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Introduction  

• All health care systems have three objectives in common:  
– Quality of care  
– Equity 
– System sustainability  
 
Health care resources are limited. Therefore, all health care 
systems need to make choices regarding services and products 
that can be covered out of public resources, i.e. they have to set 
reimbursement priorities, taking all health system objectives into 
account. Policy measures, such as medicine reimbursement 
systems, are developed to find a publicly acceptable balance 
between these objectives. (KCE report 147c 2010 Belgium) 
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Medicinal Products 

Health Technology 
Assessment  (HTA) 
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Essential Points 

• Paying for medicinal products varies from country to 
country  

• All involve an assessment of SAFETY, EFFICACY and 
COST EFFECTIVENESS  

• Some involve more clinical and consumer input than 
others    

• The agencies bodies competent for the evaluation 
are part of HTA (health technology assessment) 
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Some definitions 
Efficacy 

Extent to which a medicine has the ability to bring about its intended effect 

under ideal circumstances, such as in a randomised clinical trial 

Q. Can this treatment work ? R. RCT, but limited extrapolability 

 

Effectiveness 

Extent to which a medicine achieves its intended effect in the usual clinical 

setting 

Q. Does it work in pratice ? R. CER 

 

Efficiency  

Efficiency depends on whether a medicine is worth its cost to individuals or 

society 

Q. Is it worth it? R. HTA (cost-effectiveness studies, budget impact analysis) 
 

Br Med J 1999; 319: 652-3. Aust Prescr 2000; 23: 114–5 
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What do HTA agencies require 
to take a decision on pricing?  

• Data on efficacy and safety  
– In general this is determined by the results of clinical trials 

(Evidence Based Medicine) and assessed during the 
regulatory approval process. Relative efficacy/safety data 
are important. 

• Assessment of cost efficacy/effectiveness 
–  Usually done by comparing new treatment with the 

current standard of care in large clinical trials (phase III)  
•  if this is not an option, other means must be used such as:  

– What clinicians or patients are doing in practice (treatment patterns 
questionnaires)  

– What patients and consumers would choose 

   (utility studies)   
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Some examples in Europe 

• United Kingdom: NICE  
– the process can be slow and they can recommend against market access even 

if a product has regulatory approval  

• Spain 
– the process is split across national, regional and local levels. At the national 

level cost effectiveness is a formal requirement; products that are expensive 
or highly innovative are often assessed regionally  

• France: HAS 
– the process is split in clinical and economical parallel evaluation processes. 

French National Authority for Health (HAS) requires data from active 
comparator trials.  

• Italy  
– HTAs are taking on an increasing role nationally and locally 

• Germany 
– the process has become more challenging as fewer companies 
     have emerged with positive results 
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A closer look at the United Kingdom 
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A closer look at the United Kingdom 

Pharmaceutical Price 
Regulation Scheme 

Patient Access 
Scheme 

Primary Care Trusts, 
replaced in 2013 by 
CCGs or Clinical 
Commissioning Groups 

Scottish Medicines 
Consortium 

National Institute for Health and Care Excellence 
Threshold of £30,000 per Quality Adjusted Life Year 
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Spain 

AEMPS – is a public body which belongs to the Ministry of Health. Its mission is to 
give guarantees to the general public on the quality, safety, efficacy of medicines  
SGCMPS- National public health services  

Interministerial 
Commission responsible 
for price negociation 
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France  

Pricing is set after 
negotiation through HTA  
2 sets of rating 
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Second example in obesity 
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An example : overweight and obesity 
 
Worldwide obesity has nearly doubled since 1980. 
 
In 2008, more than 1.4 billion adults, 20 and older, were overweight. Of these 
over 200 million men and nearly 300 million women were obese. 
 
35% of adults aged 20 and over were overweight in 2008, and 11% were obese. 
 
More than 40 million children under the age of 5 were overweight or obese in 
2012. 
 

