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Regulatory system, history
 Until Thalidomide scandal, all new medicines were considered “beneficial”
 Thalidomide

• Developed 1950s, marketed as mild sleeping pill
• Considered safe for pregnant women, prescription free over-the-counter (OTC)
• Thousands of babies born with malformed limbs, damage revealed in 1962, drug taken off market
• Scandal led to tough testing & drug approvals by global regulators
• Thalidomide later seen as beneficial (leprosy, some cancers) 

 1960s, 1970s: rapid increase in laws, regulations & guidelines for reporting & evaluating data on 
safety, quality & efficacy of new medicinal products

 Industry more international, but different requirements in every country challenging
 Need for regulatory requirements harmonisation pioneered by EC in 1980s, as Europe planned 

moving to a single market. International Committee for Harmonisation ICH created April 1990
 ICH is setting global standards. Members: https://www.ich.org/about/members-observers.html
 1995: EMA created as collaboration of European regulatory bodies to assess efficacy & safety 

of human and veterinary medicines in Europe via centrally authorised procedure
https://www.ema.europa.eu/en/about-us/what-we-do
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EU marketing authorisation procedures
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Different actors are involved in the marketing authorisation of a medicine depending on which 
procedure the sponsor opts or is obliged to follow.



EU central medicine authorisation procedures
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The centralised procedure used to authorise a medicine in all EU and EEA countries

CP = Central Procedure
EMA = European Medicines Agency
CHMP =Committee for Medicinal Products for Human Use
EC = European Commission



Scope of the centralised authorisation procedure
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The centralised procedure is compulsory for
 Human medicines containing a new active substance to treat:

• human immunodeficiency virus (HIV) or acquired immune deficiency syndrome (AIDS);
• cancer;
• diabetes;
• neurodegenerative diseases;
• auto-immune and other immune dysfunctions;
• viral diseases.

 Medicines derived from biotechnology processes, such as genetic engineering;
 Advanced-therapy medicines, such as gene-therapy, somatic cell-therapy or tissue-

engineered medicines;
 Orphan medicines (medicines for rare diseases);
 Veterinary medicines for use as growth or yield enhancers.



Scope of the centralised authorisation procedure
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The centralised procedure is optional for other medicines:
 Containing new active substances for indications other than those stated above;
 That are a significant therapeutic, scientific or technical innovation;
 Whose authorisation would be in the interest of public or animal health at EU level.

Today, the great majority of new, innovative medicines pass through the 
centralised authorisation procedure in order to be marketed in the EU.



Health Technology Assessment, history

 Until 1970s, all new medicines were considered “affordable & ok to reimburse”.
 Systematic HTA development from 1976, report by U.S. Office of Technology Assessment
 Spread to Europe 1980 (Swedish Council on Technology Assessment in Healthcare (SBU)
 HTA has spread all over Europe, also Latin America & Asia. Exceptions: CH
 Consensus development since 1977 (NIH)

• Physicians, researchers, economists, epidemiologists, consumers / patients, ethicists to seek consensus on
• Safety, efficacy, appropriate conditions for use

 Problems
• Reimbursement impact on national health budgets
• Every country uses its own system, little harmonisation, no centralised procedure
• Duplication with regulatory process 
• Can be misused to delay access
• Patient engagement poor, resulting in little user impact on decision making
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Access issues – a global perspective
 Todays system relies on U.S. market paying “any price”, and Western European 

countries paying very high prices
 No transparency on prices agreed & paid at national level (except Switzerland)
 Awkward Hollywood style blockbuster model – success pays for failures, no 

consideration of development cost
 Consumers / patients only concerned about access, with little consideration about 

prices & affordability
 Industry’s main concern is turnover & shareholder value. Often short sighted 

perspective, driven by stock market expectations & quarterly reporting
 Systems see healthcare as expense, not an investment
 Fears on all sides drive prices up
 Only fragmentary use of outcomes data
 Overall, a very ineffective system with little motivation to change – too many parties 

prefer maintaining “the devil they know”
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Access problems increasing in many indications

 Rare diseases – specific legislation and high unmet medical need made many 
companies to invest in research 
• In the past, richer health systems reimbursed drugs without big resistance. Few people 

affected make little difference on the system as a whole.
• However, there are 7-8’000 rare diseases, ca 7% of population affected, overall disease 

burden higher than diabetes (Source: National strategy for rare diseases, Switzerland)
• Issue: price, plus ethical dilemma

