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This brief addresses three specific questions: 1) what factors are considered in assessing the value of new pharmaceutical products in a number of European countries from a supply- and a demand-side perspective? 2) how is value assessment linked with pricing, reimbursement and prescribing decisions in the same countries? and, 3) what challenges are there in the approaches followed and what are the lessons from Europe for the United States? In addressing these questions, evidence was drawn from the seven European Union (EU) countries, namely, the United Kingdom, Germany, France, Italy, Spain, Sweden and the Netherlands. The selection of these countries underlines the variety of regulatory regimes and the multiplicity of policies pursued.
Supply- and Demand-side Pricing and Reimbursement Regulation 

European countries apply both supply- and demand-side measures to control expenditure on pharmaceuticals (Table 1). Supply-side controls aim at limiting the cost of reimbursed medicines to health insurance, by controlling their price and by limiting their availability through the use of positive and negative lists (formularies). Several measures apply on the supply-side. In principle, these are linked to price or profit regulation and the establishment of regulatory systems that control prices of pharmaceuticals or the profits that manufacturers make on their sales to statutory health insurance. Price control is achieved through a variety of methods, including explicit consideration of companies’ cost structures (cost-plus method, as it is performed in Spain), price comparisons with other countries (France, Spain, Italy), reference pricing (Germany, the Netherlands, France, Spain, Italy), price-volume agreements (France, Spain), and/or average pricing (the Netherlands). Profit control, through rate of return regulation, applies only in the United Kingdom. In addition to the above methods, several other measures aimed at controlling pharmaceutical prices and their growth, have been put in place by national regulators, including limits on price revisions, price cuts (the United Kingdom, Germany), price freezes, linking increases in the pharmaceutical budget to the real overall rate of economic growth (Spain), establishing fixed budgets for expensive products, and establishing me-too pricing, among others.

All countries examined use a variety of criteria to negotiate admission to reimbursement funds and inclusion into formularies or positive lists (Table 2). The therapeutic benefits of a product vis-à-vis those of its competitors are frequently cited. In principle, if a product is unquestionably superior in therapeutic terms, it will be reimbursed irrespective of the outcome of a health economic evaluation, although in practice, budgetary constraints mean that negotiation needs to take place to determine the price which health insurance is willing (or can afford) to pay (with the exception of the United Kingdom and Germany, where all medicines are potentially reimbursable, pending a health economic assessment and subject to being prescribed respectively). Conversely, if it is of only marginal therapeutic benefit, it will be difficult to justify a price premium relative to its competitors, and a health economic evaluation is unlikely to be of any help.

Several countries actively use health economic evaluations in the decision-making process, either as an additional tool to determine the reimbursement price (the Netherlands, Sweden, Italy), or even as a mechanism to guide prescribers (for instance the National Institute for Health and Clinical Excellence [NICE] in the United Kingdom). In the United Kingdom, NICE guidance has become binding. More countries are joining this league and have set up working parties to draft pharmaco-economic guidelines to be used in the decision-making process or, indeed, have drafted these guidelines. France in principle requires some form of economic evidence, although it is still unclear the extent to which this is happening routinely and for all new products. In Germany and Spain health economic evaluations are conducted at the health system level, although these are still not linked to the award of a reimbursed price. Recent developments in Spain suggest that health economics may be used in future to determine product reimbursement, whereas Germany is currently focusing on product quality assessment through the establishment of a separate agency (IQWiG) that assesses effectiveness.
Health economic evaluations, however, are not likely to persuade doctors to prescribe one medicine in favour of another where clinical arguments have failed, and there are usually no financial implications for the doctor or the patient. If there are financial implications, this will help sway the prescriber who must, in turn, persuade the patient that the additional therapeutic benefits or improvement in the quality of life offered by the drug in question are worth the price premium. For this purpose, policies have been developed targeting the proxy demand-side (i.e. prescribing and dispensing) and the demand-side (patients). The countries examined in this brief follow proxy demand-side and demand-side policies with variable degrees of intensity and, consequently, with variable degree of effectiveness.
On the proxy demand-side, these policies are primarily associated with the existence or not of fixed budgets and other financial or non-financial incentives to prescribers, the existence of and adherence to guidelines, and the existence of a strong generic policy both at prescribing (e.g. mandatory INN prescribing) and at dispensing level (e.g. through generic substitution), among others (Table 3). The evidence suggests that variable success of these policies in achieving efficiency in resource allocation and savings in health budgets, as well as an increased emphasis in their implementation. 

