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Introduction



The 15th Workshop of the EURORDIS Round Table of Companies (ERTC), entitled "Compassionate Access to Rare Disease Therapies", was held on 21st November 2011 at the Aero-Club de France, Paris, France. This workshop gathered 82 participants from 16 countries representing a wide variety of stakeholders: 48 representatives from industry, a Policy Officer from the European Commission - DG Health & Consumers, two representatives from the European Medicines Agency (EMA), the chair of the committee for Orphan Medicinal Products (EMA), nine EURORDIS representatives in several scientific committees at EMA - out of a total of nineteen Patient Organisations - as well as three National Competent Authorities (France, Spain, Estonia), academics and lawyers. Canada and the United States of America were also represented. Six years after the inclusion of Compassionate Use (CU) in the European legislation (EC) Nº 726/2004 Title V, article 83.2, and after our first ERTC Workshop on this topic, it was important to take stock of the progress made and discuss the difficulties encountered in its implementation. Among the topics discussed, one can highlight the inequalities amongst European patients regarding treatment via a compassionate use scheme, the difficulties in implementing CU programmes with procedures that vary from one Member State to the next; the under-reporting of compassionate use programmes by Member States, the potential use of data gathered via compassionate use programmes for benefit/risk evaluation in different populations than for clinical trials, the respective roles of cohort compassionate use programmes and named-patient basis programmes. In the absence of a European Commission proposal to harmonise Compassionate Use across the European Union, it is paramount that the national authorities and the pharmaceutical companies involved in CU continue the dialogue initiated with this ERTC Workshop. All stakeholders acknowledge the need for greater EU collaboration on CU for Orphan Drugs, as those are addressing the needs of very small patient populations, most often for situations of unmet medical needs or absence of valid alternative therapeutic options. Such collaboration should promote current best practices from Member States, encourage exchange of information and a possible mutual facilitation group so as to build an upward momentum and create an experience base in preparation of a future potential EU Legislation on Compassionate Use. Yann Le Cam Chief Executive Officer of EURORDIS
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Conclusions



As of today, the European Commission has no plans to revise the legislation in order to propose a harmonised approach in the implementation of Compassionate Use schemes. However, the current situation could be improved by adopting guidelines on Compassionate Use. In addition, the European Commission could prepare an inventory of Member States practices to describe how Compassionate Use is applied in the different Member States. There is a need to set up a working group led by interested representatives of national competent authorities, to propose guidelines on CU programmes. This would be an informal step to assess what can be done at a higher level. We can cite as an example, the experience of the Clinical Trials Facilitation Group (CTFG) who has worked on the harmonisation of procedures and has now moved on to the evaluation. Transparency is an issue that has been raised several times. This is a challenge that we need to take up. It is difficult to gather comprehensive information about the named-patient basis CU programmes, however, for cohorts, it is possible to ensure greater transparency in the process and to have the involvement of patients. At the end, Member States should notify the EMA in a more systematic fashion when they authorise a compassionate use programme (for a group of patients). Greater involvement of patients is necessary. We have seen that the legislation gradually takes patients more into account. The next step will be for the pharmacovigilance committee to include patient organisation representatives. The last step will probably be the presence of patient organisation representatives at the CHMP, when the legislation will be changed. It is important that patient representatives can give their opinion on the relevance of a compassionate use programme when the CHMP is asked for an opinion.
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Concept Paper



In terms of access to a medicine, compassion applies to situations where a patient or his/her doctor knows that a new medicine might soon become available, but that its development, or the evaluation process, is not completed yet. Therefore, the patient’s health condition will seriously deteriorate before the medicine becomes authorised and available. Typically, a patient with metastatic lung cancer having failed all therapeutic options and with a very bad prognosis cannot wait for the 180-day duration of the evaluation process for the marketing evaluation: it may be too late for the patient to wait until the product receives an approval. Compassion starts when society realises that there is nothing more distressing for a patient than dying with the knowledge that a new medicine is nearly there, but is not immediately available due to regulatory requirements.



Compassionate use as envisaged by European legislation As defined in the EU REGULATION (EC) Nº 726/2004 Title V, article 83.2, running a Compassionate Use Programme (CUP) consists in making a medicinal product available for compassionate reasons to a group of patients with a chronically or seriously debilitating disease or whose disease is considered to be life-threatening, and who cannot be treated satisfactorily by an authorised medicinal product.



The legislation only addresses the case of groups of patients, when they can be defined, as opposed to nominative requests exclusively dealt with at national level. The severity of the disease, (chronically or seriously debilitating), or its life-threatening nature, needs to be justified, based on objective and quantifiable medical or epidemiologic data.



“Patients who cannot be treated satisfactorily”, according to Article 83 (2), means patients left without treatment options or patients whose disease does not respond, or who suffer a relapse with the treatments available, or for whom the treatments are contraindicated or inadequate. Whether patients can be treated satisfactorily or not, will be assessed by the CHMP/EMA who provides an opinion based on the review of diagnostic, preventive or therapeutic medicinal products authorised, and on the account that the medicinal products reviewed are not considered satisfactory for the treatment of the patients’ disease. This European centralised assessment procedure for compassionate use programmes is only triggered upon request of one, or more, Member States.
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Compassionate use programmes in Europe As a result of the different implementations of the Directive 2001/83/EC, different schemes exist for compassionate use going from cohort studies to named patient basis programmes. Depending on the country, the costs of this pre-marketing access is covered by the Member State or by the sponsor. Finally, in some countries there is still no specific legislation addressing the needs of patients with life-threatening diseases. Thus, while the intention of the legislator was to allow patients affected by serious and lifethreatening diseases to have a last chance to test the efficacy of treatments still under development, in reality the lack of harmonisation following the implementation of the directive has resulted in an unequal access of European patients to potentially effective and life-saving treatments. This situation of inequality is even more acute in the case of rare diseases.



The 15th ERTC Workshop This 15th ERTC workshop aims to analyse how compassionate use programmes in Europe address the urgent needs of rare disease patients. In particular the participants will be invited to discuss:



‐



the achievements of the present legislations on Compassionate Use in Europe over the last years,



‐



the actions to integrate Compassionate Use Programmes into an improved orphan drug development model that would better serve the urgent health needs of rare disease patients while taking into account the limited amount of data available on the medicinal product under development.



The speakers of the morning session will present the recent experiences with Compassionate Use: •



current practices across Europe,



•



experience at the European Medicines Agency’s (EMA) level,



•



how Compassionate Use Programmes are inserted in the general development of an orphan drug, and finally,



•



experience of those companies who have engaged in Compassionate Use Programmes for their orphan medicinal products, now authorised in Europe. In particular, through a recent survey targeting orphan drug sponsors, EURORDIS has also collected comments and suggestions for improvement of the present Compassionate Use systems.



The afternoon session of the meeting will be fully dedicated to a discussion between the audience and the members of the panel on the specific points circulated before the meeting.
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The general aim of this discussion is to explore how Compassionate Use for rare diseases could answer urgent public health needs while contributing to the development of orphan medicinal products in small and heterogeneous patient populations.
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Programme



Chairpersons: Kerstin Westermark (Chairperson, Committee for Orphan Medicinal Products, EMA) Ségolène Aymé (Chairperson of the EUCERD, Director of Orphanet)



9:00 – 9:15: Welcome address: Yann Le Cam (CEO, EURORDIS) 9:15 – 9:55: “EU Legislation on Compassionate Use: Five Years of Experience” – Segundo Mariz (European Medicines Agency, Orphan Medicines Sector, UK) (including 10’ for Q&A) (Presentation of the EU legislation on CU: basis, implementation guidelines and specific experience with CU for OMPs as generator of data useful to support the MA application) 9:55 – 10:55: “What is the Role of Compassionate Use in Drug Development?” - Carla Hollak (Academic Medical Centre in Amsterdam, The Netherlands) and Matilde Peñas (PharmaMar, Spain) (including 10’ for Q&A after each presentation) 10:55 – 11:25 - COFFEE BREAK 11:25 – 12:00: “Overview of Compassionate Use Systems Across Europe” – Lisette Vromans, MSD-EBE representative, The Netherlands (EBE survey results on CU) and Kevin Loth, Celgene & Vice-Chair EBEEuropaBio Joint Task Force on RD / member of EUCERD, UK (policy aspects) (including 10’ for Q&A) 12:00 – 12:45: “Overview of Recent Compassionate Use Programmes for OMPs and Issues Raised” – François Houÿez (EURORDIS) (including 10’ for Q&A)



Chairpersons: Arielle North (former Institutional Liaison Officer, EMA). Yann Le Cam (Chief Executive Officer, EURORDIS) 14:10 – 16:30: Introduction of the Panel and structured discussion with the audience: Speakers from the morning and panel members (representatives from NCAs in charge of Compassionate Use): -



Chantal Belorgey (Afssaps, France)



-



César Hernández (Spanish Medicines Agency)



-



Eda Lopato (State Agency of Medicines, Estonia)



-



Antoni Montserrat (European Commission, DG Health and Consumers, Luxembourg)



16:30: End of the workshop   Compassionate Access to Rare Disease Therapies
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Participants  



                 Name 



        Affiliation 



Aiach, Karen Ashton, Sharon Aymé, Ségolène Belorgey, Chantal Bignami, Fabrizia Bodin, Anne-Mary Bonjean, Jill Boyer, Carole Boyle, Jeff Byskov-Holm, Birthe Carganico, Germano Colby, Christine Cornu, François Cuervo, Virginia Delvin, Claire Dignan, Terence Dosquet, Patrice Dupuy, Patrick Ensini, Monica Finck, Katia Forget, Sylvain Fortun, M-Christine Fox, Robert Fucetola, Federico Gatermann, Ruediger Geissler, Jan Giorgino, Ruben Greene, Lesley Grinstead, Eric Hartmann, Markus Heathfield, Adam Heinrich, Thierry Hernandez, César Hirawat, Cláudia Hoche, Isabelle Hoffmann, Stéphanie Hollak, Carla Houÿez, François Huckle, Fenella Hughes-Wilson,Wills Jain, Mohit Jaegle, Ulrike Johnson, Kim Krueger, Mark Le Cam, Yann



Lysogene EURORDIS Orphanet - INSERM SC11/EUCERD Afssaps EURORDIS EURORDIS EURORDIS Medunik Canada Biogen Idec COMP-EMA/Danish Osteogenesis Imperfecta Ass. Rare Partners Srl Millennium Pharmaceuticals –Takeda Aegerion Pharmaceuticals, Inc. Pharma Mar S.A. Celgene Europe Ltd Hole in the Wall Camps Direction Générale de la Santé (Ministère de la Santé) Orfagen EURORDIS Shire Pharmaceuticals Swedish Orphan - Biovitrum Orphan Europe Idis Ltd. Dompé Farmaceutici SpA CSL Behring Leukemia Patient Advocates Foundation Helsinn Healthcare S.A. COMP-EMA/ CLIMB Synageva BioPharma Corp. on behalf of the Academy of European Law (ERA) Pfizer Grifols GmbH Spanish Medicines Agency PTC Therapeutics, Inc. Gilead Sciences Enobia Belgium sprl Academic Medical Center in Amsterdam EURORDIS Takeda Pharmaceuticals Europe Limited Genzyme BioMarin Europe Ltd. Novartis Celgene Europe Ltd. Mark Krueger & Associates, Inc. EURORDIS
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  15th Workshop of the Eurordis Round Table of Companies - November 21, 2011 - Paris   Lipucci, Michele Loboda, Eszter Lopato, Eda Lorence, Annie Loth, Kevin Macchia, Flaminia Mariz, Segundo Maronati, Manuela Maurel, Olivia Mavris, Maria Mercier, Isabelle Montserrat, Antoni Morgese, Paolo Mulroe, Eibhlin Murphy, Lise Muýrenfors, Peter Newlands, Alan Nguyen, Gérard North, Arielle Palmer, Ana Parker, Samantha Peñas, Matilde Pickard, Chris Pleticha, Robert Preiss, Michael Radaelli, Massimo Rahkit, Amit Rollet, Pierrick Rübesam, Tim St-Laurent, Sylvie Tellier, Zéra Torrent-Farnell, Josep Ulbrich, Jutta Vincent, Fanny Vromans, Lisette West, Richard Westermark, Kerstin



