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 BACKGROUND 
 The pharmaceutical and medical device 
industry is perhaps the most tightly 
regulated marketplace in the world. In 
countries with social health-care models 
this oversight increasingly extends beyond 
licensing and into the pricing and 
reimbursement of products. 

 This interference may be legitimate. 
Economists recognise that health-care 
insurance markets have inherent weaknesses 
and may deliver sub-optimal results for 
society as a whole. While the validity of 
this argument is currently being debated 
loudly in the United States, in most other 

developed countries a consensus has long 
since been reached. 

 When surveying the health-care systems 
of Europe, Canada, Australia, much 
of South America and growing swathes 
of Asia, governments can be seen to be 
underwriting health-care provision, either 
through mandatory health insurance, 
direct taxation, public procurement or 
public provision. Consequently, in many 
major international medical markets 
the government is both the ultimate 
purchaser of health-care products and 
the arbiter of the markets in which they 
are traded. 
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 Given fi nite budgets and acute political 
sensitivity towards access to medicines, 
governments use their monopsony power 
to negotiate as many new products for 
as little as possible. To achieve this they 
have created complex rules, assessment 
mechanisms and negotiation processes. 
Increasingly, the outcome from these 
negotiations determines the commercial 
success of pharmaceutical and medical 
device manufacturers. 

 Although rarely positioned as such, 
these processes and negotiations form a 
 ‘ reward framework ’  that establishes the 
return (in the form of reimbursed price) 
that manufacturers receive for their 
medical products. Through rules and 
precedents, governments send signals 
to manufacturers about the product 
attributes and manufacturer behaviours 
that they are trying to encourage, and 
the disease areas that they are 
prioritising. 

 The policy objectives underpinning 
these reward frameworks are not always 
explicit. This analysis seeks to deconstruct 
the reward frameworks of fi ve European 
health-care systems and identify common 
factors that infl uence the return awarded 
to manufacturers for new products. 

 The nomenclature in this area is often 
confusing. For this article,  ‘ pricing and 
market access (P & MA) system ’  and  ‘ reward 
framework ’  will be used interchangeably 
as collective terms for all the cost barriers 
that lie between product registration and 
patient use. The phrase  ‘ effective price ’  
and  ‘ manufacturer reward / return ’  will also 
be used synonymously to depict the real, 
reimbursed price that a manufacturer 
obtains for their product.   

 METHODS 
 The fi ve countries included in this 
assessment were Germany, France, Italy, 
Spain and the United Kingdom. 

 A comprehensive yet informal review 
of the literature describing the P & MA 

systems within these countries was 
conducted. The following sources were 
appraised:   

 Peer reviewed articles. 
 Information provided by the local 
P & MA agencies in each country, 
including conference presentations by 
representatives of these organisations. 
 Industry P & MA reports. 
 Reviews by international institutions, 
including the  Ö BIG / European 
Commission Member State 
pharmaceutical survey. 
 Product case studies reported in the 
medical press.   

 The review sought to answer the 
following questions:   

 What is the reward framework (P & MA 
system) within each country? 
 What factors are most important in 
determining the effective price of a new 
product? 
 What is the nature of the relationship 
between each factor and the size of the 
reward?   

 Based upon the fi ndings from this review, 
a list was compiled of factors that infl uence 
the size of the reward for manufacturers. 
The relative importance of each factor was 
appraised subjectively by the author based 
upon examples from the literature and 
personal experience.   

 RESULTS 
  Table 1  lists the factors that were found 
to infl uence the effective price that 
manufacturers receive for new products 
in the fi ve European countries appraised. 
The terms used to describe these factors 
have been defi ned in a way that minimises 
duplication of concept, and so they may 
differ slightly from commonly used 
phraseology. Examples of other terms 
used to describe these factors have been 
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included alongside the descriptions of the 
metrics used to quantify them. 

 A full discussion of the relative 
importance of all of the factors in  Table 1  
is impossible within the constraints of 
this article. Below, the most important 
factors are summarised and the perceived 
difference in importance of factors 
between countries is discussed.   