Demand-side policies with emphasis on patient cost-sharing, have been weak in influencing patient demand, due to (a) very low co-pays which are also frequently not associated with the cost of prescriptions and (b) the significant exemptions prevailing in the countries described in this brief, which means that only a moderate number of prescriptions actually carry the statutory health insurance co-pays. Indicatively, between 80% and 85% of the total number of prescriptions in the United Kingdom and France are co-payment free. In France, the additional private insurance that individuals purchase can cover these co-pays, further reducing their impact on individual demand. 
Factors Considered in Assessing the Value of New Drugs
Assessing the value of (new) drugs is a complex function that includes several parameters and is intertwined with national objectives in pharmaceutical policy. Indeed, the evidence suggests that “value” is a very subjective concept and this is demonstrated by the multiplicity of factors considered in determining the price that statutory health insurance will pay. Determining value on a cost-effectiveness basis also implies adapting the product price to the cost structure in each of the countries considered. The cost structure is, in turn, influenced by what health insurance deems appropriate to pay; for instance, as health insurance organisations believe they should only be paying for direct health costs, indirect or societal costs are not usually included in health economic assessments. Consequently, this has a downward effect on product price and, some would argue, it possibly under-estimates product value.
The evidence also suggests that the emphasis on what factors determine reimbursement is purely a matter of national policy; clearly, a product’s clinical assessment on the basis of (comparative) efficacy is the most important criterion in all countries. Assessing the economic value of (new) products is a relatively recent phenomenon, although its uptake has so far been fast. Ultimately, new products are evaluated on the basis of the cumulative evidence produced.

The determination of value is very frequently affected by the ex post implementation of frequent ad hoc measures, such as price cuts, or payback clauses. Finally, while in several policy settings there is explicit acknowledgement of the value of new products, other factors take precedence, e.g. price/volume tradeoffs and budget impact analysis.

Linking Value Assessment with Pricing and Reimbursement Decisions
The assessment of clinical cost effectiveness is directly related to the decision to reimburse or not a new product. In the Netherlands, Sweden and Italy, clinical and economic assessments are formal requirements for determining reimbursement levels, particularly when applicants request a price premium over existing therapies. In France, clinical assessment has precedence over economic assessment, although the latter is included in the negotiation dossier. In the United Kingdom, all new treatments are available and potentially reimbursable, subject to guidance by the National Institute for Health and Clinical Excellence (NICE). If a new product receives negative NICE guidance, then the U.K. National Health Service (NHS) will not pay for the product although the manufacturer will be encouraged to submit new evidence that may support its case. Still, a few years after the introduction of NICE very few treatments have altogether received negative guidance, but most treatments are considered to be second, third or subsequent line treatments and therefore apply to smaller numbers of patients than their manufacturers originally envisaged. Germany has introduced clinical effectiveness assessment recently through the newly established Quality of Care Institute (IQWiG) in an attempt to rationalise pricing and pharmaceutical expenditure, but what is admissible to the institute as appropriate evidence on effectiveness is subject to political interpretation. The use of economic evidence in Germany is currently not linked explicitly or implicitly to the decision-making process, but may do so in the future.
Importantly, although all the above countries have developed guidelines for the conduct of economic evaluations and guidance to applicants, thus streamlining the production of evidence in a format desirable by policymakers, few countries have developed criteria that would classify new products as more or less innovative than existing ones. Understandably, this can be achieved through assessing the comparative efficacy of new products over others, but France and, to a lesser degree, the Netherlands, have developed methodologies that would classify new products as major, minor or me-too innovations. In the French case, this has, in turn, direct implications for the pricing (reimbursement levels) of new products. Highly innovative products can be priced freely, whereas minor innovations still go through the negotiation process, where all criteria are weighed carefully.