Huge population (and potential market), in particulier in rich countries : more 
than a third of the US population is obese, and two-thirds are either obese or 
overweight 
 
Source : WHO 
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The most recent medicinal product licensed by the FDA in this indication is 
Contrave, a fixed combination of naltrexone and bupropion 
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In the EU, the MAA was submitted to the EMA in 2013, with favourable opinion 
for MA end of last year   
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Am J Med Sci 2001; 321: 225–36 
JACC 2009; 53: 1925–32 

Obesity or overweight as such 
does not kill (or exceptionally) 
 
Morbidity and subsequent 
mortality is driven by 
cardiovascular complications 

LV = left ventricular; RV = right ventricular 
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Treatment rationale 

 

Obesity leads in particular to : 
 

- Dyslipidemia 

- Increase in heart rate 

- Increase in systolic and diastolic blood pressure, hypertension (6 times 

more frequent in obese subjects) 

- Glucose intolerance and diabetes 

- Obstructive sleep apnea 

 
Weight reduction leads to prevention and treatment of cardiovascular 
diseases with favourable impact on all these conditions 
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According to Authorities' guidelines, efficacy of these products should be 
established on the basis of at least a 5% weight reduction  
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Phase III clinical trials of Contrave 
 
 
 
   
 

Source : Expert Opin Drug Saf 2014; 13: 831-841 



eurordis.org 

Phase III clinical trials of Contrave 
 
 
 
   
 

Source : Expert Opin Drug Saf 2014; 13: 831-841 

-4.8% 

-4.2% 

-5.2% 

-3.2% 
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Phase III clinical trials of Contrave 
 
 
 
   
 

Source : Expert Opin Drug Saf 2014; 13: 831-841 

-4.8% 

-4.2% 

-5.2% 

-3.2% 



eurordis.org 



eurordis.org 

COR II : -5,2% (mITT considering the last 
weight reported in patients losts during 
follow-up). Completers at 56 weeks 
presented -6.8 % but half of the patients 
did not complete the one year treatment 
(benefit is based on duration of weight 
control). Diabetic patients excluded 
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COR II : -5,2% (mITT considering the last 
weight reported in patients losts during 
follow-up). Completers at 56 weeks 
presented -6.8 % but half of the patients 
did not complete the one year treatment 
(benefit is based on duration of weight 
control). Diabetic patients excluded 

-1.2% -6.4% 

 98 kg 94 kg 
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Phase III clinical trials of Contrave 
 
 
 
   
 

Source : Expert Opin Drug Saf 2014; 13: 831-841 
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-4.8% < threshold of clinical significance 
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Finally : 
 
A very limited clinical size effect related to the evaluation criteria for 
efficacy 
 

A concern related to the safety profile, including an effect on blood 
pressure opposite to the objective of protection against cardiovascular 
complications 
 

And other issues such as the level of compliance to treatment during 
clinical trials (usually worse in current care conditions) 
 

Should we consider this example* as a real, tangible medical progress 
according to available data from CTs ? Need for real world/big data to 
confirm therapeutic benefit ? 
 
 
 

* Excerpts of publications and other public data are used in this presentation only for illustrative purpose. 
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Third example on use of statins 
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Elders and exposure to statins (French statistics from the National Health Fund, 
2012) 
 
22% of 75+ were treated with statins 
More than 50% for primary prevention* 

 

* Patients without a 
previous diagnosis of 
coronary artery 
disease, peripheral 
vascular disease or 
cerebrovascular 
disease 
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Majority of patients included in CTs of statins in primary prevention are <75 
 
An exception : 
 
PROSPER - PROspective Study of Pravastatin in the Elderly at Risk (Lancet 2002; 360: 1623) 
 
Ages between 70 and 82  
 
Inclusion in case of either : 
- Pre-existing vascular disease (coronary, cerebral or peripheral)  
- Or raised risk of such disease because of smoking, hypertension, or diabetes. 
Plasma total cholesterol was required to be 4–9 mmol/L and their triglyceride 
concentrations less than 6 mmol/L. 
 
