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We must pay for clinical outcomes 
not only for a marketing authorisation or an innovation as such

Economical rewards should go first to manufacturers providing new medicines 
representing real, tangible medical progress

This progress should be based on medical added value :

- Better efficacy, if possible better effectiveness but the latter is rarely available at 
the time of marketing authorisation (MA)

- And/or better safety , but data on both rare and serious adverse events is rarely 
available at the time of MA (role of pharmacovigilance and post-marketing studies)

- And/or substantial convenience of use with proof of better compliance with 
positive clinical consequences

Results should not only be statistically significant but should also be clinically 
relevant
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Pay as you get



Efficacy

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

setting

Q. Does it work in pratice ? R. CER

Efficiency

Efficiency depends on whether a drug 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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Some definitions



Private and public "payers" have implemented 
various procedures to evaluate the clinical 
value of a new medicine, medical device or 
medical/surgical act

In France, for medicinal products, this process 
involves various actors, including :
- An applicant, holding a marketing 

authorisation
- The HAS (Haute Autorité de Santé, French 

Health Authority)
- The Ministry of Health
- The National Health Fund (CNAM, Caisse 

Nationale d'Assurance Maladie) : the main 
(and mandatory) payer
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Evaluation of therapeutic value



Marketing Authorisation
Application evaluation
Quality, Safety, Efficacy

FRENCH HEALTH AUTHORITY

Transparency Commission
Its evaluation includes :
- Clinical value (SMR)
- Clinical added value (ASMR
- Target population (size)

MINISTRY OF HEALTH

HEALTH PRODUCTS ECONOMICAL COMMITTEE

Marketing
authorisation

NATIONAL HEALTH FUND

Level of reimbursementPrice, price-volume agreement

CEESP
ECONOMIC & PUBLIC

HEALTH EVALUATION

COMMITTEE

5

SINCE OCT. 2013

HTA process in France



The (uncomparative) value of a medicine is in particular based on : 
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SMR : Intrinsic value of a medicinal product

• The severity of the medical condition corresponding to the clinical 
indications validated in the SPC

• The clinical efficacy and safety of the medicine, including the robustness 
and relevance of the methodologies and results of the clinical trials

• The existence (or not) of alternative treatments and the conditions of 
use of possible alternative treatment/diagnosis/preventive options (not 
only medicines) : level of medical need

• The impact of the new medicinal product in terms of public health 
(burden of disease, health impact at the community/population level, 
external validity or generalisability of the results of CTs)

The level of 'SMR' will determine the reimbursement rate : 



Evaluation of comparative efficacy/effectiveness

The therapeutic progress is quantified into levels of ASMR or medical added 

value which represents the “relative efficacy” of a drug compared with 

previously available treatments (if any, medicinal products or not).

Five levels of ASMR can be attributed by the Transparency Committee:

• ASMR I : major improvement over existing therapies

• ASMR II : important improvement over existing therapies

• ASMR III : moderate improvement over existing therapies

• ASMR IV : minor improvement over existing therapies

• ASMR V : no improvement over existing therapies

The level of ASMR will impact the price of a medicine (negociated by the 

Ministry of Health)
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ASMR : The relative efficacy



V = no improvement



V = no improvement



Some key elements to reach high levels of "ASMR" (clinical added-value 

scale, progress)

- Clinical data based on robust methodology of clinical trials with head to 

head comparison

- Relevance of the comparator (gold standard or not ? Relevance of the doses, 

duration of treatment of the comparator…)

- Test of superiority design

- Nature of the clinical evaluation criteria : hard or surrogate marker ? (e.g. 

mortality vs biological marker)

- Clinical relevance of the size of the effect (statistical difference is not 

enough)

- Duration of the clinical effect

- Sound clinical development program (consistent, not always big)

