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INntroduction

Improving the regulatory framework for European pharmaceutical markets is a
complex task which requires the achievement of several, sometimes competing
objectives and involves the interests of a range of different stakeholders. The
majority of European Union (EU) countries facing rising expenditure for
healthcare endeavours to contain costs by controlling the price and/or volume
of pharmaceuticals. Simultaneously, they also have to allow for patients’ and
clinicians’ demands for access to high quality treatments, and for the promotion of
an innovative and successful pharmaceutical industry.

Different approaches to balance these objectives of health and industrial policy
have been implemented by member states, reflecting different national policy
priorities and the particular features of national healthcare systems (e.g. level of
health expenditures, healthcare financing system).

The chapters of this book are based on presentations given at a conference in
London in late 2005 organised by the Office of Health Economics. The aim is not only
to understand and discuss the mix of regulatory measures introduced by national
policy makers in order to achieve their goals, but also to ascertain how these policies
have actually shaped and influenced the characteristics and functioning of national
pharmaceutical markets. In particular, each author has provided an analysis of
existing pricing and reimbursement arrangements operating in their own country
and an outline of policy scenarios that might emerge in the next decade.

The following paragraphs provide a summary of the main targets of pricing
and reimbursement (P&R) regulation in the five big EU pharmaceutical markets:
France, Germany, Italy, Spain and the UK, based on the information provided in
the subsequent chapters. The final chapter by Professor Patricia Danzon provides

Xi
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evidence of the impact of these policies on a number of variables, including price
levels, and offers some recommendations on improving policies aimed at regulating
prices of on-patent and generic medicines.

By distinguishing between demand-side and supply-side regulation, we are able to
highlight the impacts different policies might have on pharmaceutical expenditure.
Whilst supply-side policies have a direct or indirect effect on pharmaceutical prices,
the demand-side policies influence volume prescribed.

Taking into account this taxonomy, several key common themes emerge across
the five countries analysed in this book.

Some common themes

On the supply side, numerous regulatory measures have been introduced with the
purpose of reducing or containing medicines’ prices. These include the following.

» Price-volume agreements and other agreements between national health bodies
and individual companies. For example, in France the Health Products Economic
Committee is responsible for negotiating the price with companies once
positive advice for reimbursement has been given. Criteria used for this nego-
tiation include not only the clinical evaluation of each product but also sales
volume, international prices, macroeconomic objectives and parallel exports
threat. A product-by-product approach has also been adopted in Italy and Spain.
For instance, in Italy, prices of all new drugs that receive market approval by
the European Medicines Agency (EMEA) are set by an agreement between the
national authority and the company concerned.

» Price cuts and other compulsory price freezes introduced by national regulators.
The latest (2005) Pharmaceutical Price Regulation Scheme (PPRS) agreement
in the UK imposed an across-the-board price cut of 7% on branded pharma-
ceuticals sold to the UK National Health Service (NHS). This approach has also
been adopted by the other countries considered, in particular, Germany, which
enforced a price freeze for two years running, and Spain, which introduced
a 4.2% price reduction in 2005 for all products on the Spanish market that
had been in the market for more than one year and not subject to the generic
reference price system.

» International reference pricing, using an average of prices in a set of countries,
usually selected on the basis of the price level sought by the payers. This mecha-
nism has been formally adopted in a number of countries, and is used informally
during pricing negotiations in others.
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Alongside these supply-side measures, we also find the following policies affecting

indirectly price levels.

Reference pricing within the national markets determining the maximum reim-
bursement limit for pharmaceuticals assigned to the same group. All countries
considered in this book except the UK have a reference price system in order to
contain prices of medicines to healthcare payers. Methods used to calculate the
reference price and the levels of equivalence applied to classify products vary
between countries. The latter factor determines coverage and gives rise to levels
1, 2 and 3 of reference pricing, which are based on chemical, pharmacological
and therapeutic equivalence, respectively. While Spain applies level 1 reference
pricing (products with the same active ingredient), Germany has recently
allowed for on-patent and off-patent drugs to be grouped together. The main
drawbacks of this system are that it provides little incentive for companies
to invest in R&D and can be complicated to apply at the individual level. For
instance, a product included in a particular group might not be equivalent to
other products of the same cluster for a particular patient because of different
contraindications.

Rate of return regulation, primarily used in the UK. The latest (2005) PPRS agree-
ment has established a target for the companies’ return on capital employed
of 21% and allows for research and development (R&D), sales promotion and
information costs. However, it is not a cost-plus system. The PPRS represents a
policy mechanism introduced to attain both cost-containment and industrial
policy objectives, attempting to ensure reasonable prices of medicines for the
NHS but also to reward R&D.

In addition to these policy instruments, the five countries under examination have

introduced complementary reimbursement regimes which also can have an effect

on utilisation. These include the following.

Positive and negative lists. Although all countries considered have introduced
national formularies which list products that should be considered (i.e. positive
list) or should not be considered (i.e. negative list) for reimbursement, the
implementation and the importance of these regimens vary from country to
country.

The use of economic evaluations to help determine prices, reimbursement or
simply to offer prescribing recommendations. Economic evaluations are expected
to gain an increasing importance as a tool for conditional reimbursement
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processes. In the UK, health bodies have been established with the purpose of
appraising systematically the cost-effectiveness of selected health technologies
and make recommendations on their use within the NHS. In other major EU
markets, reimbursed status is granted mainly on the basis of evidence on clinical
efficacy and effectiveness but it seems very likely that considerations of the
value-for-money offered by new treatments will play an increasingly important
role in the future.

On the demand-side, a range of policy options has been advocated and implemented
by countries in order to control health products’ volumes. They target prescribers,
dispensers and patients as follows.

» In terms of affecting prescribing behaviour, tools include financial and non-
financial incentives aimed at encouraging a more efficient use of healthcare
resources and influencing clinical practice. The UK has put in place a com-
prehensive regulatory system for doctors, which embeds the allocation of
prescribing budgets to physicians, prescribing incentive schemes, and the
provision of information and education campaigns and clinical practice
guidelines. Spain and Italy have also attempted to introduce some type of
prescribing budgets and prescribers’ incentives but further initiatives may take
place at the regional level.

» Related to dispensing behaviour, only a few European countries have introduced
incentives for pharmacists to dispense generic products, whilst others, despite
the efforts put in to expanding the generics market, still have a system where
pharmacists are not given an incentive to dispense them. In the UK pharmacists
buy generic products at a discounted price offered by manufacturers and are
reimbursed at a fixed tariff price. Hence, generic companies compete on the price
they sell to pharmacists to offer them larger profit margins and obtain higher
market share. Savings generated by the competition among generic companies
are captured by the NHS. In Italy and Spain, these savings usually do not arise.

