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EVENT REPORT

ROUNDTABLE on PHARMACEUTICAL COMPOUNDING:
Finding the balance between addressing the unique needs of patients and ensuring the highest standards of patient care
10 July 2018

Introduction to the event

The event, organized by the European Confederation of Pharmaceutical Entrepreneurs (EUCOPE), the main association representing small and medium-sized pharmaceutical companies in Europe, was held on Tuesday 10 July 2018 at FTI Consulting’s offices in Brussels. The event brought together seventeen experts and representatives of European stakeholders – from pharmacists, to medical and patient organizations, as well as pharmaceutical companies – to discuss the safety and efficacy of compounded products as well as the framework regulating their use.

This event considered a number of key questions, notably:
· In what situations is compounding considered useful, and in what situations should it not occur?
· What are the drivers behind compounding?
· What are the main consequences of compounding misuse?
· How does this affect patients and how can patients protect themselves? 
· How can we move towards a shared vision on compounding?

Below we have collected the main observations and areas of consensus that emerged during the discussion. This could constitute a basis for interested stakeholders to define a common position on compounding over the coming months. 

[bookmark: _GoBack]Summary of the discussion
Background on compounding

Marc Dooms, Senior Orphan Drug Pharmacist at the University Hospitals Leuven, explained that compounding (also commonly referred to as pharmacy or magistral preparation) is a practice in which a licensed pharmacist prepares medicinal products in a pharmacy by combining, mixing, or altering pharmaceutical ingredients. 

There are different types of compounding practices, from the compounding of a licensed medicine to prepare for a different route of administration or dosage, to the preparation of a new compound by combining two or more active ingredients and/or excipients.  EU law distinguishes between two types of compounding:[footnoteRef:1] [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   ] 


· Magistral Formula: any medicinal product prepared in a pharmacy in accordance with a prescription for an individual patient;
· Officinal Formula: any medicinal product which is prepared in a pharmacy in accordance with the prescriptions of a pharmacopoeia and is intended to be supplied directly to the patients served by the pharmacy in question.

Compounding is a legitimate practice and justified when it is done to create a medication tailored to the specific needs of an individual patient (e.g. elderly patient who is unable to swallow a pill and needs a medicine in a liquid form) or when a licensed product is not available or deemed medically unsuitable for a specific patient. 

However, as for other types of unlicensed medicines, there are health risks associated with compounding:  
a) pharmacy preparations do not go through the robust clinical trial process which authorized medicines have to go through; 
b) the act of compounding increases the risk of contamination; compounded products are not subject to the same level of stringent pharmacovigilance activities as licensed drugs are. 
c) It was noted that in 2016, Test Achats, a Belgian non-profit organization which promotes consumer protection carried out a study of 44 randomly selected pharmacies, examining the quality of the pharmacy preparations. In 35 cases, the preparations did not meet the necessary quality requirements imposed by EU law. Test Achats called for the rapid development of quality indicators as well as more transparency regarding compounding. 
d) Increased underdosing with associated lack of effectiveness, overdosing with associated adverse events, lack of appropriate stability and thus effectiveness risk.

The use of compounded medicines raises important issues related to patient safety and effectiveness of treatment, the responsibility of the doctor and pharmacists, as well as the need to stimulate research and product development, ensuring that the use of compounded medicines does not have a detrimental effect on innovation.
	
Legal framework in Europe

A discussion took place regarding the legal framework concerning compounding. Peter Bogaert, Partner at Covington & Burling outlined the robust system that exists for finished medicinal products - and the exceptions for magistral preparation (prepared following prescription for individual patient) and officinal preparation (routine medicine prepared based on pharmacopeia) which should be interpreted restrictively.