 New mechanisms of action: Gene therapy
• We have a price model for controlling chronic diseases requiring life-long treatment, but not 

for single application therapies like CAR-T cell therapy
• Economics of precision medicines not understood 
• Can usual economic models be used? 
• Does is require fundamental transformation, or a second parallel system, with innovation in 

business, cost & payer models? 
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Issue: on first sight price, 
in reality a lot more complex



Access problems increasing in many indications

 Antibiotics
• Generic antibiotics became so cheap that they are delisted in many countries – Switzerland 

has no cure for syphilis 
• New antibiotics, much needed to overcome increasing resistance, used as treatment of last 

resort: very expensive to payers, few prescriptions, bad business for industry
• Issue: Prices too low, or prescriptions so rare, orphan medication

 Hepatitis C – complex viral disease with heavy disease burden in some 
countries
• Biggest scientific progress in 21st century
• First line cure rates 98% within 8-12 weeks, without side effects, up from 35-50% within 9 

months & heavy side effects 5 years ago
• Nobody expected reimbursement problems
• Almost every country delayed access. Easy cure also means more prescriptions!
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Issue: health budget impact



Access problems increasing in many indications

 Cancer therapies – many issues come together
• Many types of cancer, some rare
• A lot of progress in some areas (breast cancer, childhood cancer)
• Combination therapies increasingly understood as effective – impact on prices
• Precision medicines & single gene therapies on the horizon
• Issue toxic cocktail: high prices, impact on QALY questioned, ethical dilemma, high 

unmet need
 Systems are built for past requirements and take time to adopt change

• The faster technology progresses, the bigger the gap between what is scientifically possible 
and what is accessible via health systems

 Ethically devastating impact on patients who know there is a treatment around 
the corner, but access is not fixed
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Issue: static systems



How can patient organisations cope with this?

 European level - EMA
• European regulator has systematically involved patients in its decision making since 1996 
• Patient engagement happens within a thorough framework of interaction
• EMA interacts with European organisations qualifying as “eligible organisations” 
• Bigger umbrella organisations are members of the Patient & Consumer Working Party 

PCWP
 Challenge: Access issues are national, not European

• Access barriers differ from country to country. In some countries, barriers may be regional 
(UK, Spain)

 Some, but not all indications / disease groups have built a strategy
 Effective access advocacy requires

• Monitoring, European coordination, communication & information exchange
• A lot of leg work at national level
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Example: Myeloma Patients Europe (MPE)

 MPE: umbrella organisation representing 
myeloma and AL amyloidosis patient groups
• 43 member organisations
• 28 European countries and beyond (Russia, Turkey, 

Israel) 
• MPE providing a range of programmes & resources 

aimed at building a strong European advocacy 
community

 MPE recognises
• Challenges & barriers differ from country to country
• GDP differences
• Resource differences
• Health system differences
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Example: Myeloma Patients Europe (MPE) – CEE region
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Limited GDP and 
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healthcare

Affordability of 
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diagnostics
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patients (e.g. Balkan 
countries)

Clinical trials not 
launching in some 

countries

Complex, expensive 
myeloma pathway
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MPE Access survey 2017 – 2018 
Does country have at least one of the ESMO recommended treatments 
per specific phase?
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Country C

Average time 
between 
onset and 
diagnosis

Overall rating 
of diagnosis 
standards
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Initial 
treatment for 

patients elegible 
for stem cell 

transplantation

Maintenance 
therapy 

following ACT 

Initial 
treatment for 

patient inelegible 
for stem cell 

transplantation

First relapse 
after a 

lenalidomide or 
thalidomide 
based initial 
treatment 

First relapse 
after bortezomib-

based initial 
treatment

Second stem 
cell 

transplantation 

Second or 
subsequent 

relapse 

Overall rating 
of treatment 

standards

Co

Multiple 
myeloma 

crude rate
(2018)

Multiple 
myeloma age-
specific rate 

(ASR, 
European 

new) (2018)

Health 
expenditure 
in US$ PPP 

per 
inhabitant  

(2014)

Luxembourg 1 9 Yes Yes Yes Yes Yes Yes Yes 10 6,4 8,1 6812
Switzerland 2 10 Yes Yes Yes Yes Yes Yes Yes 10 7,9 8 6468

