day life Living with the disorder Treatment Satisfaction Needs and preferences



Subject relevant to patients Duration, Severity of symptoms Influence on daily-life Effect on mental well-being Benefits, Side-effects, Adherence With the care, treatment Information, communication
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Patient Participation Working groups (WG) – from the beginning Primary research Patient associations Eligibility criteria 9experience with the condition 9degree of knowledge 9time to commit to the task 9ability to communicate their opinion 9ability for team-working



Patient Participation Working groups (WG) – from the beginning Primary research Patient associations Appropriate support for patient engagement 9clear guidance on their roles and responsibilities within the WG 9 ensuring the opportunities to attend training events for all WG members
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Findings 9 Truly multidisciplinary WGs 9 Scope and objectives 9 Defined key questions ‰ side-effects ‰ treatment adherence ‰ basic information 9 Recommendations- contextualization & algorithms



Patient participation



Working groups (WG)



9 Patients’ versions



Findings 9 External review process: ‰ reformulation of recommendations ‰ patients’ versions ¾need to assess family support before suggesting changes in lifestyle 9 Dissemination phase: ‰ patient associations - in their educational campaigns and conferences



Patient participation



External review / Disemination



Health Technology Assessment Unit (UETS)
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Quality Program for the Spanish NHS Spanish CPG Development Program



Autism spectrum disorders CPG Stroke CPG Insomnia CPG Sleep disorders in children & adolescents CPG



pat ie



Anxiety disorders CPG



nt i nf o rma tion



Since 2006 –



http://www.guiasalud.es/egpc/traducciones.html



Patient participation



Working groups (WG)
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Parents’ versions for two different scenarios Parents’ information for a suspected social and communicative development problem



Parents’ information for a diagnosed Autism Spectrum Disorder (ASD)



Patient participation



Working groups (WG)



CPG patient involvement strategy: patient consultation & participation BMJ Qual Saf. 2011 Sep;20(9):779-84.
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Patient Decision Aid (PDA) experience



Background PDA for Breast Cancer Previous international experiences with Decision-making Aids for oncology



Objectives (I) Patient Decision Aids (PDAs) for breast cancer



Izquierdo F, Gracia J, Guerra M, Blasco JA, Andradas E. Health technology assessment-based development of a Spanish breast cancer patient decision aid. Int J Technol Assess Health Care. 2011 Oct;27(4):363-8.
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Objectives (II) Improve quality of decisions



Promote shared decision making



Health Technology Assessment Unit (UETS), Madrid, Spain



Methods (I) Systematic Review of Decision Aids Main databases & Web sites of institutions
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Methods (II) Qualitative research : Semi-structured interviews and focus group



Health Technology Assessment Unit (UETS), Madrid, Spain



Methods (III)



SR



QR



Breast Cancer PDA



International PDA standards and methodology



http://ipdas.ohri.ca/ Health Technology Assessment Unit (UETS), Madrid, Spain
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Results (I): Qualitative Research Most important decisions to face



surgery



adjuvant breast treatments reconstruction Health Technology Assessment Unit (UETS), Madrid, Spain



Results (II): PDA software QR - software with supplementary paper material



Izquierdo F, Blasco JA. Patient Decision Aids Tool for breast cancer. Madrid: Plan de Calidad para el SNS del MSPSI. Unidad de Evaluación de Tecnologías Sanitarias, Agencia Laín Entralgo; 2010. Informes de Evaluación de Tecnologías Sanitarias: UETSHealth 09/07Technology Assessment Unit (UETS), Madrid, Spain
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Results (III): PDA software Interrelated situation



treatment



sequence



leading



to



a



particular



Health Technology Assessment Unit (UETS), Madrid, Spain



Results (IV) : PDA software visual aids - probability regarding body image...



of



benefits/risks,



information



Health Technology Assessment Unit (UETS), Madrid, Spain
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Results (V) : PDA software ...experiences of other women



Health Technology Assessment Unit (UETS), Madrid, Spain



Results (VI): PDA software ...decisional balance sheets reflecting pros and cons of each option...



Health Technology Assessment Unit (UETS), Madrid, Spain
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Results (VII) : PDA software ...statistical and animated graphics for explanatory content



Health Technology Assessment Unit (UETS), Madrid, Spain



Conclusions •patients will make informed shared decisions regarding treatment •both patients and health professionals will gain additional knowledge and exchange experiences



Health Technology Assessment Unit (UETS), Madrid, Spain
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Availability



Izquierdo F, Gracia J, Guerra M, Blasco JA, Andradas E. Health technology assessment-based development of a Spanish breast cancer patient decision aid. Int J Technol Assess Health Care. 2011 Oct;27(4):363-8.



http://aunets.isciii.es Health Technology Assessment Unit (UETS), Madrid, Spain



Thank you for your attention!



