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11th Workshop of the EURORDIS Round Table of Companies - December 11th, 2009 - Paris



INTRODUCTION



I am pleased to present the proceedings of the 11th Workshop of the EURORDIS Round Table of Companies (ERTC), “Improving Access to Orphan Drugs for all Patients Affected by Rare Diseases in Europe: EU Assessment of Clinical Added-Value of Orphan Drugs (CAVOD)”, held on 11th December 2009 at Les Salons de l’Aéro-Club de France in Paris. Following the outcomes of the EU Pharmaceutical Forum in 2008, the Commission Communication on Rare Diseases (November 2008) and the EU Council Recommendations on Rare Diseases (June 2009), this meeting provided the opportunity for all stakeholders to informally discuss the EURORDIS and the EBE(EFPIA)/ EuropaBio proposals on how to move towards the practical implementation of an effective and realistic procedure for the evaluation of the clinical added-value of newly authorized orphan medicinal products (CAVOD). An agreement seemed to have been reached on the nature and specific objectives of the CAVOD report. In particular, it should be a well-organized collection of all the data available on a particular Orphan Medicinal Product at the time of its Marketing Authorisation. It should not contain recommendations directly concerning reimbursement and pricing issues. The report should help national authorities in understanding the available evidence on the clinical addedvalue of the new product and place in the therapeutic strategy of the disease in respect to existing medicines and standard therapies for the same indication (relative efficacy), making also reasonable assumptions concerning the results and impact expected from the “real-life” use of the new OMP (effectiveness & relative effectiveness). The CAVOD report should also clarify what data is possibly missing at the time of MA and how this data could be collected once the product is on the market. In this respect, most of the participants would prefer to include also the post-marketing “road map”/commitments, already in the CAVOD report. This “road map” was discussed as a potential “Benefit Management Plan” completing the classical “Risk Management Plan”. Concerning the status and the composition of the Working Party in charge of the CAVOD report, the European Medicines Agency and the EC/DG Sanco seemed to agree to set up such a group at the European Medicines Agency level, even if some practical and legal issues need further discussion and clarification.
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Several stakeholders called for the involvement, in the future CAVOD Working Party, of the two networks currently gathering HTA bodies (EUnetHTA) and reimbursement institutions (MEDEV) in the EU. Their active involvement would ensure that we would gain their confidence with the European collaborative CAVOD evaluation, as well as their recognition of the value of the CAVOD report. Similarly, it was suggested that concerned patients and experts should also be consulted on the individual OMPs to better clarify the value and future place of the new drug in the treatment of their disease. Concerning the indicators that should be selected to measure the success of the CAVOD evaluation, different recommendations were made: time to registration at national level with pricing and reimbursement decisions, availability of the OMP for patients in each Member States, number of HTA and reimbursement bodies using the report. Maybe, as advised for the EUROPLAN project indicators for national plans for rare diseases, several related indicators could be put in place to provide the most reliable evaluation of this new initiative. This 11th ERTC Workshop certainly marked a real step forward in the implementation of concrete measures for a better and faster access of European patients to their treatments. We look forward to a future ERTC meeting when we could report and discuss the stakeholders’ experience with a CAVOD evaluation being 100% positive! Thank you and I hope to continue this successful collaboration with you.



Yann Le Cam Chief Executive Officer of EURORDIS
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CONCEPT PAPER



 



It has been acknowledged over recent years that, while the EU Orphan Drugs Regulation 141/2000 has stimulated research and development of orphan medicinal products in the EU, equitable and timely access to approved Orphan Drugs for rare diseases patients remains an issue. As underlined by the final conclusions and recommendations on Pricing & Reimbursement of the EU High Level Pharmaceutical Forum, “Effective market access and utilisation vary strongly between and within Member States”. To address this issue, several policy documents1 have recently called for an increased cooperation between EU level authorities and Member States in order to improve access to Orphan Drugs for people living with rare diseases. As acknowledged in the Pharmaceutical Forum conclusions, “…the know-how to make the value assessment of Orphan Drugs is fragmented over national procedures within the Member States and their regions…The disconnection of national and regional processes from the knowledge and experience gathered upfront in the centralised EU processes does add to this fragmentation”. This situation generates detrimental delays in the national decision-making process aimed at making Orphan Drugs available to patients on national markets. Faced by this major challenge, interested parties - patients and industry, as well as EU and national decision-makers - have identified the creation at the EMEA of a Working Party for the Assessment of the Clinical Added Value of Orphan Drugs (CAVOD) as being a key instrument for an increased collaboration between Member States and EU-level authorities. This centralised assessment at the time of the marketing authorisation is expected to minimise delays in patients’ access to Orphan Drugs, while fully respecting national competences for pricing & reimbursement decisions within their respective healthcare and economic environment. With its “Proposal for the Practical Implementation of Policy Principles to Improve Access to Orphan Drugs in the EU”, EURORDIS has set a list of recommendations for the establishment of an EMEA Working Party for the scientific assessment of the clinical added value of orphan drugs. This document includes practical suggestions regarding: a) The ideal composition of the new Working Party, its specific role and responsibilities. b) The procedure and timeline c) The content of the non-binding scientific assessment report that the CAVOD Working Party will release on the relative effectiveness of the newly authorised orphan drug. d) The content of the Annex to coordinate post-marketing studies expected by national authorities and relative effectiveness studies 1



The EU High Level Pharmaceutical Forum conclusions and recommendations: “Improving Access to Orphan Medicines for all affected EU citizens”, the Commission Communication on “Rare Diseases: Europe’s Challenges” and the Council Recommendation on a European Action in the Field of Rare Diseases.
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Eurordis recently started the implementation phase of the proposal by presenting it to the different stakeholders involved: the European Commission, the EMEA, the pharmaceutical industry, the patient groups as well as key projects such as EuroPlan and national conferences. In this context, the 11th ERTC Workshop will be an opportunity to invite all interested parties to discuss how to translate such proposal into a concrete process. The morning session will be dedicated to the presentation of the issues that prompted EURORDIS to advocate for a EU coordinated action to reduce delays in access to orphan drugs for rare disease patients, while during the afternoon session, attendees will be invited to discuss practical aspects of the future expected evaluation process such as: • • • • • • •



What information and data the common assessment report should contain? What kind of recommendations should it give in terms of “post-marketing life” of the product? How to involve the national institutions that are supposed to take advantage of this report? What is the role of the sponsor in this process? How to take into account the divergent opinions of the members of the working party but also of those interested parties not officially member of the WP? What data should be collected for the revision of the report and in which time frame? What indicators should be used to evaluate the efficacy of the CAVOD centralised evaluation?



The success of this newly proposed collaboration at the EU level will depend on carefully, precisely and realistically defining the role, mandate and composition of the Working Party. The link between the Working Party and the EU Member States needs to be stated clearly and ensured to be implemented, thanks to national plans on rare diseases and to the Commission’s political support. Overall, it has to be ensured that any newly created process will not interfere with the normal regulatory approval processes as this might create additional delays in access to orphan drugs for patients, instead of facilitating such access. This initiative comes at a time when the European Union is actively developing its policy framework on relative effectiveness, while the USA is doing the same on comparative effectiveness. By involving all stakeholders in the reflection on the practical implementation of the centralised CAVOD assessment, we want to ensure that all of them will respect their engagements and contribute to the success of this collaborative process for the ultimate benefit of rare disease patients.



EU Assessment of Clinical Added-Value of Orphan Drugs (CAVOD)
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PROGRAMME   8:30 Welcome & coffee MORNING: 9:00 - 13:00 Chairpersons: Dr. Eric Abadie (Chairman of the CHMP, EMEA) Mrs Aurélie Vandeputte (DG Enterprise, European Commission) 9:00 – 9:05: Welcome address 9:05 – 9:35: “Assessing Drug Effectiveness - Common Opportunities and Challenges for Europe” – Dr. Nils Feltelius, Medical Products Agency, Sweden (due to unforeseen circumstances, Dr Kerstin Westermark presented on behalf of Dr Feltelius) 10’ question time 9:45 – 10:15: “EURORDIS’ Proposal for the Practical Implementation of Policy Principles to Improve Access to Orphan Drugs in the EU” – Mr.Yann Le Cam, CEO of EURORDIS. 10’ question time 10:25 – 11:05: The Industry’s point of view: • “Which Principles from the Proposal for CAVOD does Industry Support?”- Mrs Wills HughesWilson (Genzyme, EBE/ EuropaBio Orphan Drug Task Force) • “What Concerns does the Proposal for CAVOD raise for Industry?” - Dr. Kevin Loth (Celgene, EFPIA) 10’ question time 11:15 – 11:45 COFFEE BREAK 11:45 – 12:15: “What Role for EMEA in the Evaluation of the Relative Effectiveness of Orphan Drugs?”- Prof. Hans-Georg Eichler, Senior Medical Officer, EMEA 10’ question time 12:25 – 13:00: Panel discussion: speakers and other panel members. Case study by patient representative (Christos Sotirelis, UK Thalassemia Society) 13:00 – 14:00: LUNCH AFTERNOON: 14:00 -17:30 Chairpersons: Dr. Kerstin Westermark (Chairperson of the COMP, EMEA) Mr Jerôme Boehm (DG SANCO, European Commission) 14:00 – 17:30: Large panel discussion: Speakers from the morning session, as well as Dr. Ad Schuurman (MEDEV) and Dr. François Meyer (EUnet HTA project). Issues to be addressed: • What should the report for CAVOD contain? • What kind of recommendations should the report give? • How to involve the national institutions that are supposed to take advantage of this report? • What should the content of the annexes to the report be? • What data should be collected for the revision of the report and in which timeframe? • What will be the indicators that should be used to evaluate the efficacy of the CAVOD EU collaborative approach? How to measure quicker and better access to Orphan Drugs in EU? Concluding remarks: • “The US Perspective on OMP and Relative Effectiveness” Mary Dunkle (NORD,USA) • “Improving Access to OMP in EU” Jerôme Boehm (DG SANCO, European Commission) 17:30



End of Workshop
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  LIST OF PARTICIPANTS



      Name 



Affiliation 



Country 



Abadie, Eric Aydin, Emine Baldry, Mark Bignami, Fabrizia Blumer, Karin Bodin, Anne-Mary Boehm, Jérôme Borella, Fabio Boussen, Selma Caizergues, Didier Chantelot, Emmanuel Di Nepi, Giacomo Dunkle, Mary Dupuy, Patrick Edfjäll, Catarina Eichler, Hans-Georg Faurisson, François Finck, Katia Forget, Sylvain Fortun, Marie-Christine Gao, Rose Gatermann, Ruediger Glasspool, John Green, Kathy Greene, Lesley Heathfield, Adam Hubert, Annie Hughes-Wilson,Wills Jackman, Dennis King, Lesli Korecka-Polak, Anna Krueger, Mark Le Cam,Yann Le Dez, Lugdivine Lipucci di Paola, Michele Lorence, Annie Loth, Kevin Macchia, Flaminia Mavris, Maria Meyer, François Milanova, Tsveta Morgese, Paolo Nguyen, Gérard Nourissier, Christel



AFSSAPS Gilead Sciences International Limited Shire Human Genetic Therapies EURORDIS Novartis International AG EURORDIS European Commission, Health and Consumers DG Dompé S.p.A. LFB Biomédicaments Généthon-CNRS URA 1923 European Biopharmaceutical Enterprises (EBE) Intermune National Organization for Rare Disorders (NORD) Orfagen Celgene International Sarl European Medicines Agency (EMEA) EURORDIS Shire Human Genetic Therapies Swedish Orphan International SARL Orphan Europe Sarl PTC Therapeutics, Inc. CSL Behring Novartis Pharma AG Takeda Pharmaceuticals Europe COMP/EURORDIS Pfizer Limited Amgen Genzyme Corporation CSL Behring Sigma-Tau Pharmaceuticals, Inc. Agency for Health Technology Assessment in Poland AHTAPol Mark Krueger & Associates, Inc. EURORDIS Alexion Europe AVLT (Thalassemia)/EURORDIS AFSSAPS/COMP Celgene Europe Ltd. EURORDIS EURORDIS Haute Autorité de Santé (HAS) Celgene Europe Ltd. Merck Serono SA Rett Syndrome Europe EURORDIS/Prader Willi France



France UK UK France Switzerland France Belgium Italy France France Belgium Switzerland USA France Switzerland UK France France France France USA Germany Switzerland UK UK UK Belgium Belgium USA USA Poland USA France France Italy France UK Belgium France France UK Switzerland France France
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Name



Affiliation



Country



Pang, Francis Parker, Samantha Perret, Sophie St-Laurent, Sylvie Salmon, Patrick Schuurmann, Ad Sotirelis, Chris Tambuyzer, Eric Tellier, Zéra Thomas, Geraint Torrent-Farnell, Josep Tummavuori, Anu Ulbrich, Jutta Vandeputte, Aurélie Wagner, Heidi Walch, Jacques Westermark, Kerstin Williams, Keith Zimmermann, Martine



Shire Human Genetic Therapies Orphan Europe Sarl Science Union (Servier Group) Pfizer PIO CHMP (Committee for Medicinal Products for Human Use) Medicine Evaluation Committee (MEDEV) UK Thalassemia Society Genzyme Corporation LFB Biomédicaments GSK Pharmaceuticals Europe Committee for Orphan Medicinal Products (COMP), EMEA Celgene International Sarl Bayer Schering Pharma AG DG Enterprise, European Commission Alexion Pharmaceuticals, Inc. Association Pemphigus - Pemphigoide France Committee for Orphan Medicinal Products (COMP), EMEA Sigma-Tau Pharmaceuticals Alexion Europe



UK France France France UK The Netherlands UK Belgium France UK Spain Switzerland Germany Belgium USA France Sweden UK France
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Presentations and Speakers



y Dr. Nils Feltelius, Medical Products Agency, Sweden y Mr. Yann Le Cam, EURORDIS, France y Mrs Wills Hughes-Wilson, Genzyme, Belgium y Dr. Kevin Loth, Celgene, UK y Prof. Hans-Georg Eichler, EMEA, UK y Mrs Mary Dunkle, NORD, USA
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Dr. NILS FELTELIUS Senior Expert, Medical Products Agency, Sweden Nils Feltelius, MD, PhD, is senior expert at the Swedish Medical Products Agency and associate professor in rheumatology at the Dept of Medicine, Karolinska Institutet. Nils Feltelius has been President for the Swedish Society for Rheumatology, Head of the Dept of Rheumatology at Uppsala University Hospital and is presently Chairman for the Swedish AntiRheumaticTherapy Register (ARTIS) Steering Committee.