» Regarding patient purchase choice, cost-sharing policies can take the form of
patients’ payment of a fixed fee per prescription or a proportion of the retail
price of products with the purpose of encouraging a more efficient pattern of
consumption and, more generally, of developing a culture of responsibility and
awareness of costs among prescribers and final users. In France, for instance, a
patient co-payment system has been adopted based on the classification awarded
to the product.
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Future trends in national P&R policies

The chaptersin this book show the divergences existing among national healthcare
systems, in particular among the principles underlying regulatory systems and
the objectives they are meant to achieve. One example is the differences between
the French and the UK systems. In France a two-tier approach is adopted, where
reimbursement decisions are made on the basis of the observed clinical effectiveness
and, subsequent to the reimbursement status being granted, the price is negotiated
between the health authority and the company. On the other hand, in the UK
there is no price regulation at launch but subsequently health bodies such as the
National Institute for Health and Clinical Excellence (NICE) make decisions on the
use of health products within the NHS taking account of both clinical and cost-
effectiveness.

However, at least one common element is invoked in all countries: the imple-
mentation of a standardised and comprehensive method to measure innovation and
identify valuable differences among products that payers may be willing to reward.
Economic evaluation, and in particular health technology assessment (HTA),
attempts to evaluate the relative value for money of health technologies and shows
the trade-off between the cost of treatments and the corresponding health benefits.
HTA may not be perfect but it will help evaluate the additional value brought by
new products in relation to competitors, especially now that new drugs such as
the biologics have been introduced into the market and have to be compared with
existing compounds.

An increasing number of initiatives have been undertaken at the European
level with the purpose of co-ordinating national practices and developing common
HTA procedures. One such example is the European Network of Health Economic
Evaluation Databases (EURO NHEED). However, there is still no consistency in
the use of HTA for decision-making across European countries, concerning both
the institutional requirements for economic evaluation and their impact on P&R
decisions.

Overall, it seems very likely that the role played by HTA in national P&R
arrangements will rise, although the way through which it will be incorporated
into current regulatory frameworks will vary from country to country. In France
economic evaluations are not currently taken into account explicitly but they are
increasingly likely to be used by companies for price negotiations to show the
additional value of their products. In Germany, if the coverage of the reference price
system is extended as expected, then HTA will be used to provide recommendations
on reference prices of medicine groups. In Italy, the dossier that companies submit
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to the health authorities includes an economic evaluation, which is expected to
have an increasing influence on price and reimbursement decisions. In Spain, it is
likely that P&R processes will incorporate economic evaluations, maybe through
the agencies that have already been established at the regional level, such as those in
Andalusia and Catalonia. In the UK, where cost—effectiveness analysis is explicitly
used by health bodies to determine utilisation patterns within the NHS, attention
will probably be focused on improvement of existing processes, that is, reducing the
time required to reach decisions and improving guideline implementation.

Martina Garau
Office of Health Economics
UK

Jorge Mestre-Ferrandiz
Office of Health Economics
UK



CHAPTER 1

Pricing and reimbursement
policies in France: current and
future trends

Claude Le Pen

This chapter discusses the current situation in the French pharmaceutical
market and offers some ideas about what to expect in the future.

Overview of the French pharmaceutical market

Pharmaceutical expenditure in France currently amounts to about €19 billion at
ex-factory prices, representing €25—26 billion at retail prices. It is the fourth largest
market, and has the highest per capita consumption, in the world. Each French
person consumes on average around one unit, that is, pack of medicines per week.

The growth rate of pharmaceutical expenditure in France is moderate, at
around 5% and 1% per annum in value and volume terms respectively (October
2004—October 2005). However, growth patterns are different for the on-patent reim-
bursed drugs segment, the out-of-patent market and the over-the-counter (OTC)
market. Sales of reimbursed medicines still on patent are declining in terms of units
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(—3% over the year) whilst remaining relatively flat in value terms (—0.4%). On the
other hand, the growth rates for the out-of-patent reimbursed drugs, in terms of
value and units, amount to 41% and 55%, respectively. This is mainly attributed
to the increasing number of out-of-patent molecules. In addition, the OTC market
is strongly declining, with a negative growth rate of 4.7% in value terms and a
negative growth rate of 6.5% in volume terms. Regarding market shares, on-patent
medicines represent around 72% of the total pharmaceutical market, while off-
patent and OTC medicines represent 21% and 7%, respectively.

Sales in the hospital market are €5.7 billion at ex-factory list prices. The exact
prices of hospital medicines are not known as they are negotiated privately
between companies and hospitals. Also, 46% of this €5.7 billion (i.e. €2.6 billion) is
prescribed for hospital outpatients: hospital doctors prescribe medicines, including
anti-cancer and anti-HIV medicines, for non-hospitalised patients, which are then
paid for by health insurance funds. This segment can be considered as a third
market; the other two markets being the more ‘standard’ hospital and pharmacy
markets. This so-called ‘third market’ is growing. In addition, 40% of hospital sales
(i.e. €2.3 billion) are funded separately, either by the so-called special ‘innovation
budgets’ or directly by health funds, as ‘pass-through’ costs. They are not included
in the French diagnosis-related groups (DRG) system, which finances public and
private hospitals.

Current trends in national P&R regulation

There are two price regimens in France. First, there is a ‘free-pricing’ segment of
the market, which includes the market for OTC and hospital drugs, which are
included in the DRG costs and where hospitals negotiate directly with companies.
Second, there is a ‘regulated price’ segment with the pharmacy-reimbursed drugs
and hospital drugs which are not included in the DRG system.

The institutional framework for the P&R system in France involves a two-step
process. The first step relates to reimbursement, and the institution involved is
the Transparency Commission. The second step of the institutional framework
involves setting the price of the medicine, once positive advice for reimbursement
has been given. This price is set by the Health Products Economic Committee,
which is located within the Ministry of Health. The Health Products Economic
Committee is composed of civil servants from various ministries, including the
Ministry of Health and the Ministry of Finance and Industrial Affairs. This system
isrepresented in Figure 1.1.
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HAS («Haute Autorité en Santé»)
Composition

Medical experts
appointed by the state

Transparency
Commission Role
Chair: Pr. Bouvenot To give advice

for reimbursement

Ministry of Health

Composition

\ Ministry of Health,
Ministry of Finance and
Health Products Industrial Affairs,
Economic Committee Health funds
Chair: Mr. Renaudin
Role

Price negotiations
Global regulation of drug
expenditure

FIGURE 1.1  The institutional framework for the P&R system in France.

The Transparency Commission
The Transparency Commission has now been transferred from the Drug Agency
to the new Agency for Quality of Care — Haute Autorité en Santé (HAS) — which has
extended the Commission’s responsibilities regarding the evaluation of drugs,
medical devices, procedures and so on. The Transparency Commission is made up
of medical experts appointed by the state and gives advice on reimbursement, with
the Minister of Health being the last-resort decision-maker.