Contact information: Javier Gracia: [email protected] HTA Unit (UETS), Madrid,Spain: [email protected]
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Dr. Chris SOTIRELIS Board of Trustees of the UK Thalassaemia Society



Dr. Chris Sotirelis is a 47 year old qualified aeronautical engineer who has completed a doctorate in Air Transport Engineering as well as being a licensed private pilot and having thalassaemia beta major. He works as an Air Transport consultant Dr. Sotirelis has served on the Board of Trustees of the UK Thalassaemia Society for several terms. He has represented the UKTS and Thalassaemia International Federation at many national and international conferences, functions, workshops and delegate visits. His areas of interest include thalassaemia awareness, patient advocacy and the improvement of thalassaemia treatment in developing countries. [email protected]
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Working with HTA agencies: A Patient Perspective Dr. Christos SOTIRELIS UK Thalassaemia Society



1



BRUSSELS



1 MARCH 2012



Summary of the condition • Newborns with Beta-Thalassaemia Major, an inherited anaemia, have a near total inability for the sufficient production of haemoglobin. They need to start regular RBC transfusions before two years of age; if left untreated, it will lead to bone deformities, growth retardation, enlargement of the spleen and eventually death.



• Regular blood transfusion reverses these mechanisms, but the excess iron from the blood organ damage and early death (between 12 and 24 years of age) usually from cardiac complications.



• If patients are given iron chelation therapy, their iron overload is removed they have the potential to live into their forties and beyond, but until recently…



75% of thalassaemia patient deaths are due to cardiac failure due to iron overload. 1



2



The UK Thalassaemia Register, 2003
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What is chelation therapy



• This is the term used to refer to the



Conditions requiring long-term chelation therapy include :



binding of a compound to a metal ion.



• Life-long chelation therapy is necessary



ƒ



for chronic transfusion dependent anaemias, to prevent, iron overload which can cause organ damage and death.



ƒ ƒ ƒ ƒ
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Beta Thalassaemia Major Beta Thalassaemia intermedia, if transfused Sickle Cell Disease (SCD) Myelodysplastic Syndromes (MDS) Diamond Blackfan Anaemia, (DBA), if required
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The technologies under investigation Desferrioxamine (DFO)



Deferiprone (DPF)



• Has been in existence since mid-late



• Licensed by EMEA in 1999, for patients



•



•



60s and is licensed as 1st line treatment. Since late 70s administered via nightly 10-12 hourly subcutaneous infusions (5-7 times a week) using an infusion pump and recent years also through an elastomeric infuser from an early age, for life. Also used as continuous intra venous infusion for life saving intensive chelation therapy.



• •



1



over the age of six, as 2nd line treatment. Licensed by FDA in 2011 Deferiprone is an oral tablet given thrice daily, which limits the patient administration burden. Shown to be equivalent to that of DFO.



• Has been associated with adverse events such as neutropenia and agranulocytosis, which limits its use.



• The regimen is not well tolerated, particularly in adolescents and there is a high degree of non-adherence to therapy, with resulting detrimental heath effects.
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The technologies under investigation



2



Combination Therapy (DFP with DFO)



Deferasirox (DFX)



• DFP has been proven to have increased



• A once-daily soluble oral iron chelator. • Proven to be non inferior to DFO (licensing



• Approved by EMEA and FDA in 2006 as 1st line treatment



effectiveness when in combination with DFO through a synergistic / additive effect. • Several studies have proven it to have a cardio-protective effect in monotherapy and in combination, as it chelates cardiac iron very effectively. • Most clinical protocols recommend this as emergency intensive chelation treatment. • No Adverse Events registered.



• No specific regulatory approval has been granted for combination therapy. EPARs and SPC did not have safety concerns.
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aim).



• Has been undergoing extensive multicentre, clinical trials.



• Liver Iron Concentration and Ferritin decreased in patients with β-thalassaemia major.



• After 24 months of Deferasirox, myocardial iron overload improved from baseline in patients with β-thalassaemia major1. (Study 2409/EPIC).



• Adverse Events may involve reversible and dose dependent renal toxicity amongst others.
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NICE HTA: Appraisal aims and methodology In March 2010 NICE announced a proposed Multiple Technology Appraisal (MTA) on : 1. “Deferasirox and Deferiprone for the treatment of chronic iron overload” Target Population : “People with chronic iron overload under the conditions as specified in the marketing authorisations of Deferasirox and Deferiprone”. Following initial consultation, the remit was later changed to : 2. “Deferasirox and Deferiprone for the treatment of chronic iron overload in people with thalassaemia” Target Population : “People with thalassaemia who have developed chronic iron overload following blood transfusions”. Then following more consultation later changed again to include : 3. “Desferrioxamine, Deferasirox and Deferiprone for the treatment of chronic iron overload in people with thalassaemia” Target Population : “People with thalassaemia who have developed chronic iron overload following blood transfusions”.