Contact details: [email protected] Tel. +46 (0) 18 17 46 30 Please note that due to unforeseen circumstances, Dr Feltelius could not attend at the last minute. Dr Kestin Westermark , chairperson of the afternoon session, kindly presented on his behalf. We thank both of them for this arrangement. Dr KERSTIN WESTERMARK Medical Products Agency, Sweden Chair of the COMP, EMEA Contact details: [email protected] Tel. +46 (0) 18 17 46 00



EU Assessment of Clinical Added-Value of Orphan Drugs (CAVOD)



13



11th Workshop of the EURORDIS Round Table of Companies - December 11th, 2009 - Paris



Assessing Drug Effectiveness – Common Opportunities and Challenges for Europe Lessons from the Swedish EU Presidency – Of added value? 11th ERTC Workshop, December 11 2009



Nils Feltelius MD, PhD, Assoc prof, senior expert Medical Products Agency, Sweden



Outline of presentation



• Conclusions from the conference in Stockholm July 29 • 10 years of biologics data collection – lessons learned • The good example – a poweful tool when going forward



Effectiveness: is the extent to which an intervention does more good than harm when provided under the usual circumstances of health care practice



EU Assessment of Clinical Added-Value of Orphan Drugs (CAVOD)
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Objectives of the Stockholm conference July 29 2009



• T To find fi d ways off cooperating ti across Europe E on the th collection and sharing of drug effectiveness data • Decide on a pilot project involving collective gathering and sharing of data



Focus on generation, collection and sharing of drug effectiveness data Feed-back on efficacy, safety and utilization



Healthcare



Rational, safe and costeffective use Patients



Regulatory/costeffectivenss assessment



Data generation Analytical methods (confounding, propensity scoring)



Harmonized outcomes and reporting formats, electronic medical records



Regulatory decisions and guidelines



Agencies



Data analyses Academia ENCePP



Industry
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Conclusions from plenary lectures at the Stockholm Conference • Agreement on the importance of post-approval data on safety efficacy and cost safety, cost-effectiveness effectiveness • Feasible reimbursement models may facilitate useful post-approval studies • European HTA collaboration underway • Registry experience emphasize the importance of data on co-morbidity co morbidity and co-medication co medication • European collaboration particularily important regading rare diseases and rare outcomes



Plenary lecturers • • • • • •



Thomas Lönngren, Executive Director, EMEA Clare McGrath, McGrath Senior Director HTA Policy Policy, Pfizer Anders Olauson, President, European Patient Forum and Board Member, Eurordis (European Organisation for Rare Diseases) Bengt Jönsson, Professor, Stockholm School Economics Guido Rasi, Executive Director, Italian Drug Agency (AIFA)



Deborah Symmons, Professor of Rheumatology and Musculoskeletal Epidemiology, University of Manchester



•



Wi Goettsch Wim G tt h, PhD Deputy D t S Secretary t off the th D Dutch t hM Medicinal di i l P Products d t Reimbursement Committee Health Care Insurance Board (CVZ)
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Workshops on pilot projects – Selection of disease areas



• Cancer – severe diseases diseases, many new drugs drugs, several cancers also orphan diseases, large economic impact • Chronic inflammation – many new biologics with unknown long-term effects, experience of Nordic and European register collaboration • Orphan p diseases – few p patients – requires q multinational data collection



Pilot project criteria – feasibility • Therapeutic areas where new drugs recently have been or are about to be launched or new indications are underway • Functioning, clinically based network with ability to collect data relevant to assessment of drug effectiveness. • Scientific/analytical competence at several sites within the EU • Transparent financing • Willingness to share data with others
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Pilot project criteria – relevance • Important post-approval drug efficacy/safety i issue th thatt b benefits fit ffrom multinational lti ti l data d t collection ll ti • Substantial health economic impact • Differences in drug availability within the EU • Widespread off-label use • Stimulating g methodological g development and collaboration within drug effectiveness research (clinical networks, academic centres/ENCePP, etc)



• Potentially supportive of innovative drug development



Project candidates proposed at conference workshops • Cancer – ”Methodology” gy – Avastin-triggered breast cancer – Paediatric population (myeloma?) • Chronic inflammation – European Rheumatology Biologics Registries • Orphan diseases – – – –



Lysosomal diseases Cryopirin-associated syndromes Rare cancers Pulmonary hypertension
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Summary conclusions from the Stockholm Conference • Support to proceed with the pilot project(s) planning • Arrange a follow-up meeting during the Swedish Presidency to: – – – –



Select pilot project(s) Constitute oversight and reference group Discuss financing Find ways y for feed-back to interested p parties



Brussels follow up november 13, 2009 • Further pilot project candidates – – – – – –



EUTOS MS-register DANBIO Cryopirin- associated syndromes SCOT study Velcade



• Meeting support from EC • Sweden to propose further actions and to organize meetings during 2010
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Swedish experience from registry-based collection of clinical data – Better use for added value • Many registers run by the medical profession • Vulnerable small group enthusiast management • Mixed public and company sponsoring • Legally regulated • Increasingly used for evaluating quality of care • Unsystematic use for assessing drug effectiveness • Individual id-numbers for all citizens enabling record linkage



From safety to effectiveness to cost-effectiveness by systematic data collection. The ARTIS registry 16 000 14 000



15229



12 000 10 000 8 000 6 000 4 000



52 841 patient years follow-up



2 000 0 98



99



00



01



02



03



04



Data Lock 2009-05-31



05



06



07



dec 08



08
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Anti-TNF treatment in chronic inflammation and cancer risk (from Askling et al, Swedish ARTIS registry) Increase in the risk of tuberculosis in RA patients and after TNF blockade Relative Risk



9



General Population RA, no TNF-antagonist 2 RA with TNF antagonist



Consequence Screening for Tb prior to treatment reduces this risk and enables continued use of drug



1



Increase of the risk for lymphomas in RA patients and after TNF blockade Relative Risk 9



General Population 2 1



RA, no TNF-antagonist RA with TNF antagonist



Consequence Continued approval of the drugs after hearings at FDA and EMEA due to initial alarms of increased rates of lympomas, 15 when no comparator group data were available



Assessment of effectiveness by use of registry data
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From the National Swedish hip surgery registry
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Sales of TNFα-antagonists in Sweden (all indications) (SEK2008)



4.5%



0.8%



Enbrel



Remicade



Humira



Return on investment?
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From Neovius and Sundström



Problems identified when collecting biologics data in chronic arthritis Problem



Solution



Data quality



Supportive IT-systems, Good Registry R i t Practice-inspections? P ti i ti ? Time!



Compliance and endurance



Clinicallay useful, Emedical Record-based registration



”Register epidemic”



Less FUMs? ”Health care waiver”



Observational setting



Methodology, harmonised reporting pooling of data reporting,



Financing



Transparency, multicompany, PPP? Value based health care



Integrity/ethics/ data ownership



Legal support, informed consent, patient involvement



EU Assessment of Clinical Added-Value of Orphan Drugs (CAVOD)



22



11th Workshop of the EURORDIS Round Table of Companies - December 11th, 2009 - Paris



Why proceed with pilot project(s) and how?



• Use U th the power off th the good d example l • Not introduce a large, long-lasting administrative structure – rather a task force approach • Select pilots with high ”educational content” • Optimize competence and working procedures for the g Committee? Oversight



Tasks for an Oversight Committee • Make the final decision on pilot project • Follow and support the project by highlighting: – Feed in questions from various stakeholders – What is the most important experience to communicate? Progress report? – Give advice on methodological(management, legal) or regulatory matters – Contribute to scientific standards



• Inform interested parties on how the project proceeds by: – information on the web – EMEA? EC? HMA? – newsletters to conference participants or other stakeholders – workshop?
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Desirable features of an Oversight Committee • Representative of – stakeholder • Member state (Rapp?), EMEA, EUnetHTA, PRAs, EFPIA, EC, Patient org, HCPs,



– geographically



• Competence regarding – – – –



relevant therapeutic areas epidemiology/drug trial methods health economy regulatory/legal



Assessing drug effectiveness in acute diseases The H1N1 example. WHO cares?



• Can experience from long-term data collection be of help for acute situations? (MS, GBS, Transpl.) • Data must be promptly accessible and rapidly evaluated • Often chronically diseased patients where acute complications are most problematic
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Added value by better use of Drug Effectiveness Data



Identify Generate Collect



Improvement



Compile Validate Analyse



Improvement



Evaluate



More improvement
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Mr YANN LE CAM Chief Executive Officer of EURORDIS Yann Le Cam is a patients’ association advocate who has dedicated 20 years of professional and personal commitment to health and medical research non-governmental organisations in France, Europe and the United States in the fields of cancer, HIV/AIDS and rare diseases. Yann served as Director General of the AIDES Fédération Nationale from 1992 to 1998. He served as a Special Advisor to the French Neuromuscular Association (AFM) from 1998 and founded the Alliance Maladies Rares, a national umbrella organisation of over 150 patient associations in France. Yann was one of the founding members of the European Organisation for Rare Diseases in 1997 and contributed to the adoption of the European Regulation on Orphan Drugs in December 1999. He serves as vice chair of the Board of Directors of the International Alliance of Patients Organisations (IAPO) in London. In 2001, he joined Eurordis as Chief Executive Officer. In June 2001, Yann was appointed to the Management Board and Executive Board of the French National Agency for Health Accreditation and Evaluation (ANAES) until 2005 and now serves on the Commission for Quality of Medical Information at the French High Health Authority in Paris. In addition, he used to be one of the three patient representatives appointed to the Committee for Orphan Medicinal Products (COMP) at the European Drug Agency (EMEA) from 2000 to May 2009. He served as its Vice Chairman from 2000 to 2006. He is a member of the DG Sanco Task Force on Rare Diseases and other European Commission working groups. Yann trained at the Institut Superior de Gestion (MBA, 1984) and at the Hautes Etudes de Commerces - HEC (Senior Executive MBA, 2000). He is in his 40s and the father of three daughters, the eldest of whom has cystic fibrosis. Contact details: [email protected] Tel. +33 (0)1 56 53 52 10
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11th Workshop of the EURORDIS Round Table of Companies (ERTC):  “Improving Access to Orphan Drugs for All Patients affected by Rare  Diseases in Europe: EU Assessment of Clinical Added‐Value of  Orphan Drugs (CAVOD)”.    Yann Le Cam, CEO of EURORDIS    The main issue: The EU Regulation on Orphan Medicinal Products has successfully stimulated research and development of orphan medicinal products. After 10 years of experience, we can now see the pitfalls and limits of this EU Regulationsimilar to those identified for the US Orphan Drug Act. There is obviously room for improvement, for a better regulation that will further stimulate research and development of medicines for rarer diseases, thus fulfilling the unmet medical needs of millions of patients. We gradually have a better picture of what the obstacles and bottlenecks are, as well as the issues to be addressed with a better regulation, incentives and policies. However, the most important and central concern is the equitable and timely access to approved orphan drugs for rare disease patients. If at the end of a research & development process, an orphan drug designated on the criteria of : (a) severity, debilitating or life threatening nature of the disease, (b) lack of authorised therapy, or a significant benefit offered by this new drug over existing therapies, which translate into medical benefits for patients, gets approved for marketing
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based on its risk/benefit assessment ratio, but is not accessible in a timely manner in all Member States for all patients who need it, then the EU Regulation on ODs is a failure. The reason and paramount objective of a EU Regulation on Orphan Drugs is to stimulate R&D to address the patients’ medical needs and bring life-saving, or “life-improving”, medicines to them.



To achieve this objective for each new orphan drug approved: 1/ The company holding the market authorisation needs quicker and easier access to all markets in EU. 2/ The national authorities assessing the orphan drug in the specific context of their national healthcare system and medical practice, need to understand what the European common scientific medical ground is for the approval of this orphan drug, not only for its risk / benefit assessment. The OMPs are not only assessed for their risk/benefit ratio, but also for their clinical added-value, called effectiveness and relative effectiveness (comparative effectiveness in the USA). 3/ The payers - be them a national payer or a local payer- need to know what society is paying for, and pay only for the real-life value of the drug, and only for the patients who are responsive to the treatment. Conditional Pricing & Reimbursement and other innovative reimbursement schemes are developed by payers in collaboration with the concerned companies. On one side, there is what we know: the level of evidence at the time of marketing authorisation, based on the data generated by a small number of patients selected on limited criteria. And on the other side, there is what we need to know: -what happens in real life, when the medicine is prescribed to all the targeted population of patients affected by this rare disease. Indeed, we should consider the heterogeneity of disease expression, differences of weight/age/clinical manifestations, as well as the history of treatments taken by each patient and differences of social situation and patient ability to comply with the constraints imposed by the treatment itself.
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Therefore, there is a world of difference between what is observed in a clinical trials and what should be observed in a real-life study or in a proper effectiveness or relative effectiveness study. We need to be able to perform the appropriate post-marketing studies and collect the data that are needed to complete the assessment of the real value of the Orphan Drug. Regarding effectiveness, we need Members States to communicate with each other, to coordinate and agree on: -the main questions they have, -the level of evidence they need, -the type of study design to collect this data which they would consider acceptable. Based on the data generated, an assessment of real clinical added-value becomes possible. This relates again to pricing & reimbursement, based on the generated data. 4/ Doctors and health care professionals would then be able to use these Common Assessment Reports, including revised Common Assessment Reports on the Clinical AddedValue of Orphan Drug, to make their decision on prescription, based on a reference document. This document would provide the information on what is the right place of an orphan medicine in the therapeutic strategy of a rare disease and what is considered to be the good use of this medicine. An informed decision could then be made to prescribe, or not, a medicine (regimen, dosage), or to stop prescribing it, etc. 5/ Patients & their relatives would have access to the same information about the clinical added-value of the orphan drug and its place in the therapeutic strategy of their rare disease. Patients would also need to accept that prescription of a medicine should be discontinued when they are no clear signs that they are responsive to the treatment. Taking a medicine which does not seem to work, may have the opposite effect on a patient, with adverse affects or negative long-term impact. It may even imply that the patient will miss a chance in the future when a new clinical trial or treatment comes up – as the patient will not be naive anymore or his organ function may have deteriorated due to the misuse of the previous medicine.
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The CAVOD proposal is a tool to: ‐



Improve access to orphan medicinal products in a timely manner for all patients whatever their geographical situation in EU.