CAT - EMA/Associazione Veneta Lotta Talassemia Bator Tabor Camp State Agency of Medicines Afssaps/DEMEB Celgene Europe EURORDIS European Medicines Agency/COMP InterMune Shire EURORDIS Millennium Pharmaceuticals -Takeda European Commission - DG Health & Consumers Merck Serono SA IPPOSI PCWP-EMA/ Svenska Marfanföreningen Swedish Orphan - Biovitrum Clovis Oncology Ltd. PDCO-EMA/ Rett Syndrome Europe European Medicines Agency (EMA) Genzyme Orphan Europe Pharma Mar S.A. Pfizer EURORDIS Actelion Pharmaceuticals Ltd ARIAD Pharmaceuticals, Inc. Biogen Idec GSK Rare Diseases Grifols GmbH Pfizer LFB Biomédicaments COMP-EMA/ Fundació Doctor Robert Bayer HealthCare Pharmaceuticals Lysogene MSD - EBE PCWP - EMA/ Behcet’s Syndrome Society Committee for Orphan Medicinal Products, EMA
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Presentations and Speakers



•



Segundo Mariz, European Medicines Agency, United-Kingdom



•



Carla Hollak, Academic Medical Centre in Amsterdam, The Netherlands



•



Matilde Peñas, PharmaMar, Spain



•



Lisette Vromans, MSD-EBE, The Netherlands



•



Kevin Loth, Celgene/ EBE-EuropaBio/EUCERD, United Kingdom



•



François Houÿez, EURORDIS, France
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SEGUNDO MARIZ, MD Scientific Administrator, Orphan Medicines, Human Medicines Special Areas, The European Medicines Agency (EMA), United Kingdom Born in Canada, Dr Segundo Mariz studied Medicine at the University of Liege, Belgium, obtaining his degree in 1988. He continued studying Public Health at the University of Louvain, Bruxelles, Belgium and completed his studies in 1990. He also worked as a researcher at the University of Liege in Occupational Medicine. In 1990, he started working for the pharmaceutical industry, joining UCB Pharma as a medical advisor working primarily in the field of clinical pharmacology with cetirizine, in the area of allergy and dermatology. He then went on to become a Medical Director at UCB UK from 1993 to 1998 where he worked in the fields of epilepsy, pain as well as allergy and dermatology. In 1999, he joined Takeda Europe where he worked in the fields of hypertension, heart failure and diabetes. His work focused primarily on candesartan and pioglitazone. He was involved in the coordination of the European Medical Affairs units for Cardiovascular and Diabetes, later working in the global planning units of the company. In 2006, he left the pharmaceutical industry for the Medicines Healthcare Regulatory Agency (MHRA). His assessments focused in the areas of chest medicine, ophthalmology, ENT, dermatology and endocrinology. He was deputy manager for the assessment unit. He evaluated many forms of regulatory submissions and gave scientific advice at the national and European levels. He was the UK representative for the Committee for Orphan Medicines. In 2010, he joined the European Medicines Agency entering the Orphan Medicines Section where he is currently working. Contact details: Segundo Mariz, MD Scientific Administrator Orphan Medicines Human Medicines Special Areas The European Medicines Agency (EMA) 7 Westferry Circus, Canary Wharf London E14 4HB, United Kingdom [email protected]
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EU Legislation on Compassionate Use



Name: Dr S Mariz Date: 21 November 2011



1



Presentation title (to edit, click View > Header and Footer)



An Alternative? • Compassionate use legislation opens possibilities to offer medicines to those in need. • What alternatives does EU legislation offer regarding compassionate use in Europe.
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Safeguarding public health



EU Regulation No 726/2004 ¾



Article 83 of this Regulation establishes the legal framework by which the EMA may be involved in issuing an opinion on the use of a product for compassionate use in the EU.



¾



The Committee for Medicinal Products for Human Use (CHMP) after consulting the manufacturer or the applicant may adopt an opinion on the conditions for use, the conditions for distribution and the patients targeted.



3



Presentation title (to edit, click View > Header and Footer)



Objectives of Article 83 The objectives of Article 83 are to: • Facilitate and improve the access of patients in the European Union to compassionate use programmes. • Favour a common approach regarding the conditions of use, the conditions of distribution and the patients targeted for compassionate use of unauthorised new medicinal products • Increase transparency between MSs in terms of treatment availability.
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Applicability of Article 83 It is applicable to: •



To medicinal products which are to be made available to “patients with a chronically or seriously debilitating disease, or a life threatening disease, and who cannot be treated satisfactorily by an authorised medicinal product” in the EU.



•



The compassionate use programme is intended for a “group of patients”.



•



The medicinal product is either “the subject of an application fro a centralised marketing authorisation in accordance with Article 6 of Regulation No 726/2004. or is undergoing clinical trials in the EU”.



Not applicable to Article 83. Article 83 is not applicable to: •



Medicinal products which are not eligible for the Centralised Procedure.



•



Compassionate use on a named patient basis (as meant by Article 5 of Directive 2001/83/EC)



•



A medicinal product, which has already been authorised via the Centralised Procedure, even if the proposed conditions of use and target population are different from those of the marketing authorisation.
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Annex of Regulation No 726/2004 The Annex stipulates the type of products for which the EMA may give an opinion on compassionate use. These are: • Products developed by biotechnology processes. • Advanced therapy medicinal products. Medicinal products containing a new active substance and belonging to: 1)HIV, 2)cancer, 3) neurodegenrative disorder, 4)diabetes, 5)auto-immune diseases & 6)viral diseases. Orphan medicines.



Who can request Compassionate Use? Under Regulation No 726/2004 only the Member States can request an opinion on the use of compassionate use for a medicinal product to the CHMP. Companies cannot apply for an opinion for compassionate use under Article 83.
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Accessibility to Information at the EMA • The EMA offers information on Compassionate use via Article 83 on its website via the Medical Information Services unit. • The Webpage offers access to the Legislation, Guidance on how the Legislation is applied via the EMA. • Direct access to Summary on Compassionate Use Reports for products which have been through the process.



Guidance on how to obtain Compassionate Use Opinion The EMA has produced a Guidance document regarding obtaining an opinion for compassionate use of a product in the EU as stipulated under Article 83 of Regulation No 726/2004. This Guidance document gives information on how to interpret the requirements for a compassionate use opinion.
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Key concepts in the Guidance document Key concepts presented by this document are: • What medicines are accessible for advice. • Which needs and patients must be met. – “Chronically or seriously debilitating disease or whose disease is considered to be life threatening”. – “Patients who cannot be treated satisfactorily”. – “Patient Group” and “patients targeted”



• Addressing the “Manufacturer” or “the applicant” and defining the “Conditions for distribution” as well as the “conditions for use”



Operational Considerations • The Guidance document describes how to initiate and request a CHMP opinion. – A Member State must contact the EMA when it envisages compassionate use under paragraphs (1) and (2) of Article 83. – Member States must indicate whether they consider that a CHMP opinion on the conditions for compassionate use would be of interest. – Companies cannot contact the CHMP directly but can inform the EMA of compassionate use programmes at Member State level.
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CHMP Opinion for Compassionate Use • Grounds for assessing a request for compassionate use are set down in Recital 33 of Regulation 726/2004 and are linked to where a common approach should be followed. • In assessing the CHMP will consider: – The criteria listed in paragraphs 1 and 2 of Article 83 are met. – A MS has notified the EMA and requested a CHMP opinion or – If more than one MS have notified the EMA of their use of Article 83 for the same compassionate use programme, without an explicit request for a CHMP opinion, the CHMP will consider whether, in the interest of patients, there is a need to provide an opinion.



Additional CHMP opinion considerations •



Information to the company: if the CHMP considers there is a need to provide a CHMP opinion on compassionate use, the EMA will inform the company.



•



Documentation to be supplied: the CHMP should use any relevant data provided by the MS or available in the public domain and any existing MS assessment (s) on the quality, safety and efficacy of the medicinal product.



•



Pharmacovigilance: the rules and responsibilities defined in Article 24(1) and 25 of Regulation 726/2004 are applicable to medicinal products for which an opinion on compassionate use has been adopted.



•



Update of opinions: the regulation requires the Agency to update the CHMP opinions on compassionate use on a regular basis.
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CHMP Assessments • To date there have been two CHMP Assessments which have been conducted following introduction of the Regulation. • CHMP opinion follows a similar framework for other opinions where there is the designation of a Rapporteur and Co-Rapporteur. • The Rapporteur and Co-Rapporteur produce assessments regarding quality, non-clinical and clinical data submitted for the product.



Timelines for a Compassionate use Opinion • Little precedence has been set because only two products have been evaluated via the process regarding timelines. • The Regulation does not set any timelines as for other regulatory processes. • It would appear that a CHMP opinion can be obtained within a period of around two months is one considers the Tamiflu Report available on the EMA website.
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Summary on Compassionate use Reports • These reports are available on the EMA website under the Compassionate Use Section. • The Reports are similar to EPARs and are quite complete evaluating the Quality, Non-Clinical and Clinical aspects. • There is a risk benefit analysis • There are recommendations regarding the distribution of the product. • In addition the report comes with forms to be completed by those participating in the programme.



Compassionate Use and Orphan Medicines • Compassionate use and Orphan Medicines at the Member State level has been in existance for many years. • Name Patient use has been extensively used in the field of Orphan Medicines as a way of treating patients who would otherwise not have access to medicines. • Many successful Orphan Medicines have been first used under national compassionate legislation before obtaining a licence. • Article 83 has not currently been used regarding Orphan Medicines.
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Compassionate Use Data and Orphan Medicines • Compassionate use data if collected correctly can help establish the groundwork for the pivotal clinical trial work for Marketing Authorisation. • If a proper data collection system is used to measure accepted efficacy parameters and safety signals these can give developers a perception into how the medicine may be effective in the condition and at what dose. • These preliminary exploratory data can be collected prospectively in this manner with minimal risk to the developer.



Potential benefits of a well structured Compassionate Use Programme. • A well structured Compassionate Use programme can: – Generate data on efficacy and dose of a product. – Establish the safety of longterm use. – Establish the foundations of a proper Clinical Development programme for the proposed Orphan Medicine. – Effective use of Article 83 offers the grounds for this.
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CARLA HOLLAK, PhD. Professor of Inherited Metabolic Diseases at the Academic Medical Centre in Amsterdam, The Netherlands. In 2008, Carla (CEM) Hollak was appointed as Full Professor of Internal Medicine, Inborn Errors of Metabolism in Adults at the University of Amsterdam at the Department of Internal Medicine, Division of Endocrinology and Metabolism, Academic Medical Center. Hollak combined her PhD studies with her residency in internal medicine and completed her specialization as an internist in 1996. The same year she obtained her PhD degree at the University of Amsterdam with a thesis on: “Gaucher disease: clinical and laboratory studies in relation to enzyme supplementation therapy”. In 1995, Hollak received a research grant from the Ziekenfondsraad (CVZ) to develop guidelines for the treatment of Gaucher disease patients in the Netherlands with enzyme replacement therapy. She received an identical grant to study the treatment of Fabry disease in 2002. She has been involved in many studies on novel drug treatments for lysosomal storage disorders, as well as studies on the pathophysiology, follow-up and monitoring of sphingolipidoses. Special attention has been given to development of biomarkers in collaboration with the department of Medical Biochemistry and Radiology. After working as a Consultant at the Department of Haematology, she specialized in Inherited Metabolic Diseases and launched an adult metabolic service in 2005. As Principal Investigator, Hollak is in charge of the research theme "natural history, pathophysiology and treatment of lysosomal storage disorders". She is co-founder of SPHINX, the Amsterdam Lysosome Center. Hollak is involved in many international collaborations and activities, including participation in supervising boards for Governmental studies in Canada and the UK and drug Registries. She is member of the board of the European Working Group on Gaucher Disease, treasurer of the European Study Group on Lysosomal Diseases, Chairman of the Gaucher Stichting and member of the Adult Metabolic Group at the Society for the Study of Inborn Errors of Metabolism (SSIEM). She regularly acts as expert for regulatory agencies, both at national and international level. Hollak has been co-promoter of 6 completed PhD theses and has published over 130 papers in peer-reviewed scientific journals. Contact details: Prof. Carla Hollak Professor of Inherited Metabolic Diseases The Amsterdam Lysosome Center AMC - Academisch Medisch Centrum, Meibergdreef 9, 1105 AZ Amsterdam, The Netherlands [email protected]
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What is the Role of Compassionate Use in Drug Development? Carla Hollak Academic Medical Centre Amsterdam, The Netherlands