It has also been made clear that although clinical cost-effectiveness lies at the heart of decision-making in the Netherlands, Sweden, Italy, and the United Kingdom, and, to a lesser extent, France, it is not the only criterion on which negotiations are concluded. Other criteria comprise budgetary implications, number of indications, price/volume tradeoffs, prices in other “comparable” countries, as well as a series of ad hoc measures, such as price cuts or price freezes, which serve short-term fiscal objectives.

Challenges in the Approaches Followed and Lessons for the United States

Before considering the challenges in the approaches followed and the implications for the United States, it is important to acknowledge that regulation, including regulation of pharmaceuticals, typically operates within national ramifications, applies to a particular country or entity because it suits their respective interests, and meets their constraints. 
The seven countries reviewed present a number of challenges and lessons for the United States: 

1. How is value of new products defined?
Value is defined both in clinical terms (in all seven countries), but also in clinical and economic terms (in a sub-section thereof, including France). Value also applies to the benefit accruing from (innovative) me-too products as well as the benefit accruing from breakthrough new molecules, or new classes or molecules. Whilst there is universal applicability of the clinical criterion, there is also rising influence of the comparative economic (cost-effectiveness/cost-utility) criterion, whether explicitly, or implicitly. The latter does not overrule the former, but the two are seen in conjunction. The economic criterion is viewed upon as a tool not to determine value, but to assess its extent over existing therapies.

2. Is value defined for all products?
In assessing whether there is clinical efficacy, value judgements apply across all products in countries where limited (positive) lists exist for the purpose (excluding the United Kingdom); typically, proof of clinical value and “positive” therapeutic benefit are a requirement for listing in the positive list (or, equally, a requirement for not excluding products from reimbursement); also typically, it is not uncommon for me-too products to be reimbursed at a lower rate compared with their earlier competitors. Cost-effectiveness, on the other hand, applies to new treatments, including new molecules or new classes of medications (United Kingdom) and, typically, to those requesting a price premium over existing therapies (explicitly in the Netherlands, Sweden, and Italy, but implicitly in France). It is also important to highlight that the use of economic criteria in decision-making is a necessary but not a sufficient condition for reimbursement, as other factors are at play.

3. Is the pricing process kept separate from reimbursement?
In most countries, there is a separation of pricing from reimbursement. Manufacturers are free to either launch their products without (price) constraints (United Kingdom, Germany, Sweden), or may be subject to price regulation (Italy), which does not take into account the (medical or economic) value of the product concerned. The issue of “Value” is typically considered at the reimbursement level and assists in determining either (a) whether a product is reimbursable (i.e. include in or exclude from positive list or prescribing), or/and (b) the reimbursement price (premium pricing or not). Cost-effectiveness, in particular, is not used to set the price of a treatment within a system, rather, it is used to determine the reimbursement rate of that treatment and whether it will achieve a premium over others or not.

4. What is the interplay between “value” and cost containment? 
In addition to defining “value”, common across all study countries and their reimbursement agencies, is the pursuit of cost containment. To that end, reimbursement agencies have an explicit remit, provided to them by government/parliament, to satisfy a budget constraint. That does not necessarily mean that the (clinical and economic) assessment of therapeutic benefit become secondary objectives, but it does mean that there is a multiplicity of criteria used to “marry” therapeutic benefit with affordability and meeting national budget constraints. All countries in question are using additional policies in order to ensure value for money (price-volume tradeoffs, price cuts and price freezes, budget-impact analysis, other criteria, including industrial policy considerations, etc). To that end, product value is a key determinant of product reimbursement status, but it is further influenced by overall cost and budgetary considerations (i.e. in addition to clinical cost-effectiveness).