‐



Gather the expertise at the European level to share information, experience, skills, concerns, expectations, between all concerned parties – in particular COMP, CHMP, HTA bodies, payers/MEDEV- as well as medical experts, patient representatives and sponsors, at the most relevant place to perform these tasks: the European Medicines Agency ( EMA).



The Policy principles are already validated, voted, publicised at the EU level: ‐



The EU Regulation on Orphan Drugs in 1999, voted by the European Parliament and the Council & Implementing Rules in 2000 issued by the Commission



‐



The EU Pharma Forum / Guiding principles “Improving Access to Orphan Medicines for all affected EU Citizens”: CAVOD, Conditional Pricing & Reimbursement, adopted by the Council in December 2008, which has involved all Member States (including the payers involved in the WG Pricing) and representatives of industry and patients



‐



The “Commission Communication on Rare Diseases” issued by the Commission in November 2008, and adopted by the European Parliament Council, Economic & Social Council, after a large and successful Public Consultation



‐



The “Council Recommendation for Action in the field of Rare Diseases” adopted unanimously by the European Council in June 2009



‐



National Plans in all MS, by 2013



... What more do we need too agree on, now that the policy principles have been debated, validated and adopted at the highest political level? We have a clear proposal on how to bridge the gap between the EU centralised regulatory procedure of medicines with OD status + Safety and Efficacy for MA and the national decision making process / subsidiarity / pricing and reimbursement: this bridge is made up of the scientific & medical data at the time AND after Marketing Authorisation on the clinical added-value of the OD – or Effectiveness or Relative Effectiveness. And this is linked to coverage / reimbursement based on value and data generated.
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It can be implemented now, based on the following documents: ‐



EURORDIS – Proposal to translate the agreed political principles into concrete actions / a proposal



‐



EBE (EFPIA)- EuropaBio – Recommendations & Suggestions



We agree on the key principles for the implementation of the CAVOD.



What are the key remaining issues? ‐



Effectiveness, EU Collaboration and which institution should be in charge? There is a large debate on Effectiveness and Relative Effectiveness in the EU and on Comparative Effectiveness in the USA. This was one of the main outcomes of the EU Pharmaceutical Forum and a central item of the Swedish Presidency of the EU. Everybody agrees on the need to perform such studies to further improve the use of medicines and to regulate the healthcare costs of medicines, based on the value of these medicines in real life, and not only on clinical trial data. There is a consensus to go forward. However, a heated debate is taking place over which institution should be in charge: the European Medicines Agency or the EUnetHTA / the future Joint Action on HTA. EURORDIS may have an opinion in this debate and will make it public in due time, but we certainly do not want this broad debate to overshadow our objectives on CAVOD. The European Medicines Agency does not need a new mandate to implement CAVOD. Their current mandate provides sufficient flexibility for that, including an article that can be activated by the Commission on a simple decision. Moreover, CAVOD is not the implementation of future potential decisions on a EU centralised assessment of medicines effectiveness; CAVOD is an application of existing decisions from the EU Regulation on ODs, the Commission Communication and the Council Recommendation on Rare Diseases, etc. The European Medicines Agency, and the COMP in particular, are already performing the assessment of Significant Benefit.



‐



What scope? The CAVOD proposal is meant to be specific for ODs only. The EU Orphan Drug Regulation and all the recent policy elements mentioned above constitute the tool-kit foreseen to solve the different problems of ODs: rarity of expertise, of patients and of resources. Thus, in the context of this already highly regulated area at EU level, also providing European economic incentives, it is logical and natural to identify further
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solutions at EU level, like the CAVOD proposal. Therefore, the European Medicines Agency, the HTA bodies, plus all other concerned parties are expected to learn to work together in the context of the envisaged new Working Party. ‐



Who should be in the Working Party? Certainly representatives of the COMP, the CHMP, the EUnetHTA network, the MEDEV, with regular consultation of their respective members, of the concerned patient organisations and medical experts. Oral hearing of companies should be systematic, especially to develop a widely agreed “road-map” for post-marketing studies.



‐



How and where to establish the Working Party? The European Medicines Agency is now at the DG SanCo. DG SanCo has been very supportive of the CAVOD proposal in the Commission Communication and in the Council Recommendations on Rare Diseases, in particular at the level of the Unit C2 in charge of RDs. It is not necessary to blame DG Enterprise who has been supportive in the context of the Working Group Pricing of EU Pharma Forum, but who hesitated in implementing the proposal because of the broader political debate on effectiveness. Today, there is already a new collaboration of the EMA with the HTA bodies on effectiveness, and because of the transfer of the Agency to DG SanCo, there is no more need for a specific Call for Tender to establish the new working Party. We just need DG SanCo’s decision, followed by clear instructions and a mandate to EMA.



‐



What should be in the report? The report should contain a non-binding common assessment of CAVOD + agreed “road map”, or Benefit Management Plan, with the sponsor. The report should be regularly updated to include the data generated by the implementation of the road map. The report should be shared with the MS for consultation, which are then expected to agree on the final common assessment.
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The liaison with the Members States could be ensured through adequate measures in the National Plan on Rare Diseases of Members States, by 2013. These measures should be: (a) a commitment to take part in the CAVOD Working Party; (b) a commitment to use the CAVOD report as a basis for their national pricing & reimbursement decisions; (c) a commitment to contribute to and follow the agreed road maps for postmarketing research or Benefit Management Plans; (d) a commitment to promote conditional pricing & reimbursement for ODs. We are already developing these recommendations in the context of the EUROPLAN Project and are working closely with the rare disease national alliances. All the members of the COMP, of the EU Pharma Working Group Pricing, as well as all the members of MEDEV could be spokespersons for these measures in their respective countries. Last, but not least, the EU Committee of Experts on Rare Diseases will play a crucial role in promoting and following up the coordination of these measures. In short, DG SanCo had already set aside in its Work Programme 2010, the budget for the creation of the CAVOD Working Party - in the form of a Call for Tender. Today, a Call for Tender is not necessary anymore since the European Medicines Agency is in the remit of DG SanCo, so we are just waiting for DG SanCo’s decision to instruct the European Medicines Agency to implement the CAVOD!



Thank you.
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Mrs WILLS HUGHES-WILSON Senior Director, Health Policy Europe at GENZYME, Belgium EBE/EuropaBio Orphan Drug Task Force Wills Hughes-Wilson is Senior Director, Health Policy Europe at Genzyme. She joined Genzyme in September 2005. In this function, Wills is responsible for EU and European public policy and public affairs for Genzyme. She leads and coordinates European activities, working with a network across the company and is active on a range of issues of importance to the company and its patients, including tissue- and cell-therapy product legislation and orphan medicinal products as well as market access issues and the future of the EU frameworks relating to this field. Prior to joining Genzyme, she was Executive Manager at the Emerging Biopharmaceutical Enterprises (EBE), a specialised group of the European Federation of Pharmaceutical Industries & Associations (EFPIA) representing the interests of biotechnology companies in Europe. Previously, she worked at the veterinary medicines industry, representing manufacturers of veterinary pharmaceuticals towards the EU institutions and stakeholders. She has also worked at Ernst & Young Consulting, advising US organisations from a variety of different industry sectors, including automotive, telecommunications and information technology, on managing EU affairs and interest representation. Wills graduated in Law from the University of Durham in the UK.



Contact details: [email protected] Tel. +32 (0)2 714 17 46
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CAVOD: the industry’s industry s point of view Which principles from the proposal for CAVOD does industry support? Eurordis European Round Table of Companies (ERTC) Paris, 11 December 2010 Wills Hughes-Wilson Senior Director Health Policy Europe, Genzyme
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The problem (1) Treatment approved: - unique or significant benefit BUT Small number of patients in Clinical Trial



Small number of p patients in Clinical Trial = “not enough data to reimburse”



Governments: • We need to know that what we are asked to pay for is something that works b f before we reimburse i b it Sponsor: • We need to develop the data but how to do it with no market access? EMEA / European Commission: • Single EU Marketing Authorisation but 27+ different in-use follow up plans? Patients: • Why can we not get access to an approved treatment?
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The problem (2)



We give it a Single EU Marketing Authorisation… Let’s pool our scattered expertise…



BUT…



…says the product is good, it works k & offers patients a proven benefit



…but now we are not so sure. Could you do some more studies, please?



CAVOD & the new proposals: A solution?



• Task 2: Annex / “Roadmap” – minimum data set required to continue reimbursement • Stakeholders: • What do Member States want / need to see? • What is realistic for sponsor to • Task 1: Clinical Added develop Value Report prepared • Role & involvement of patients by Committee @ EMEA • Treating physicians • Composition = orphan • Methodology experts • Timelines • Composition = reflect questions 60-90 60 90 days



Timeline to be decided: rarity, etc. Centres of Expertise = vital element



(Re-) evaluation



Increasing knowledge…



CHMP Positive Opinion



Commission Marketing Authorisation Patients get access



Sponsor gathers in-use data Discussion with Member States
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It acknowledges that rarity is the issue • • • •



Patients are rare Data about the treatment in development is rare People with expertise are rare Understanding of the specifics of the orphan h system t is i rare



And seeks to address it



How can we get stronger?



By working together!
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What do we like about it? 1. 2 2. 3. 4. 5. 6 6. 7. 8. 9.



Its goals & objectives It fits fit with ith the th political liti l climate li t It uses what’s already there… …but does not interfere Seeks to build up knowledge Has a clear process Is inclusive Member State involvement Seeks to address all the key issues



1. Its goals & objectives •



It seeks to facilitate access - In the mandate



•



Has identified the key challenges - Scattered expertise - Lack of knowledge



•



Is a scientific assessment of clinical added value • not Health Technology Assessment (HTA)



•



It applies to Orphan Drugs (only)
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2. It fits with the political climate •



Fits well with current policy activities & actions - Rare diseases – EU Communication & Council Recommendation - Non-rare diseases – EPAR+



•



Builds on previous policy “red-threads” - E.g., High Level Pharmaceutical Forum



3. It uses what’s already there… •



Data • Existing scientific reviews • “Bundle” existing knowledge & data • Not ask for more at time of MA



•



Process – expert network / Agency - EMEA: existing system of collaboration between Member State experts in RD - Rules are there: confidentiality, etc. - Systems are already developed - & functioning
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4. …but does not interfere •



Is de de-coupled coupled from the Marketing Authorisation process • Will not impact MA timing



•



Has clear timelines • Part 1 – @ time of MA • Part 2 – in-use data gathering happens afterwards



5. Builds up knowledge in-use •



Avoids Member State duplication - Collation rather than 27 different plans



•



Case-by-case basis - Not a firm requirement



•



•



Carefully constructed involvement of expertise & stakeholders - According to condition in question - Patients, treating physicians, sponsor Common Assessment Report updated
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6. Has clear processes •



Timelines: who does what & when - Clear timelines for 1st part - Flexible timelines for 2nd part – takes heterogeneity into account, realistic



•



Regular update - Build experience up as going along



•



It’s not forever (…unless it works?) • For a “trial period” only – try it & then evaluate if it actually works



7. Is inclusive •



In development… - Stakeholders have been involved since the beginning (1 year) - Including industry ☺



•



…and in the process itself - Foresees involvement of patients, treating physicians, Member States, industry - In both parts (EMEA & after)



-



Appeal process Part 2 (Annexe)
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8. Member State involvement • •



• • •



Key to success N ti National l plans l should h ld state t t th thatt the MSs intend to use the Reports to facilitate access MSs base their post-MA requirements on 2nd Part (“Annex”) ( Annex ) MSs promote uptake by conditional pricing & reimbursement Support of some MSs already?



9. It seeks to address all key issues • • • • • • • •



Carefully yp prepared p Simple & straightforward Grounded in reality Uses what’s there Well-thought-through Flexible Comprehensive & thorough And…it could address the issues
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The problem – solved? Treatment approved: - unique or significant benefit Acknowledging just small number of patients in Clinical Trial



Small number of p patients in Clinical Trial = “maybe not enough data yet to make definitive reimbursement decision… …but we have a plan”



Governments: Get to know that what they are asked to pay for is something that works Sponsor: Get realistic timeline, methodology to develop in-use data with wider patient access (big companies & SMEs) Patients: Get immediate access to an approved treatment



The problem – solved?



We give it a Single EU Marketing Authorisation… Let’s pool our scattered expertise…



One, single follow-up Plan …says the product is good, it works k & offers patients a proven benefit



We all have a point of view on what studies might be needed …here’s a consolidated view
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Critical Success Factors



1. Clear mandate = to facilitate timely access 2. Should not add additional time or hurdles 3. Composition of the evaluator group – must be expertise- / relevance-based 4 Member States would need to engage with 4. the process / take note of the evaluations



What do we like about it? 1. Its goals & objectives 2 It fits with the political climate 2. 3. It uses what’s already there… 4. …but does not interfere 5. Seeks to build up knowledge in use 6. Has a clear process 7 Is 7. I inclusive i l i 8. Member State involvement 9. Seeks to address all the key issues 10. It’s possible…!
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Unlocking access in the Member States



?



CAVOD



EU High Level Pharmaceutical Forum – October 2008 Acknowledged the challenges in the field of orphan drugs & proposed 4 elements to address them November 2008 EU Commission Communication on Rare Diseases: Europe’s Challenges Recognition & Visibility of Rare Diseases



June 2009 Council Recommendation on a European Action in the Field of Rare Diseases National Plans for Rare Diseases Definition, codification & inventorying



Develop European Cooperation & Improve Access to High-Quality Healthcare for Rare Diseases International Cooperation



Research Centres of Expertise & Reference Networks Gathering expertise at European level Empowering patients’ organisations



Governance & Monitoring



Sustainability
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EU High Level Pharmaceutical Forum – October 2008 “Something needs to be done about orphan drugs”



November 2008 EU Commission Communication on Rare Diseases: Europe’s Challenges



June 2009 Council Recommendation on a European Action in the Field of Rare Diseases



“We will set up a working party with Member States”



Develop European Cooperation & Improve Access to High-Quality Healthcare for Rare Diseases



“We will work together”



Gathering expertise at European level



10. It’s possible! • • •



Been jointly developed & it’s “d bl ” “do-able” Relatively straightforward / “nothing new” Rules that can be changed - Agency “under under same roof” roof now…easier? now easier?