The Transparency Commission uses a very formal approach to drug evaluation.
It gives advice based on the ‘Rendered Medical Service’ (SMR) and the Tmprovement
in the Rendered Medical Service’ (ASMR), representing two different criteria. The
first criterion is static: what is the benefit of the drug? The second is dynamic: what
improvement does the drug bring compared to existing treatment? For instance,
a generic copy of a drug may render a high medical service without being an
improvement.
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Regarding the first criterion, the SMR, there is a link between the classification
awarded to the product and the degree of co-payment borne by the patient. When
a product receives the classification ‘major’ or ‘important’, the co-payment is set
at 35% of the retail price; for medicines with an SMR deemed as ‘moderate’, the
co-payment is higher (65%); and when a medicine is deemed to have a ‘weak’ or
‘insufficient’ SMR, the patient pays the full price, that is, the patient co-payment is
100%. The rating is based on the following criteria:

» efficacy/tolerance
» severity of the disease
» existence of therapeutic alternatives

» placein the therapeutic strategy (first-line, second-line, etc.)

public health impact.

These items are defined by law, so for each medicine the Transparency Commission
has to give advice on all of them. However, it is usually ‘efficacy’ and ‘disease
severity’ that determine the medicine’s classification. Indeed, usually 9o% of
the rating is determined by these two factors, while the other factors play a very
minor role.

The ‘ASMR’ criterion is more dynamic, since it relates to a medicine’s degree of
innovation relative to the existing situation/available treatments. There are five
possible grades to this classification: major (Level I); important (II); significant (III);
minor (IV); noimprovement (V). This rating is mainly based on direct comparative
studies with the reference product, although indirect comparisons are sometimes
allowed. The reference product is usually the most-sold medicine, the most
recent and/or the most expensive in the new medicine’s therapeutic class. The
improvement is assessed on the basis of indication and population. For example,
a medicine can generate an important improvement in some indications and
patient groups but no improvement in others. In this case, the price is defined by
the highest classification.

I will use verteporphin, which is a medicine for macular degeneration, as
an example to illustrate how the system works. The advice was issued in 2003
for a new indication: age-related macular degeneration (ARMD) with ‘occult
subfoveal choroidal neovascularisation with evidence of recent or ongoing disease
progression’ (Eur. Reg. 22/8/2002). For this indication, the SMR was deemed by the
Transparency Commission to be ‘important’, while the ASMR was classified as
‘significant’— Level III.
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The Transparency Commission also made a recommendation for the use of
the product, a task that has been included in this body’s remit only recently. This
recommendation estimated the target population between 10 0oo and 28 ooo
patients and set the date for a re-evaluation to be within 18 months, when new
effectiveness evidence was expected to be available. The idea behind this re-
evaluation is that the original evaluation is treated as a form of provisional
authorisation based on clinical trials. The Transparency Commission needs real-life
data in order to give a new authorisation.

The Transparency Commission examines about 500 dossiers each year, most of
which concern new indications of already-marketed products (around 350 of the
500), while the rest deal with new products. Typically this classification system
based on the level of innovation, as measured by the ASMR, only allows one or two
products to be awarded Level I, and up to five products to be awarded Level II per
annum. Most products are awarded Level III (15-20%), Level IV (around 50%) or
Level V (around 30%) each year.

The Health Products Economic Committee
The Health Products Economic Committee becomes responsible for negotiating
prices with companies and regulating drug expenditures at the global level once
positive advice for reimbursement has been given.

This second step of the institutional framework involves a price negotiation
with the company. This process, although it is far less formal than the previous step,
is generally based on the following factors:

D clinical evaluation (i.e. ASMR level)

D market size

D pricesin the top five European markets
D macro-economic objectives

D parallel exports threat.

In essence, the Health Products Economic Committee receives advice from the
Minister of Health on the targets for the growth rate of healthcare expenditure and,
more specifically, for pharmaceutical expenditure. Also, the parallel exports threat
is taken into account and may result in a slightly higher price, in order to avoid or
reduce parallel trade. The price negotiations will end up with a signed agreement
on price, sales expectations, indications and further studies to be undertaken.
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The Health Products Economic Committee set a very low target for growth in
reimbursed medicines expenditure for 2006: 1%. This 1% growth rate target is
similar to the growth rate in units (around 1%) and lower than the growth rate
in value terms (5%) between 2004 and 2005. If the growth in pharmaceutical
expenditure exceeds the target, companies have to pay back the difference, in
accordance with a complicated scheme (the so-called ‘convention’) which defines
individual contributions.

The Health Products Economic Committee examines about 1000 dossiers
(presentations) per year, which involves around 500 new products. The average time
for the whole reimbursement and pricing process is 243 days — one of the longest
in Europe. For new products, the process takes even longer: 312 days (for 2002). If
we break up the 312 days between the first and second stages (reimbursement and
price decision, respectively), the Health Products Economic Committee, including
price negotiation, is responsible for the greater part of the delay (173 days), leaving
the Transparency Commission responsible for the remaining delay of 139 days. In
addition, only 55% of new products are dealt with within the legal maximum six-
month delay set out in the EU Transparency Directive.

The logic behind P&R in France

In a classic market approach, when the consumer makes a decision, he makes his
own assessment of the product; the consumer observes the effectiveness, the price
claimed, and makes a decision by balancing the benefit and the cost. To a certain
extent, this is the approach used by the National Institute for Health and Clinical
Excellence (NICE) in the UK, where the price, the cost and the effectiveness are
compared and the prescribing recommendations are made on a cost per quality
adjusted life-year (QALY) basis.

The French regulatory approach is somewhat different. The authorities observe
effectiveness and take the decision to reimburse the drug (or not). Then they try to
negotiate the lowest possible price for a given effectiveness. At no stage, therefore,
do they balance effectiveness and price. The French scheme results in more products
being evaluated and accepted but at a lower price as compared to the UK scheme,
as the decision is based on effectiveness evidence alone. Figure 1.2 represents this
system pictorially.

It would be interesting, from a theoretical point of view, to see when and where
the two processes (i.e. the ‘market approach’ and the ‘French regulatory’ approach)
may resultin the same decisions. This may be the case on many occasions. However,
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The ‘market’ approach The ‘French regulatory’ approach
Observed
effectiveness
Observed Price 1
effectiveness claim
Reimbursement decision

based on effectiveness

/

Decision o .
maker Decision Price
maker claim
Reimbursement decision Negotiated price
based on the cost-benefit «best price» for a
trade-off given effectiveness

FIGURE1.2 The ‘market’ versus the ‘French regulatory’ approach for decision making.

there may be sharp differences in pharmaceuticals bringing a little benefit to
patients with severe diseases: the French approach grants reimbursement status to
these drugs, although they may not be deemed cost-effective by NICE.

In this context, pharmaco-economic studies cannot be seen by authorities as an
optimisation tool in a process of collective choice making, given that there is no
trade-off between effectiveness and cost. Pharmaco-economic studies are seen more
as a negotiation tool for companies to defend the price; it is not a tool in the hands
of public authorities to make the most cost-effective decision in order to optimise
public funds.