Objective : evaluate if treatment with pravastatin reduces the risk of cardiac 
events, stroke, cognitive decline and disability in those with existing (secondary prevention) 
and in those at high risk of developing (primary prevention) vascular disease. 
 
No benefit was found in the primary prevention group 
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Meta-analysis aggregating data from 61 prospective 
studies, total of 900,000 adults, nearly 12 million 
person years at risk between the ages of 40 and 89 
years 
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For patients of 70–89 y.o. : 
- No impact of lower cholesterol on mortality 
- Decrease in cardiovascular mortality, lower ischaemic heart disease mortality, 

increase in other causes of death 
 

A previous meta-analysis (Ann Epidemiol 2004; 14: 705) reported that total 
cholesterol showed an inverse relationship with all-cause mortality in 
elderly over the age of 80 

Hazard ratios for IHD (ischaemic heart disease), stroke and other 
vascular mortality for 1 mmol/L lower usual total cholesterol 
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Individuals >75 years of age 
 
Few data were available to indicate an ASCVD 
event reduction benefit in primary prevention 
among individuals >75 years of age who do not 
have clinical ASCVD.  
 
Therefore, initiation of statins for primary 
prevention of ASCVD in individuals >75 years of 
age requires consideration of additional factors, 
including increasing comorbidities, safety 
considerations, and priorities of care. 
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Large use of statins in elderly, especially for primary prevention of cardiovascular events 
 
Lack of strong evidence on benefit in primary prevention, in particular in a context of 
relatively limited life expectancy and possible co-morbidities 
 
Increase of mortality with low values of cholesterol 
 
Risk of frequent adverse events (myalgia, athralgia, digestive disorders,…), risk of drug 
interactions 
 
Consequences at distance of initial market access 
 
Do we need to treat ? 
Need for real life studies to better assess the use and evaluate impacts on morbidity, QoL 
and mortality ? 
Need for guidelines adapted to these populations to answer precisely to practical situations 
: 
- Initiation or not in elderly ? At what age ?  
- When to discontinue a pre-existing statin therapy ? 
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France 
2 Qs Is the disease 
important? Is the 
medicine important ? 
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France 

• The potential for premium pricing has become more 
challenging in France as the necessary ASMR ratings are 
being awarded less often 

• HAS recently advocated for replacing the SMR and ASMR 
ratings with a single index (ITR) of comparative 
“therapeutic benefit” 

• Comparative efficacy/effectiveness is increasingly essential 
to establish value of medicines 

• Reimbursement of medicines is more and more targeted to 
populations in which data from clinical trials is positive 

• Pharmaceutical innovation is not sufficient, proof of 
significant clinical benefit is necessary 
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Italy  

Committee for Price 
& Reimbursement 

Scientific and 
Technical Commission 
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Germany 
AMNOG sends assessment to 
independent agencies/universities  
Companies can set the price for the 
1st year and then it is reviewed in 
the 2nd year.  

Independent scientific body, 
comparative efficacy/safety, 
health economics  

Federal Joint Committee, 
deciding body for 
reimbursement 

SHI : Statutory Health Insurer 
GKV : Federal Association of Statutory Health Insurers 
AMNOG : Act on the Reform of the Market for Medicinal Products 
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European payers and HTA authorities  
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EU payers and HTA authorities 
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Stakeholder influence/country  

• National and regional authorities exert different 
levels of influence on market access. Addressing 
only national stakeholder needs may be 
inadequate in some countries.  
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Across Europe, market access terms  
becoming more restrictive  
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Comparison of submission requirements  

€ € 
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Same data, different access & different 
reimbursement decisions  
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General trend towards risk-sharing 
agreements  
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Key areas of HTA critique across countries  

Across HTAs, the areas of consistent criticism were in the survival 
data, utility data and choice of comparators.  
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