•



Call for Tender - Foresees getting started & seeing how it works…?
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You don’t HAVE to use it, but it’s there if you want to use it…



How to bridge this gap? CAVOD?



Thank you!
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Dr. KEVIN LOTH Director of External Relations for Celgene Europe Kevin Loth is the Director of External Relations for Celgene Europe. His responsibilities include developing relationships with patient organizations and ensuring that the views of patients are understood and well represented within Celgene. Prior to joining Celgene, Kevin was at Novartis for seven years, responsible for European Government Affairs. Prior to joining the pharmaceutical industry Kevin was a public health epidemiologist in the UK National Health Service. Kevin has a PhD from Imperial College, London and an MBA from Manchester Business School. With a passion for fly fishing, rugby and cooking, he spends most of his free time with his three young children and his wife. Contact details: [email protected] Tel. +44-1753 240 620
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CAVOD: Industry Concerns Kevin Loth, Director External Relations, Celgene Europe. ERTC, 11 December 2009, Paris



Background….HTA, the 4th Hurdle “The industry [and patients] has to accept that just b because new d drugs are lilicensed dd does nott mean that the health service wants or needs to buy them.” Professor Michael Rawlins Chairman of NICE



1/14/2010



2
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Background…..many hurdles



1/14/2010



3



Background…..many approaches to price/reimbursement/access Regional markets



National market



Hybrid markets



• Immediate launch following marketing approval



• Applications and negotiations required for pricing and reimbursement



• Applications and negotiations required for pricing and reimbursement



• National pricing and reimbursement decision



• National pricing and reimbursement decision



• No other access hurdle - some controls on substitution and prescribing



• Access determined through formulary inclusion at the regional level



• Free pricing • Automatic reimbursement for all drugs except those on negative list • Access determined by recommendations from HTA assessment and at the local level



1/14/2010
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Against this background….concerns on how CAVOD will influence this process • Will CAVOD address fundamental reasons for delays and variations in access – any evidence? • CAVOD may create another EU ‘hurdle’ to patient access. • Doubt national/regional/local payers accept CAVOD. • Does ‘no’ mean ‘no’ and ‘yes’ mean ‘maybe.’ • How will CAVOD address retrospective access issues – voluntary process? • Underestimate complexity and time required to agree ‘roadmap’ – see paediatric investigation plan model



1/14/2010
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Specific Comments • Need compilation by experts at time of launch not an ‘opinion’ launch, opinion of a standing working party • Delaying publication of CAVOD until MA may delay price and reimbursement discussions in some markets (e (e.g. g NL) where these discussions can begin at CHMP decision



1/14/2010
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Specific Comments • The ‘agreed coordinated national post-marketing requirement’ should be entirely separate; prepared post-approval t l with ith th those experts t and dM Member b St States t committed to implementation • Underestimate time and process required to agree a post-approval plan – see paediatric investigation plan analogy. • There is real danger that Member States will delay or severely limit access until these measures are agreed or results are published – will be highly price/volume sensitive.



1/14/2010
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Conclusions • Agree something must be done to continuously improve patient access • Agree that all available information that might aid price/reimbursement process should be compiled at launch • Sceptical if this will equate to an effective ‘objection handler’ for payers – whose main concern is budget impact • Post-marketing ‘roadmap’ highly complex, should be voluntary to incorporate past approvals and should involve only those committed to implementation 1/14/2010
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HANS-GEORG EICHLER, M.D., M.Sc. Senior Medical Officer, EMEA Hans-Georg Eichler, M.D., M.Sc., is the Senior Medical Officer at the European Medicines Agency in London, United Kingdom, where he is responsible for coordinating activities between the Agency’s scientific committees and giving advice on scientific and public health issues. Dr. Eichler is a former member of the Agency’s Committee on Orphan Medicinal Products and Scientific Advice Working Party. Prior to joining the European Medicines Agency, Dr. Eichler was at the Medical University of Vienna in Austria for 15 years. He was vice-rector for Research and International Relations since 2003, and professor and chair of the Department of Clinical Pharmacology since 1992. His other previous positions include president of the Vienna School of Clinical Research and co-chair of the Committee on Reimbursement of Drugs of the Austrian Social Security Association. His industry experience includes time spent at Ciba-Geigy Research Labs, U.K., and Outcomes Research at Merck & Co., in New Jersey. Dr. Eichler graduated with an M.D. from Vienna University Medical School and a Master of Science degree in Toxicology from the University of Surrey in Guildford, U.K. He trained in internal medicine and clinical pharmacology at the Vienna University Hospital and Poison Control Centre, as well as at Stanford University. Publications: Over 230 original articles in peer reviewed journals, several other papers,chapters in books, etc. A list is available upon request. Contact details: [email protected]
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What role for the European Medicines Agency in the evaluation of the Relative Effectiveness of Orphan D Drugs? ? Paris, 11 December 2009 Hans-Georg Eichler European Medicines Agency An agency of the European Union



Agenda • To what extent is “Significant Benefit” of Orphan Drugs (OD) an assessment of “Clinical Added Value” or “Relative Effectiveness“ ? – Terminology – Methodology – levels of evidence • What role for EMA in the evaluation of the Relative Effectiveness” Effectiveness of ODs “Relative – Public report on Significant Benefit – Interaction with HTA bodies – CAVOD assessment with a working party 2
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Agenda • To what extent is “Significant Benefit” of Orphan Drugs (OD) an assessment of “Clinical Added Value” or “Relative Effectiveness“ ? – Terminology – Methodology – levels of evidence • What role for EMA in the evaluation of the “Relative Relative Effectiveness” Effectiveness of ODs – Public report on Significant Benefit – Interaction with HTA bodies – CAVOD assessment with a working party 3



Definitions: Efficacy: The extent to which an intervention does more good than harm under ideal circumstances. Relative efficacy: …, compared to one or more alternative interventions. Effectiveness: The extent to which an intervention good than harm under the usual does more g circumstances of health care practice. Relative effectiveness: …compared to one or more intervention alternatives… High Level Pharmaceutical Forum; Final Report, 2 October 2008
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Health Technology Assessment Cost consequence



RE Health outcomes



5



Ref: http://ec.europa.eu/pharmaforum/docs/rea_data_en.pdf
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focus on preferences, supports resource allocation



focus on external validity, addresses “efficacyeffectiveness gap”



Ref: http://ec.europa.eu/pharmaforum/docs/rea_data_en.pdf



7



More Definitions… Relative efficacy (effectiveness): The extent to which an intervention does more good than harm under ideal circumstances (usual care), compared to one or more alternative lt ti interventions. i t ti Significant Benefit: is a clinically relevant advantage or a major contribution to patient care. Added Therapeutic Value: A new medicinal product can be said to have added therapeutic value if sound clinical data show that it offers patients better efficacy, and/or better safety and/or simpler administration, than existing alternatives* *Website: Bureau Européen des Unions de Consommateurs
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More Definitions… Relative efficacy (effectiveness): The extent to which Please, takean the intervention does more good than harm under ideal patient’s (caregiver’s) circumstances (usual care), compared to one or more perspective – which, which alternative lt ti interventions. i t ti



by the way, Significant Benefit: is a clinically relevant advantage or a comprises QoL major contribution to patient care.



aspects



Added Therapeutic Value: A new medicinal product Where is can thebe said to have added therapeutic value if sound clinical data difference? show that it offers patients better efficacy, and/or better safety and/or simpler administration, than existing Does COMP perform alternatives* RE/CAV assessment? *Website: Bureau Européen des Unions de Consommateurs
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Agenda • To what extent is “Significant Benefit” of Orphan Drugs (OD) an assessment of “Clinical Added Value” or “Relative Effectiveness“ ? – Terminology – Methodology – levels of evidence • What role for EMA in the evaluation of the Relative Effectiveness” Effectiveness of ODs “Relative – Public report on Significant Benefit – Interaction with HTA bodies – CAVOD assessment with a working party 10
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Toolkit for RE/SB/CAV-assessment Active-controlled superiority- showing RCT Randomised information



Two-arm non-inferiority-showing RCT Active- and placebo-controlled RCT Pragmatic Clinical Trial



Nonrandomised information



Common reference indirect comparison (network meta analysis) Observational studies 11



no treatment (placebo)



standard of care



experimental drug



5300



350



12



Eichler et al, Nature Rev Drug Disc 2010
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Toolkit for RE/SB/CAV-assessment Active-controlled superiority- showing RCT Randomised information



Two-arm non-inferiority-showing RCT Active- and placebo-controlled RCT Pragmatic Clinical Trial



Nonrandomised information



Common reference indirect comparison (network meta analysis) Observational studies 13



Common reference indirect comparison (network meta analysis) Goal: compare p A ((standard of care)) vs. B ((new)) in absence of a direct head-to-head trial Approach: combine results from RCTs: A vs C and B vs C (C= e.g. placebo) Problems: • synthesis th i across trials t i l nott randomized d i d • adjustment for confounders adequate? But: may be the best possible option in a rare condition 14
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Where to set the evidence barrier? A (standard of care) 40% success



Unselected patients B (new drug)



40% success



“Having a second option available is a benefit in itself” “A new mechanism of action may benefit a different group of patients”.



15



Where to set the evidence barrier? Take at face value or request dedicated trial? Responders A (re-randomised)



Treatment A Non-responders Non-tolerators



R B (new drug) 16
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Levels of “explicitness” of RE/SB/CAV assessment (not the same as level of evidence!) 1. Y 1 Yes/No /N d decision i i ((no ffurther h explanation) l i ) 2. Qualitative/Descriptive assessment (what) 3. Quantitative/formal assessment (indirect comparison, how much of what?) 4 “Comprehensive” 4. “C h i ” quantitative tit ti assessmentt (include HRQOL; e.g. “net added value of 0.2 QALYs”)



Desirable is not same as doable



17



Agenda • To what extent is “Significant Benefit” of Orphan Drugs (OD) an assessment of “Clinical Added Value” or “Relative Effectiveness“ ? – Terminology – Methodology – levels of evidence • What role for EMA in the evaluation of the Relative Effectiveness” Effectiveness of ODs “Relative – Public report on Significant Benefit – Interaction with HTA bodies – CAVOD assessment with a working party 18
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Agenda • To what extent is “Significant Benefit” of Orphan Drugs (OD) an assessment of “Clinical Added Value” or “Relative Effectiveness“ ? – Terminology – Methodology – levels of evidence • What role for EMA in the evaluation of the “Relative Relative Effectiveness” Effectiveness of ODs – Public report on Significant Benefit – Interaction with HTA bodies – CAVOD assessment with a working party 19



Transparency of “significant benefit” (SB) assessment in the context of orphan drugs The closest EMA gets to (formal) assessment of Relative Efficacy Issue: Lack of information on the grounds for significant benefit at time of marketing authorisation 20
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Transparency of “significant benefit” (SB) assessment Solution: dedicated document on SB by COMP: • Nature of SB (what kind of benefit? which endpoint, e.g. PFS) • Better than what (Comparator) • Magnitude of SB (Effect size, e.g. x months) • Uncertainty around SB estimate (e.g. Conf. Interval) Effective Jan 2010



21



Agenda • To what extent is “Significant Benefit” of Orphan Drugs (OD) an assessment of “Clinical Added Value” or “Relative Effectiveness“ ? – Terminology – Methodology – levels of evidence • What role for EMA in the evaluation of the Relative Effectiveness” Effectiveness of ODs “Relative – Public report on Significant Benefit – Interaction with HTA bodies – CAVOD assessment with a working party 22
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EMA’s new (!) mandate to initiate dialogue with payers in EU: High Level Pharmaceutical Forum, Final Report (2008): “…Member States, with the involvement of the European Medicines Agency, should continue their efforts to consider how European Public Assessment Report[s …] can further contribute to relative effectiveness assessments..” 23



Next steps Near-term: Official dialogue g on “presentation p of data” Goal: improved EPAR’s (and SB reports) Procedure: HTA-working group established at EMA (12 individuals: CHMP CHMP-, COMP-members, COMP members EMA staff) Who is our partner ? Joint Action on HTA, (EUnetHTA); (WP 5&6)
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Agenda • To what extent is “Significant Benefit” of Orphan Drugs (OD) an assessment of “Clinical Added Value” or “Relative Effectiveness“ ? – Terminology – Methodology – levels of evidence • What role for EMA in the evaluation of the “Relative Relative Effectiveness” Effectiveness of ODs – Public report on Significant Benefit – Interaction with HTA bodies – CAVOD assessment with a working party 25



EURORDIS proposal […] for the establishment [at EMA] of a working party for the scientific assessment of CAVOD



• Is it worth it? • Is it doable at the EMA - content? (recs.11-18; data availability, expertise) • Is it doable at the EMA - resources? (recs.19-27; organisational set-up) • Do we have a political mandate, today? 26
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Rec 15: “Coordination of postmarketing research activities” Benefits



Risks



RCT s (in context of RCT’s conditional approval)



Spontaneous reporting



Payers requirements: (pay-for-performance, coverage with evidence development) Æ relative (comparative) effectiveness



Active surveillance RMP’s: registers observational studies (eMedical Records) RCT’s, LST’s



“27 + 1”? or integrated assessment of clinical outcomes (the good and the bad) Æ relative effectiveness



27



EURORDIS proposal […] for the establishment [at EMA] of a working party for the scientific assessment of CAVOD



• Is it worth it? • Is it doable at the EMA re. content? (recs.11-18; data availability, expertise) • Is it doable at the EMA re re. resources? (recs.19-27; organisational set-up) • Do we have a political mandate, today?



Yes Yes ? No 28
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Thank you!