Despite it being a common practice, legislation regarding the use of compounded medicines remains fragmented across Europe, involving both EU legislation as well as national legislation. Article 3(1) and (2) of Directive 2001/83[footnoteRef:2], which outlines the provisions concerning the marketing, manufacturing and sale of medicines in the EU, provides an exemption from the requirement to obtain marketing authorization for the sale of compounded drugs. This exception has been interpreted by the Court of Justice of the European Union (“CJEU”) in a strict manner. The CJEU stated that the prescription of a compounded drug must be for a particular named patient and that the patient must be identified before the medicinal product is produced. In other words, any product which is prepared in advance in a pharmacy, prior to a prescription for an individual identifiable patient, is not covered by the exemption. However, national practice is sometimes in contradiction with this court ruling. The exception to the marketing authorization rule contained in Article 5(1) of the Directive has been used by Member States to accommodate historically existing preparation practices in their legislation, leading to a wide variety of fundamentally different local legal situations.  [2:  https://ec.europa.eu/health/sites/health/files/files/eudralex/vol 1/dir_2001_83_consol_2012/dir_2001_83_cons_2012_en.pdf ] 


Several participants raised the need to collect, and better to use, data on the use of compounded medicines, as well as their efficacy and safety. A general consensus emerged on the need to ascertain whether there is a suitable medicinal product with a marketing authorization available, before undertaking the decision to conduct a pharmacy compounding operation.


The drivers behind the use compounded medicines in Europe

In the daily reality of many doctors, pharmacists and patients, the use of a compounded medicine is an unavoidable practice. There was a consensus among participants that the main reason for the use of a compounded medicine should be where an authorized medicinal product is not available or does not meet the medical need of a patient. It can be done to create a medication tailored to the specific needs of an individual patient (e.g. elderly patient who is unable to swallow a pill and needs a medicine in a liquid form); or when a prescription is written by a physician to address an individual patient’s need which a licensed drug cannot address. 

However, the use of compounded medicines has gained significant prominence in certain EU Member States in the context of reducing healthcare expenditures. In fact, over the past few years, compounded products have been increasingly used (in hospitals) instead of available authorized medicines as a way to save on healthcare costs. This can be referred to as economic compounding.

During the discussion, the point was made that the use of compounding for economic reasons has an impact on EUCOPE members, in particular the smaller member companies, those focused on rare diseases and ultra-rare diseases. Such companies have made important investments to undertake research to bring proven, safe and effective products of the highest quality standard into the market only to see their product side-lined in favor of an unlicensed alternative. Furthermore, once the product is registered and especially in the case of ultra-rare diseases for which diagnostic capabilities are scattered and of non-uniform quality, many such companies work collaboratively with the medical community to offer expertise and support in order to ensure that every suspect patient is correctly diagnosed. If the trend of economic compounding continues, companies will inevitably consider whether to invest in such areas, a particular issue in the rare disease field, given the lack of authorized treatments available to patients.

Participants agreed that the use of compounded medicines should remain the exception to the general rule, with preference given to authorized medicines. According to the European Association of Hospital Pharmacists, before compounding takes place, the hospital pharmacist should ascertain whether there is a suitable commercially available pharmaceutical equivalent, and if necessary, discuss the rationale for this decision with the relevant stakeholders. Compounding should be done on the basis of a specific prescription, if a licensed product is not available. It was also mentioned that PGEU members are increasingly moving away from compounding products, as community pharmacies nowadays provide an increasing number of added-value healthcare services, such as health screening, early interventions and disease prevention programs. 

The discussion, however, also brought to light that in some very specific cases, newly authorized products potentially replacing long used pharmacy preparation are becoming available at what is perceived as an excessive price. Stakeholders recognized that authorized products – given the regulatory and manufacturing process they undergo – are inevitably going to be more expensive than compounded products, but underlined that the value of a product should be determined through early dialogue between the pharmaceutical company in question, public health authorities, the medical profession, and patients.

The point was also made by EUCOPE members that the EU regulatory framework protecting public health and incentivizing innovation to the benefit of patients cannot be undermined by economic considerations. Discussions on price should thus be addressed by the competent authorities, without undercutting the pharmaceutical regulatory framework.  Prescribing compounded products in place of equivalent branded products with proven safety and efficacy, for reasons other than the medical need of a patient, exposes patients to unnecessary risk and creates double standards, given that pharmacy compounded versions are not subject to the same controls and safeguards.


[bookmark: _Hlk519694680]A suggested way forward - Basic principles behind the use of compounded medicines
During the discussion, an initial consensus emerged around some basic principles that are especially important when prescribing a compounded product. Above all else, the efficacy, safety and protection of the patient must come first. Participants stated that it must be placed first in any decision regarding the potential use of a compounded medicinal product. 