5. How do US prices for innovative products compare with European prices for the same products? 
It is very frequently alleged that prices of innovative medicines are significantly higher in the United States than they are in Europe. This is largely flawed and relates to how list prices are used in the United States and in Europe. List prices in the United States are “guide” prices and constitute the starting point for negotiations between manufacturers and health insurance organisations. To that end, list prices are almost never reimbursed, as they are discounted, but discounts are almost never available. In European countries, list prices are the outcome of reimbursement negotiations (where these take place) and, consequently they are always reimbursed. As a result, the comparison of U.S. list prices with European list prices is by definition flawed. 

A more sensible approach to comparing U.S. and European prices would be to compare reimbursed prices. From a U.S. perspective the Federal Supply Schedule (FSS) prices could satisfy this criterion. FSS prices are discounted prices based on discounts given by manufacturers to (some of their) preferred customers elsewhere in the system. A comparison of these prices with prices from the five largest European countries (the United Kingdom, Germany, France, Italy, and Spain) for the top 50 selling products on both sides, suggests that differences between the United States and Europe are small and the argument that U.S. prices are significantly higher than European prices has no foundation.

6. Is industrial policy actively pursued in European countries?
The pursuit of health policy objectives coincides, in many instances, with the pursuit of industrial policy in the pharmaceutical sector; the latter relates to the support of the pharmaceutical industry in terms of providing explicit or implicit incentives to locate within national boundaries and invest in innovation. Very often, it is very difficult to disentangle the policy imperatives surrounding the assessment of clinical cost-effectiveness and the pursuit of industrial policy objectives. In the United Kingdom, industrial policy is explicitly pursued through supply-side regulation by the Pharmaceutical Pricing Regulation Scheme (PPRS), which combines free pricing subject to profit control and R&D incentives. In Germany, industrial policy is implicit through free pricing of medicines and the implementation of targeted initiatives in certain areas such as biotechnology by the relevant government agencies. In France, industrial policy considerations (such as employment, manufacturing value added, research, and exports) are discussed during reimbursement negotiations and are, therefore, linked to reimbursement decisions. In Spain, the government has an agreement with industry to attract investment in certain priority research areas and contributes by channelling funding to these areas.
7. Is health economics used explicitly or implicitly? 
Whereas economic assessment has become more prominent in recent years in informing reimbursement decisions, (potentially also including Germany and Spain in the near future), economic criteria are used differently by the study countries, reflecting national sensitivities and/or priorities. One key distinction is the explicit (the United Kingdom, the Netherlands, Italy, Sweden) versus the implicit (France) and informal (Germany, Spain) use of economic criteria in determining reimbursement status of products that request a price premium.

8. What criteria are used to determine reimbursement?
Overall, multiple criteria are used to determine reimbursement of (new) treatments. These include primarily, the assessment of medical/therapeutic benefit; the severity of the disease; the proposed price; the prices of other treatments similar to the one considered; consideration of prices from other countries; explicit use of prices from other countries; budget impact analysis; diagnosis-based reimbursement; economic criteria (cost-effectiveness/cost-utility); industrial policy; expected sales volume of the assessed product and price-volume tradeoffs.
9. Is the emphasis on the supply-side or the demand-side? 
With the exception of the United Kingdom and Germany, other European countries used to place heavier emphasis on the supply-side and policies affecting the pricing of medicines. In recent years this has shifted towards placing greater emphasis on proxy demand, particularly policies on physicians and pharmacists. The former may be incentivised to contribute towards cost containment and efficiency through budgets and other financial and non-financial incentives, whereas for the latter, the method of payment and the ability to perform (generic) substitution features strongly. Generic policies have attracted a great deal of attention in all seven countries, but it is questionable that they have led to reduced prices in off-patent drugs in the majority of them. Finally, patient co-pays are still characterised by strong elements of intergenerational solidarity in all countries.