 CLINICAL BENEFIT 
 The additional clinical benefi t associated 
with a product can be broken into two 
parts: the magnitude of the benefi t and 
the uncertainty of this being achieved in 
reality. (The latter is closely linked to the 
size of the evidence base supporting the 
product.) 

 Perhaps unsurprisingly, clinical benefi t  –  
as measured by improvements in patient 
health outcomes  –  is the single most 
important factor affecting the size of the 
reward a company receives for a new 
product in Europe. However, the 
importance of this factor varies 
considerably between countries. 

 In Germany, the therapeutic benefi t of 
a new product is the single most important 
factor in determining the effective price of 
a new product.  1   This is the variable that 
decides the reimbursement decisions of 
both ambulatory and hospital product 
assessment agencies, including the Federal 
Joint Committee (G-BA), the Institute for 
Quality and Effi ciency in Health-care 
(IQWIG), the Institute for Sickfund 
Payments (InEK) and the Drug 
Commission. It is especially important 
because there is no linear relationship 
between the size of the clinical benefi t 
and the size of the price premium. The 
principle arbiters of the reimbursement 
and internal reference pricing systems  –  
the G-BA and IQWIG  –  have in the past 
made yes / no decisions on reimbursement 
based solely on the perceived magnitude 
of the clinical benefi t, rather than on 
the benefi t relative to the additional cost     Ta
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over a comparator product. Therefore a 
product that is deemed to offer  ‘ clinically 
signifi cant ’  therapeutic benefi t can 
potentially command a very large price 
premium, whereas one that fails that test 
may not be reimbursed at all. 

 Similarly, the size of the clinical benefi t 
is probably the single most important 
factor affecting manufacturer returns in the 
United Kingdom. The incremental cost 
effectiveness ratio (ICER) framework used 
by the National Institute of Health and 
Clinical Excellence (NICE) attempts to 
exactly quantify the additional clinical 
benefi t of the product in quality adjusted 
life years (QALYs) gained. This benefi t is 
directly and proportionately linked to the 
additional price a manufacturer can 
charge.  2   

 The NICE methodology also places 
signifi cant weight on the uncertainty 
around the clinical benefi t.  2   Companies 
are required to conduct probabilistic 
sensitivity analysis around the ICER of 
their product, and it is the likelihood 
of that ICER falling within the appropriate 
threshold  –  rather than the base case 
estimate  –  that is of most importance in 
determining NICE ’ s decision. This factor 
is obviously infl uenced considerably by 
the availability of data, as the probability 
distribution around the ICER is a function 
of the uncertainty around key clinical 
parameters that are themselves dependent 
upon clinical trial sample sizes. Hence the 
size of the evidence package is very 
important in the United Kingdom. 

 In Italy and Spain the relative importance 
of clinical benefi t is lower than in 
Germany and the United Kingdom. For 
both countries this refl ects the limited 
opportunity for price premiums regardless 
of the clinical benefi t, given the stringent 
focus on cost containment in these 
markets. For example, in Spain the 
maximum potential price of a new product 
is effectively capped by constraints on 
profi t margins (see below) that apply 

regardless of the size of the clinical 
benefi t.   

 COMPARATOR PRODUCT 
PRICE 
 One factor that is very important in 
determining the effective price  –  yet is 
unrelated to either the product profi le or 
the manufacturer ’ s behaviour  –  is the 
price of the comparator product. This is 
important in all fi ve European countries 
included in this review. 

 In France, the price negotiation between 
the manufacturer and the Economic 
Committee on Health Products (CEPS) is 
a relative discussion, with price premiums 
considered over and above the assumed 
baseline of price parity with the comparator 
product.  3   Thus the price of the comparator 
is an important variable in determining 
the price of the new product. This 
relationship can be especially contentious 
if the comparator product is generic or 
not even licensed for the disease in which 
the new product is indicated. The CEPS 
makes no explicit rule on whether they 
do or do not consider off-label products 
to be appropriate comparators for pricing 
purposes. 