Access to treatments for rare diseases before marketing authorization • • • •



Trials/expanded access protocols Compassionate use programs Named patient basis Off label use



Compassionate Access to Rare Disease Therapies



26



15th Workshop of the Eurordis Round Table of Companies - November 21, 2011 - Paris



Lysosomal storage disorders • Gaucher disease: 1991



Pretreatment



Post-treatment



Age 8 Years, 8 Months



Age 10 Years, 10 Months



Ceredase: named patient basis • Approval per patient from health insurance company: “coulance” • Different for each insurance company • Authorization in 1994 • Replaced by recombinant enzyme (Cerezyme), authorization in 1997
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Oral therapy for Gaucher disease: miglustat • Authorization in 2002 as an orphan drug for mild to moderately affected type 1 Gaucher disease patients • No authorization for neuronopathic Gaucher disease: – Trial data insufficient • No compassionate use program • Some patients treated on a named patient basis



New enzyme replacement therapies for Gaucher disease • July 2009: severe shortage of Cerezyme • Meeting of European Working Group on Gaucher Disease:
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Access to unauthorized treatments • Velaglucerase: – Expanded Access Program



• Taliglucerase: – Expanded Access Program: USA, Israel – Temporary Authorization for Use (ATU, France); – Named-patient program: Netherlands



Differences between member states • Some MS allowed access to taliglucerase and velaglucerase, but others did not • Differences in reimbursement policies Æ



Launch of a Cerezyme Emergency Treatment Program was necessary to allow allocation of Cerezyme for those in urgent need
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Eliglustat • 2nd generation substrate inhibitor • Currently in clinical trial for type 1 Gaucher disease – Compassionate use/early access during shortage denied • Fear of jeopardizing trials



Case history • Type 1 Gaucher disease, Jehova’s witness – – – –



Neutralizing antibodies towards enzyme Progressive cytopenia Progressive hepatosplenomegaly Bone crisis



• Treatment options: – Splenectomy – Immunotolerization and reintroduction of enzyme – Switch to eliglustat
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Limitations in access to compassionate use programs in the EU • Guideline EMEA/27170/06 on compassionate use – For cohorts only: common practive is named-patient basis – Differences between member states



• Experience from the lysosomal diseases field: – Companies may have fear for decline in number of patients for trials and for additional SAE reports • E.g. Pfizer: “Providing the investigational product for expanded access or compassionate use will not interfere with development of the product”



Inclusion of patients in compassionate use programs after EU marketing authorization • Velaglucerase: differences in timing of reimbursement among EU member states after MA – Continuation of expanded access program?



Compassionate Access to Rare Disease Therapies



31



15th Workshop of the Eurordis Round Table of Companies - November 21, 2011 - Paris



Use of data from compassionate use programs for assessment of (cost)effectiveness • Improved assessment of long term outcomes is urgently needed • All available data should be used (including trial data, compassionate use data and post-marketing data) • Independent disease registry: – Appropriate use of all treatments – Cost effectiveness • Comparison with no treatment • Comparison with other treatments



– Safety; side effects – Long term complications



Stopping treatment with (un)licensed orphan drugs • Unlicensed: – When the health/risk benefit turns out to be unfavourable • Miglustat for type 3 Gaucher,Tay-Sachs and Sandhoff disease



• Licensed: – When local authorities decide that the cost effectiveness profile is unfavourable
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Summary • Compassionate use programs for lysosomal storage disorders are mainly named-patient programs • Differences between MS policies are not clear and may result in differences in access • Companies may be hesitant when CU programs interfere with process of obtaining MA • • • •



Improved transparency and harmonization is needed Patients should be aware that treatment may be discontinued CU should not interfere with development program Integration of all data for post-marketing surveillance is necessary
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MATILDE PENAS, PhD. Senior Manager, Medical Information, PharmaMar SA, Spain Dr. Peñas has more than 20 years of experience in the pharmaceutical industry, first in Medical Affairs and Medical Marketing at SmithKline Beecham and GlaxoSmithKline. She joined PharmaMar in 2003 where she has been Senior Manager, Medical Information. She has been responsible for the Compassionate Use Programme implemented by PharmaMar for the early access of trabectedin for soft tissue sarcoma patients. This CUP ran for several years until Yondelis obtained a Marketing Authorisation Approval in 2007. Dr. Peñas received her degree in Pharmacy from the University Complutense de Madrid (Spain). After having completed her PhD thesis in Molecular Biology she obtained her Ph.D. in Pharmacy at the same University. Contact details: Matilde Peñas, PhD Senior Manager Medical Information & Training PharmaMar (Grupo Zeltia) Avda. de los Reyes, 1, Pol. Ind. La Mina 28770 Colmenar Viejo, (Madrid) Spain [email protected]
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Compassionate Use Programme The experience with Yondelis® (Trabectedin)



Matilde Peñas, PhD Senior Manager, Medical Information



Background information PharmaMar is a Spanish pharmaceutical company focusing in the discovery and development of new anticancer drugs of marine origin. – Founded in 1986 and wholly owned by Zeltia Group Headquarters in Madrid (Spain); 300 employees – PharmaMar ranks among the leading Spanish companies for R&D investment – Six compounds currently under clinical development for different indications – One of the company's commitments is to develop drugs to treat rare ("orphan") diseases • Four orphan drug designations in EU and US
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Yondelis® (trabectedin; ET-743) Ö Lead compound in PharmaMar’s oncology pipeline −



Originally derived from the marine tunicate Ecteinascidia turbinata. Preclinical cytotoxic activity against sarcoma observed in vitro and in vivo



−



Phase I clinical trials started in 1996



−



Three single-arm phase II studies in Soft Tissue Sarcoma − 195 patients accrued from January 1999 – January 2001



−



Orphan Drug designation for the treatment of STS granted by the European Commission in May 2001.



−



Pivotal randomized phase II trial in STS. − 270 patients recruited from May 2003 to June 2005



Yondelis® (trabectedin; ET-743) −



A Marketing Authorisation was submitted to the EMEA in 2006. ¾ September 2007: European Commission approval. Indication: Soft tissue sarcoma patients, after failure of anthracyclines & ifosfamide, or who are unsuited to receive these agents. ¾ October 2009: EC approval of second indication: Treatment of patients with relapsed platinum-sensitive ovarian cancer (in combination with PLD)



Compassionate Access to Rare Disease Therapies



37



15th Workshop of the Eurordis Round Table of Companies - November 21, 2011 - Paris



Soft Tissue Sarcoma • STS is a rare disease – Incidence ~ 3/100.000



• Aggressive type of cancer with unfavourable prognosis and limited treatment options. • Few drugs have shown efficacy in STS • There is a high need for new therapies in soft-tissue sarcoma (STS) • Before Yondelis® approval, no therapeutic advances in the treatment of STS for more than 20 years



Compassionate Use Programmes General Requirements • Life-threatening condition • Long-lasting or seriously disabling illnesses • No other drug available • Product undergoing clinical trials or awaiting approval • Expected benefit for patient • GMP requirements for drug product • Adverse event reporting Gap between − Ending CT/ Orphan designation (2001) − MA approval (2007)



High demand from oncologists for trabectedin supply under compassionate use
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Yondelis® (trabectedin) Compassionate Use Programme CUP for Soft Tissue Sarcoma patients implemented in 2000 ¾ National Regulatory Agencies approached – Controlled and restricted access programme, initially only for investigators having participated in clinical trials – Named-patient basis ƒ Nominative ATU in France



¾ Programme managed in-house (except in France and UK) – Strict protocol followed, defined elegibility and exclusion criteria ƒ Diagnosis of Soft Tissue Sarcoma ƒ Previous treatment with anthracyclines and ifosfamide – The Spanish Medicines Agency required review and acceptance from PharmaMar previous to Agency request approval – Drug provided free of charge until April 2003 in France and until August 2004 in other countries. Free of charge in Italy and Belgium.



Implementation CUP Objective: To assure that the drug was given to the right patient at the right dose and following the correct protocol Information provided to each treatment physician • Application procedure • Investigator’s Brochure (under Confidentiality Agreement) • Guide for the compassionate use – Similar to SPC: inclusion and exclusion criteria; premedication; patient monitoring; dosage adjustments; expected adverse events…



• • • • •



Guidelines for the preparation of trabectedin infusion Patient’s informed consent CRF (data collected during the first 4 years) Adverse events report form Literature references
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Trabectedin CUP Patients treated Country



Patients (n)



Austria



6



Belgium



232



France



452



Germany



135



Greece



7



Netherlands



5



Ireland



1



Italy



266



Norway



4



Poland



1



Portugal



5



Spain



290



Switzerland



42



UK



123 1569



Trabectedin CUP Patients treated Country



Patients (n)



Austria



6



Belgium



232



France



452



Germany



135



Greece



7



Netherlands



5



Ireland Italy



1 266



Norway



4



Poland



1



Portugal Spain



Higher participation in countries with Sarcoma Reference centers previously involved in trabectedin clinical trials



5 290



Switzerland



42



UK



123 1569



Expanded Access in US & ROW managed by Johnson&Johnson (PharmaMar’s partner for Yondelis)
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Lessons learned Challenges /Risks •



Named-patient programmes governed by individual Member States (MS) legislation. – Myriad of rules and regulations to overcome and understand • Approval by National Agencies patient by patient • Import licence • Ethics committee approval....



•



Liability risks – May reside with the company (Germany; Greece; Sweden – Company responsible for quality aspects – Physician responsible for clinical negligence



•



Logistical aspects



•



Administrative tasks



•



Safety data must be collected and reported – Risk associated with adverse events undetected in clinical trials



Key considerations •



Well-planned programme. Project management approach – Allocate resources



•



Compassionate vs Named Patient Programmes – NPP governed by member states (Different country regulations to be fulfilled)



•



Define timelines. When to start? – Relevant information on clinical efficacy, safety profile, pharmacological and pharmaceutical properties of the drug must be available – Start after completion of clinical trials?



•



Define target population. Only rightful patients should be treated. – Be prepared to say “NO” – Learn how to deal with pressure from patients / physicians/ politicians...
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Who pays? •



Drug reimbursment system decentralised



•



Compassionate use should not be a way of earning money with the product before approval



•



Costs can be covered by the Member State or by the sponsor



•



Compassionate use products must be free of charge in some member states – Belgium / Italy (except law 648) / Germany



•



If the drug is charged this price can be used as a benchmark for pricing and reimbursement committees – Spain / France



Considering establishment of a CUP/Named Patient Programme •



Cross-functional team – Involvement and coordination of different departments: Medical Affairs, Clinical Development, Regulatory, Pharmacovigilance, Finance and Supply Chain



•



Clear guidelines for the safe use and administration of the drug



•



Adequate supply of the drug – Drug availability results in an increased number of requests



•



Resources needed to establish and run the programme – Processes for handling and vetting requests – Mechanisms to review eligibility of patients – Reporting of adverse events always mandatory



ªConsider partnering with a specialist outsourcing company
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CUP: Opportunities •



Facilitate access patients with unmet medical needs to new drugs



•



Opportunity for the physicians to utilise new medicines and to give another chance to a seriously ill patient



•



Build networking with specialists and develop a small core of expert prescribers – Early hands-on experience – Future KOLs / Speakers



•



Gain knowledge about the drug – Data collected can offer novel insights to be used for future development – Doctors can gain experience with the new drug, driving for a more successfull launch



•



Shorten the delay between end of clinical trials /receipt of marketing authorisation and effective market access



Thank you!
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LISETTE VROMANS MSD-EBE, The Netherlands Lisette Vromans currently works in the Regulatory Policy EU and MOW group of MSD, covering many different policy areas but with a particular focuss on biologicals, vaccines and medical devices. Before moving to Regulatory Policy in 2005, she worked as a Regulatory Affairs Scientist (starting at Organon in 1986), participating in the early and late development and subsequent world-wide regulatory filings of products in the areas of contraception and neurosciences. In 2005, Lisette joined Organon's policy group and since September 1 of 2011 moved on to MSD. She is the MSD representative at IFPMA, EBE, EuropaBio, EVM) Ms. Vromans studied HLO Biochemistry at the Dr. Struyckeninstitute in Breda (the Netherlands) with a specialisation in Molecular Biology.