Recent changes in P&R regulation

There are many changes taking place in the French pharmaceutical market. I
will focus on the changes related to the Haute Autorité en Santé, the Transparency
Commission, the Health Products Economic Committee and the use of post-launch
studies.
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Haute Autorité en Santé

As mentioned before, a new evaluation institution, the Haute Autorité en Santé
(HAS), has been created, at the beginning of 2005. It does not have a long history and
therefore it is difficult to evaluate its actions so far. There is a board of eight experts
and a large administrative body. The HAS is a single entity for medical evaluation,
and now incorporates the three previous bodies that dealt with medical evaluation:
the Transparency Commission; the Transparency Commission for Medical Devices
(CEPP); and the Agency for Medical Technology Assessment (ANAES). The mission
of HAS is to:

» have a global perspective in healthcare

» appraise all medical interventions (i.e. drugs, medical devices, medical pro-
cedures) for admission to reimbursement

» produce clinical guidelines for diagnosis and treatment

» accredit hospitals and professionals on the basis of quality standards.

In theory, it is a purely ‘scientific’ entity, which means ‘economics’ is not part of
the process. Economic criteria do not play any official role in the HAS decision-
making process. In practice, however, it can be the case that a device considered as
‘expensive’ will be treated in a different way from a non-expensive device, with a
more demanding medical evaluation.

The Transparency Commission
The Transparency Commission has also been revised and given a new Chair,
Professor Bouvenot. Medical expertise and public health issues have been reinforced,
which means fewer clinicians and more epidemiologists are being involved. Also,
new concepts have been introduced. For instance, the Commission will now
evaluate the ‘expected’ medical service, rather than the ‘rendered’ medical service.
As mentioned before, medical service is expected to be based on clinical trials
rather than ‘rendered’ because, to be rendered, an effective medical service has
to be evaluated according to real-life data. Drugs therefore have to conform to
expectations based on real-life evaluation.

A new evaluation criterion has been included: ‘public health interest’. It is not
founded on law but rather on the practice of the Commission. This new criterion
takes into account:

D severity of the disease
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D ‘quantity of effect’, that is, the magnitude of any positive difference
b effectiveness/side effect profile

» theimpactofthe healthcare system asa whole (e.g. the substitution to outpatient
care from inpatient care)

» theimpact onthe population’s health (e.g. existence of an uncovered need or the
existence of reliable criteria to define the target population).

The last criterion is a very important one, and basically tries to answer the following
questions.

» Isitpossible to have very precise criteria to define who is eligible for the drug?

D Are there any tools to identify the right patients?

Another aspect of the ‘public health interest’ factor is the interaction between
the use of medicines and other health-related segments. For instance, a drug may
take a patient out of hospital or facilitate outpatient treatment. This would be an
additional benefit.

The ‘public health interest’ is evaluated separately and takes into account the
effect on the healthcare system of using the health technology which is being evalu-
ated. It is a population approach rather than a patient approach, and is consistent
with the trend in France that public health specialists are gradually having more
influence, at the expense of other clinicians.

Price Committee

There is also a new Price Committee in France. As mentioned before, it used to be
a committee of civil servants; now it is composed of a mix of civil servants, three
representatives of the public health funds and one representative of the com-
plementary private health insurance funds. In other words, the input of payers has
been strengthened.

There have been two innovations in the process of the Price Committee. First,
a price notification procedure has been set up to speed up the pricing procedure,
although it is limited to some innovative products and to hospital-regulated
products. Companies have to inform the Price Committee about the price the
company is planning to charge for their product; this price will be accepted within
15 days provided that the:

D price is consistent with the price in the top-five European markets
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D priceis consistent with the prices of equivalent drugs

» company has provided sales forecasts originating from the medicine’s licensed
indication.

The second new element in the pricing process is the new two-tier pricing approach,
which applies in certain special circumstances; namely, when products are under
threat from extensive parallel trade. If this is the case, the price is divided between
a nominal market price and a real price after rebate which is paid annually to the
health insurance funds. However, it is not very transparent, as the size of rebates
is not publicly available. It may introduce some distortion, because the observed
market price is not the real price, and the real price is not known publicly.

Post-launch studies

Post-launch studies are part of the agreement between the government and the
pharmaceutical industry for the period 2003-2006. The agreement states that
‘the parties agree about the need to produce data on the effects of the use of new
pharmaceuticals in real life’ (LEEM, 2004). For instance, the expected ‘public health
interest’ discussed above will need to be confirmed by appropriate post-launch
studies.

Post-launch studies mainly concern pharmaceuticals that:

D are targeted at a very large population
» may be prescribed outside their labelled indications

» are likely to have a significant effect on healthcare organisations.

The post-launch studies should preferably use health insurance claims data. The
problem is that health insurers do not yet collaborate too much in this process,
because of lack of time and expertise. Companies have still to carry out these post-
launch studies and produce their own data with specific surveys and questionnaires.
The protocol, the scientific committee and the methodology used for these post-
launch studies have to be agreed by the Transparency Committee. The agreement
also states that the cost must remain reasonable, although there is no definition of
what is deemed as ‘reasonable’.

Although some large scale post-launch studies were undertaken (for instance
the CADEUS study on the use of Cox-2 inhibitors, commissioned by the Health
Products Economic Committee, and undertaken by the Epidemiology and Public
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Health Department of Bordeaux University) there remains a need for clarification
of methodological issues as well as ‘political’ consequences: how the results of such
studies can affect the pricing and reimbursement process is not fully clear.

National P&R policies in the future

Sustainability of the French healthcare system

Forecasting the future is always a difficult task. While the French healthcare
system is in deep deficit, of around €10 billion per year (deficits in 2004 and 2005
totalled €11.7 billion and €9.7 billion, respectively, and the forecasted deficit for
2006 amounts to €7 billion), the government is optimistically planning to reach a
financial equilibrium by 2009.

The deficit is currently financed by the debt. By June 2005, the health insurance
debt was more than €100 billion, which represents 10% of the total public debt
(about €1000 billion). The government has excluded the option of raising health
insurance revenue. Let us recall that the French health insurance is financed by
payroll taxes up to 60%, and by taxation — a special income tax — up to 40%. The
introduction of this income tax in 1990, called Contribution Social Généralisée
(CSG), marked a departure from the strict ‘Bismarckian’ model where insurance
is a fringe benefit from employment and where healthcare is financed jointly by
employers and employees. In fact CSG is paid by everybody, irrespective of their
professional status. Raising the flat CSG rate from 7.5%, the current percentage,
to 8.5% would yield about €8 billion per year, thus covering the current deficit.
However, in the presence of fiscal competition among countries, France’s tax rates
are already high in comparison with other countries. The situation is, therefore,
very challenging at the present, with a deep deficit, an important debt, high tax
rates and a slow economic growth!