6



Working with HTA agencies: A Patient Perspective



The Value of Partnering in Rare Disease Therapies



146



16th Workshop of the Eurordis Round Table of Companies - March 1st, 2012 - Brussels



Scoping definition and our aims - 1 The draft scope, developed from the draft remit outlines the question that the proposed appraisal would answer. Background information Highlighting the there is a need to assess the significant issue of compliance, other than the purely clinical issues between the chelators The information should fully and accurately reflect the issues surrounding compliance of patients on subcutaneous DFO, and how changing DFO to an oral chelator has a significant positive impact on the persons concerned and their immediate family.



KEY • Requested, 9 Included o Outstanding



The technology/ intervention 9 Ensuring that the long term standard treatment of DFO is also included as an intervention comparator. Comparators



9 Reiterating the need that DFO is included as comparator and an individual



o



7



option. Also that the DFO - DFP combination is assessed as comparator that is used routinely in clinical practice and whose effectiveness has been repeatedly documented in the literature. Even though combination is the most effective treatment option of combination therapy, is PROBLEMATIC due to lack of a license, even though both EPARs and SPC did not have safety concerns. An undertaking was offered.
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Scoping definition and our aims - 2 The draft scope, developed from the draft remit outlines the question that the proposed appraisal would answer. Economic analysis



9 Due to the chronic nature of the condition and the time horizon through which the



KEY



•



Requested,



9 o



Included Outstanding



assessed technologies have been studied we suggested a long term time frame of 15-20 years.



9 Highlighting the need to also assess the cost of treating the additional health problems created due to non tolerability / compliance of DFO infusions e.g. diabetes, heart problems, liver cirrhosis. In addition to the other standard parameters.



9 Reflecting the prevalence of use of the elastomeric infuser and of the significant cost it carries than the alternative it replaced, even though these are NOT locally funded but from central funds.



o Other than the assessment of the effective dosage, cost of treatment of complications, and cost of treatment of co-morbidities the cost of treating the additional health problems created due to non tolerability / compliance of DFO infusions e.g. diabetes, heart problems, liver cirrhosis.
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Issues from Patient’s view • Scientific Evidence base: Over reliance on RCTs (“the gold standard”) to the exclusion of other types proves problematic for rare and orphan conditions like thalassaemia. Willingness to look and evaluate “grey literature” and other types of studies is important.



• RCTs by their very nature are not the most adequately designed studies for measuring adherence in the real world.



• What we know to be very effective in daily clinical practice is not been readily accepted in the MTA; effectively introducing selection bias.



• Adherence is an important issue : trials may suggest all chelators to be reasonably similar in terms of clinical efficacy, in practice lack of adherence will clearly limit the treatment’s effectiveness.



• Little evidence is shown about trials reporting on data on QoL. QoL as measured by patient perceptions of their treatment is clearly important with regard to adherence.



• Standard outcome surrogate markers (LIC and serum ferritin) may not always be the best predictors of long-term consequences such as cardiac disease and death.
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The Verdict…. On the 4th July 2011, following the Consultee Information Meeting in May 2011 NICE contacted the Department of Health regarding the issues discussed at that meeting and the questions raised during scoping regarding the value a NICE technology appraisal would bring. These issues included:



¾ concern that the regulatory authorities are not sufficiently



¾ ¾



confident about the safety of combination therapies to enable NICE to proceed with including combination therapies in a technology appraisal. heterogeneity between the types of combination therapies currently used in clinical practice. currently rapidly emerging evidence on the safety and efficacy of combination therapies.



“The Department of Health has agreed that this appraisal should be suspended whilst a final decision is taken.” 10
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How does NICE really work ? “Maximising Health Gain with limited resources…….. in a consistent way” • The true aims of HTAs are not always known to patients. • There is a marked difference between the interests of an agency like NICE and those of a patient organisation.