Contact details: Lisette Vromans MSD Development Center Oss Molenstraat 110 5342 CC Oss The Netherlands [email protected]
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Compassionate use across the EU EBE survey results



Contents • • •



Legal basis Compassionate use systems across EU Summary
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Legal basis Article 5 of Directive 2001/83/EC • Exemption to the general requirement for a Marketing Authorisation • Physician’s entitlement to request unlicensed medication for use by his individual patients on his direct responsibility • Transposed into Member State law



National implementation (Art 5) • 







•



Individual named patient prescriptions: «Named prescription», «Named patient supply», «Nominative import»,…. Pre-approvals/temporary licenses for patient groups (‘cohorts’) «Temporary authorisation for use», «Collective prescription», «General license», «Special license» usually restricted to • • •



Specific hospitals or administered by specialists only Defined number of packs Limited validity
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Legal basis Article 83 of Regulation EC 726/2004 • Making product available for compassionate reasons to a group of patients • Product within CP scope intended for -



• • •



Chronically or seriously debilitating disease Life-threatening disease Cannot be treated satisfactorily by an authorised product



Product must be subject of application of MA or undergoing clinical trials Member state to notify EMA CHMP may adopt opinion on -



Conditions of use Conditions for distribution Patients targeted



EBE survey compassionate use • • •



Covers 29 countries (EU plus Iceland, Norway) Feedback from industry subsidiaries and national trade associations Information on: -



Type of system (cohort/named patient) Need for license elsewhere Need prior approval/authorisation Need physician prescription Need for other documentation Assessment time Validity Liability Follow-up obligations
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Type and requirements Compassionate use EU overview 30



Article 83 ≈ 6
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• Company responsible for quality of product
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Responsible for payment Payment - cohort



Payment - Named Patient



4 6



3 Company



6



4



Company



Patient



Patient



Hospital



Hospital



Pat/hos



Pat/hos Other



Other



2



6



1 2



1



•Payment by patient/hospital may or may not be covered by national insurance •Other: decision by authority, case by case patient or company or hospital and/or insurer, applicant (cohort)



Overall results • • • • • • • • • •



Most countries have system in place (Bulgaria exception) In 35% of countries compassionate use alternative limited to products with existing license elsewhere Majority MS require authorisation In some countries import license suffices Most countries require physician prescription (except CZ cohort, DE, IT) Wide array of ‘other documentation’ (nothing to all available Q, S and E data) Assessment time (when defined) varies from couple days up to several months (also depends on urgency) Validity variable: treatment duration, 2M, 6M, 5Y, open-ended Liability: physician/hospital, in some MS company Who pays: company, hospital, patient/insurance system
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Follow-up obligations • • •



Obligations defined in NtA Volume 9 article 5.7 Strictly controlled by company ADR/AE reporting -



According to common practice (majority) Including statistics (FI) As in clinical trials (DK) Suspected serious AEs within 15 days (LT) Immediate reporting (UK) Responsibility physician and/or company According to Art 83 of regulation 726/2004/EC (DE) Dispensing records to be maintained (NL) Inform MoH about imported quantities and issues (RO)



CU – Company challenges • • •



Drug supply and logistics Requests outside intended label Prescribers are not trial investigators -



•



Data GCP monitoring impossible Often difficult to obtain patient demographics and complete ADR reports



Drug with potential safety issue -



How to ensure treatment- and safety reporting adherence?
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CU – Company Challenges •



Information requests from physicians -



•



Unapproved medicines: what is company allowed to communicate?



Personal data protection issues: -



Companies to monitor Benefit Risk balance … but what kind of information can we (and are we allowed to) collect from the patient? ƒ French cohort ATU: company protocol and data-collection expected (physician obliged to inform patient) ƒ Less clear in many other MSs



Summary •



• • •



Possibility to provide unlicensed medicines on humanitarian grounds exists in most countries but requirements differ ‘Named patient’ basis is (and should remain) national responsibility Necessity to have approval elsewhere (35%) is important barrier Article 83 not widely implemented/used
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Definition (1) •



Provision of unlicensed medicines to patients on humanitarian grounds: -



-



Severely ill patients In treatment failure: no therapeutic alternative Ineligible for trials



►Based on presumed positive benefit/risk balance



Definition (2) •



Compassionate use is not: -



-



•



Off-label use in unapproved indications Clinical trials (Directive 2001/20/EC) Not necessarily provision of drugs free of charge Opportunity to study the drug



Overriding priority: Treatment option for patient
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Dr. KEVIN LOTH Senior Director of External Relations for Celgene Europe Vice-Chair of the EBE-EuropaBio Joint Task Force on Rare Diseases Member of EUCERD Dr Kevin Loth is the Senior Director of External Relations for Celgene Europe. His responsibilities include European Government Relations, Public Relations and Patient Advocacy. In addition, he is Vice-Chair of the EBE-EuropaBio Joint Task Force on Rare Diseases and a member of EUCERD Prior to joining Celgene in 2007, Kevin was at Novartis for seven years, responsible for UK and 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. Contact details: Kevin Loth Senior Director, External Relations, Celgene Limited (UK) 1 Longwalk Road, Stockley Park Uxbridge, London, UB11 1DB United Kingdom [email protected]
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Industry perspective on compassionate use programmes in the EU ERTC, Paris 21 Nov 2011



Kevin Loth, EU External Relations, Celgene Clare Devline, EU Regulatory Affairs, Celgene



How does this complexity impact industry and therefore patients? Different approach to compassionate use and early access programmes from legislative and regulatory perspective...



Company challenges and considerations...



Variations in early access to medicines for patients...



Is this acceptable and should anything be done to improve the situation...
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Company challenges and considerations: Exacerbated for emerging OD companies ƒ



Do we know enough about the benefit risk profile, dosage etc of the product to consider early access?



ƒ



What is the potential impact on clinical development and registration in the EU?



ƒ



Do we have supply of the drug and in what form?



ƒ



Do we have the infrastructure in place to ensure safe supply/usage? •



Pharmacovigalence, medical information, risk management



ƒ



Do we understand what is actually required by the competent authorities?



ƒ



What is our experience – can we realistically get the drug to the patient in time?



ƒ



Do we have established relationships with the local doctor (centre of expertise)?



ƒ



What impact will this have on future price, reimbursement, and attitude of ‘payer’ community?



Company challenges - examples ƒ



Example - Drug supply and logistics : • Patient with life-threatening disease, ‘last resort’ therapy • Speed of supply is paramount • Country A allows stock of unlicened medicines to be held locally to supply patient requests • Country B does not allow this, drug must be shipped from second country following prior approval • Company can supply patient in country A faster



ƒ



Example – Need for a licence elsewhere : • Product approved in US • Commercial product from US unavailable due to supply issues • EU clinical trial stock not identical but available • Country A will allow use of clinical trial stock to fulfil named patient request • Country B will only allow use of US commercial stock • Patient in country B will not get drug
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Company challenges - examples



ƒ



Example - Competition with clinical studies : • A company may have promising phase II data, and product licensed on this basis in the US, but confirmatory phase III RCT study required for EU approval • Although compassionate use programme should only be used where patients do not meet criteria for clinical studies • Doctor and patient may not be willing to consent to RCT if they know product is standard of care in other markets



ƒ



Example - Timing of compassionate use programme : • May be requests for early access before company is ready e.g. supply capabilities, clinical data, infrastructure, feasibility of financing free of charge supply • Authorities may have different opinions on when programme can be initiated



Company challenges - examples



Example – Impact on commercialization ƒ



Company must set price before full data package is available – if it’s too high payers might take punitive action in the future



ƒ



If drug is provided free of charge what incentive is there to approve price and reimburse when approved?



ƒ



Payers may respond negatively to use of a product before they determine it to be cost-effective



ƒ



Uncontrolled use of the product by physicians could undermine future commercial potential
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Concluding thoughts



ƒ



From a company perspective the decision to start compassionate use and early access programmes are complex and not without consequence



ƒ



Although there is an overriding desire to ensure patients have the potential to benefit from our products - we are aware that from a patient perspective the system of compassionate use and early access programmes is not transparent and may appear unfair



ƒ



No ‘silver bullet’ solution – total EU harmonisation not necessarily better for companies or patients



ƒ



EU forum for stakeholders to discuss how to improve the situation is required
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FRANCOIS HOUYEZ Director of Health Policy, EURORDIS, France François Houÿez represents EURORDIS at the Patients’ and Consumers’ Working Party (PCWP), EMA, where he is topic leader on risk communication. He is responsible for treatment access issues, compassionate use programmes, off-label use of orphan drugs. He has represented patients in regulatory agencies, both at national and European levels, since 1993. He has been a patient advocate since 1989 and joined EURORDIS in 2003. Contact details: François Hoüyez Director of Health Policy European Organisation for Rare Diseases (EURORDIS) Plateforme Maladies Rares 96 rue Didot 75014 Paris, France [email protected]
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Recent Orphan Drug companies Experience with CUP, in Europe ERTC workshop 21 November 2011, Paris François Houÿez, Director of Health Policy



www.eurordis.org



EU Lex



• REGULATION (EC) Nº 726/2004 Title V, article 83.2, • running a Compassionate Use Programme (CUP) consists in making a medicinal product available for compassionate reasons to a group of patients with a chronically or seriously debilitating disease or whose disease is considered to be life-threatening, and who cannot be treated satisfactorily by an authorised medicinal product.



2



ERTC workshop, 21 November 2011, Paris
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History



• US: Aids activists urge FDA to accelerate regulatory process ƒ ƒ



Wall Street, on March 24, 1987 FDA adopted the compassionate use scheme



• France 1988 ƒ ƒ



French patients’ advocates negotiated early access with health authorities 1991: ATU in Code de la Santé Publique



• Denmark: 1995 • Germany: 2005 • Italy: 2006 • Spain: 2009
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When a marketing  authorisation is granted



Patients eligible CT recruitment  for clinical trials  terminates (CT)



(A) Clinical trials: experimental drug



(C) Roll‐over study



(B) Clinical trials: placebo or control



(D) Parallel access / track



All patients with  same disease in  countries with CT



(G) Patients  treated via  marketing  authorisation 



(E) Open label study, named patient basis, cohort…



(H) Financial  Assistance  Programme



Patients representing an unmet  medical need or with no suitable  alternative available, and/or not  eligible for CT



Patients  representing an  unmet medical need  or with no suitable  alternative available



Compassionate  Use Programme =  (C) + (E) + (F)



When there is no  marketing authorisation



(F) Open label study, named patient basis, cohort…



Expanded Access  Programme =      CUP + (D) + (I) +  ERTC workshop, 21 November 2011, Paris (J) + (K) +… All patients with  same disease in countries  with no CT
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Compassionate use is not



• A clinical trial nor an experiment • A substitute to product development • A financial help programme nor a humanitarian programme • A way to place a product on the market prior to the marketing authorisation • A “favour” or a “gift” to clinicians who achieve their objectives in recruiting for clinical trials
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A success story hospitalisation rates for 1000 AIDS patients, France 1995-1998



1st trimester 1995 – 3rd trimester 1998 700



50000 # hospitalisations



600



ATU IP IDV, RTV, SQV



ATU d4T



500 400



2Q96 to 2Q97: - 56%



ATU 3TC



300



MA



200 100



40000



ATU NRTI



Results as salvage



30000 20000 10000



0 0 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 1995 1996 1997 1998 6
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Some national schemes better than others



Afssaps annual report 2009



72% OD that were subsenquently authorised benefited from an ATU in average 34 months prior authorisation
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Eurordis Survey with industry



RECENT ORPHAN DRUG COMPANIES EXPERIENCE WITH CUP, IN EUROPE



8



Compassionate Access to Rare Disease Therapies



65



4



15th Workshop of the Eurordis Round Table of Companies - November 21, 2011 - Paris



Methods (1)



• Eurordis Invitation letter sent in coordination with EBE/EuropaBio • Written questionnaire to person in charge of CUP in the company • Survey period: ƒ November



9



2010 – January 2011
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Methods (2)



• Strand 1: Collection of retrospective data ƒ



Same questionnaire sent to 64 companies – that obtained a MA for a designated OD within the last 3 years (CUP in progress or closed) – And/or are EBE/EuropaBio members or ERTC members



ƒ



Target: to obtain information on 15-20 products



• Strand 2: Data collection on prospective compassionate use (CUP to come, or not) (not presented here)



10 ERTC workshop, 21 November 2011, Paris
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Strand 1: responses from 17 companies on 19 products



• GENZYME • UCB • ASTRAZENECA • BAXTER • CHIESI PHARMACEUTICI • DOMPÉ • EUSA PHARMA • FOLDRx Pharmaceuticals • MERCK SERONO
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• NOVIMMUNE • ORPHAN EUROPE • PHARMA MAR • RAREPARTNERS Sarl • SWEDISH ORPHAN BIOVITRUM • TALECRIS BIOTHERAPEUTICS GMBH • SHIRE Pharmaceuticals • JOHNSON & JOHNSON
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Companies that run a CUP Company



Indication



CUP in Europe?