29
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Mrs MARY DUNKLE Vice President of Communications for NORD, USA Mary Dunkle is Vice President of Communications for the National Organization for Rare Disorders (NORD), with responsibility for NORD’s website, publications, educational programs, and research program. She has been a member of the NORD staff for 10 years. Before joining NORD, she was Assistant Director of Public Relations for Pennsylvania State University and manager of Penn State’s award-winning News Bureau. In that position, she wrote about research being conducted by Penn State faculty members and potential benefits of both basic and applied research. Mary has also been a senior writer for Greenwich Hospital and Director of Public Relations for Danbury Hospital, both in Connecticut, USA. Contact details: [email protected] Tel. +1. 203 744 0100
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U.S. Perspective on OMP and Relative Effectiveness December 11, 2009 Mary Dunkle, VP of Communications [email protected] @ g



Phone 203.744.0100 Fax 203.798.2291 Address 55 Kenosia Avenue, P.O. Box 1968 Danbury, CT 06813-1968 rarediseases.org



NORD’s Position on Health Care Reform ƒ Letters to Congress and President Obama urging



comprehensive health care reform ƒ “Don’t let the perfect be the enemy of the good” ƒ Affordable, meaningful health insurance coverage for every American ƒ Failure to pass long-overdue legislation would be devastating for people with rare diseases
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NORD: Reform Must Include Four Basic Principles ƒ Prohibit insurance companies from denying coverage, or



charging more, because of pre-existing conditions ƒ Protect patients against catastrophic out-of-pocket costs and annual or lifetime caps ƒ Prohibit insurers from canceling coverage as result of medical diagnosis ƒ Include I l d ttax credits dit and d other th di directt fi financing i tto assure that lower and middle income patients can afford coverage



Comparative Effectiveness is Key Question in Health Reform ƒ Intent is to improve outcomes and lower costs by



comparing effectiveness of therapies and medical tests ƒ The major Congressional health reform proposals have included creation of comparative effectiveness research (CER) centers ƒ The various proposals (Senate Finance Committee, S Senate t HELP Committee, C itt House H off Representatives R t ti bill) have differed in how CER would be implemented
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This year, CER has become a “hot-button” topic in the U.S. ƒ Some CER research has been done in past by NIH and



Agency for Healthcare Research and Quality (AHRQ) ƒ In the spring of 2009, the American Recovery and Reinvestment Act dedicated $1.1 billion to comparative effective research, much of it to be allocated through AHRQ and NIH ƒ The Th American A i Medical M di l Association A i ti and d other th leading l di professional societies have expressed support for certain basic tenets of CER but concern that the goal must be better medicine, not just cheaper medicine



CER, when used appropriately, may provide advantages ƒ Improvement in health care quality and outcomes ƒ Generation of essential information about cost and



benefits ƒ Allowing patients and clinicians to review results and make informed health care decisions ƒ Reduction in health care spending and substantial cost savings i
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However, NORD has also expressed concerns about CER ƒ One-size-fits-all approach doesn’t take into account



individual variation in response to treatments ƒ Comparison needs to be on basis of clinical outcomes, not cost ƒ Unique and ongoing needs of rare disease patients require access to specialists and highly specialized th therapies i ƒ Insurance coverage must not be denied for off-label use of treatments that haven’t compared well with other products for prevalent diseases



NORD Outlined Its Position in October 2009 Letter to Congress ƒ “…we are writing to express our support for the



comparative effectiveness research (CER) protections for rare disorders” in the Senate Finance Committee proposal ƒ This letter was submitted in partnership with the Alpha One Association and Hemophilia Federation of America ƒ NORD and its partners urge that any proposal should i l d aR include Rare Di Disease R Review i P Panell and dR Rare Di Disease Ombudsman
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NORD Position (cont.) ƒ The Rare Disease Review Panel should include experts



on rare diseases in general and on the specific rare diseases in question when CER studies of orphan therapies are evaluated ƒ NORD supports the designation of the Director of the NIH Office of Rare Diseases Research as the Rare Di Disease O Ombudsman b d tto representt patients ti t ƒ NORD believes the special advisory panel and ombudsman are important to ensure that the unique needs of patients with rare disorders are recognized



Related Areas of Interest from Partners in Progress Summit ƒ Seeking systemic solutions, “not a series of one-offs”, to



provide tools all partners need: Francis Collins, MD, PhD ƒ Seeking to “de-risk” orphan product development (i.e., natural histories for rare diseases, patient recruitment, identify needed changes in FDA policies and procedures) ƒ Promoting public-private collaboration (government, i d t academia, industry, d i and d patient ti t groups)) ƒ Support increased funding for NIH and FDA ƒ Assuring patient access (off-label reimbursement, no lifetime insurance caps)
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Useful Documents



y EURORDIS Proposal for the Practical Implementation of Policy Principles to Improve Access to Orphan Drugs in the EU (CAVOD) y How can cooperation at EU level facilitate national decisions and improve access to orphan drugs? y CAVOD signatories from industry y EBE-EuropaBio Task Force Paper on Access to Orphan Drugs y Guiding Principles of the European Pharmaceutical Forum:"Improving access to orphan medicines for all affected EU citizens"
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EURORDIS Proposal for the Practical Implementation of Policy Principles to Improve Access to Orphan Drugs in the EU



September 2009
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EXECUTIVE SUMMARY & CRITICAL SUCCESS FACTORS It has been acknowledged over recent years that, while the EU Orphan Drugs Regulation 141/2000 has stimulated research and development of orphan medicinal products in the EU, equitable and timely access to approved Orphan Drugs for rare diseases patients remains an issue. As underlined by the final conclusions and recommendations on Pricing & Reimbursement of the EU High Level Pharmaceutical Forum, “effective market access and utilisation vary strongly between and within Member States”. To address this issue, several policy documents (the EU High Level Pharmaceutical Forum conclusions and recommendations: “Improving Access to Orphan Medicines for all affected EU citizens”, the Commission Communication on “Rare Diseases: Europe’s Challenges” and the Council Recommendation on a European Action in the Field of Rare Diseases) have recently called for an increased cooperation between EU level authorities and Member States in order to improve access to Orphan Drugs for people living with rare diseases. In fact, as acknowledged by the Pharmaceutical Forum conclusions, “the know-how to make the value assessment of Orphan Drugs is fragmented over national procedures within the Member States and their regions. The disconnection of national and regional processes from the knowledge and experience gathered upfront in the centralised processes does add to this fragmentation”. This situation generates detrimental delays in the national decision-making process aimed at making Orphan Drugs available to patients on national markets. Faced to this major challenge, interested parties - from the patients and industry arena, as well as EU and national decision-makers - have identified the creation at the EMEA of a Working Party for the assessment of the clinical added value of Orphan Drugs as being a key instrument for an increased collaboration between Member States and EU-level authorities. This collaboration is needed to overcome the specific bottleneck created by scarce, uneven and fragmented expertise on Orphan Drugs at national level. Gathering expertise at EU level for the assessment of the clinical added value of Orphan Drugs would allow timely production of well-informed opinions which will reduce the information deficit for the national Pricing & Reimbursement decisions and lead to nonbinding Common Assessment Reports on the clinical added value of Orphan Drugs based on improved information. The objective of the collaboration on the common assessment of the clinical added value is to “facilitate the national pricing and reimbursement decisions” and has the only objective to “minimise delays to access Orphan Drugs for rare disease patients”, while fully respecting national competences to make their pricing & reimbursement decisions within their respective healthcare and economic environment. The success of this newly proposed collaboration will depend on carefully, precisely and realistically defined role, mandate and composition of the Working Party. The link between the Working Party and the EU Member States needs to be explicitly stated. It has to be ensured that any newly created process does not interfere with the normal regulatory approval process as this might create additional delays in access to innovative therapies for patients, which would result in the exact opposite of the desired intent.
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This EMEA Working Party is specifically intended for the highly distinct field of rare diseases. The methodology of work for the common scientific assessment of the clinical added-value of Orphan Drugs will be performed using the state-of-the-art consensus on relative efficacy and relative effectiveness. With this in mind, and with the shared goal of improving patient’s access, EURORDIS and the below-indicated companies and experts would like to suggest the following to the European Commission and the EMEA concerning the mandate of the Working Party, its composition, its role and how to perform it, its external outputs and the link between Member States and the external outputs, in order to secure an improved outcome compared to the current situation. The guiding principles crucial to the success of the implementation of the Commission Communication and Council Recommendation on Rare Diseases are: 1.



To facilitate Member States informed decisions by providing the fullest available set of scientific information available at the time of Marketing Authorisation in one single Assessment Report.



2.



To the use of the existing reviews of scientific data at the time of Marketing Authorisation and to make them available to Member States at the time of Marketing Authorisation. The Working Party will not ask for new information at the time of Marketing Authorisation but rather compile the existing evaluations that have been conducted by the COMP, the CHMP and/or the PDCO and the CAT. For this reason the Working Party must be established where the relevant knowledge and expertise is gathered: at the EMEA.



3.



The work of the Working Party must not add another hurdle, or any additional time to the process.



4.



There must be a commitment by the Member States - in their National Plans on Rare Diseases - to use the Common Assessment Reports on clinical added-value.



5.



The impact on patient access of the Working Party and the Scientific Assessment Reports should be subject to review after few years of implementation.



6.



This process is intended to apply to Orphan Drugs only, as listed on the EU Register of Orphan Medicinal Products. Orphan Drugs have the unique benefit of 10 or 12 years of Market Exclusivity, an EU incentive which does not exist for any other EU regulated products. Orphan Drugs are characterised by specific issues: the rarity of patients and the scarcity of knowledge and experts in this field.



The gathering of expertise at European level can also support the coordination of the national requirements for additional studies after Marketing Authorisation. However, the primary objective of the Working Party should be to gather and make available the results of the existing scientific review of all data available at the time of Marketing Authorisation. This would be already a huge step forward in sharing scientific evaluation outcomes with Member States, enabling them to make the best-informed decisions possible on Pricing & Reimbursement in a timely manner, to the benefit of patients.
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I1.



BACKGROUND & INTRODUCTION The EU High Level Pharmaceutical Forum 1 conclusions and recommendations – “Improving Access to Orphan Medicines for all affected EU citizens” – adopted by Member States on 2 October 2008 acknowledged that “the overall objective is to promote the sustainable development of valuable orphan medicines and to improve sustainable access to these medicines for all affected in the EU” (p1). This policy document calls for “exchange of knowledge amongst Member States and European authorities on the scientific assessment of the clinical added value of orphan medicines” (p4). “Such exchange could improve the flow of knowledge from EU-level authorities (e.g. EMEA Committees) to the Member States’ pricing and reimbursement authorities, in particular with knowledge gathered during the marketing authorisation procedures (quality, safety, efficacy), revision of the orphan designation criteria at the time of the marketing authorisation (significant benefit) and potentially the evaluation of paediatric use (paediatric investigation plans)” (p4). “Bundling the fragmented know-how to assess the clinical value of orphan medicines would allow the timely production of well-informed opinions, based on more data, shared information, experiences and in-depth discussion” (p4). “These collaboration could lead to non-binding common clinical added value assessment reports with improved information that facilitate the national pricing and reimbursement decisions, without pre-empting respective roles of the authorities” (p4). This policy document also calls to “establish early dialogue between companies and pricing and reimbursement authorities, including clinical value assessment authorities regarding orphan medicines in the pipeline and the future needs for these medicines” (p3). “It would offer an early occasion to discuss what clinical data would be required for later clinical added value assessments and pricing and reimbursement decisions” (p3). “Such dialogue might require an upfront coordination between Member States and the European authorities, in full respects of different competences, in order to jointly pass common messages to the individual companies” (p3). "The High Level Pharmaceutical Forum acknowledges the distinction between the scientific assessment of the relative effectiveness of medicinal products and health economic assessments of their costs and benefits. The aim of relative effectiveness assessment is to compare healthcare interventions in daily practice and classifying them according to their added therapeutic value". "It acknowledges the importance for Member States of exchanging information on their respective relative effectiveness assessment criteria, systems and activities in order to: i) consolidate the scientific evidence on relative effectiveness by collecting data, processes and conclusions reached at national level, for purpose of comparison, where appropriate; ii) facilitate the work of the pricing and reimbursement authorities by providing them with consolidated scientific evidence, and iii) inform health-care professionals and patients on the most effective medicines." "It endorses the working definitions on efficacy, relative efficacy, effectiveness and relative effectiveness [...] and calls the Member States to take these definitions into account when developing and implementing systems of relative effectiveness assessment."



2.



1



On 11 November 2008, the European Commission adopted the Communication from the Commission on “Rare Diseases: Europe’s Challenges”. In its “operational actions to develop European cooperation and improve access to high quality healthcare for rare diseases”, it identifies specific actions to improve “access to orphan drugs” (paragraph 5.3, p.6) as: “There are specific bottlenecks in access to orphan drugs through the decision-making process for pricing and reimbursement



http://ec.europa.eu/pharmaforum/
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linked to rarity; the way forward is to increase collaboration at the European level [...]. The Commission will set up a Working Party to exchange knowledge between Member States and European authorities on the scientific assessment of the clinical added value of orphan medicines. These collaborations could lead to nonbinding common clinical added value assessment reports with improved information that facilitate the national pricing and reimbursement decisions, without pre-empting respective roles of the authorities”. 3.



On the same date, 11 November 2008, the Commission has adopted a Proposal for a Council Recommendation on a European Action in the Field of Rare Diseases, which has been adopted by the Health Council on 9 June 2009. In the recommendations to Member States, there is a specific chapter on “gathering the expertise on rare diseases at the European level” (Chapter 5) with a specific action on orphan drugs (5): “Sharing Member State’s assessment reports on the therapeutic or clinical added value of orphan drugs at Community level, where the relevant knowledge and expertise is gathered in order to minimise delays in access to orphan drugs for rare disease patients”.



The success of this proposed Working Party and assessment reports depend entirely on: ! A carefully, precisely and realistically defined role, mandate, composition and functioning of the Working Party to be in charge of the scientific assessment of the clinical added value of orphan drugs; AND ! An explicitly stated link between these reports at EU level and the Member States. With this in mind, and with the shared goal of improving access, EURORDIS and the belowindicated companies and academic leaders in the field of orphan drugs would like to put forward the following proposals to the European Commission, EMEA and Member States.



II-



PROPOSAL TO THE EUROPEAN COMMISSION AND EMEA FOR THE ESTABLISHMENT OF A WORKING PARTY FOR THE SCIENTIFIC ASSESSMENT OF THE CLINICAL ADDED VALUE OF ORPHAN DRUGS



1.