- Unmet medical need ? Or few available efficient drugs with limited 

therapeutic effect (e.g. Alzheimer disease)
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Evaluation of therapeutic value



http://www.has-sante.fr/portail/jcms/c_1046750/fr/depot-de-dossier-de-transparence
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Evaluation of therapeutic value



Marketing Authorisation
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FRENCH HEALTH AUTHORITY

Transparency Commission
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- Clinical value (SMR)
- Clinical added value (ASMR
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HEALTH PRODUCTS ECONOMICAL COMMITTEE

Marketing
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Economic & Public Health Evaluation Committee



Economic & Public Health Evaluation Committee

Includes :
- Cost-effectiveness evaluation
- Budget impact analysis





Two different applications, in parallel :
- to the Transparency Committee (CT) and
- to the Economic & Public Health 

Evaluation Committee (EPHEC)

Contains for the EPHEC :
- Cost-effectiveness evaluation
- Budget impact analysis

Application to EPHEC if :
- ASMR III or higher (moderate to major 
clinical added value)
and
- Cost ≥20 millions €/y
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Price and reimbursementRCTs

time5 Y
(or less)

From HBM Hope-Based Medicine to EBM Evidence Based Medicine

Additional data from various sources, inc. 'Big Data', e.g. observational post-

marketing studies

Field studies, e.g. drug utilisation studies

Database studies : Electronic medical records, claims' databases

We hope that real life will 
confirm RCTs

Effectiveness data is 
available

MA

Multiple stages of evaluation

Production of real world data                  (RMP/REMS, PhVig, PhEpi, EMR…)



Efficacy

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

setting

Q. Does it work in pratice ? R. CER

Efficiency

Efficiency depends on whether a drug 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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Some definitions



From efficacy to effectiveness
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Pre-marketing CTs vs. reality

Martin K et al. J Clin Pharmacol 2004; 57: 86-92
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The link between innovation and 
value

Defining rewardable innovation in 
drug therapy. Aronson JK, Ferner 
RE, Hughes DA.
Nat Rev Drug Discov. 2012; 11: 253-
4

From innovation to a clinical benefit



Defining rewardable innovation in 
drug therapy. Aronson JK, Ferner 
RE, Hughes DA.
Nat Rev Drug Discov. 2012; 11: 253-
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" With regard to health,
two general outcomes are crucial: 
health-related quality of
life and survival, both of which are 
affected by the balance
of clinical benefits and harms, 
which must be favourable
for any innovative medicinal 
product."

From innovation to a clinical benefit



Economist Intelligence Unit Survey,

September 2011



Perception of value
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Perception of value, priorities for data collection and evaluation
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After marketing autorisation (EMA for innovative products, oncology, orphan 
drugs…), applicants for reimbursement of medicines in France must apply to 
the HAS :
- One application to the TC for evaluation of the clinical evaluation
- A different application to the CEESP for an economical evaluation in case of 
innovative and expensive products

With these two opinionss, the Ministry of Health negociates with the 
applicant on prices.
Commitments from all parties involved (Applicant, National Health Fund, 
Ministry of Health) with price-volume agreement (i.e. cap on expenditures)

Medicines can be lauched without submitting data to HAS but usually 
unapplicable
Re-evaluation on a periodic basis (max. 5 years)

EUNetHTA: forum for exchange of information, not binding, few applications

In summary



First example
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Obesity is a major public health issue

Worldwide obesity has nearly doubled since 1980

35% of adults aged 20 and over were overweight in 2008 (more than 1.4 
billion adults), and 11% were obese (over 200 million men and nearly 300 
million women)

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

An example : overweight & obesity
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Example of a medicinal product recently licensed by the FDA in this indication : 
Contrave, a fixed combination of naltrexone and bupropion

An example : overweight & obesity
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Example of a medicinal product recently licensed by the FDA in this indication : 
Contrave, a fixed combination of naltrexone and bupropion

An example : overweight & obesity

Naltrexone :
Antagonist of opioids receptors (µ)
Used in alcohol and opioid dependence