The key principles that emerged as important in prescribing, preparing and dispensing compounded products seem to be in line with the recommendations of the Council of Europe’s 2016 Resolution on quality and safety assurance requirements for medicinal products prepared in pharmacies for the special needs of patients.[footnoteRef:3] [3:  https://www.edqm.eu/sites/default/files/resolution_cm_res_2016_1_quality_and_safety_assurance_requirements_for_medicinal_products_prepared_in_pharmacies.pdf ] 


The following criteria were stressed by various stakeholders:
· Pharmacy preparations should not be used if a suitable pharmaceutical equivalent with marketing authorization is available;
· Pharmacy preparations should be based on the individual prescription of a physician, tailored to the specific need of patients;
· The professionals involved in patient care should jointly assume responsibility for determining whether a pharmacy preparation could be of added value, based on the medical need of the patient. 
· All pharmacy preparation should be prepared using an appropriate quality assurance system. 
· Active pharmaceutical ingredients and excipients used for the pharmacy preparations, dosage forms and containers must comply with the relevant chapters and monographs of the European Pharmacopoeia or, in the absence thereof, of a national pharmacopoeia of a State Party to the Convention on the Elaboration of a European Pharmacopoeia. 
· The compounding pharmacy should disclose the API source. When possible, a pharmaceutical analysis of the ingredients should be performed, and a certificate of analysis delivered. In other cases, the chemical, pharmaceutical and microbiological quality of the ingredients should be demonstrated on the basis of validated method.
· The product-specific quality properties, as well as the site-specific manufacturing conditions of the preparation should be specified in a product dossier. 
· Pharmacy preparation should present correct labelling including key information about the preparation; Essential information should be given to the patient, if available, based on the product dossier.
· All quality and safety issues arising from the use or making of pharmacy preparations should be recorded and notified to the competent national authorities. An appropriate system for reporting quality and safety issues should be put in place which allows for a link between this notification, the product, the preparing and dispensing pharmacies, and the preparation process. 

Stakeholders agreed to follow up on the event and see whether further consensus can be found to develop a joint position on good practices in the use of compounded medicines. Such a document would help to overcome the different rules that apply across European countries, providing much needed further clarity to all concerned stakeholders. It would thus help to increase patient safety, by providing guidance regarding the use of unlicensed medicines, and ensure conducive environment for innovation, particularly in the area of rare diseases and pediatrics, by supporting companies that have invested in these areas.

In terms of next steps, EUCOPE suggests setting up a steering committee with experts and representatives of interested organizations to draft a policy document on compounding based on the discussion that took place on 10 July 2018. 



Complete list of participants at the roundtable 
· [bookmark: _Hlk518574275]Evandro de Azambuja, Head of the Medical Support Team at the Jules Bordet Institute and Board Member of European Society for Medical Oncology (ESMO)
· Peter Bogaert, Partner, Covington & Burling LLP
· Simone Boselli, Public Affairs Director, European Organisation for Rare Diseases (EURORDIS)
· Zachary Burnside, Senior Consultant, FTI Consulting
· Laura Cigolot, Secretariat, The Alliance of Safe Online Pharmacy (ASOP) and European Alliance for Access to Safe Medicines (EAASM)
· Andrea Corazza, Senior Director, FTI Consulting
· Hanka Dekker, Director, Volwassenen Kinderen en Stofwisselingsziekten (Dutch patient organization for people with metabolic diseases)
· Marc Dooms, Senior Orphan Drug Pharmacist, University Hospitals Leuven
· Stephanie Kohl, Policy Officer, European Association of Hospital Pharmacists (EAHP)
· Marco Liguori, Chief Commercial Officer, Laboratoires C.T.R.S.
· Carolina Martinez-Berganza, Legal advisor, Pharmaceutical Group of the European Union (PGEU)
· Carole Rouaud, EU Policy Advisor, Standing Committee of European Doctors (CPME)
· Fabian Schmidt, Head of Market Access and External Affairs, Orphan Europe
· Marijn Scholte, Policy Officer, European Brain Council
· Oliver Sude, Deputy Secretary General, EUCOPE
· Donna Walsh, Executive Director, European Federation of Neurological Associations (EFNA)
· Petra Wilson, Senior Advisor, FTI Consulting
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