Table 1: Pharmaceutical Pricing Criteria and Other Policies Used to Influence Pricing in 7 EU Countries, 2006
	
	UK
	Germany
	France
	Italy
	Sweden
	Spain
	The Netherlands

	Pricing method
	Free subject to profit control (rate of return regulation)
	Free subject to Reference Pricing
	Free for ASMR1 1,2 products; otherwise negotiation
	a. Average pricing, b. price control, c. price negotiation w. CEA2
	Free subject to requesting reimbursement; proof of CEA essential to price premium
	Price control (paper-based approach), using cost-plus and price comparisons 
	a. Average Pricing, b. Reference Pricing, c. CEA for price premium

	Price-volume considerations
	
	
	✓
	✓
	✓
	✓
	✓

	Price freezes
	✓
	
	
	
	
	✓ (in the past)
	

	Price cuts
	✓
	✓
	
	✓
	
	✓
	

	Payback clause
	
	
	✓
	✓
	✓
	✓
	

	Explicit criteria for innovation used to determine price
	✓
	
	✓
	
	
	
	

	Implicit criteria for innovation
	
	✓
	
	✓
	✓
	✓
	✓


Notes:  1
ASMR: Amelioration du Service Medical Rendu or Assessment of the therapeutic benefit of a product.


 2
CEA: cost effectiveness analysis.
Source: The author.

Table 2: Determining Pharmaceutical Reimbursement: Criteria and Other Policies Used in 7 EU Countries, 2006
	
	UK
	Germany
	France
	Italy
	Sweden
	Spain
	The Netherlands

	CEA explicit
	✓
	
	
	✓
	✓
	
	✓

	Assessment of clinical effectiveness
	
	✓ (introduced in 2005)
	
	
	
	
	

	Reference pricing
	
	✓
	✓
	✓
	✓
	✓
	✓

	CEA implicit
	
	✓ (through DIMDI)
	✓
	
	✓
	✓ (already performed but not used often)
	

	Comparative efficacy
	✓
	✓ (in + list)
	✓
	✓
	✓
	✓
	✓

	Assessing therapeutic potential
	✓ (although not at national level)
	✓
	✓
	✓
	✓
	✓
	✓

	Budget impact analysis
	✓
	✓ (indirectly and through health insurance laws)
	✓
	✓
	✓
	✓
	✓

	Industrial policy
	✓
	✓
	✓
	✓ (some)
	
	✓ (some)
	


Source: The author.

Table 3: Prescribing, Dispensing and Consumption of Pharmaceuticals in 7 EU Countries, 2006
	Country
	Positive list
	Negative list
	Drug Budget*
	Guidelines and Rx monitoring
	Generic prescribing
	Generic substitution
	Incentives
	Co-payments

	France
	Yes
	No
	Yes
	Yes
	Yes (gatekeepers)
	Yes
	Yes (gatekeepers)
	% co-insurance

	Germany
	Yes
	Yes
	Target indicative
	Yes
	Yes
	Yes
	Abolished
	Flat fee per pack

	Italy
	Yes
	No
	Yes
	Yes
	Some, through reference pricing
	Yes
	No
	At national level: None other than patients paying excess over reference price

At regional level: some dispensing fees and/or co-insurance

	Spain
	Yes
	Yes
	Yes
	Yes, limited impact
	Yes
	With doctor’s agreement; also part of reference pricing
	No
	% co-insurance up to a maximum per item

	UK
	No1
	Yes
	Yes*
	Yes
	Yes
	No (at primary care, but allowed at inpatient care)
	Yes
	Flat fee per prescription item

	Sweden
	Yes
	No
	Yes (indirect)
	Yes
	Yes
	Yes
	
	Small deductible + co-insurance up to a limit

	The Netherlands
	Yes
	No
	Yes
	Yes
	Yes
	Yes
	Yes, at pharmacy level
	None, other than the difference between reference price and cost of the drug of choice if latter is greater than the former


Source: The author.
Note: 
* 
Primary Care Groups (PCGs) are given a global budget to cater for the needs of their patients.

1
But Health Authorities and Primary Care Groups/Trusts (may) have their own formulary. Where no data are given, this indicates that data are not applicable or available.
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