 This comparator effect is modulated to 
some extent by the external reference 
pricing rules that the CEPS also consider 
in their negotiations. For products with 
an Evaluation of Therapeutic Benefi t 
(ASMR) rating of III or better, the rules 
suggest that the French price cannot be 
below the lowest of the list prices in 
Germany, the United Kingdom, Italy and 
Spain. Thus for innovative products a 
premium is still possible even if the 
comparator price is very low.  4   

 Given that the NICE methodology is 
inherently relative, the price of the 
comparator product is also a very 
important factor in determining the 
effective price of a new product in the 
United Kingdom. This is particularly true 
as the United Kingdom does not use any 
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external reference pricing schemes to 
modulate the effect of a low priced 
comparator.  4   Therefore in the United 
Kingdom the availability of a cheap 
generic comparator can signifi cantly curtail 
the effective price of a new product. 

 The cost of the comparator product is 
probably least important in Germany, 
where in the past there has been a 
dichotomy between the assessment of 
additional benefi t and the assessment of 
the additional price.  5   Effectively, this has 
meant that if benefi t has been established, 
the product can be reimbursed regardless 
of the incremental price over existing 
products.   

 UNMET NEED AND DISEASE 
SEVERITY 
 Although these two factors are not 
synonymous, there is overlap between the 
concepts. Both are important in infl uencing 
the outcome of price negotiations in all 
markets, but are perhaps most important 
in France, where the disease burden is 
recognised explicitly through the level at 
which the product is reimbursed  –  the 
Medical Benefi t (SMR). The SMR is 
based on fi ve criteria, including two 
pertinent to this factor:  ‘ the seriousness 
of the disease being treated ’  and  ‘ whether 
the drug cures the disease, prevents it 
or ameliorates the disease ’ s symptoms ’ .  4   
A similar algorithm used to defi ne 
 ‘ innovation ’  within the Italian P & MA 
system also places emphasis on these two 
factors.  6   

 Unmet need and severity of disease 
matter much less in the United Kingdom 
than in other European countries, largely 
owing to the strictures of the NICE 
methodology. While the appraisal 
committee ostensibly have the latitude to 
factor these considerations into account, 
it is suspected that they do not impact 
signifi cantly. The exception to this is the 
End of Life guidance that was recently 
introduced into the NICE process to 

allow for greater fl exibility in the 
willingness-to-pay threshold for therapies 
that prolong life in certain situations.  7     

 BUDGET IMPACT 
 The budget impact of a new product is a 
factor that health policymakers rarely ever 
acknowledge as infl uencing P & MA 
decisions, but is nevertheless very important 
in determining the effective price a product 
receives. Budget impact is particularly 
important in Spain, Italy and France. In 
these countries, manufacturers are obliged 
to provide sales forecasts at the time of 
price negotiations, with the widely held 
perception that the larger the sales estimates 
the lower the acceptable price premium.  4   

 In Spain and France, sales volumes 
are explicitly linked to price through 
price-volume agreements negotiated 
pre-launch. Manufacturers who exceed 
their forecast sales can expect to have 
their price cut accordingly.  3,8   

 In the United Kingdom and Germany 
there is no mechanism by which forecast 
sales infl uence price, given the  ‘ free-pricing ’  
nature of these markets. Similarly, while 
NICE requires manufacturers to provide 
estimates of budget impact, this information 
is supposedly only considered for the 
purposes of health service planning.   

 COMPANY INVESTMENT IN 
LOCAL MARKET 
 In some European markets the extent to 
which a manufacturer invests in the local 
country impacts the effective price they 
receive for their products. As with budget 
impact, few payers emphasise the 
importance of this factor in P & MA 
processes, but it is believed to have direct 
relevance to price negotiations in France, 
Italy and Spain. 

 The Italian Ministry of Health, at least, 
is open about this. Inward investment is 
considered by the Italian Drug Agency 
(AIFA) when making pricing decisions. 
Indeed, the Law 222 / 2007 introduced 
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in 2007 placed special emphasis on the 
need for pharmaceutical companies to 
invest in pharmaceutical R & D in Italy.  6   
The law makes specifi c reference to the 
quantity of clinical research conducted by 
companies in Italy and the number of 
manufacturing sites they own in the 
country. 