Bupropion :
Norepinephrine and dopamine re-uptake inhibitor
Used as a smoking cessation aid 
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Am J Med Sci 2001; 321: 225–36
JACC 2009; 53: 1925–32

Obesity or overweight as such 
do not directly kill (or 
exceptionally)

Morbidity and subsequent 
mortality is driven by 
cardiovascular complications

LV = left ventricular; RV = right ventricular

An example : overweight & obesity
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Treatment rationale

Obesity leads in particular to exposure to the following cardiovascular risk 
factors :

- 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 correction of these risk factors, source of 
favourable impact on potential clinical complications and mortality

An example : overweight & obesity
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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 

An example : overweight & obesity
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An example : overweight & obesity
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An example : overweight & obesity
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Phase III clinical trials of Contrave

Expert Opin Drug Saf 2014; 13: 831-841

An example : overweight & obesity
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Phase III clinical trials of Contrave

-4.8%

-4.2%

-5.2%

-3.2%

Expert Opin Drug Saf 2014; 13: 831-841

An example : overweight & obesity
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Phase III clinical trials of Contrave

-4.8%

-4.2%

-5.2%

-3.2%

Expert Opin Drug Saf 2014; 13: 831-841

An example : overweight & obesity
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Phase III clinical trials of Contrave

-4.8%

-4.2%

-5.2%

-3.2%

Expert Opin Drug Saf 2014; 13: 831-841

An example : overweight & obesity
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An example : overweight & obesity



39

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

An example : overweight & obesity
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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

An example : overweight & obesity
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An example : overweight & obesity



37

Phase III clinical trials of Contrave

-4.8%

-4.2%

-5.2%

-3.2%

Expert Opin Drug Saf 2014; 13: 831-841

An example : overweight & obesity
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An example : overweight & obesity
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-4.8% < threshold of clinical significance

An example : overweight & obesity









Lancet 2010; 376: 567-568
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Finally :

A very limited 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

An example : overweight & obesity
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US labeling

An example : overweight & obesity
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Finally :

A very limited 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 ?

* Excerpts of publications and other public data are used in this presentation only for illustrative purpose.

An example : overweight & obesity
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An example : overweight & obesity



Second example in oncology



http://www.has-sante.fr/portail/upload/docs/application/pdf/2010-03/tarceva_ct_5077.pdf

Extension of indication: 

Treatment of metastatic 

pancreatic cancer, in 

combination with

gemcitabine 

Another example

55



285 patients received gemcitabine combined with Tarceva (261 patients with 100 mg and 24 patients with 150 mg) 
and 284 patients gemcitabine alone

The ITT results for the primary endpoint showed a median survival of 6.4 months in the Tarceva-

gemcitabine combination group vs 6 months for the gemcitabine monotherapy group showing an absolute 

gain of 12 days (p=0.028).

An absolute gain of 26 days (p=0.029) was observed in favour of the group treated with the combination 

(5.9 months vs 5.1) in terms of median survival in the metastatic subgroup.

The following adverse events were more frequent in patients who received Tarceva: rash (69% vs 

30%), diarrhoea (48% vs 36%), weight loss (39% vs 29%) and stomatitis (22% vs 12%).

Another example
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http://www.has-sante.fr/portail/upload/docs/application/pdf/2010-03/tarceva_ct_5077.pdf

The Transparency Committee did not
recommend inclusion on the list of
medicines reimbursed by National
Insurance and on the list of medicines
approved for hospital use and various
public services in this extension of
indication

Another example
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Third example on use of statins



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

Use of statins in primary prevention in elderly



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

Use of statins in primary prevention in elderly



Use of statins in primary prevention in elderly



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

Use of statins in primary prevention in elderly



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

Use of statins in primary prevention in elderly



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.

Use of statins in primary prevention in elderly



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 ?

Use of statins in primary prevention in elderly



Thank you for your attention

driss.berdai@chu-bordeaux.fr