• A debate should consider what is the main agenda behind such appraisals and what are • •



the factors driving it ? Clearly a price control mechanism can be one of these possibilities. Our role as POs is to prevent exclusions of access to medication. Ideally we want ALL drugs to be available as there is no magic / ideal medication to fit all. Even in the case of NICE officially :



The Secretary of State for Health formally refers technologies to NICE for appraisal either as an MTA or an STA.1 1 Guide to the Multiple Technology Appraisal Process (reference N2022), p. 4, 24 September 2010, NICE, ISBN 978-1-84936-105-7
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Our Experience • A NICE Consultee Information Meeting can be a daunting experience, trying to argue your point of view against seasoned professionals, company scientists, clinical experts with formed views and even other user groups. At least it is an open round table discussion !



• A NICE HTA is NOT the only game in town, BUT it can solve accessibility problems. • Without NICE approval Doctors and Patients have to fight Health Authorities on a per patient basis for funding.



• In the absence of approval, mini - HTA’s happen by stealth inside some Regional Health Authorities, etc. without any patient involvement or transparency.



• MTA Suspensions at such advanced stage are a very rare event but do occur ! • Ultimately, Patient Organisations MUST be aware that initiating an HTA as well as its recommendation and approval is partly political and sometimes can be influenced.
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THANK YOU FOR YOUR ATTENTION
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Famous Quotes “.......” “The industry [and patients] has to accept that just because new drugs are licensed does not mean that the health service wants or needs to buy them.” Prof. Sir Michael Rawlins, Chairman National Institute of Health & Clinical Excellence (NICE)



“ Randomised controlled trials (RCTs), long regarded at the 'gold standard' of evidence, have been put on an undeserved pedestal. Their appearance at the top of "hierarchies" of evidence is inappropriate; and hierarchies, themselves, are illusory tools for assessing evidence. They should be replaced by a diversity of approaches that involve analysing the totality of the evidence-base ”



Prof.Sir Michael Rawlins, Harveian Oration, Royal College of Physicians, 16 Oct 2008
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Dr. Alicia GRANADOS, MD PhD in PH. Senior Director Global Evidence Definition/Health Technology Assessment (HTA) at Genzyme, a Sanofi Company. EVD. Global Medical Affaires She has over 25 years of experience in Health Technology Assessment (HTA), strategy development, assessment methods, practices and implementation. Her experience in the field started back in 1986 in relation to her clinical and research background as respiratory specialist at a teaching hospital in Catalonia (Spain), and as advisor to the Catalan Department of Health (Government of Catalonia) in health technology assessment and management. Later, in 1991, she was responsible for the creation and direction of the Catalan Agency for Health Technology Assessment and Research, directly reporting the Catalan Government. Founder member of INAHTA, the first international HTA network. She was the General Director and CEO of CAHTAR until December 1999. Former President of the international Society for Technology Assessment in Health Care (ISTAHC) and Chair of the Committee for the Creation of a New Society of HTA: HTAi From 2000 to 2003 she was the Catalan Institute of Health’ President and CEO. She has been, since 1992, temporary advisor of several UN agencies and Acting Regional Advisor of WHO European Office, leader of the Health Evidence network from 2004-2006, year she joined MSD until the end of 2010 She has more than 60 scientific articles published. Member of several editorial boards in the field of evaluative research has been Professor of the University of Barcelona being the European leader of Ulysses International HTA Master Program until 2007. Currently is also President of Autonomous University of Barcelona’ Board of Trustees and member of the Advisory Council on Economic Affairs of Catalan Autonomous Government [email protected]
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Treatments for Rare Diseases and HTA Current Facts and Challenges Alicia Granados MD PhD in PH Head of Global Evidence Definition/HTA GMA EURORDIS March 2012



Amer Pompe disease



Outline



● Innovation, Patient Access and HTA ● HTA and Treatments for Rare diseases ● Health Systems Sustainability. Some Hints ● Final reflections
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Innovations: Current Realities



Innovations which can t demonstrate that in addition of being scientific novelties, are able to provide relative superior added value (*) compared to already available alternatives, or standard of care, are facing growing difficulties in entering and/or being maintained in the health care market



(*) Value for Money? Value for Patient? ( PRO) Societal Values?
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The 4 Determinants of Access



1. Marketing approval processes (EMA/ FDA/ others) 2. Registration and price (country regulators) 3. Reimbursement decisions (National/Provincial/County/Hospital )



HTAs influence



4. CPG, Health Plans Incorporation/ Medical prescription
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Global HTA: Facts and Evidence Requirements



● All countries, have at least one HTA institution at National/Federal level. However HTA is also performed at Regional and Local level ● HTA doers are researchers from different disciplines. HTA users tend to be managers or policy makers ● For new medicines, the most important issue for: ¾ HTAs doers, is clinical uncertainty of the benefit - in relative terms vs current standard of care- and long term safety. ¾ For most HTAs users is budget impact
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Market Access Current and Future Paradigm
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Health Technology Assessment: current meaning for Health Industry
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Health Technology Assessment: current meaning for Health Policy Makers and Providers Ethicist Biostatistician Epidemiologist MDs /Public Health