New reforms

Facing this situation the choice of the government was to maintain the basic
characteristics of the systems — excluding thus any ‘big bang reform’ — and to look
for productivity gains which may result from a better organisation and a stricter
management of the system.

This was the philosophy of the reform voted by the Parliament in August 2004.
The most spectacular measures were the adoption of a ‘soft’ gate-keeping system
under which direct access to specialised care is still possible, although it will be
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made more expensive for patients, and the introduction of mandatory computerised
medical records to help doctors make appropriate decisions. Hospital financing
was modified, passing from global budget to a more modern DRG system. Quality
controls are more systematically performed. The overall healthcare management
capacity was improved with a reinforced power of the general manager of the
public insurance fund.

However, this is a long-term reform and in the short term the government has
tried to generate some savings. An agreement was reached with the pharmaceutical
industry to save €2.1 billion for the period 2002—2007. In November 2005, however,
the government implemented other measures to try to save an additional €1 billion
in 2006. These measures include:

» introducing a special tax, equivalent to 1.76% of turnover
» reference pricing for drugs with a low generic penetration rate

» de-reimbursement of some drugs deemed to represent low therapeutic value’.

On the demand side, the new ‘convention’ signed with medical unions aimed to
generate savings on prescriptions of up to €1 billion in 2005 and, in particular,
savings from prescriptions of statins, hypnotics and antibiotics, plus sick leave
prescriptions. Nevertheless, the large part of this €1 billion saving will necessarily
come from medicines’ expenditure. Table 1.1 shows the (expected) cumulative
savings in pharmaceutical expenditure as a result of the 2005-2007 agreement for
prescriptions drugs.

TABLE 1.1 Cumulative savings in pharmaceutical expenditure, 2005—2007 (€ million)

2005 2006 2007
Generic drugs 330 700 1050
‘Big boxes’ (3-month treatment) 80 130 180
Negotiated price cuts 100 200 350
Hospital drugs regulation 50 80 100
Fiscal measures 180 180 180
De-reimbursement 50 150 250

Total 790 1440 2110
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What are the expectations?
To some extent, we face an unprecedented situation in France. Healthcare expendi-
ture is growing slowly, at around 2.5% to 3.5%, and it is difficult to imagine the
healthcare system growing at a lower rate than that. But despite the slow growth,
the deficit is huge. As general economic growth is even slower than the growth
rate of healthcare expenditure, the deficit will certainly be maintained and perhaps
even increased.

The official position which focuses mainly or exclusively on the improvement
of the system management is correct but insufficient. In my opinion, it isimportant
to draw attention to the financing side of the problem, which implies:

D extending private out-of-pocket payments, such as deductibles and co-
payments

» changing public financing patterns by switching the remaining payroll taxes to
general taxation, which is less harmful to employment; this policy can also bring
additional revenue and decrease the cost of labour.

However, this reform will be very difficult, given that any change in the healthcare
system needs to have a minimal effect on consumers. So far, the scope of the reform
has related to healthcare professionals and health insurance firms. Patients do not
pay for much of their care, given that most of the care is delivered at present without
any co-payments. Given the situation and the trends in healthcare, it seems difficult
to imagine that consumers can still benefit for long from the very large ‘drawing
right’ they have been accustomed to.

Such a change is politically difficult and costly. France is entering an election
period —a new president will be elected in spring 2007 — which is not favourable to
dramatic changes. Therefore the future remains uncertain. Regarding the pharma-
ceutical industry, however, no changes should be expected in terms of pricing and
reimbursement policy in the next two years.

Discussion

The use of cost-effectiveness evidence in P&R procedures — the

economic component of post-launch studies

Q: Are health outcomes and cost-effectiveness becoming more or less important?
You seem to imply that the economic part is becoming less important but,
on the other hand, there are the post-launch studies you mentioned. I am
unclear how significant the economic component of those will be.
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A: The mentality of people, especially in the administration or in the medical
profession, is to consider economics outside of this. Economics is just price
and negotiation. The ‘noble’ part of the job is to evaluate the drugs medically.
After that, you just negotiate the price on the back of the results obtained
from the clinical evaluation.

Post-launch studies follow that ideology. In fact, they more or less replace a
cost-effectiveness study, but without the economics, that is, without the cost.
The post-launch studies are simply to document the pattern of use. They are
of interest for a number of reasons: you can have outcome research studies;
you can enlarge study endpoints; you can make quality-of-life assessments;
and you can give a better view of the real effectiveness of the drug.

Generally speaking, we add a pharmaco-economic level to these studies,
but it is just an add-on; it is not officially taken into account. Pharmaco-
economics influences decision-making but it is not an official criterion on
which to base a decision.

Collaborations between European health bodies

Q: You have commented on the workload of reviews that the agencies need to
do. Do you see any tendency for collaboration between the French authorities
and the other European countries’ authorities, or with a pan-European author-
ity? What is your assessment of the current political intentions there?

A: With NICE in the UK, the HAS in France and now the Institute for Quality
and Efficiency in Healthcare JQWiG) in Germany there is clearly a trend
towards a reinforcement of medical — and economic — evaluation of medical
technologies. I think that there will shortly be a meeting between the main
Chairs of the IQWiG, HAS and NICE. The methodologies, processes and
missions of these three agencies are different, but I believe they want to
exchange information and observations.

Parallel trade

Q: You mentioned that the new Health Products Economic Committee will,
in a sense, look at G1o, recommendation 6-type arrangements — a nominal
price and a rebate, that is, the separation of the reimbursement price from
the market price — for certain drugs which meet certain criteria. Earlier, you
implied that the number of drugs which would be able to benefit from that
would be very small. Could you comment on that?
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A: The French authorities have always said that this kind of arrangement (the
two-tier pricing system and the new approach of the European Commission
—G1o, recommendation 6) cannot be part of a regulated system. It is simply
to manage a few cases on a case-by-case basis. It is not designed to replace the
usual system of direct price regulation. This point is very clearly stated.

Patient co-payment

Q: You mentioned that there was a prospect of new policy around patient co-
payment, which at present is very low. Is there any real political interest in
pursuing that idea?

A: My feeling is that we are slowly changing the philosophy of the French
healthcare system. The tendency — although there is not full consciousness
of it — is that we cover up to 100%, with an exhaustive package of services
and no restriction on access to care. My feeling is that eventually we will
have catastrophic insurance — paying 100% for severe disease —and large co-
payment and private health insurance for the rest of the pathology. There is
amove towards this kind of separation.

For instance, at present for about eight million people — 20% of the adult
population — there is no co-payment at all; they are reimbursed 100% for all
care, because they have a severe condition. This group is expanding, and one
million people a year enter this system. Thus, there are many exceptions
to the co-payment, including co-payments for pregnant women. At the
same time, the government has raised the deductible for some surgical
procedures.