Inolimomab



Graft versus host disease



yes



Genzyme



Mozobil®



Treatment to mobilise progenitor cells prior to stem cell transplantation



yes



AstraZeneca



Vandetanib



Medullary thyroid carcinoma



Yes



Merck Serono



Kuvan®



Hyperphenylalaninaemia (HPA) in adult and paediatric patients of 4 years + with (PKU)



yes



Orphan Europe



Carglumic acid



NAGS deficiency, isovaleric acidaemia, methylmalonic acidaemia, propionic acidaemia



yes



Pharma Mar Shire Pharmaceuticals Johnson&Johnson UCB Swedish Orphan BioVitrum



Yondelis® velaglucerase alpha (Vpriv) Decitabine Xyrem® Kiobrina



Chiesi Pharmaceutici



Ex vivo exp. auto. human corneal Corneal lesions, with associated corneal (limbal) epithelium containing stem cells stem cell deficiency, due to ocular burns



Novimmune Talecris Biother. Gmbh
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Product



Eusa Pharma



Soft Tissue Sarcoma



yes



Gaucher type 1



Yes



MDS



Yes



Treatment of narcolepsy



No



Prevention of growth restriction in preterm infants



No No



Nymusa®



Primary apnoea of premature newborns



No



NI-0801



haemophagocytic lymphohistiocytosis



No



NI-0501



haemophagocytic lymphohistiocytosis



No



Alpha-1-proteinase inhibitor



Congenital alpha-1 antitrypsin deficiency



No



Rare Partners sarl



No



Baxter



No



Dompé



No



FoldRx



No
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In case “no”, why? • Could not apply before due to the lack of GMP certificate for production facilities. Certificate granted recently though • Administrative obstacle and lack of experience for some countries • The development stage of compounds has not reached yet a stage where a CUP may have been envisioned • Proof of concept studies for 2 orphan indications to start 1Q2011 • Final decisions have not been made on initiating a program • New for the company, bureaucracy • Company was founded in March 2010, not yet involved in a CUP • Expanded access programs will be discussed once preliminary efficacy has been demonstrated 13 ERTC workshop, 21 November 2011, Paris



Valid data for 9 programmes Product



Indication



Mozobil® (Genzyme)



Treatment to mobilise progenitor cells prior to stem cell transplantation



vandetanib (AstraZeneca)



Medullary thyroid carcinoma



inolimomab (Eusa Pharma)



Graft versus host disease



Kuvan® (Merck Serono)



Hyper-Phenyl-Alaninaemia in adults and paediatric patients 4 years + with PKU



Carbaglu® (Orphan Europe)



NAGS deficiency, isovaleric acidaemia, methylmalonic acidaemia, propionic acidaemia



Yondelis® (Pharma Mar)



Soft Tissue Sarcoma



decitabine (Johnson & Johnson)



Myelo-Dysplasic Syndrome



Vpriv® (Shire Pharmaceuticals)



Gaucher type 1



Xyrem® (UCB)



Treatment of narcolepsy (Company said “no CUP” whereas in fact ATU in France)



14 ERTC workshop, 21 November 2011, Paris
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CUP status



GENZYME



Mozobil ®



Designation date 20/10/2004



31/07/2009



Q2 2008



Q3 2010



UCB



Xyrem



03/02/2003



13/10/2005



01/07/2004 *



31/12/2005 *



ASTRAZENECA



Vandetanib



24/01/2006



in progress



18/08/2010



in progress



EUSA PHARMA



Inolimomab



05/03/2001



in progress



05/03/2001



in progress



MERCK SERONO



Kuvan®



08/06/2004



02/12/2008



09/2008



15/01/2010



ORPHAN EUROPE



Carglumic acid



18/10/2000



24/01/2003



30/06/1991



30/06/2003



Company



Product



MA date



start date



end date



PHARMA MAR



Yondelis®



17/10/2003



28/10/2009



30/06/2000



30/06/2007



SHIRE Pharma.



Vpriv



09/06/2010



26/08/2010



10/2009



in progress



Johnson&Johnson



Decitabine



08/06/2010



in progress



30/06/2006



in progress



* Assumed from Afssaps ATU data
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11/14 products marketed within the last 3 years
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9 products, 42 countries, 74 programmes



17 ERTC workshop, 21 November 2011, Paris



23/42 countries: 1-2 programmes



18 ERTC workshop, 21 November 2011, Paris
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More than 3034 patients total



19 ERTC workshop, 21 November 2011, Paris



Detailed figures/country only for 3 Austria Belgium Croatia Czech Republic Cyprus Denmark Estonia France Finland Germany Greece Hungary Iceland Ireland Italy Latvia Lithuania Luxembourg Netherlands Norway Poland Portugal Romania Russia Slovakia Slovenia Spain Sweden Switzerland UK total



Johnson & J, 0 2 0



Pharma Mar 6 232 0



Genzyme 36 46 13



1



0



67



4 0 10 0 0 2 0 0 0 0 22 1 21 0 9 0 12 0 1 0 0 0 16 0 1 23 125



0 0 0 452 0 135 7 0 0 1 266 0 0 0 5 4 1 5 0 0 0 0 290 0 42 123 1569



0 15 3 60 9 166 12 55 1 4 180 10 13 1 18 4 75 26 0 4 3 0 125 13 37 253 1249



Johnson & Johnson: Pharma Mar: Genzyme:



decitabine Yondelis® Mozobil®
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Not much discussion with POs



21 ERTC workshop, 21 November 2011, Paris



Were data collected via CUPs?



22 ERTC workshop, 21 November 2011, Paris
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Which type?



23 ERTC workshop, 21 November 2011, Paris



Impact on information gained Exposed in Exposed in CUP and safety pivotal studies data collected** Eusa Pharma vandetanib 288* 442 Pharma Mar Yondelis® 266 1569 Johnson & Decitabine 303* 125 Johnson Genzyme Mozobil® 298 1249 Total 856 3385 (+320%) * estimates from phase III trials recruitment goals ** not all prior to benefit/risk evaluation NB: for Carbaglu®, no pivotal studies. All data from clinical files obtained via compassionate use programme
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For what use?



25 ERTC workshop, 21 November 2011, Paris



Completed programmes (1)



26 ERTC workshop, 21 November 2011, Paris
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Completed programmes (2)



27 ERTC workshop, 21 November 2011, Paris



Completed programmes (3)



28 ERTC workshop, 21 November 2011, Paris
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Completed programmes (4)



29 ERTC workshop, 21 November 2011, Paris



Completed programmes (5)



30 ERTC workshop, 21 November 2011, Paris
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Completed programmes (6)



31 ERTC workshop, 21 November 2011, Paris



Difficulties encountered in implementing the CUP (1)



• Differences in the local legislation across MS caused product to be available earlier in some MS than in others solely based on the difference in speed of obtaining the local approvals • Labeling in local language information • Prospective collection of data in a structured way is not allowed in a CU



32 ERTC workshop, 21 November 2011, Paris
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Difficulties encountered in implementing the CUP (2)



• Lengthy and protracted negotiations on price and subsequently on reimbursement ƒ ƒ



differences between MS are problematic from a budget impact on company’s side deprive the MS authorities from a “real incentive” to speed up the pricing and reimbursement decision, given that the patients receive the treatment for free



• Site cannot be selected: any request needs to be honoured, for any patient that meets the criteria for use of the drug. ƒ ƒ



Concept of Centre of Expertise not established in all MS It does add to the logistical effort and costs (principle of equal access and non-discrimination against patients)



33 ERTC workshop, 21 November 2011, Paris



Difficulties encountered in implementing the CUP (3)



• Emergency situation ƒ



administrative constraints difficult to manage, collection of patient information
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Success factors (1)



• Real life use of drug supported the product registration (in such a rare disease (23 patients in EU) a study would have been impossible)



35 ERTC workshop, 21 November 2011, Paris



Lessons learnt



• Distribution of non approved products under CUP is difficult to put in place • Administrative process sometimes prevents to deliver the product on time • Sometimes it is difficult to say no, when you receive requests from all over the world but you need then to find out how to deal with customs regulations • It takes a lot of resources and time –which can be difficult to handle for small companies • Requests from third countries come sometimes from very prominent people and they can get around the official legal way, but this is obviously not possible for the rest of mortals, this is then an ethical issue to handle as well 36 ERTC workshop, 21 November 2011, Paris
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More thinking needed on:



• When to start a CUP ƒ ƒ ƒ ƒ



End proof of concept? Even before? By the Go/No Go decision? With or without preliminary efficacy data? When agreement signed with the MAA if different from initial developer?



• In short: when is a compound becoming a potential medicine?



37 ERTC workshop, 21 November 2011, Paris



Next step



• Survey to Eurordis members and other rare diseases organisations • To collect information about: ƒ ƒ ƒ ƒ



How patients’ representatives see compassionate use programmes Recent programmes they benefited from Information they have on CUPs Involvement of their organisation in the preparation/conduct of CUPs – With the company – With national regulatory authorities



38 ERTC workshop, 21 November 2011, Paris



Compassionate Access to Rare Disease Therapies



80



19



15th Workshop of the Eurordis Round Table of Companies - November 21, 2011 - Paris



Thank you to



supported by



The responsibility of the content of this report lays with EURORDIS. The Executive Agency is not responsible for any use that may be made of the information contained therein.



Karel Verkoelen Lode Dewulf Anne De Bock Paolo De Angeli Federico Fucetola Emmanuelle LecomteBrisset Bill Aliski Paolo Morgese Olivia Maurel Marie-Christine Fortun Virginia Cuervo Germano Carganico Peter Myrenfors



Fabrizia Bignami Blanca Vera Gargallo Emmanuel Chantelot



Genzyme UCB AstraZeneca Chiese Pharmaceutici Dompé Eusa Pharma FoldRx Pharmaceuticals Merck Serono Novimmune Orphan Europe Pharma Mar RarePartners Srl Swedish Orphan Biovitrum And Baxter, Talecris Biopharmaceuticals Eurordis Eurordis EBE/Europabio
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Patients’ org. don’t know who their regulators are



40 ERTC workshop, 21 November 2011, Paris
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Issues for patient survey



• Few patients’ organisations in database correspond to marketed orphan products • Available functions in database make it difficult to automatically relate products with patients’ organisations • It is therefore difficult to match patients’ groups and orphan products



41 ERTC workshop, 21 November 2011, Paris
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Plenary Discussion



y Questions
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Questions



1) What is the role of Compassionate Use in solving specific public health needs?



2) When is the best timing to initiate a compassionate use programme during a product development? Is there a drug development stage that should be reached before a CUP may be envisioned?



3) How long before the submission of a marketing authorisation application should a compassionate use be in place? ƒ



By the end of proof of concept studies? Even before?