 In Germany and the United Kingdom 
manufacturers with large local operations 
undoubtedly enjoy greater infl uence at a 
political level than smaller companies, but 
this strength is unlikely to benefi t those 
manufacturers in individual P & MA 
negotiations.   

 COST OF GOODS / PROFIT 
MARGINS 
 In four of the fi ve markets included in 
this analysis, the relationship between the 
price sought by the manufacturer and 
the cost of manufacturing the product 
(cost of goods) is not a critical factor. 
Even in the United Kingdom, where the 
Pharmaceutical Price Regulation Scheme 
ostensibly limits manufacturer profi ts to a 
margin of no more than 21 per cent 
return on capital, the reality is that this 
is not a major curb on manufacturer 
profi tability.  9   

 However, in Spain this factor is highly 
infl uential in determining the effective 
price a manufacturer receives. Although 
the Spanish authorities consider a 
product ’ s therapeutic value, the pricing 
decision (separate from the reimbursement 
decision) is effectively a  ‘ cost-plus ’  
negotiation, with the Ministry of Health 
looking to explicitly sanction a certain 
profi t margin for the company. This 
margin rarely exceeds 18 per cent of total 
cost.  8   To mitigate the risk of companies 
submitting infl ated cost estimates or 
subsidising ineffi cient production, the 
authorities also benchmark the product ’ s 
price against other equivalent products 
already on the market in Spain and the 
same product in other countries.   

 HEALTH ECONOMIC BENEFIT 
 Within this analysis, health economic 
benefi ts  –  as defi ned by the cost offsets 
produced as a result of using the new 
product  –  is not terribly important in 
determining the manufacturer ’ s reward. 
This may seem odd, given NICE ’ s well 
publicised use of cost effectiveness. 
However, the outcome of the NICE 
process is infl uenced mostly by the clinical 
benefi t and the price of the product. Cost 
offsets can legitimately impact a NICE 
economic evaluation and provide scope 
for higher prices, but demonstrating these 
savings to the evidence standards required 
is very diffi cult. 

 Of the fi ve markets, this benefi t is most 
important in Germany. This refl ects the 
importance of demonstrating cost offsets 
when seeking reimbursement for new 
secondary care products. The InEK 
considers economic variables when 
determining whether products should be 
eligible for additional top-up payments 
within the diagnosis-related group (DRG) 
system.  1   The Institute ’ s approach is 
pragmatic and less rigid than that of 
IQWIG or NICE, and focuses on the 
economic impact on the hospital, rather 
than on the broader health-care system.  8   
The New Investigation and Working 
Method (NUB) payment  –  a supplement 
to an existing DRG fee  –  will not be 
granted if there is insuffi cient medical or 
economic evidence, or if the new 
technology does not lead to a specifi c 
increase of costs.  10     

 CONCLUSION 
 Although this review represents only an 
informal and subjective assessment of the 
P & MA systems of these fi ve European 
countries, the list of factors that are 
described in  Table 1  is likely to be 
reasonably comprehensive. Undoubtedly, 
this work requires validation by local 
experts and, ideally, empirical testing. 
Regardless, it is important that these 
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factors (and their relative importance) are 
understood, for two reasons. 

 First, it is critical that manufacturers 
understand what attributes to consider 
when making strategic decisions 
concerning research and development 
and capital investment. Timelines for 
product development are long, and thus 
governments have a responsibility to be 
clear and consistent in identifying what 
product attributes they are prepared to 
reward. 

 Second, it is necessary to understand 
the attributes that P & MA systems are 
incentivising in order to assess whether 
they are aligned with the government ’ s 
broader health policy objectives (and, 
indeed, with the values of society). 

 Based upon this limited assessment, it 
appears that the existing reward frameworks 
within Europe have mostly reached their 
current structure through an organic 
process of incremental adjustment. As 
such, it is questionable whether these 
systems are achieving either the health 
policy or industrial policy goals that 
governments are trying to reach.        
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