Norway 2 8 Yes Yes Yes Yes Yes Only for specific 
situations

Yes 8 8,9 10,1 6347
Sweden 1 No data Yes Yes Yes No Yes Yes Yes No data 8,2 8,2 5219
Netherlands 2 7 Yes Yes Yes Yes Yes Yes Yes 8 6,9 7 5202
Germany 2 9 Yes Yes Yes Yes Yes Yes Yes 9 8,7 7,6 5182
Austria 1 8 Yes Yes Yes Yes Yes Yes Yes 8 6,4 6,2 5039
Denmark 2 7 Yes Yes Yes Yes Yes Yes Yes 9 6,5 6,5 4782
Finland Don't know 9 Yes Yes Yes Yes Yes Yes Yes 9 8,5 8 3701
United Kingdom (England) 2 7 Yes No Yes Yes No Yes Yes 8 10,1 10,6 3377
United Kingdom (Scotland) 2 7 Yes No Yes Yes Yes Yes Yes 8 10,1 10,6 3377
Italy 1 8 Yes Yes Yes Yes Yes Yes Yes 9 10,2 8,6 3239
Malta 1 9 Yes Yes Yes Yes Yes Yes Yes 7 6,9 7,1 3072
Spain 1 8 Yes Yes Yes Yes Yes Yes Yes 9 7 6,7 2966
Slovenia 2 10 Yes Yes Yes Yes Yes Yes Yes 10 7 6,7 2698
Israel 3 7 Yes Yes Yes Yes Yes Yes Yes 9 2599
Slovak Rep. 3 7 Yes Yes Yes Yes Yes Yes No 5 6,8 8 2179
Czech Republic 2 7 Yes No Yes Yes Yes Yes Yes 7 5,3 5,4 2146
Cyprus 1 7 Yes No Yes Yes Yes Yes No 6 4,8 6,5 2062
Russia 3 7 Yes Yes Yes Yes Yes Yes Yes 9 1836
Hungary 2 8 Yes No Yes Yes Yes Only for specific 

situations
Yes 6 4,6 4,6 1827

Lithuania 2 8 Yes No Yes Yes Yes Yes Yes 8 6,2 6,1 1718
Bulgaria 3 8 Yes No Yes Yes No Yes Yes 7 2,3 2,1 1399
Serbia 2 9 Yes No Yes Yes Yes Yes Yes 8 1312
Romania 2 3 Yes No Yes Yes No Yes Yes 3 3,3 3,4 1079
Latvia 2 7 Yes No Yes No No Yes No 5 5,2 5 940
Macedonia 2 5 No No Yes No No Yes Yes 4 851
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Role of European umbrellas in access

 Identify access barriers via ongoing survey
• Monitor
• Gather evidence
• Escalate if several countries affected by same barrier

 Collaborate with industry
• Trial design, trial roll-out
• Create awareness about access barriers

 Keep close contact with national organisations
• Maintain structured exchange between national & umbrellas
• Umbrellas need to understand national access barriers to act as 

advocates at European level
• Identify access topics, trends & promote information sharing
• Organise access advocacy capacity buildings 
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The MPE cookbook

 Monitor & influence national access to myeloma 
and AL amyloidosis drug by collaborating with 
stakeholders

 Bi-annual survey to monitor access barriers
 Information exchange with members & clinicians
 Use external meetings & congresses
 Information exchange with other European PAGs, 

coalitions & professional societies
 Represent interests in steering groups & 

roundtables
 Maintain access dialogue with industry
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Identify access challenges & develop solutions

 MPE Access Atlas Programme providing 
information & support to members

 Monitor & escalate cross cutting access 
themes at European level

 Access Coaching Programme providing 
personal support to members working on 
access at national level
• Responding to requests for general help or 

strategy development
• Provide support on access issues
• Intervene when appropriate
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Examples of MPE support
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 Romania: Issues with access to stem cell 
transplantation

 Croatia: Information provision to support work on 
medicines access and drug shortages

 North Macedonia: Access to generic bortezomib

 Finland: Support in case building for two new 
medicines going through HTA

 Poland: Individual patient support & support on 
access to novel agents
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Further reading
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 EUPATI toolbox

 MPE Access Atlas



Group work – 9 groups
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 9 break out groups
• Russia (3 people)
• Greece, North Macedonia & Croatia (5 people)
• 2 groups Italy & Spain (2 group, 5 people each)
• Finland (4 people)
• Georgia, Poland, Ukraine (4 people)
• UK, Ireland (4 people)
• Norway, Switzerland, Iceland (5 people)
• Germany, France, Netherland (4 people)

 Task: in 30 minutes, list access barriers in their country & propose activities to 
address these barriers

 4-5 groups to present their findings in the last 30 minutes
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