ƒ



By the Go/No-Go decision?



ƒ



When preliminary results in human are available?



4) Who should initiate the proposal for a compassionate use programme during a product development? ƒ



The MAA?



ƒ



The national competent authority?



ƒ



Treating physicians?



ƒ



Patients’ organisations?



5) Who should be involved in the design of the compassionate use programme? ƒ



The company only and treating physicians?



ƒ



The company, treating physicians, national competent authority?



ƒ



The company, treating physicians, patients’ representatives?



ƒ



The company, treating physicians, national competent authority, patients’ representatives?
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6) Should it be for free, or should the company be charging for the programme? In cases when the company charges for the programme, the main criticism relates to the commercialisation of compassion by the industry and to the contradiction of a (partial) return on investment when no marketing authorisation has been granted. In cases when the company does not charge for the programme, the main criticism relates to the “hijacking” of the compassionate use programme that becomes a “marketing tool” for the company to place the new product on the market before the marketing authorisation is granted. ƒ



If the company should be charging for the programme, should the price reflect purely the cost of the programme?



ƒ



Or should it reflect the future price of the drug when marketed?



7) Should packaging/package leaflet mention the special status of a compassionate product (with uncertainties and limited information on safety, efficacy)? How to inform the patient that the compassionate use could terminate in case of marketing authorisation application is rejected, and even if the patient is benefiting from the product (objectively)? Should a “Treatment Initiation From” signed both by the patient and the healthcare professional be proposed?



8) How to inform treating physicians that a compassionate use programme has been agreed upon? (publicity of the programme) ƒ



Should this be done by the national competent authority?



ƒ



Should this be done by the company/DHCP letter?



9) Should the compassionate use programme be limited to some centres/countries? Or open to all (equity)? Should the Marketing Authorisation Applicant select centres in which the programme would be running, or not?



10) EMA guidelines on compassionate use: EMA defines the “Conditions for distribution” as the “conditions or restrictions regarding the supply and use of the medicinal product.
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The conditions specify whether or not the medicinal product is subject to medical prescription or whether it is subject to special or restricted medical prescription”. EMA excludes “the strategy for supplying the medicinal product in the MSs (e.g. quantity of product, choice of MSs)”. Should the EMA opinion also cover the strategy for supplying the medicinal product in the MSs (e.g. quantity of product, choice of MSs) and not only whether or not the medicinal product is subject to medical prescription, or whether it is subject to special or restricted medical prescription? This could ensure better coordination on the supply shipped to each MS (demand is always greater or lower depending of the MS), more transparency on the availability of supply per country and rules that govern this supply allotment etc.



11) In case of limited product supply, what is the best way to run the compassionate use programme? ƒ



To use strict medical criteria to select the patients in greatest need?



ƒ



To randomise who will have access?



ƒ



To monitor waiting times and to be transparent about these?



ƒ



To provide it to the first patients until all supply is used? First come- first served basis.



12) Could Compassionate Use play a role in the benefit/risk evaluation? Should the collection of data be mandatory or left as an option?



13) What type of data should the company collect? (Safety, “real life” use in special populations usually excluded from clinical trials, quality of life measurement, outcomes for HTA…)



14) Could the Health Technology Assessment of a product be facilitated by the contribution of the data issued from a Compassionate Use programme?
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15) How to end a compassionate use programme after the marketing authorisation is granted? ƒ



Patients who were treated prior to the marketing authorisation continue to be treated until pricing & reimbursement decision, but no new patients enter the programme;



ƒ



Patients who were treated prior to the marketing authorisation continue to be treated until pricing & reimbursement decision, new patients can continue to enter the programme.



16) Does the Directive on Patients Right to Access Cross Border Health Care provide guidance on access to Compassionate Use in a foreign country?  
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Useful Documents



• Extract from the EU Regulation (EC) Nº 726/2004 Title V, article 83 • EMA Guideline on Compassionate Use of Medicinal Products, pursuant to article 83 of Regulation (EC) N°726/2004* • EMA Questions & Answers on the Compassionate Use of Medicines in Europe* • EURORDIS definitions of the Types of Compassionate Use & Parallel Access Programmes



*We thank EMA for having granted EURORDIS permission to publish these documents
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USEFUL DOCUMENT N° 1:  



•



Extract from the EU Regulation (EC) Nº 726/2004 Title V, article 83
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L 136/30



EN



Official Journal of the European Union



Article 77 The Commission may, in agreement with the Management Board and the relevant committee, invite representatives of international organisations with an interest in the harmonisation of regulations applicable to medicinal products to participate as observers in the work of the Agency. The conditions for participation shall be determined beforehand by the Commission. Article 78 1. The Management Board shall, in agreement with the Commission, develop appropriate contacts between the Agency and the representatives of the industry, consumers and patients and the health professions. These contacts may include the participation of observers in certain aspects of the Agency's work, under conditions determined beforehand by the Management Board, in agreement with the Commission. 2. The committees referred to in Article 56(1) and any working parties and scientific advisory groups established in accordance with that Article shall in general matters establish contacts, on an advisory basis, with parties concerned with the use of medicinal products, in particular patient organisations and health-care professionals' associations. Rapporteurs appointed by these committees may, on an advisory basis,



30.4.2004



establish contacts with representatives of patient organisations and health-care professionals' associations relevant to the indication of the medicinal product concerned. Article 79 The Management Board shall, in the case of veterinary medicinal products which have limited markets, or in the case of veterinary medicinal products intended for diseases with a regional distribution, adopt the necessary measures to provide assistance to companies at the time of submission of their applications. Article 80 To ensure an appropriate level of transparency, the Management Board, on the basis of a proposal by the Executive Director and in agreement with the Commission, shall adopt rules to ensure the availability to the public of regulatory, scientific or technical information concerning the authorisation or supervision of medicinal products which is not of a confidential nature. The internal rules and procedures of the Agency, its committees and its working groups shall be made available to the public at the Agency and on the Internet.



TITLE V GENERAL AND FINAL PROVISIONS



Article 81 1. All decisions to grant, refuse, vary, suspend, withdraw or revoke a marketing authorisation which are taken in accordance with this Regulation shall state in detail the reasons on which they are based. Such decisions shall be notified to the party concerned. 2. An authorisation to place a medicinal product governed by this Regulation on the market shall not be granted, refused, varied, suspended, withdrawn or revoked except through the procedures and on the grounds set out in this Regulation. Article 82 1. Only one authorisation may be granted to an applicant for a specific medicinal product. However, the Commission shall authorise the same applicant to submit more than one application to the Agency for that medicinal product when there are objective verifiable reasons relating to public health regarding the availability of medicinal products to health-care professionals and/or patients, or for co-marketing reasons. 2. As regards medicinal products for human use, Article 98(3) of Directive 2001/83/EC shall apply to medicinal products authorised under this Regulation.



3. Without prejudice to the unique, Community nature of the content of the documents referred to in Article 9(4)(a), (b), (c) and (d) and in Article 34(4)(a) to (e), this Regulation shall not prohibit the use of two or more commercial designs for a given medicinal product covered by a single authorisation.



Article 83 1. By way of exemption from Article 6 of Directive 2001/83/EC Member States may make a medicinal product for human use belonging to the categories referred to in Article 3(1) and (2) of this Regulation available for compassionate use.



2. For the purposes of this Article, ‘compassionate use’ shall mean making a medicinal product belonging to the categories referred to in Article 3(1) and (2) available for compassionate reasons to a group of patients with a chronically or seriously debilitating disease or whose disease is considered to be lifethreatening, and who can not be treated satisfactorily by an authorised medicinal product. The medicinal product concerned must either be the subject of an application for a marketing authorisation in accordance with Article 6 of this Regulation or must be undergoing clinical trials.
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30.4.2004



EN



Official Journal of the European Union



3. When a Member State makes use of the possibility provided for in paragraph 1 it shall notify the Agency.



4. When compassionate use is envisaged, the Committee for Medicinal Products for Human Use, after consulting the manufacturer or the applicant, may adopt opinions on the conditions for use, the conditions for distribution and the patients targeted. The opinions shall be updated on a regular basis.



L 136/31



obligations laid down in connection with the authorisations. The maximum amounts as well as the conditions and methods for collection of these penalties shall be laid down in accordance with the procedure referred to in Article 87(2).



The Commission shall publish the names of the marketing authorisation holders involved and the amounts of and reasons for the financial penalties imposed.



Article 85 5. Member States shall take account of any available opinions.



6. The Agency shall keep an up-to-date list of the opinions adopted in accordance with paragraph 4, which shall be published on its website. Article 24(1) and Article 25 shall apply mutatis mutandis.



7. The opinions referred to in paragraph 4 shall not affect the civil or criminal liability of the manufacturer or of the applicant for marketing authorisation.



This Regulation shall not affect the competences vested in the European Food Safety Authority created by Regulation (EC) No 178/2002 (1).



Article 86 At least every ten years, the Commission shall publish a general report on the experience acquired as a result of the operation of the procedures laid down in this Regulation, in Chapter 4 of Title III of Directive 2001/83/EC and in Chapter 4 of Title III of Directive 2001/82/EC.



Article 87 8. Where a compassionate use programme has been set up, the applicant shall ensure that patients taking part also have access to the new medicinal product during the period between authorisation and placing on the market.



9. This Article shall be without prejudice to Directive 2001/20/EC and to Article 5 of Directive 2001/83/EC.



Article 84 1. Without prejudice to the Protocol on the Privileges and Immunities of the European Communities, each Member State shall determine the penalties to be applied for infringement of the provisions of this Regulation or the regulations adopted pursuant to it and shall take all measures necessary for their implementation. The penalties shall be effective, proportionate and dissuasive.



Member States shall inform the Commission of these provisions no later than 31 December 2004. They shall notify any subsequent alterations as soon as possible.



1. The Commission shall be assisted by the Standing Committee on Medicinal Products for Human Use set up by Article 121 of Directive 2001/83/EC and by the Standing Committee on Veterinary Medicinal Products set up by Article 89 of Directive 2001/82/EC.



2. Where reference is made to this paragraph, Articles 5 and 7 of Decision 1999/468/EC shall apply, having regard to the provisions of Article 8 thereof.



The period laid down in Article 5(6) of Decision 1999/468/EC shall be set at three months.



3. Where reference is made to this paragraph, Articles 4 and 7 of Decision 1999/468/EC shall apply, having regard to the provisions of Article 8 thereof.



The period laid down in Article 4(3) of Decision 1999/468/EC shall be set at one month.



2. Member States shall inform the Commission immediately of any litigation instituted for infringement of this Regulation.



4.



3. At the Agency's request, the Commission may impose financial penalties on the holders of marketing authorisations granted under this Regulation if they fail to observe certain



(1) Regulation (EC) No 178/2002 of the European Parliament and of the Council of 28 January 2002 laying down the general principles and requirements of food law, establishing the European Food Safety Authority and laying down procedures in matters of food safety (OJ L 31, 1.2.2002, p. 1).



The committees shall adopt their Rules of Procedure.
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USEFUL DOCUMENT N° 2:  



• EMA Guideline on Compassionate Use of Medicinal Products, pursuant to article 83 of Regulation (EC) N°726/2004
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European Medicines Agency Evaluation of Medicines for Human Use



London, 19 July 2007 Doc. Ref: EMEA/27170/2006



COMMITTEE FOR MEDICINAL PRODUCTS FOR HUMAN USE (CHMP)



GUIDELINE ON COMPASSIONATE USE OF MEDICINAL PRODUCTS, PURSUANT TO ARTICLE 83 OF REGULATION (EC) No 726/2004



TRANSMISSION TO EUROPEAN COMMISSION TRANSMISSION TO CHMP ADOPTION BY CHMP FOR RELEASE FOR CONSULTATION END OF CONSULTATION (DEADLINE FOR COMMENTS)



26 January 2006 20 February 2006 23 March 2006 1 July 2006



ADOPTION BY CHMP AND TRANSMISSION TO THE EUROPEAN COMMISSION



19 October 2006



RELEASE FOR CONSULTATION TO THE NATIONAL COMPETENT AUTHORITIES



6 February 2007



ADOPTION BY CHMP AND IMPLEMENTATION



19 July 2007



7 Westferry Circus, Canary Wharf, London, E14 4HB, UK Tel. (44-20) 74 18 84 00 Fax (44-20) 74 18 85 45 E-mail: [email protected] http://www.emea.europa.eu
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GUIDELINE ON COMPASSIONATE USE OF MEDICINAL PRODUCTS, PURSUANT TO ARTICLE 83 OF REGULATION (EC) No 726/2004



TABLE OF CONTENTS



1.