Recommendation 1: The Working Party should be created as soon as possible with the clear aim to reduce delays in accessing EU-approved orphan drugs. It is an essential measure foreseen by the Commission Communication, the Council Recommendation and the adopted outcomes of the EU High Level Pharmaceutical Forum. Patients, healthcare professionals, biopharmaceutical companies and policymakers alike are waiting for this opportunity to address the main challenge of orphan drug policy in the EU.



2.



Recommendation 2: The Working Party should be created at the EMEA. All the scientific data are already available from the EU centralised regulatory procedures through the COMP, CHMP, PDCO and CAT. All the relevant knowledge and expertise is built up during the Scientific Advice, Protocol Assistance and Post-Marketing studies. Through these procedures, the scientific and medical expertise on Orphan Drugs in the EU is gathered at the EMEA. The Agency has more than 10 years of experience in pooling together the limited expertise of Member States on Orphan Drugs and is, therefore, the best place to situate the Working Party. It has experience of working on confidentiality aspects, and with marketing authorisation holders, companies developing medicines, medical experts and patient representatives. Additionally, it is in
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the EMEA remit to provide information on approved medicinal products within the EU. It is proposed that this Working Party be established at the level of EMEA - and not as a Working Party of one of the EMEA Committees - in order to ensure that it will involve all the relevant EMEA Committees (COMP, CHMP, CAT and PDCO). 3.



Recommendation 3: The creation and activity of the Working Party should focus on improving the situation for patients in terms of access to innovative therapies. This essential point should be kept in mind when developing the mandate, composition and internal rules of procedure.



4.



Recommendation 4: The scope and mandate of the Working Party is to focus on the scientific data of relative effectiveness such as clinical, epidemiologic and therapeutic aspects. These data are the same and are valid across the EU and their assessment is very much the same in all Member States. The scope and mandate of the Working Party is not to pre-empt or replace activities that are legitimately carried out at Member State level, e.g., health technology assessments or health economic assessments. This is clearly stated in the Commission Communication “Rare Diseases: Europe’s Challenges”, (paragraph 5.3, p.6) which stipulates that the Working Party should not pre-empt the respective roles of the authorities. The mandate should expressly state what the Working Party is for and what its role is. This must be a scientific party to review scientific data and should not become involved in economic discussions or evaluations that are the responsibility of the Member States. The mandate and rules of procedures of the Working Party should be drawn up in such a way to ensure that this is very clear and is not used in future as a “slippery slope” to gradually move away from its scientific focus.



5.



Recommendation 5: The main tasks of the Working Party should be to: (a) Produce well-informed opinions in the form of non-binding Common Assessment Reports on the Clinical Added Value of Orphan Drugs approved at the EU level; (b) Establish a dialogue between Member States to facilitate an upfront coordination of possible additional national requirements (eg. registries, real life studies) and to articulate them with the CHMP post-marketing obligations to avoid duplication and make the most of available resources; (c) Regularly revise and update these Common Assessment Reports based on knowledge generated after Marketing Authorisation. As above, the Working Party is not intended to conduct new reviews of scientific studies or to request new submission of data. This point is important in order to respect the remits of the COMP, CHMP, CAT and PDCO.



6.



Recommendation 6: The Common Assessment Reports on the clinical added value of orphan medicines should state that the evaluation and pooling of information is intended to “facilitate national pricing and reimbursement decisions” and to “minimise delays for access to orphan drugs for rare disease patients”.



7.



Recommendation 7: The Report should be made available in the 60 to 90 days period between the CHMP Positive Opinion on an Orphan Drug and the Commission granting of a Marketing Authorisation. The preparation of this Report should not impact on the timeline of decisions of the EC on Marketing Authorisation, nor on the publication of the EPARs.



8.



Recommendation 8: The Common Assessment Report and related Annex should be endorsed by the COMP and CHMP. This would enhance the consistency of scientific assessments across the EMEA. It would also reinforce the legitimacy of these reports towards Member States authorities.
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9.



Recommendation 9: The Common Assessment Reports should be made public and translated in all languages of the Member States. This is very important for national decision makers, prescribing doctors and patients.



10.



Recommendation 10: The National Plans on Rare Diseases should include the explicit intent of the Member States to use the non-binding Common Assessment Reports on the clinical added value of orphan drugs.



III-



ROLES AND RESPONSIBILITIES OF THE NEW PROPOSED WORKING PARTY TO PRODUCE NON-BINDING COMMON ASSESSMENT REPORTS ON THE CLINICAL ADDED VALUE (RELATIVE EFFECTIVENESS) OF ORPHAN DRUGS



The objective of the Working Party is to make the most of the existing scientific data at the time of Marketing Authorisation and to make this transparently available to Member States and all interested parties at the time of Marketing Authorisation. This will avoid duplication and wasting of existing scientific evaluations in the EU orphan legislative process. To this end the Working Party: 1. Brings together the existing evaluations that have already been conducted by the COMP, the CHMP and/or the PDCO and the CAT, as well as outcomes of other relevant studies; and 2. Compiles them into well informed opinion on the place of the product in the therapeutic strategy. One of the challenges is that these evaluations are currently not collated and are not made fully public in a transparent way. The Working Party will perform these tasks and will continue to revise and update its Common Assessment Reports using the data generated by the postmarketing studies, which are evaluated by the CHMP or the PDCO and CAT. 11.



Recommendation 11: The aim of the common assessment report should be to provide a well-informed opinion on the place of the product with the authorised therapeutic indication in the therapeutic strategy of the rare condition, to the best of current knowledge. The Common Assessment Reports should be updated regularly as new information is made available after Marketing Authorisation.



12.



Recommendation 12: The documentation on which the Working Party will produce its Common Assessment Reports should be that already existing at the EMEA. No new documentation should be requested at the time of Marketing Authorisation, since all scientific data on the Orphan Drug has been made available and reviewed extensively by various Committees at the EMEA each of them being composed of national experts from all Member States. The Working Party should, therefore, be responsible for collating all the existing reviews of the scientific data carried out by those experts from the Member States into one single document.



13.



Recommendation 13: The format of the Common Assessment Report should be a rather short document, structured in a usable way for national decision makers, written in a clear and easy to understand language, thus avoiding ambiguities in translation and enhancing the usefulness for doctors and patients.



14.



Recommendation 14: The content of the Common Assessment Report should cover: the description of rare condition, the available methods of treatment and care, the description of the product, its mechanism of action, the summary of its risk vs. benefit assessment and other relevant data aimed at assessing its relative effectiveness and the place of the product with this therapeutic indication in the therapeutic strategy of this rare condition to the best of current
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knowledge at the time of assessment. The prevalence of the designated condition and the prevalence of the authorised therapeutic indication will also be included in this Report to allow Member States to have a realistic estimate of the likely number of patients, as currently, this is not the case. 15.



Recommendation 15: The Annex on agreed coordinated national post-marketing requirements. Each product is reviewed on a case-by-case basis. In some cases, products will be required to generate more scientific data on the basis of in-use evidence. If this is the case, the Working Party, in an Annex to the Common Assessment Report, should also propose a strategy and timelines to develop an agreed minimum sufficient set of data for demonstrating the clinical relevance and effective place of the product in the therapeutic strategy and, therefore, the continuance of its availability to patients. This would avoid the current situation where Member States individually request follow-up measures, resulting in a series of potentially differing national requirements. This would also promote better medical practice, better targeting of patients who can effectively benefit the authorised product and for the right dose and regimen.



16.



Recommendation 16: The agreed minimum sufficient set of data, defined on the Annex, should focus on generating the knowledge on the place of the authorised product in real life so to promote the best possible use of the product and care for this condition. Given that: (i) scientific data at the time of Marketing Authorisation will always be limited in the case of orphan drugs; (ii) the extent of data available is directly linked to the rarity of the disease or condition in question and to the inclusion criteria; (iii) and that there is high heterogeneity of patients affected by a same rare condition, the Working Party should also capture what the minimum sufficient data to demonstrate clinical use would be and to identify an agreed programme and timeline for the sponsor to gather this data set from in-use clinical experience. This would lay down timelines – potentially based on the timelines contained in the regulatory processes that grant the product authorisation developed by the CHMP, e.g., exceptional circumstances, conditional authorisation or full authorisation – and methodologies to develop an agreed sufficient minimum data set and how this should be developed. Timelines must be realistic – depending on the rarity of the disease, for example – to ensure that they can be met.



17.



Recommendation 17: The COMP Opinion of the reviewed criteria of Orphan Medicinal Products at the time of marketing authorisation should provide an evaluation of the prevalence of the finally authorised therapeutic indication, in order to support the work of the new Working Party. The report on the revision of designation criteria already exists, but it is only used internally, for the purpose of recommending whether or not the product being granted Marketing Authorisation should remain also on the EU Registry of orphan medicinal products. The Report by the COMP at the time of Marketing Authorisation includes the actual significant benefit demonstrated by the development plan between designation and Marketing Authorisation, the actual standard of care and available therapeutic intervention in the EU. In addition it should also include the actual prevalence of the authorised therapeutic indication, which is often smaller than the prevalence of designation criteria.



18.



Recommendation 18: The Common Assessment Report should be regularly revised. This process should follow the existing review periods foreseen in the regulatory approval process in order to gain the maximum efficiencies from the system while at the same time avoiding creating new procedures. The revision of the Common Assessment Report of the clinical added value should aim at defining the place of the product with the authorised therapeutic indication in the therapeutic strategy of the rare
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condition, to the best of new knowledge generated, both from the specific postmarketing studies on the product in this rare condition and from the additional knowledge generated by other academic and clinical work on the condition and its best practices of care.



IV-



WORKING PARTY COMPOSITION & ESSENTIAL RULES OF PROCEDURE



The composition should secure the best possible articulation between Member States and the European authorities. The composition of the Working Party should reflect the expertise that has been built up during the evaluation of the product through the EU centralised procedures at the time of a positive opinion for designation, of a positive opinion for Marketing Authorisation, of the opinion for paediatric use, and following post-marketing evaluations. The rules of procedure should allow to bringing in the best possible expertise available from medical experts treating the concerned patients and patient representatives as well as a direct dialogue with the marketing holder. 19.



Recommendation 19: Permanent members of the group should comprise COMP members, CHMP members, PDCO members and CAT members. For instance, three or four members from each of these four committees should be appointed by their respective committees to this new Working Party. COMP members, because they may have provided Protocol Assistance and performed the significant benefit evaluation. CHMP members, because they have performed the Quality, Safety & Efficacy evaluation as well as the evaluation of the post-Marketing Authorisation commitments. Members of the PDCO could be involved so that there is good use of positive or negative studies on paediatric use. Also, members of the CAT could be permanently involved or invited if necessary, because for a same rare condition, both pharmacologic and advanced therapies may be available.



20.



Recommendation 20: Member States should be involved as permanent members of the Working Party. For instance, 10 representatives could be appointed. Not every Member State needs to be represented in order to achieve a successful and good exchange of knowledge for three reasons: (a) Several Member States will be participating already through their appointment by one of the four EMEA committees; (b) Member States may consider appointing experts either from their drug agencies or from their HTA agencies; (c) Not all Member States (particularly medium and small size Member States) are willing to take part in this common assessment of the clinical added value and cannot afford to delegate their experts to too many EU committees and working parties; (d) Having all Members States represented in addition to appointees of EMEA committees will make up a group of too many members.



21.



Recommendation 21: Patient representatives should be involved as permanent members of the Working Party. For instance, three patient representatives should be appointed. Their appointment could be based on an EMEA call for Expression of Interest to patient groups which already have official relationships with the EMEA.



22.



Recommendation 22: External experts should systematically be involved in the discussion for the scientific assessment of the clinical added value of each orphan drug. Three categories of external experts should be involved: (a) Medical experts who are treating physicians for the rare condition in question; (b) Patients’ representatives from the rare condition in question;
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(c) Leaders of the European Reference Network of Centres of Expertise or of the European Research Projects when one exists for the rare condition in question. This is essential for a good articulation between the Common Assessment Reports of the clinical added value and the European best practices on diagnostic and medical care. 23.



Recommendation 23: Existing international Health Technology Assessment networks should be involved as Observers to the Working Party. These networks could include the Health Technology Assessment International (HTAi), the European Network for Health Technology Assessment (EUnetHTA) or the Medicines Evaluation Committee (MEDEV). Involvement of these networks is important to enhance the upfront dialogue at EU level on orphan drugs after the marketing authorisation, to exchange on methodologies to assess the scientific data on the therapeutic and clinical added value, to ensure the best possible line of continuation between the process at EU level and at Member State level which, at national level, may also include economic aspects.



24.



Recommendation 24: Other countries may be invited to join the Working Party as Observers. These include Switzerland, Norway, Iceland and Liechtenstein. It may also include countries which have already expressed an interest in sharing the expertise, such as Canada.



25.



Recommendation 25: For any discussions relating to the updating and collation of future, in-use information (relating to gathering of future information and updating of the Common Assessment Reports), the Marketing Authorisation Holder should systematically be invited to an oral hearing based on the draft timeline and on a possible list of questions. The discussion should aim to provide the best possible Annex for the agreed strategy and timelines between Member States for the generation of the additional minimum data set.



26.



Recommendation 26: In the case of the discussions on updating and collation of future, in-use information a procedure should be foreseen, whereby the Marketing Authorisation Holder could appeal the assessment made by the Working Party.



27.



Recommendation 27: This new process will require financial support. This financial support should come either from the EMEA budget, or from the EU Health Programme.