There are two tendencies. On the one hand, they de-reimburse some drugs
of low therapeutic value and extend public coverage for people with severe
conditions; on the other, they increase co-payments and the participation
of the consumer in the financing of some services. The two policies are
not contradictory. It is a dual system. It is full coverage by catastrophic
public health insurance, and another type of insurance for non-catastrophic
conditions, dominated either by the private insurance system or by direct
payments from the consumer (i.e. self-insurance).

Rebates and innovative drugs

Q: Regarding the expenditure caps on pharmaceuticals both at the global level
and for individual companies, how does innovation get factored into those?

15
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A: Innovation is not included in the cap. The cap is for the total of drug ex-
penditure but, when you compute the contribution of each company, there
is a complicated formula which takes into account the growth rate of sales,
promotional expenditure and so on. In that formula, innovative drugs are
excluded from the computation, so sales from innovative drugs are not
included for rebate purposes.

The problem is that an innovative drug is an innovation for one year or
two years. After this period, it joins the ‘normal’ drugs and is eligible for the
cap and rebate system.

Companies argue that the expenditure cap is terrible for innovation
and for the attractiveness of France, so foreign investment is leaving. The
government has counter-arguments and shows examples of investments by
foreign companies, such as Lilly and Novartis. France is a large market and
companies are still investing. There is therefore an ongoing debate, where
everyone is to some extent right and to some extent wrong.

Institutional framework and the development of a national

pharmaceutical industry

Q: How does the French government encourage a healthy national pharma-
ceutical industry?

A: Tt is against European law so there are no formal measures to encourage
it. French companies are closer to the decision-makers; they have a close
relationship and they know how to use the system. This is more to do with
the power of influence. I guess that it is the same in many countries; some
companies are better treated than others, not officially but effectively.

The level of prices, the constraints in terms of whether or not supple-
mentary studies have to be carried out, whether the study is large or small
and so on, are all details which can give a feeling that one group of companies
is treated better than the other. The relationship between the public and
the private sector is partly based on official rules and partly on informal
relationships.

Generics penetration in France
Q: The government has been trying to encourage generics. Has it been
successful?
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A: Inthelast 10 years some efforts have been made to promote a generics market.
First —in the early 1990s —there was an attempt to create a generic products
supply. At that time generic drugs did not have a significant presence in the
market. Some companies were encouraged to develop a supply of generic
products, with the possibility of getting better prices for their innovative
products as a counterpart. This first attempt was a failure, as a supply without
ademand does not create a market. The second step dates back to 1999, when
pharmacists were allowed to substitute generics and the margin system was
changed. The market started to grow at that time. The real take-off took place
in 2002 when doctors’ fees were raised subject to the condition that they
encourage the use of generics. Competition among generics manufacturers
has also played a positive role, as they have offered better financial conditions
to pharmacists. Pharmacists’ margins are in fact higher for generics than for
the corresponding original molecule. Currently the substitution rate is about
60% in units and 50% in value and it keeps rising.

Paradoxically, the government has introduced a reference price system for
some products where branded original molecules are reimbursed on the basis
of generic prices and the patient has to pay the difference, if the price of the
branded product is higher than the generic’s. Within this system, companies
tend to align prices and incentives for pharmacists disappear, as the margins
of original products and generics tend to be the same. The government does
not really understand how incentives work in the pharmaceutical market. It
wants both generics and reference pricing but it is not aware of the fact that
this can be contradictory.

Reference

Les enterprises du médicament (LEEM) (2004) Accord-cadre 2003—2006.






CHAPTER 2

Pricing and reimbursement
policies in Germany: current
and future trends

J-Matthias Graf von der Schulenburg

The aim of this chapter is to describe the German pricing and reimburse-
ment system. In order to do this, however, there is a need to analyse the
current general situation in Germany, and in particular, the situation of the
healthcare system. The idea is thus to discuss the pricing and reimbursement of
pharmaceuticals in Germany within a broader framework, by taking into account
what is the current, and what could be the future, situation of the German social
security and healthcare systems.

Overview of the healthcare system in Germany

To begin, we will analyse the financial contributions made to social security
providers in Germany; that is, nursing insurance (which is relatively new), unem-
ployment insurance, sickness funds (Germany’s social health insurance) and the
pension funds. Expressed as a percentage of income, Figure 2.1 shows some model
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FIGURE2.1 Contributions to social security as percentage of income.

calculations of these various contribution rates to social security providers over a
specific period of time. The figures relate to the period starting in 1960, and show
how these contributions would evolve up to and including 2040 if no reforms of
the social security system were implemented. In Germany, the contribution to
social security providers is paid by employers and employees from their income.
Figure 2.1 shows the contributionsin 1960 (25.1% of income), which rose to 42.1%
in 2002 and would, if there were no reforms, increase to 69% by 2040. This means
that the ‘tsunami’ of the baby-boomer generation — those born in the 1960s — would
sweep away all of the social security schemes if nothing were to be done about the
income, the financing and, of course, the expenditure.

Looking at this framework, it is clear that the government in Germany will be
trying to control these contributions, so that contributions for sickness funds do
not increase from the current 14% of income to about 26% by 2040, which is what
the projections in Figure 2.1 illustrate.
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An acceptance of rate of contribution increases to the extent outlined above is
not conceivable. That would mean an ‘explosive device’ for the financing of the
social security systems and over the increase of the ancillary wages would imply that
the international competitive ability of German enterprises will be endangered.

Broadly speaking, there are two forms of health service internationally.

» National health services, mainly financed by taxes (like in the UK).

D Social health insurance schemes (Bismarckian schemes), such as the German
one, mainly financed by contributions.

In addition, in Germany there are social aid systems with special programmes for
particular groups of society. This system is not a general healthcare system. Here
you define, for instance, different population segments according to a number of
criteria such as income level, age, gender, number of dependent children, for whom
special programmes are designed and put into place.

The challenge for health insurance schemes such as the German one is that
contributions are taken mainly from the employers, which means that if these con-
tributions rise, it can cause unemployment. Contributions are also taken from those
who are insured. This includes only those who are commercially employed but
not the self-employed or civil servants. The challenge is how to find other sources
of finance for these healthcare systems and, in particular, to decide whether the
system becomes more tax-financed. A change to greater tax funding of healthcare
would mean the government taking steps to introduce greater regulation of
the market than at the present time. The reason for this is that once the State is
paying for something it also wants to control it. This rationale also applies to the
pharmaceutical market.

The Bismarckian system in Germany is based on a law passed in 1883 which
established the social security scheme. This law only had five pages and regulated
the system for 50 years. Nowadays, there are about 6000 laws regulating the German
system. The question is whether or not the Bismarckian model will remain in place.
Of course, any change in the healthcare system will obviously have a big impact on
the future pharmaceutical pricing and reimbursement system in Germany.

In 2003 Germany was the fourth-highest country in terms of per capita health-
care spending, behind the US, Switzerland and Norway. Healthcare expenditure is
increasing around the world, and certainly in Germany.