INTRODUCTION ................................................................................................................3



2.



LEGAL BASIS AND PURPOSE.........................................................................................3



3.



SCOPE AND GENERAL PRINCIPLES............................................................................3



4.



INITIATION AND REQUEST OF CHMP OPINION .....................................................5



5.



CHMP OPINION FOR COMPASSIONATE USE ...........................................................6



6.



FROM OPINIONS ON CONDITIONS OF COMPASSIONATE USE TO OPINIONS ON MARKETING AUTHORISATIONS .....................................................7



7.



TRANSPARENCY ...............................................................................................................7



8.



FEES FOR COMPASSIONATE USE ................................................................................7



Compassionate Access to Rare Disease Therapies



98



15th Workshop of the Eurordis Round Table of Companies - November 21, 2011 - Paris



1. INTRODUCTION Article 6 of Directive 2001/83/EC1 requires that medicinal products are authorised before they are marketed in the Community. Unauthorised medicinal products may be available through an approved clinical trial protocol. A treatment option for patients in the European Union suffering from a disease for which no satisfactory authorised alternative therapy exists or who cannot enter a clinical trial, may be the use of an unauthorised medicinal product in a compassionate use programme. Compassionate use programmes are intended to facilitate the availability to patients of new treatment options under development. National compassionate use programmes, making medicinal products available either on a named patient basis or to cohorts of patients, are governed by individual Member States (MS) legislation. 2. LEGAL BASIS AND PURPOSE Recital 33 of Regulation (EC) No 726/20042 states that “In order to meet, in particular, the legitimate expectations of patients (…) a common approach should be followed, whenever possible, regarding the criteria and conditions for the compassionate use of new medicinal products under MS’ legislation”. Article 83 (1) of Regulation (EC) No 726/2004 introduces the legal framework for the provision of compassionate use in the European Union for medicinal products that are eligible to be authorised via the Centralised Procedure, stating that “by way of exemption from Article 6 of Directive 2001/83/EC, MS may make a medicinal product for human use belonging to the categories referred to in Article 3(1) and 3(2) of Regulation (EC) No 726/2004 available for compassionate use”. Compassionate use implementation remains the competence of a MS. Article 83 of Regulation (EC) No 726/2004 on compassionate use is complementary to national legislations and provides an option to MS who wish to receive a CHMP opinion regarding the conditions for compassionate use of a specific medicinal product which falls within the scope of Article 83(1) and 83(2). The objectives of article 83 are to: −



Facilitate and improve the access of patients in the European Union to compassionate use programmes,



−



Favour a common approach regarding the conditions of use, the conditions for distribution and the patients targeted for the compassionate use of unauthorised new medicinal products,



−



Increase transparency between MSs in terms of treatment availability.



This document aims to provide guidance on the criteria and the procedure for using the possibility provided for in article 83 (1) of Regulation (EC) No 726/2004. It should be read in conjunction with article 5 of Directive 2001/83/EC, as well as the respective MS’s legislation, as the case may be. 3. SCOPE AND GENERAL PRINCIPLES The use of Article 83 is applicable to unauthorised medicinal products for human use falling within the scope3 of articles 3(1) and 3(2) of Regulation (EC) No 726/2004, without prejudice to the subsequent marketing authorisation route as required or permitted by that Regulation. In addition, as stated in Article 83 each of the following specific criteria should be fulfilled:



1



Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on the Community code relating to medicinal products for human use, as amended. 2 OJ L 136, 30/4/2004 p. 1 – 33. Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31 March 2004 laying down Community procedures for the authorisation and supervision of medicinal products for human and veterinary use and establishing a European Medicines Agency. 3 Guideline on Therapeutic areas within the mandatory scope of the Centralised Procedure for the evaluation for Marketing Authorisation Applications with reference to Article 3 and Point 3 of Annex of regulation (EC) No 726/2004 (EMEA/282954/2005).
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−



The medicinal product is to be made available to “patients with a chronically or seriously debilitating disease, or a life threatening disease, and who cannot be treated satisfactorily by an authorised medicinal product” in the European Union,



−



The compassionate use programme is intended for a “group of patients”,



−



The medicinal product is either “the subject of an application for a centralised marketing authorisation in accordance with Article 6 of Regulation (EC) No 726/2004 or is undergoing clinical trials” in the European Union or elsewhere.



As a consequence, Article 83 is not applicable to: −



Medicinal products which are not eligible for the Centralised Procedures,



−



Compassionate use on a named patient basis (as meant in Article 5 of Directive 2001/83/EC),



−



A medicinal product, which has already been authorised via the Centralised Procedure, even if the proposed conditions of use and target population are different from those of the marketing authorisation. The recommendations for use of a medicinal product between a CHMP opinion for compassionate use and CHMP opinion for marketing authorisation, then between opinion for marketing authorisation and Commission Decision and its subsequent placing on the market, are described in chapter 6.



However, the existence of a Community authorisation for a medicinal product is without prejudice to any national legislation relating to compassionate use. Compassionate use versus clinical trials Article 83 (9) of Regulation (EC) No 726/2004 states that Article 83 “shall be without prejudice to Directive 2001/20/EC4”. From a methodological point of view, clinical trials are practically the only means of obtaining reliable and interpretable efficacy and safety data for a medicinal product. Although safety data may be collected during compassionate use programmes, such programmes cannot replace clinical trials for investigational purposes. Compassionate use is not a substitute for properly conducted trials. Compassionate use should therefore not slow down the implementation or continuation of clinical trials intended to provide essential information relative to the benefit/risk balance of a medicinal product. Patients should always be considered for inclusion in clinical trials before being offered compassionate use programmes. Compassionate use versus off-label use In this guideline, compassionate use does not refer to the use of an authorised medicinal product for an indication different from the one mentioned in section 4.1 of the summary of product characteristics (SPC), i.e. off-label use. Other principles and definitions −



“Group of patients” can be interpreted as any set (i.e. more than one) of individual patients that would benefit from a treatment for a specific condition. The terms “cohort”, “collective use”, “patient group prescription” or “special treatment programme” used in some MSs, in accordance with national legislations, may correspond with this concept. The possibility of using an unauthorised medicinal product for compassionate use on a named patient basis (Article 5 of Directive 2001/83/EC) does not fall under the scope of Article 83.



−



“Chronically or seriously debilitating disease or whose disease is considered to be life threatening”: The severity of the disease, i.e., its chronically or seriously debilitating, or lifethreatening nature needs to be justified, based on objective and quantifiable medical or epidemiologic data. Whereas a life-threatening condition is relatively easily recognisable, definitions of what conditions are chronic and seriously debilitating should consider aspects as



4



Directive 2001/20/EC of the European Parliament and of the Council of 4 April 2001 on the approximation of the laws, regulations and administrative provisions of the Member States relating to the implementation of good clinical practice in the conduct of clinical trials on medicinal products for human use.
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regards the condition is associated with morbidity that has substantial impact on patients’ day-today functioning and will progress if left untreated. Typical examples are cancer, HIV/AIDS, neurodegenerative disorders and auto-immune diseases. Chronic or serious debilitation, or fatal outcome should be a prevalent feature of the target disease. −



“An authorised medicinal product”, as used in Article 83 (2), means a product authorised nationally (national, decentralised or mutual recognition procedures) or by the Community (Centralised Procedure), in the MS(s) where compassionate use is envisaged.



−



“Patients who cannot be treated satisfactorily”, as used in Article 83 (2), means patients left without treatment options or patients whose disease does not respond or relapses to available treatments, or for whom the treatments are contraindicated or inadequate. Whether patients can be treated satisfactorily or not, will be assessed by the CHMP based on the review of diagnostic, preventive or therapeutic medicinal products authorised, and on the justifications as to why the medicinal products reviewed are not considered satisfactory for the treatment of the patients’ disease.



−



In this guideline, the term “company” should be understood as meaning “the manufacturer or the applicant” as referred to in paragraph 4 of Article 83 of Regulation (EC) No 726/2004 and denotes the person responsible for providing the scientific file to the CHMP for assessment of the compassionate use of a medicinal product under article 83 of the Regulation. This person is either “a marketing authorisation applicant” if a centralised marketing authorisation is being submitted, or “a manufacturer” if the medicinal product concerned is not the subject of an application for a centralised marketing authorisation.



−



“Conditions for distribution” are not defined in the pharmaceutical legislation and are therefore understood as the conditions or restrictions regarding the supply and use of the medicinal product, as provided for in Article 9(4)(b) and Article 14(10) of Regulation (EC) No 726/2004. The conditions specify whether or not the medicinal product is subject to medical prescription, or whether it is subject to special or restricted medical prescription. The conditions for distribution do not cover the strategy for supplying the medicinal product in the MSs (e.g. quantity of product, choice of MSs).



−



“Patients targeted” is the restricted population (including age groups), as identified by the CHMP, that would benefit from the treatment for compassionate use.



−



“Conditions for use” are recommendations for health professionals on how to administer and to use the medicinal product safely and effectively. These recommendations include relevant information on the clinical, pharmacological, pharmaceutical properties of the medicinal product and on the conditions for patient monitoring.



4. INITIATION AND REQUEST OF CHMP OPINION When a MS envisages the need to make a medicinal product, as defined in paragraph (1) and (2) of Article 83, available for compassionate use, the Competent Authority of that MS must notify the EMEA. For medicinal products belonging to the categories referred to in Article 3(2) of Regulation (EC) No 726/2004 (the so-called “optional scope”), the EMEA shall only be notified when the eligibility to the Centralised Procedure has been already confirmed by the CHMP. When notifying the EMEA, MSs may indicate whether they consider that a CHMP opinion on the conditions for compassionate use would be of interest. Companies should not directly contact the EMEA to request a CHMP opinion. However, companies may, at their own initiative, inform the EMEA of compassionate use applications in MS(s), or of an ongoing procedure for compassionate use at national level. The EMEA may then contact the relevant MS(s) for information only.
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5. CHMP OPINION FOR COMPASSIONATE USE Further to notification (and possible request) by MS(s), the CHMP may adopt an opinion on the conditions for use, the conditions for distribution and the patients targeted for compassionate use in a given therapeutic indication. CHMP opinions are not binding on MSs, however, MSs shall take account of any available opinions. Adopted opinions are applicable to any subsequent notifications from another MS concerning the same programme. Grounds for assessing a request for compassionate use The grounds for triggering a CHMP assessment are based on the principle laid down in Recital 33 of Regulation (EC) No 726/2004, where a common approach should be followed whenever possible, as regards the criteria and the conditions for compassionate use. In this context, to consider assessing, the CHMP will check the following: −