V-



PROPOSALS TO MEMBER STATES ON RELATED MEASURES TO BE INCLUDED IN FUTURE NATIONAL PLANS ON RARE DISEASES



There needs to be a strong link to the Member States to encourage them to use the Common Assessment Reports. Without such a link, the assessment reports would create extra work without being used in any constructive way to facilitate access. In the worst case, they could be regarded when negative and disregarded when positive. If the new process is to add value, there must be a commitment by the Member States to mention the reports in their individual National Plans on Rare Diseases. National Measure 1: The Council Recommendation and National Plans should include an explicit reference to the Common Assessment Reports, stating that they intend to use the collated evaluation of the data available to facilitate orphan access. The partners in the EU funded project EUROPLAN should also include a clear reference to the reports in their recommendations, and this should be discussed in the EUROPLAN national Workshops.
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National Measure 2: The Common Scientific Assessment Reports on the Clinical Added Value of Orphan Medicines, which will be prepared as well-informed opinions at Community level in the Working Party at the EMEA, are used by the national competent authority to facilitate the national pricing and reimbursement decisions, in order to minimise delays of access to orphan drugs for rare disease patients. The annual budget estimations can then be based on the prevalence of the authorised therapeutic indication, not on the prevalence of the rare condition. National Measure 3: The national competent authorities will base their requirements to generate additional data set on the Annex of the Common Assessment Report. National Measure 4: The national competent authorities on pricing and reimbursement will promote the initial uptake of orphan medicines through conditional pricing and reimbursement decisions. National Measure 5: These national conditional pricing and reimbursement decisions will be revised based on the shared outcomes included in the Revised and Updated Common Scientific Assessment Reports at the review points laid down in the regulatory approval process (1, 3 or 5 years).



September 2009
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HOW CAN COOPERATION AT EUROPEAN LEVEL FACILITATE NATIONAL DECISIONS AND IMPROVE ACCESS TO ORPHAN DRUGS?



The regulatory framework established with the Orphan Drug Regulation, aimed at enhancing the development and placing on the market of Orphan Medicinal Products, has proven to be successful. In fact, the Orphan Drugs Regulation has allowed, up to July 2009, the designation of 584 Orphan Drugs, among which 49 have been granted a Marketing Authorisation. Despite this successful outcome, the main problem of the overall European strategy on Orphan Drugs lies in the actual access to these drugs: rare diseases patients do not have equitable and timely access to the approved Orphan Drugs they need. One major element hampering real and equitable access to Orphan Drugs is represented by national/regional delays in placing them on the market, often far beyond the legal timeframe of 180 days after the Marketing Authorisation has been granted. These delays at national level must be reduced in order to improve patients’ access. Through several recent policy documents (the EU High Level Pharmaceutical Forum conclusions and recommendations: “Improving Access to Orphan Medicines for all affected EU citizens”, the Commission Communication on “Rare Diseases: Europe’s Challenges” and the Council Recommendation on a European Action in the field of Rare Diseases), the European Commission and the Member States have called for an increased cooperation between EU level authorities and Member States in order to improve timely access to Orphan Drugs. This means that they both acknowledge that European level cooperation may facilitate - without replacing or imposing them decisions on pricing and reimbursement that have to be taken at national level in order to allow for national market access. In this context, EURORDIS and other stakeholders are proposing to create a Working Party for the assessment of the Clinical Added Value on Orphan Drugs (CAVOD) and to
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locate this Working Party where the relevant knowledge and expertise on Orphan Drugs is gathered, namely at the EMEA. The Working Party on the CAVOD will be a key instrument for an increased cooperation between Member States and EU level authorities to produce: 1. Scientific Common Assessment Reports (CARs) on the CAVOD to provide a non-binding basis for the national level to take appropriate, well-informed decisions on pricing and reimbursement within the legal timeframe, based on expert opinions that will support and speed-up national decisions; 2. The Annex to the CARs on CAVOD to provide a non-binding basis for agreement on the post-marketing studies required by Member States. This approach will support the promotion of conditional pricing and reimbursement which can be reviewed in the following years based on data generated to better define the place of the medicine in the therapeutic strategy of the rare condition in real life setting. In order to underline the link between the Working Party and the Member States, the role and importance of the Common Assessment Reports will be mentioned in the National Plans on Rare Diseases as a tool to minimise delays and improve timely patients’ access to Orphan Drugs. The success of this collaboration will largely depend on precisely defined role, mandate and composition of the Working Party. EURORDIS, together with other stakeholders, have developed a set of 27 recommendations to guide the establishment of a Working Party for the scientific assessment of the CAVOD. These recommendations aim at ensuring that the proposed process will neither weaken, nor interfere with the normal EU-centralised regulatory approval process and will rather complement it by bridging the gap between the European Commission / EMEA, and the EU Member States. The 27 proposed recommendations cover the rationale, scope, mandate, roles and responsibilities of the Working Party, the format of the Common Assessment Reports, and finally the composition and essential rules of procedures of the Working Party. Because there is a need for a strong link to the Member States to encourage them to use the Common Assessment Reports, EURORDIS also developed a set of proposals to the Member States in order to ensure their commitment to use these reports in their individual National Plans on Rare Diseases.



29 October 2009
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Individual Companies endorsing the EURORDIS Proposal for the Practical Implementation of Policy Principles to Improve Access to Orphan Drugs in the EU



1.



CSL Behring



2.



Genzyme



3.



Helsinn



4.



IDM Pharma



5.



Jerini AG



6.



LFB Biomédicaments



7.



Orfagen



8.



Orphan Europe



9.



PharmaMar S.A.



10.



PTC Therapeutics



11.



Shire HGT



12.



Swedish Orphan International



December 2009
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Industry Recommendations and Suggestions for the Practical Implementation of Policy Principles to Improve Access to Orphan Medicinal Products in the EU 25 November 2009



The EU’s Orphan Regulation 141/2000 has been a success in stimulating the research and development of orphan medicinal products. However, it has been acknowledged that, despite the approvals for new treatments for orphan conditions, equitable and timely access to these approved treatments remains an issue in the EU. Recently, several policy documents have called for an increased cooperation between EU Member States to improve the situation. Notably, the High Level Pharmaceutical Forum conclusions adopted by Member States on 2 October 2008 – “Improving Access to Orphan Medicines for all affected EU citizens” – acknowledged the willingness of the EU countries to cooperate in the field of improving access to orphan drugs, with the objective of speeding up access to orphan medicinal products. In November 2008, the European Commission Communication on “Rare Diseases: Europe’s Challenges” (paragraph 5.3, p.6) stated an intention to set up a working party to address the issue and in June 2009, Member States’ governments committed to share experience between Member States in the EU Council Recommendation on a European Action in the Field of Rare Diseases (Chapter V, 17 (e)). A key element of the proposals is the commitment by the European Commission to set up a working party. We understand that the intent of the new working party and the process is to “facilitate the national pricing and reimbursement decisions” and that it has, as a policy objective, to “minimise delays for access to orphan drugs for rare disease patients”. Such a working party could consolidate the assessments made by the various EMEA Committees during the Marketing Authorisation Application reviews into a report that clearly documents the clinical added value the new product brings to patients. Such a report would be used to inform the Member States, in a concise manner, of the rationale for marketing authorisation as an Orphan Medicinal Product, how the product addresses the previously unmet medical need or the proven significant benefit on which the product was approved, and its place in the therapeutic strategy for the indication concerned, using the most currently available data at the time of Marketing Authorisation. The success of the proposed new working party in “facilitat[ing] the national pricing and reimbursement decisions” and “minimis[ing] delays for access to orphan drugs” will depend on a carefully and realistically defined role, mandate, composition and functioning as well as an explicitly stated link between it and the Member States. If the creation of a new working party and the creation of a new element in the orphan process are not carried out carefully, the outcome could result in even greater delays in patient access.
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With this in mind, and with the shared goal of improving access, Eurordis has prepared a document outlining a series of recommendations. We would like to express our support for the key principles contained in Eurordis’ document and to share industry’s key recommendations concerning the mandate of the working party, its composition, what it evaluates and how, its external outputs and the link between the Member States and the external outputs, so as to secure a more equitable access to approved orphan medicinal products across the EU than is the case today. Of particular importance, therefore, is how the output of the working party is to be used by the Member States. In particular, we would like to highlight the following key points: 1.



The newly created working party and resulting processes should apply exclusively to products on the EU Register of Orphan Medicinal Products. This could be supported through making the working party a sub-group of the COMP.



2.



The role of the working party is to facilitate patient access. This should be stated upfront in any roles and responsibilities / remit of the working party and in its working mandate. The reports that the group would produce should also state that the evaluation and pooling of information is intended to “facilitate national pricing and reimbursement decisions” and to “minimise delays for access to orphan drugs for rare disease patients”. The creation and work of this group is to facilitate patient access and should only be undertaken in such a way that it improves on the current systems for patients in Europe. There should be clearly defined metrics for success of the working party, developed in collaboration between patient groups, biopharmaceutical companies, member states and the EU institutions.



3.



The working party should be evaluating clinical added value. This is the wording that was agreed as appropriate for orphan medicinal products in the High Level Pharmaceutical Forum document, as well as the wording contained in the European Commission’s Communication on “Rare Diseases: Europe’s Challenges”. In order to ensure the correct aspect is evaluated, the wording should accurately and consistently reflect the desired evaluation parameters of clinical added value. The roles and responsibilities of the new proposed working party should be drawn up to reflect these evaluation parameters.



4.



In order to speed up access to orphan drugs for patients who need them, it is essential to make the most of the existing scientific data at the time of Marketing Authorisation and to make this transparently available to Member States at the time of Marketing Authorisation. This means that the group does not ask for more information at the time of Marketing Authorisation but, rather, brings together the existing evaluations that have been conducted by the COMP, the CHMP, the PDCO and, if appropriate – depending on the type of therapy under evaluation – the CAT. One of the challenges is that these evaluations are currently not collated and are not made fully public in a transparent way.



5.



The working party should be situated at the EMEA and should be responsible for collating all the existing reviews of the scientific data carried out by those experts from the Member States on the Committees (see point 4 above) into one, usable and available public document: the Common Assessment Report. This document
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should capture and identify the clinical added value and the place of the product in the therapeutic strategy of the authorised indication to the best of current knowledge at the time of assessment, i.e., at the time of Marketing Authorisation. The EMEA has expertise in pooling expertise at a European level and is, therefore, the best place to situate the working party. It also has experience of confidentiality aspects in preparing public documents. In order to ensure consistency, it would be logical that the Committee on Orphan Medicinal Products be the Committee that takes the lead on the working party reports, since the COMP has the expertise in the clinical priorities and issues relevant to the rare disease in question. 6.



The activities of the working party to address current fragmentation and to support access will be undertaken in two timelines: !"Issue a common assessment report at the time of Marketing Authorisation that documents the basis of the orphan status of the approved product – including significant benefit and/or uniqueness – and that gives the clinical added value of the authorised product and indication and its place in the therapeutic strategy of this therapeutic indication to the best of current knowledge at the time of assessment. This will be a summary, i.e., a collation of existing scientific information on the product at the time of Marketing Authorisation. This should be done in the 60-90 days between the CHMP Positive Opinion and the European Commission’s granting of a Marketing Authorisation. It must, however, not interfere with the Marketing Authorisation process. And !"On a case-by-case basis, agree a set of coordinated national post-marketing activities and “roadmap” for achieving these, together with the MAH, the CHMP and the various national competent authorities that may be involved in the working party when it is established. This Annex or Roadmap should include the strategy, objectives, timelines and anticipated clinical added value. Such a coordinated core minimum data set for demonstrating the clinical relevance of the product will avoid duplication in these post-marketing activities and, therefore, will support its continued availability to patients. This will require a wider group than the initial gathering of existing scientific reviews and, thus, will not be done in the 60-90 day timeframe, to avoid delays in patient access. This activity, if undertaken, will be developed with all interested stakeholders for the treatment in question, including the Marketing Authorisation Holder, and should be carefully aligned with (i) existing post-MA activities, e.g., Paediatric Investigation Plans or Risk Management Plans if in place; (ii) existing activities undertaken by companies, e.g., registries and (iii) other post-MA policy programmes, such as the collaborative effectiveness data gathering programmes under discussion between a wide range of stakeholders, including regulators, public authorities, industry, patients and academics. This process must be also linked to the Conditional Pricing & Reimbursement principles as adopted in the EU High Level Pharmaceutical Forum recommendations. There is no need for a new review at the time of Marketing Authorisation. No new documentation should be requested at the time of Marketing Authorisation, since all scientific data available on the orphan medicinal product have been made available and
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Improving access to orphan medicines for all affected EU citizens The overall objective of this document is to promote the sustainable development of valuable orphan medicines and to improve sustainable access to these medicines for all affected citizens in the EU. It is in particular a valuable exercise for the Working Group on Pricing of the Pharmaceutical Forum to address the area of orphan medicines, as these medicines amplify strongly the common tensions we have found in the field of pricing and reimbursement: assessing and rewarding innovation is difficult, budget optimisation is challenged and access for patients is limited in several countries. Introduction Orphan diseases are life-threatening or chronically debilitating diseases that affect less than 5 out of 10.000 citizens. Although each of the orphan diseases only concerns a limited number of patients, rare diseases are socially and ethically relevant. In the EU, about 6% of the population is expected to be affected by one of 5,000-8,000 orphan diseases at one point in their life-time1. The low number of potential patients per disease may limit the economic attractiveness of undertaking research and development of medicines to treat orphan diseases. To promote such research and development, the European Union has adopted the European Regulation on Orphan Medicinal Products in 2000 (Regulation (EC) No 141/2000).This Regulation defines an orphan drug as a medicines (a) for a life-threatening or chronically debilitating condition, (b) that affects not more than 5/10,000 persons or for which a low return on investment is expected without additional incentive and (c) for which no satisfactory alternative treatment method exists or for which this new medicine brings significant benefits to patients compared to the existing treatment. This Regulation has brought some efficient incentives for R&D, in particular the provision of a 10-year market-exclusivity which has led to a significant increase of research and development in the field of rare diseases. By February 2008, 541 molecules got an orphan designation. 45 of them have gone through the entire development-process and have effectively led to a new treatment for which a marketing authorisation was granted (see annex). As such, a medicinal therapy has been developed for many diseases which previously could not be treated. For the coming 5 years a steady inflow of about 10 to 12 new orphan medicines per year is expected. By end 2012, it is anticipated that around 100 orphan medicines will be authorised in the EU. The adoption of recent European legislations like the Paediatric Regulation (Regulation (EC) No 1901/2006) or the Regulation on Advanced Therapies (Regulation (EC) No 1394/2007), has provided an additional stimulus for many orphan medicines. Many measures that were taken by individual Member States on the national level have largely contributed to this success. In spite of this, newly developed orphan medicines are not available for all citizens in the EU in a timely and equitable manner. Effective market access and utilisation vary strongly between and within Member States. Different studies, like e.g. the Alcimed study2 or the