So what are the main characteristics of the German healthcare system? First,
healthcare expenditures represent around 10% of gross national product (GNP).
Second, there are 280 sickness funds, which is a significant decrease from the 1200
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that existed 20 years ago. A big consolidation process among the sickness funds
has been taking place. This means that healthcare providers are facing increasing
monopoly power on the other side of the market, where there are now a few con-
glomerate sickness funds negotiating with the payers, with greater market power
than in the past.

Third, the doctors’ insurance associations are very dominant. There are 23
regional doctors’ insurance associations. Currently they continue to regulate
the ambulatory care market. The associations also have a great influence on the
prescription behaviour of physicians in ambulatory care, because they set their
budgets. Whether or not this power should remain in place has been discussed
by every government over the last 20 years, but no government has succeeded in
breaking their power.

It is also important to mention that Germany’s current general economic
situation is characterised by a low gross domestic product (GDP) growth rate and
a high unemployment rate, coupled with severe structural problems. Innovations
in financing, providing and reimbursing healthcare services are indispensable for
cost-effective health insurance and healthcare provision that meet the needs of the
population.

Overview of the German pharmaceutical market

In line with the increase in healthcare expenditure seen in Germany, expenditure
on pharmaceuticals has also increased in recent years. For instance, pharmaceutical
expenditure grew by 14% in 2004, which is quite high and poses a challenge for
health policy to do something about it.

Current trends in national P&R regulation
Let us first discuss the P&R mechanisms directed towards the patient and the
physician. Germany’s social health insurance (SHI) system provides prescription
pharmaceuticals as an in-kind benefit to the insured. Patients must only pay legally
defined co-payments, which represent the difference between the market price
and reference price of a prescription pharmaceutical and are equal to 10% of the
price, with a minimum of €5 and a maximum of €10. Out-of-pocket payments have
increased over the last few years.

There is a reference price system, and any difference between the market
price and the reference price becomes effectively a compulsory co-payment if the
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more expensive product is dispensed. In fact, Germany was the first country to
introduce such a system with the Healthcare Reform Act of 1989. The reference
price scheme is relatively straightforward. There are three groups—1, 2 and 3 —and
the last two include drugs still under patent. The reference price system has been
implemented in four stages, in 1989, 1991, 1992 and 2004, and by 1997 it covered
60% of the pharmaceutical market. There are still some difficulties with respect to
the calculation of the reference prices.

Office-based physicians (i.e. those providing ambulatory care) have individual
drug budgets. If the drug budget is exceeded, the physician has to explain the
excess, which implies filling in a large number of forms. The act of filling in forms
is obviously disliked, and hence physicians do not usually exceed their drug
budgets.

We now turn to price regulation. The standard official comment is to say ‘There
is no price regulation in Germany. The pharmaceutical industry is totally free to
set whatever prices it wants.” However, there is price regulation in Germany and
an increasing number of measures to control prices have been introduced over the
past decades, including:

» fixed dispensing fees for pharmacies of €8.10 per pack of prescription-only
medicines plus a fixed margin of 3% of the wholesale price

» thereference price system, which is an indirect price control, covering both off-
patent and in-patent medicines

D ae2pharmacy rebate per prescription-only drug plus a further 6% ‘tax’ (patented
drugs) and a 10% tax (non-patented drugs) for pharmaceutical producers in the
form of rebates on the prices paid for non-reference-priced medicines bought by
the statutory sickness funds.

In addition, new institutions have been created which might influence the price
and reimbursement system in Germany, for instance, the Institute for Quality and
Efficiency in Medical Care (IQWiG), created in 2004, which is sometimes called
‘the German NICE’.* However, this is the wrong term to use because, among other
differences, the IQWiG is not structured in the same way as NICE. The role played
by this new institute in terms of health technology assessment is discussed later.
There are also new reimbursement schemes which influence medicine prices.
The DRG system in the hospital market in Germany will have a big influence

* NICE, the National Institute for Health and Clinical Excellence, see Chapter 3 for more informa-
tion on this organisation.
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on how much hospitals will pay for pharmaceuticals in the future, because the
hospitals receive a reference price from the sickness funds for each case they treat.
There are also higher patient co-payment rates and, for pharmaceuticals, the so-
called ‘fourth hurdle’ — the health technology assessment programmes. They are
used to evaluate the efficacy, effectiveness, comparative effectiveness, efficiency,
and the social, legal and ethical implications of healthcare.

Additionally, there are integrated treatment programmes and disease man-
agement programmes in Germany. The rationale of those programmes is that,
ultimately, providers will negotiate with the suppliers, and in particular with the
pharmaceutical industry, how medicines will be provided, in what quantity and at
what price.

Recent changes in P&R regulation
Changes within the overall healthcare system
Before discussing the changes in the German pharmaceutical market in particular,
first, we need to address some changes that have taken place in the overall healthcare
system. In thisrespect, Germany is taking the same route as other countriesin three
ways. First, Germany is to set up more and more agencies or institutions; second,
structural changes are being made; and third, there is increased transparency and
integration of the healthcare system.

In terms of institutions and commissions, there are three of particular note
in Germany. First, there is the Statistical Office for Medical Treatment (DIMDI),
which provides health technology assessment studies. DIMDI collaborates with
different preferred provider institutes in Germany which perform such studies
and two of these are based in Hanover — one at the medical school and one at the
university. Second, there is the IQWiG. However, it is still early days to explain the
exact route the IQWiG is following. What we have seen, however, is that DIMDI
and the IQWiG are somewhat in competition. The IQWiG is paying higher prices
than DIMDI for carrying out health technology assessment studies. This implies
there is competition between government agencies. The third and most powerful
agency is the Joint Federal Committee — Gemeinsamer Bundesausschuss (GBA). This
institution makes decisions about the sickness fund system, defines the guidelines
for the determination of groups of pharmaceuticals that are subject to the reference
price scheme, determines reference price groups, which drugs will be included in
the benefit schedule and which treatment guidelines will be laid down.

The other issue where Germany is following other countries closely is regarding
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structural changes. Germany’s social health insurance system has undergone a
number of extensive reforms over the past decades and there will be large structural
changes in Germany in the years to come. Eventually compulsory insurance will
cover the entire population, in order to obtain more resources for the statutory
healthcare system. The issue of how to finance the German healthcare system
still needs to be resolved. The discussion focuses on whether the system should
be financed by higher taxes or whether Germany should remain with the present
contribution-financed healthcare scheme. Currently, in Germany, we can also
see the beginnings of public—private partnerships, that is, public and private
institutions working together. With the sickness funds, public sickness funds work
together with private health insurers, and the same applies in the hospital sector.
For instance, Hamburg has sold its public hospitals to a private hospital chain, and
they manage the hospitals together.

There is also the matter of transparency and patient rights. Patient rights play
a big role in the European Union (EU) context. Every country is required to have a
patient representative in their commissions. In the joint federal commission there
is a patient representative, who already has a big influence and who will have an
increasing influence in the future. For the pharmaceutical industry in the future, as
with all other healthcare suppliers in our system, patients will play a much more
important role than they have in the past. On the other hand, the role played by
opinion-formers, who were the target of marketing in the past, will become less
important.