The criteria listed in paragraphs 1 and 2 of Article 83 are met,



−



A MS has notified the EMEA and requested a CHMP opinion, or,



− If more than one MS have notified the EMEA of their use of Article 83 for the same compassionate use programme, without an explicit request for a CHMP opinion, the CHMP will consider whether, in the interest of patients, there is a need to provide an opinion. Information to the company Whenever the CHMP considers that there is a need to provide a CHMP opinion on compassionate use, the EMEA will inform the company. Documentation to be supplied When they notify the EMEA, MS(s) may have already collected and assessed data following a request for compassionate use. In other situations, MS(s) may have notified the EMEA and asked for a CHMP opinion in accordance with Article 83, without having yet collected or assessed data. If a CHMP opinion is to be adopted, the CHMP should use any relevant data provided by the MS(s) or available in the public domain, and any existing MS(s)’ assessment(s) on the quality, safety and efficacy of the medicinal product, the comprehensiveness of which will depend of the stage of development of the product. After consulting the company, the CHMP may request additional data. Detailed justifications should be provided to support the claim that the medicinal product meets the criteria listed in Article 83(2), in accordance with the definitions provided in this guideline. The scientific data submitted should allow evaluation of the conditions for use of the medicinal product, for the intended target population, in the context of compassionate use. In terms of efficacy, the assumptions for compassionate use may be based on mature randomised phase III trials (e.g. in case of parallel assessment of compassionate use and application for marketing authorisation). However, acceptable assumptions may rely on promising early data observed in exploratory trials (e.g. uncontrolled phase II trials). In terms of safety, submission of all available data, which may contribute to refinement of the conditions for use defined in the opinion, is encouraged. Pharmacovigilance In accordance with Article 83(6) of Regulation (EC) No 726/2004, the pharmacovigilance rules and responsibilities defined in Articles 24(1) and 25 of the Regulation referring to centrally authorised medicinal products as defined in articles 3(1) and (2) are applicable to medicinal products for which an opinion on the conditions for compassionate use has been adopted. Update of opinions The legislation requires the Agency to update CHMP opinions on compassionate use on a regular basis. Updates of CHMP opinions may be triggered by MS(s) on their request, or whenever considered appropriate by the Committee based on available data or data provided by the MS(s) or companies (e.g. new safety data).
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The CHMP shall coordinate multiple MS(s) requests, if appropriate, in order to avoid excessive numbers of CHMP opinion updates. Following a CHMP opinion on compassionate use, the company may provide further information or request a hearing with the CHMP to provide new information or express disagreement with the terms of the CHMP opinion. 6. FROM OPINIONS ON CONDITIONS OF COMPASSIONATE USE TO ON MARKETING AUTHORISATIONS



OPINIONS



Once a medicinal product for which a CHMP opinion on the conditions for compassionate use exists, has received a CHMP opinion for a marketing authorisation, its opinion for compassionate use may be updated taking into account the marketing authorisation opinion, where appropriate (e.g. safety recommendations). Once a medicinal product has been authorised, updates of compassionate use opinions are no longer required and reference is made to the relevant information published on the EMEA website about the authorised product. Where a compassionate use programme has been set up in a MS, the company shall ensure that patients taking part in the programme have access to the medicinal product during the period between the granting of the centralised marketing authorisation and its placing on the market. 7. TRANSPARENCY In accordance with Article 83 (6) of Regulation (EC) No 726/2004, the EMEA is responsible for keeping an up-to-date list of the opinions adopted on a public register available on the EMEA website. The information available on the register includes: - MS(s) having notified the EMEA - the name of the medicinal product for compassionate use, - the active substance, - dosage(s) and pharmaceutical form(s), - the conditions of use, - the conditions for distribution, - the target population, - the name and contact details of the company, - the date of the CHMP opinion for compassionate use, - the date of the CHMP opinion and Commission decision on marketing authorisation, where relevant, When relevant, each product is electronically hyperlinked to the following information: o



Before an opinion for marketing authorisation is given: -



o



the summary of CHMP opinion on compassionate use



After an opinion or a decision for marketing authorisation is given: -



the relevant documents published on the EMEA website for medicinal products authorised according to the Centralised Procedure (e.g. EPAR).



8. FEES FOR COMPASSIONATE USE The fee payable for an opinion on a medicinal product for compassionate use shall be deducted from the fee payable to the EMEA for an application for a marketing authorisation for the same medicinal product, where such application is submitted by the same company (see Council Regulation No 297/95 as amended on the fees payable to the European Medicines Agency and Rules of implementation and other measures- EMEA/MB/356866/2005).
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Companies that have been assigned small and medium enterprise (SME) status by the Agency are eligible for a 90% reduction in the scientific service fee (which includes opinions on medicinal products for compassionate use), see Commission Regulation (EC) No 2049/2005 which lays down the rules regarding the payment of fees to, and the receipt of administrative assistance from, the EMEA by SMEs. See also the specific provision in Article 7.1(c) of this Regulation.
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21 January 2010 EMEA/72144/2006 (rev)



Questions and answers on the compassionate use of medicines in the European Union This document describes how ‘compassionate use’ programmes may be set up in the European Union, and the role of the European Medicines Agency in these activities, in accordance with Article 83 of Regulation (EC) No 726/2004



What is compassionate use? Compassionate use is a way of making available to patients with an unmet medical need a promising medicine which has not yet been authorised (licensed) for their condition. A medicine can be marketed in the European Union (EU) only after it has been authorised. However, it is sometimes in the interest of patients to have access to medicines before authorisation. Special programmes can be set up to make these medicines available to them under defined conditions. This is known as ‘compassionate use’.



Which medicines can be made available in this way? Compassionate use programmes can only be put in place for medicines that are expected to help patients with life-threatening, long-lasting or seriously disabling illnesses. These programmes are expected to benefit seriously ill patients who currently cannot be treated satisfactorily with authorised medicines, or who have a disease for which no medicine has yet been authorised. The compassionate use route may be a way for patients who cannot enrol in an ongoing clinical trial to obtain treatment with a potentially life-saving medicine. At this stage in the development of the medicine, what is known of the medicine’s safety may be limited. Generally, toxicology studies will have been completed and analysed, and early studies looking at how the medicine is handled by the body will have been completed. However, there may still be some uncertainties about the best way to give the medicine to patients, such as the exact dose to use, and the dose frequency, and the medicine’s safety profile (which side effects it can cause) is not yet fully established.



7 Westferry Circus ● Canary Wharf ● London E14 4HB ● United Kingdom Telephone +44 (0)20 7418 8400 Facsimile +44 (0)20 7523 7129 E-mail [email protected] Website www.ema.europa.eu
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How do compassionate use programmes work? Compassionate use programmes are co-ordinated and implemented by the EU Member States, which decide independently how and when to open such programmes according to national rules and legislation. Doctors who wish to obtain a promising medicine for one of their seriously ill patients will need to contact the relevant national authority in their respective country and follow the procedure that has been set up. The national authority keeps a register of the patients treated with the medicine within the compassionate use programme, and systems are in place to record any side effects reported by the patients or their doctors.



How can a patient enter a compassionate use programme? To enter a compassionate use programme, patients must speak to their doctor. In general, medicines that have not been authorised are first made available to patients through clinical trials, and the doctor will first advise the patient on whether there is a suitable clinical trial in their country than they can enter. The doctor will also advise the patient on how compassionate use programmes work in their country, as these rules differ from country to country. If appropriate, the doctor can speak to the authority that is responsible for compassionate use programmes in their country, and find out whether a suitable compassionate use programme is available.



What is the role of the European Medicines Agency regarding compassionate use? The European Medicines Agency’s Committee for Medicinal Products for Human Use (CHMP) can provide recommendations to all EU Member States on how to administer, distribute and use certain medicines for compassionate use. It does also identify which patients may benefit from compassionate use programmes. The Committee can provide these recommendations at the request of a Member State. It can also do so when it becomes aware that compassionate use programmes with a given medicine are being set up in a number of Member States. The recommendations complement national legislation, and do not replace it. They also do not create any legal framework in the EU Member States. The recommendations are optional, and are only implemented by the Member States that wish to use them for their patients. The Agency’s recommendations aim to standardise compassionate use programmes across the European Union. They may also help to make the conditions of existing compassionate use programmes clearer.



What information does the European Medicines Agency publish? The European Medicines Agency publishes on its website a list of opinions on the compassionate use of medicines that the CHMP has adopted. This registry also includes information on the Agency’s recommendations, such as the patients in whom the medicine can be used, and how it should be used.



Are there any other ways of obtaining medicines before authorisation? Doctors can also obtain promising medicines for their patients by requesting a supply of a medicine from the manufacturer, to be used for a patient under their direct responsibility. This is often called
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treatment on a ‘named-patient basis’ and should not be confused with compassionate use programmes. In this case, the doctor responsible for the treatment will contact the manufacturer directly. While manufacturers do record what they supply, there is no central register of the group of patients that are being treated in this way. Sometimes patients can enter ‘expanded access programmes’. A company that makes a promising medicine may choose to run one of these programmes to allow early access to their medicine and to widen its use to patients who can benefit from it. For example, patients who have been treated with the medicine during a clinical trial and wish to continue treatment may be able to do so via an expanded access programme. These programmes are often authorised by national authorities in the same way as clinical trials, and patients are followed in the same way as patients in a clinical trial.



The list of CHMP opinions on compassionate use can be found here. Follow this link for published guideline on compassionate use of medicinal products, pursuant to Article 83 of Regulation (EC) No 726/2004.
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Compassionate Use and Parallel Access Programmes   Different schemes exist for compassionate use programmes: On a named‐patient basis: use for individual patient only In a named-patient basis programme, the doctor can prescribe the unlicensed drug to a particular patient: this enables access to pre-launch medicines for patients who have an unmet medical need, when there is no suitable alternative currently available. Import authorisations In some countries, rather than organising an open-label study or a complex administrative scheme to respond to the request for compassionate use, regulatory authorities may choose to import the product from a country where it is already authorised for the claimed compassionate use indication. This is often restricted to one or a few patients. A marketing authorisation is to be submitted at a later stage, and if it is granted, import authorisations will no longer be necessary as the product will be fully authorised in the country in question. Open label study In many Member States, open-label trials are used as ways to facilitate compassionate use. In this case, the open-label trial has to be authorised and registered as with any clinical trial. Eligible participants for the open-label trial should not be eligible for other trials (like registration trials) and inclusion/exclusion criteria should clearly define the respective eligible populations. Roll‐over study Patients who have completed a clinical trial may opt to continue receiving the experimental product if they were in the experimental arm, or to be switched to the experimental product if they were in the placebo or control arm. Upon completion of a trial, the delivery of an experimental product to the trial participants who have decided to continue receiving it until access is granted through a marketing authorisation, is usually called a roll-over study. Roll-over studies are the follow-up phase of comparative or pivotal clinical trials, as they help collect longer-term follow up information from patients who are on treatment. They should be planned at the time of the trial initiation, approved by the ethics committee, and potential participants should be duly informed of post-trial follow up and possible access to the experimental drug after the end of the trial. They correspond to a certain extent to the definition of compassionate use access since some trial participants may have no suitable alternative available at the end of the trial.
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  Temporary Use Authorisation (or “Autorisation Temporaire d’Utilisation (A.T.U)”) Apart from the aforementioned programmes, other national schemes exist, e.g. in France, Compassionate Access is provided under an A.T.U, or Temporary Use Authorisation, which exists on a named-patient or a cohort basis. The product can be provided for free (“A.T.U gracieuse”), or not (“A.T.U onéreuse”). The procedure for A.T.U. is an exceptional measure to make products without a marketing authorisation available to patients in great need of new treatment options. The objective is to allow early access to new treatments when there is a real need, i.e. for patients with serious illnesses and who are experiencing therapeutic failure. The Temporary Use Authorisation is part of the French Public Health Code and has been implemented since 1994. It benefits tens of thousands of patients every year, several months before the marketing authorisation. The diseases that benefit most from the A.T.U are cancers, infectious diseases including AIDS, as well as neurology. For example, all new antiretroviral products have been available in France on average 12 months before the marketing authorisation and, for each product, an average of 6, 000 patients have benefited from an A.T.U. Ultra‐compassionate Use Ultra-compassionate Use is more a concept than a reality. It applies to situations where a medical intervention is so urgent or so complex that it cannot be regulated. For example, in an intensive care unit when all available options have failed and an action is needed within hours, the medical team would like to use an option that is still experimental and not fully validated. If the request is passed on to the national competent authority, the response needs to be immediate. In this case, some national authorities could consider it is left to the discretion of the clinician, or to the clinician with the patient. Parallel Access Programmes or Parallel Track This applies only in situations where clinical trials have recruited patients for the development of a new product. In addition to these trials, and for patients who were not eligible to participate in the trials or where the enrolment target has been reached and cannot be expanded, parallel access relates to any scheme that allows them to receive treatment prior to marketing authorisation being granted. Expanded Access Programmes (E.A.P) Expanded access programmes define all programmes by which patients may have access to a not-yetdeveloped and a not-yet-evaluated treatment to the exclusion of clinical trials. Expanded access programmes encompass roll-over studies, parallel track and compassionate use access programmes. Some pharmaceutical companies also include financial support programmes in this definition.  
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