1



These figures come from different institutions’ official documents, such as the Background Paper on Orphan Diseases for the “WHO Report on Priority Medicines for Europe and the World” - 7 October 2004; the European Commission Consultation “Rare Diseases: Europe’s challenges” - November 2007; documents from the National Institutes for Health – Office of Rare Diseases, as well as documents from patients organisations: NORD, the National Organization for Rare Disorders in the USA, and EURORDIS, the European Organisation for Rare Diseases in the EU, in particular the document “Rare Diseases: understanding this Public Health Priority. 2 Commissioned and published by the Commission on 16/11/2004 on http://ec.europa.eu/enterprise/pharmaceuticals/pharmacos/archives_en.htm
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Eurordis survey3 series, confirm this variation in access. European reference networks between centers of expertise are a way to reduce this variation in access. This paper aims to identify the main bottlenecks orphan medicines meet on their way to all affected EU citizens. These bottlenecks relate no longer just (1) to development, but also (2) to assessment, (3) to pricing and reimbursement practices by companies and by national authorities and (4) to awareness building. Consequently this paper puts some ideas forward that should be seriously explored in order to ensure timely and equitable access for all EU citizens to more orphan medicines. Specific bottlenecks linked to rarity In spite of increased incentives and in spite of increased flexibility in marketing authorisation procedures, the development of a medicine for an orphan indication remains a risky enterprise. The low number of potential patients, the absence of patient registers and the lack of national centres of expertise complicates research and development while it makes the future return on such R&D investments uncertain. Besides the usual R&D difficulties, researching and developing orphan medicines need to deal with the identification of rare patients, the heterogeneity of the diseases, a limited basic knowledge on the diseases, the application of often novel technologies and specific logistics and infrastructure requirements to run the clinical studies (e.g. flying patients in worldwide to one expert centre). Also manufacturing processes need to be developed at the same high standard-levels of safety, quality and efficacy as for other medicines. The low number of potential patients limits the future sales volume while often high levels of pricing and reimbursement make negotiation processes difficult. Overall, this may make the expected future revenue and return on investment uncertain and unattractive, while it potentially jeopardises the important societal benefits that orphan medicines could offer. The Orphan Medicinal Products Regulation is aiming exactly to address these bottlenecks in development. Assessing the clinical added value of innovative medicines has proven to be a difficult task. Capacities and knowledge to do so are still under development. Orphan medicines add to this complexity due to the rarity of patients, the severity and the heterogeneity of the diseases addressed and the scarcity of clinical experts. Scientific data that are presented to Marketing Authorisation authorities are often limited as clinical trials can only include a low number of patients. The severity of the disease, combined with the lack of satisfactory alternatives, regularly leads to early Market Authorisations, before running phase III- trials which bring more data on a higher number of patients. Often ongoing clinical data-registration (phase IV) needs to be organised in the post-marketing phase as required by regulatory authorities. Data for value assessments (post marketing authorisation) are therefore limited, in particular for the initial assessments. In addition the know-how to make these value assessments of orphan medicines is strongly fragmented over national procedures within the individual Member States and their regions, in spite of some first efforts to collaborate. The disconnection of these national and regional processes from the knowledge and experience gathered upfront in the centralised processes (like for Orphan Designation, for Marketing Authorisation or for Paediatric Use) add to this fragmentation. Pricing and reimbursement decision-making is an area of increasing sensitivity within almost all of the European Member States. The uncertainty about the value, the lack of information, the usual high-prices, the high risk for development, the low and uncertain volumes, the occasional extensions of indications and the often life-long need for treatment add to this sensitivity when discussing pricing and reimbursement of orphan medicines. 3
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Decision-making is further complicated by the frequent use of these treatments in hospitals. As explained above, only a limited set of data on clinical added value is available to justify the initial requests for high prices, while data on drug-specific costs for R&D are usually not available, as is the case for most medicines. When prices are negotiated, initial negotiations between companies and authorities should not only include agreements on price and reimbursement levels but also on monitoring utilisation (based on medical best practices), in order to control budgets in spite of high prices. Negotiations can be further complicated in case of further extension of indications. In many Member States, the national budgets for orphan medicines are still relatively limited, but seem to grow fast. These budgets may lead to different levels of affordability depending on the economic situation of a Member State. To manage budgets and make the right choices, an increasing number of Member States complement the price negotiations with practices to monitor and manage utilisation like e.g. prescription limitations, pre-utilisation approvals or exclusive use in designated expert centres. In contrast to other disease areas, health professionals have limited awareness and skills with diagnosing and treating orphan diseases. The low incidence of these diseases allows only a limited number of health professionals, usually in specialized centers, to build expertise with diagnosing and providing medical care to people affected by a rare disease. Nevertheless, an early diagnosis of these diseases, which often have a genetic origin, is one of the best guarantees for an efficient treatment from a therapeutic and cost perspective. In addition, treatments are often not curative but usually offer from limited to extensive symptomatic support. The novelty of the treatment options offered by innovative orphan medicines further limits awareness and skill levels of health professionals. Some Member States therefore organise the monitored utilisation of orphan medicines through dedicated centres of expertise, to which all patients with a specific orphan disease are referred. Alternatively Member States ask these centres of expertise to issue good practice guidelines to advise all potential concerned physicians and experts. Potential ways forward In addition to ongoing activities promoting the development and access to medicines in the European Union, the Working Group Pricing believes that some specific activities can be explored to promote further development and access to orphan medicines. These include: o Establish early dialogue between companies and pricing and reimbursement authorities, including clinical value assessment authorities regarding orphan medicines in the pipeline and the future needs for these medicines. This dialogue will allow in an early stage to clarify the need for a new orphan medicine under development and give an idea of the number and profile of patients in need. It would offer an early occasion to discuss what clinical data would be required for later clinical value assessments and pricing and reimbursement decisions. This will give the sponsoring company more certainty on its potential future return and will give authorities more knowledge and trust in the value of medicines it will be requested to assess and fund. Also, this will significantly facilitate long-term planning both for companies, for funding authorities and for society. Such dialogue could even help identify areas where further research and development for orphan medicines are needed, taking account of public health priorities. Early dialogue would also bring an opportunity to get more transparency on costs, including the role of publicly funded studies, and on pricing. Such dialogue might require an upfront coordination between Member States and European authorities, in full respect of different competences, in order to jointly pass common messages to the individual companies. This coordination and dialogue can be continued after regulatory approval and after initial
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pricing and reimbursement decisions, where additional studies are requested regarding the utilisation of medicines. Where appropriate this can include the set-up and use of disease registries4. o Exchange of knowledge amongst Member States and European authorities on the scientific assessment of the clinical added value of orphan medicines. Such exchange could improve the flow of knowledge from EU-level authorities (e.g., EMEA committees) to the Member State's pricing and reimbursement authorities, in particular with knowledge gathered during marketing authorisation procedures (quality, safety, efficacy), revision of the orphan designation at the time of marketing authorisation (significant benefit) and potentially the evaluation of paediatric use (paediatric investigation plans). Bundling the fragmented know-how to assess the clinical value of orphan medicines would allow the timely production of well-informed opinions, based on more data, shared information, experiences and in-depth discussion. Such opinions will form a good input and may reduce the information deficit for the national pricing and reimbursement decisions. Clinical/therapeutic aspects, rather than economic and quality-of-life aspects, should be the first focus in common approaches, as variation between Member State practices is lowest in this area. Based on exchange of knowledge, these collaborations could lead to non-binding common clinical added value assessment reports with improved information that facilitate the national pricing and reimbursement decisions, without pre-empting respective roles of the authorities. Of course the applicable rules regarding confidentiality should be considered when exchanging such information. o Promotion of the initial uptake of orphan medicines through conditional pricing and reimbursement decisions. Such conditional decisions could allow fast access for patients to medicines, while the related conditions can, case by case, control the utilisation, specify the expected annual budgets, fix the timings for review and clarify the expected results of further studies and future pricing and reimbursement adjustments. To fully profit from conditional agreements, costs, risks and benefits must be clearly aligned and clarified upfront, in order to avoid later legal and ethical conflicts. At extension of indications a review of the conditions should be organised taking account of the additional development costs and the additional number of patients benefitting from the medicine. The related conditions usually ask for monitored utilisation allowing collection of additional data e.g., in the context of a post-marketing trial or a registry. A high quality of monitoring and data-analysis is needed in these trials. The earlier Member States adopt the utilisation of orphan medicines in such controlled settings, the earlier a substantial set of data on the impact of orphan medicines can be developed. This in return will provide a basis for the future review of pricing and reimbursement decisions. To ensure that patients in all EU and EFTA Member States can benefit early on from orphan medicines other ideas should be explored, like simultaneous applications for pricing and reimbursement to all Member States authorities, early start of national pricing and reimbursement procedures, parallel decision making with common information bases and coordinated follow-up of use and outcomes in clinical practice. Some of these ideas are already in place in some Member States, and these experiences should be shared amongst Member States. 5 o Building EU-level awareness and expertise on orphan diseases. Controlled utilisation can very well be linked to the creation of standardised patient registers6 at international level and networks of centres of expertise. Registers would also allow upfront estimates of 4



Disease registry is a specially designed database with voluntary, observational clinical data collected from physicians and intended to explore and define the natural course and clinical characteristics of disease, as well as to track and characterize response to treatment. 5 For more specificities regarding conditional pricing and reimbursement we refer to the paper "Risk-Sharing practices and Conditional Pricing of pharmaceuticals - How to deal with uncertainty", as well as to the "Guiding Principles Paper", adopted by the Working Group Pricing. 6 Patient register is a database (list) containing baseline information on the existence of patients with (a) certain disease(s), but without any longitudinal follow-up.
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numbers and profiles of patients for study and budget purposes. Another key benefit of such registers is the upfront knowledge of where rare disease patients live so that they can be quickly enrolled in trials for new potential medicines, to the benefit of both the patient and the sponsoring company. At the same time, the set-up of disease registries will facilitate the generation of additional data on the benefits of the medicine in real life settings. These data, in their turn, will form the basis for later reviews of pricing and reimbursement decisions. All registers and registries are to be managed in compliance with data protection rules and other relevant national requirements. To fully leverage collected knowledge, the efforts need to be well coordinated within and between Member States. Within Member States, coordination should be a key element in national plans for rare diseases and orphan medicines. Between Member States, national and regional centres of expertise need to be connected in a cross-border European Reference Network for Rare Diseases. The Orphanet initiative could be a helpful reference for cross-border work in this area7. This will improve access to orphan medicines, increase quality of care, and allow to compile and compare data of all Member States.



7



www.orpha.net
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List of Orphan Drugs with European Market Authorisation - 16 June 2008 Product Name Replagal Fabrazyme Glivec Trisenox Tracleer Somavert Zavesca Carbaglu Aldurazyme Busilvex Ventavis Onsenal PhotoBarr Litak Lysodren Pedea Wilzin Xagrid Orfadin Prialt Xyrem Revatio Naglazyme Myozyme Evoltra Nexavar Sutent Savene Thelin Exjade Sprycel Diacomit Elaprase Inovelon Cystadane Revlimid Soliris Siklos Increlex Atriance



MA Holder Shire Genzyme Novartis Cephalon Actelion Pfizer Actelion Orphan Europe Genzyme Orfagen / Pierre Fabré Schering Pfizer Axcan Lipomed HRA Pharma Orphan Europe Orphan Europe Shire Swedish Orphan Eisai Ltd. UCB Pfizer BioMarin Europe Genzyme BioEnvision (Genzyme) Bayer Pfizer TopoTarget Encysive (UK) Ltd. Novartis BMS Pharma EEIG Laboratoires Biocodex Shire Eisai Ltd. Orphan Europe Celgene Alexion Europe Addmedica SAS Tercica Europe Glaxo



Date of MA 4-may-01 4-may-01 27-aug-01 5-march-02 15-may-02 13-nov-02 20-nov-02 24-jan-03 10-june-03 9-july-03 16-sept-03 17-oct-03 25-march-04 14-apr-04 28-apr-04 28-july-04 13-oct-04 16-nov-04 21-feb-05 21-feb-05 13-oct-05 28-oct-05 24-jan-06 29-march-06



Indication Fabry Disease Fabry Disease Chronic Myeloid Leukaemia Acute Promyelocytic leukaemia PAH Acromegaly Gaucher Disease NAGS Deficiency MPS I Conditioning prior to transplant PAH Familial Adenomatous Polyposis Dyplasia in Barrett's Esophagus Indolent Non Hodgkins Lymphoma Adrenal Cortical Carcinoma Patent ductus Arteriosus Wilson's disease Essential Thromobythaemia Tyrosinaemia Chronic pain Narcolepsy PAH MPS VI Pompe Disease



29-may-06 19-july-06 19-july-06 28-july-06



Acute Lymphoblastic Leukaemia Advanced Renal Cell Cancer GIST Anthracycline Extravasation



18-aug-06 28-aug-06



PAH Iron overload req chelation



20-nov-06



Chronic Myeloid Leukaemia



4-jan-07 8-jan-07 16-jan-07 15-feb-07 14-jun-07 20-jun-07 29-jun-07 3-aug-07 22-aug-07



Myoclonic Epilepsy MPS II Lennox Gastaut syndrome Homocystinuria Multiple Myeloma Haemolysis in Paroxysmal Nocturnal Haemoglobinuria (PNH) Vaso-occlusive crisis Growth failure T-cell acute lymphoblastic leukaemia (T-ALL) and T-cell lymphoblas
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LBL) Gliolan Yondelis Torisel Tasigna Thalidomide Pharmion Volibris Firazyr



Medac Pharma Mar Wyeth Novartis Pharmion Ltd GlaxoSmithKline Jerini AG



7-sept-07 17-sept-07 19-nov-07 20-nov-07 16-apr-08 21-apr-08 11-july-08



Visualisation of malignant tissue during surgery for malignant glioma Advanced soft tissue sarcoma 1st Line Renal Cell Carcinoma Philadelphia chromosome positive chronic myelogenous leukaemia Untreated multiple myeloma PAH Acute attacks of hereditary angioedema



* estimated cumulative number of patients treated since launch in EU-27 (non-repetitive treatment). ** reimbursed in 15 countries
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