Health Economist Clinicians
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INAHTA: 53 member agencies from 29 countries. The Network stretches from North and Latin America to Europe, Asia, and Australasia.
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EUnetHTA – All Partners Collaborating Partners - Advisory role and Scientific excellence Body



Country Austria Austria



Gesundheit Österreich GmbH, Austrian Health Institute Hauptverband der Österreichischen Sozialversicherungsträger HTA and Health Service Research, Center of Public Health CEDIT German HTA Association IQWIG PHGEN, DZPHG



Denmark France Germany Germany Germany Italy AHTAPol Poland CEESTAHC Poland Institute of Molecular Medicine Portugal National School of Public Health and Health Services Romania The United Kingdom CRD The United Kingdom NICE Directorate of Health Iceland SNHTA Switzerland Ministry of Health Serbia MSAC Australia CADTH Canada ICTAHC Israel AHRQ USA CMTP USA Council of Europe International European Observatory on Health Systems and Policies International EuroScan International G-I-N Executive International HTAi International INAHTA International OECD International WHO International



Source : http://www.eunethta.net/About_EUnetHTA/Organisation2/Members/
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Global HTA: Facts and Evidence Requirements #2



● In general, the best HTA practices include the assessment of the quality of clinical trials according to the international standards of evidence-based medicine



● Priority consideration given to RCT, especially direct comparative studies with other pharmaceuticals of the same reference price group with patient-relevant endpoints (mortality, morbidity and PRO quality of life).
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Access to Treatments for Rare Diseases • The external environment is getting more critical •



Perception that we are about to face an “avalanche” of orphan medicines coming to the market



• Companies being accused of “working the system“ to get higher returns on products. • Adverse financial climate: Departments of Finances implementing cost-saving measures • Departments of Health asking “how are we going to pay for all of them?” and even • “Why should we pay for all of them?”
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Health Systems, HTAs and Orphan Medicines



…Increasing scrutiny on orphan medicines (OM) Health Departments increasingly looking for ways to know what’s what



HTAs …“What are the best practices to asses the value of OM ?”
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Cost-effectiveness and OM



Standard procedures may not fully capture the societal value of some health technologies and there are currently serious shortcomings in the evaluation of orphan drugs.



HTA is not Synominous of CEA!!



Therefore, more research is required into the methods of assessing the societal value of health technologies and the methods of funding the development and use of orphan drugs. The research agenda proposed here is the first step in that process. Health Economist



Michael F. Drummond et al. International Journal of Technology Assessment in Health Care, 23:1 (2007), 36–42.
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INOVATION Rare Diseases and HTA SCIENTIFIC KNOWLEDGE EVOLUTION



CHALLENGES FOR HTA



¾ Molecular Biology (Complex System Biology)



¾ New methodological developments



¾ Genetic, environmental complexity and variability within human populations



¾ More ethical debate



¾ Cell, gene and enzyme therapies



¾ Metanetworks to enhance HTA right evolution



¾ Stratified medicine (molecular diagnostic and gene research



¾ Real involvement of all stakeholders



¾ Regulatory and HTA interaction would enable integrated drug development ¾ HTA addressed to overall health care interventions, services and programs



Changing paradigm of health science research and health care provision 15



A New Sustainable Health System Stakeholders Relationship!



"If you think that you can run an organization in the next 10 years as you've run it in the past 10 years you're out of your mind." - John F. Brock, CEO, Coca-Cola Company
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a new and sustainable Health System….
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Final considerations and reflections PRO Increasingly IMPORTANT!!!



● Drug development programs satisfying the requirements of both regulators and payers will be increasingly vital ● New health systems environment requires innovations to demonstrated value superiority vs current standard of care ( for OM would means to compare OM with the best possible supportive care) ● Holistic HTA is a crucial analytical tool to inform decision making in health care to keep it sustainable ……. …….. provided the right methodology is applied to answer the right research and fair policy question for the right disease population
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Final reflections
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"Some people see things as they are and ask why. Others dream things that never were and ask why not." George Bernard Shaw



Thanks for your attention!
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References of Useful Documents



These documents are only available in the CD-ROM of the proceedings



• The role of patients as members of the EMA Human Scientific Committees – EMA/174255/2010 Rev. 2 • Procedure for review of information on medicinal products by patients’ and consumers’ organisations – EMA/351803/2010 • Reflection Paper on the Further Involvement of Patients and Consumers in the Agency’s Activities - EMA/MB/753771/2009Adopted
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