Finally, what can we say about the effects of the coalition treaty between the
Christian Democratic Union (CDU) and Social Democratic Party (SPD) of November
2005 for Germany’s healthcare system? Not much; there is very little in the treaty
about health, and discussion of the healthcare system has been postponed to
2007.

Medicines’ market

Concerning medicines in particular, the government has announced a number
of new regulations. For instance, non-monetary rebates given to pharmacists by
pharmaceutical companies will be banned in the future. There will be a 5% price
decrease for generics, and it seems that the physicians’ responsibility with respect
to drugs will be strengthened. This strengthening could imply physicians facing
much tighter drug budgets. Physicians would then examine with greater care what
they prescribe and how much it costs. In addition, a price freeze has been enforced
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for two years. This compulsory price freeze is definitely against the German
constitution, but given that any probable litigation against this price freeze will
take at least two years, the enforced price freeze will still go ahead.

The government has also said that it wants to distinguish between ‘real’ and
‘fake’ innovations. This distinction can become a vital one, given it is the issue
which arises in defining the German reference price system for drugs under patent.
Thus, two important questions arise.

» How can a drug show additional benefits compared with those drugs that are
already on the market?

» Are those additional benefits — for instance, better compliance by patients
because the drug has to be taken only once a day rather than twice — significant
enough that the new medicine can be considered an innovation?

Under the new rules of Germany’s reference price system, which were introduced
in January 2004, a single reference price can be defined for a group that includes
patented as well as non-patented products (so-called ‘Jumbo-Groups’). The new
regulation allows for the exclusion from reference price regulations of patented
products with significant additional therapeutic benefits or fewer side effects than
other drugs. The Joint Federal Committee is responsible for determining whethera
significant additional therapeutic benefit or fewer side effects is given. Since the law
does not define what is meant by ‘significant additional benefit’, the Joint Federal
Committee has considerable freedom in its decision to include innovative drugs
in a reference price group. Although all decision makers in Germany’s healthcare
system agree that innovation is necessary for the advancement of the healthcare
system, political debate focuses largely on the discussion of ‘fake’ innovations.
Application of the reference price system to patented pharmaceuticals was meant to
make a distinction between important and trivial innovations. This would require
the establishment of an independent institution that is able to determine the value
of innovations from a societal perspective. The Joint Federal Committee, which is
made up of representatives of office-based physicians, SHI funds and hospitals, is
not appropriate for this task.

The use of health technology assessments in Germany

We now focus attention on the use of health technology assessments (HTA), which
has been reinforced in Germany with the foundation of the IQWiG. Since 1990,
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the systematic use of HTA as a tool for the evaluation of all medical procedures has
increased considerably in Europe. Studies are carried out on both medicines and
other health technologies or services. The process starts with the collection of all
the available information on medical effectiveness, the economic consequences,
the legal consequences and ethical aspects of the medical service in question. Once
all this information is collected, judgements are made about how good and reliable
this information is.

What hasbeen the evolution of HTA in Germany over the last years? The German
government announced its first HTA assessment in 1995. In 2001, DIMDI became
the official organiser of Germany’s HTA programme. In the future, responsibility
for the HTA programme will rest either with DIMDI or the IQWiG, or both. Until
now it has not been made clear which institution will be responsible for this
programme. The HTA studies that have been carried out in Germany may be found
on the DIMDI website (www.dimdi.de).

The IQWiG was created in 2004 with the following responsibilities:

D provision of information for patients
» elaboration of evidence-based guidelines

» elaboration of scientific HTA studies in co-operation with the German Institute
for Medical Documentation

» elaboration of guidelines for drug therapy and reference prices.

The IQWiG has set down how it would like to carry out the HTA studies.
Unfortunately, it has not stuck to its own stated methods, as was pointed out in a
recent article where the first HTA study on statins was discussed (Kulp et al, 2005).
However, these studies will play a dominant role in the future in terms of how
pricing and reimbursement of pharmaceuticals is carried out in Germany, and in
Europe more widely.

National P&R policies in the future

This section offers some views as to what the future could hold for Germany’s
pharmaceutical market. Before discussing what may be the two most important
issues for the future, consider some general remarks. The administration of sickness
funds in Germany — which in the past were relatively simple organisations that
just took money in and gave money out —is getting smarter, and they are learning
from each other and from other countries. This implies a need to look at the global
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picture to see what other governments around the world are doing. We may expect
that all the good ideas will be taken up by the administration in our own country.

A more sophisticated reference price system will end up covering almost all of
the pharmaceutical market. In addition, healthcare systems will become more inte-
grated, whereby there will be global payments for the treatment of certain diseases.
This integration will create more pressure on those agents who provide services in
those systems and, in turn, greater pressure on pharmaceutical products.

Now, let us focus on two important dimensions that will drive the future of
the German pharmaceutical market. First, the possibility of rationing healthcare
provision, and how this will be implemented; second, the future role of economic
evaluation in Germany, and whether evaluations will be done in commissions
behind closed doors, or in a more transparent manner.

Rationing and provision of healthcare

There are a number of international studies that examine whether or not rationing
is taking place, and in what countries. For instance, a recent publication tries to
understand how the general population, decision-makers and professionals in
medical care in six countries (Finland, France, Germany, Portugal, Spain and the UK)
would like their healthcare system to be in the future (Graf von der Schulenburg
and Blanke, 2004). In order to do this, a European empirical study was put together
which asked these three stakeholder groups about their views. All these stakeholder
groups were questioned because it was thought they play an important role in our
society. In addition, it is not only what politicians want to do and what regulations
they enforce, but also what other interest groups really want.

So,what does the general population want? Table 2.1 shows, among other things,
what the general population thinks about how the healthcare system should be
financed. For instance, in Germany, a minority (28%) says that it should be funded
by taxation; or, in other words, the large majority (72%) say ‘no’ to the option of
funding the system mainly by taxes. This is different from the UK, where 86% of
the general population think their healthcare system should be tax-funded.

Regarding whether or not healthcare expenditure should be limited, and again
referring to Table 2.1, the majority of the population (63%) in Germany say no’.
The majority also say ‘no’ to the possibility of taxes being used to create a more
generous healthcare system. On the other hand, Germans do not want an increase
in premiums for a more generous health system, but in most countries — with the
exception of France — they are probably more willing to pay out of pocket expenses
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(i.e. user charges). I think this is a message which we should publicise more than
we have done in the past.

TABLE 2.1 General population: money, from where?

Finland France  Germany  Portual Spain UK
rinancing by 69% 47% 28% 59% 59% 86%
Expenditure 28% 51% 37% 28% 23% 42%

should be limited

Higher taxes for
a more generous 36% 29% 24% 37% 59% 67%
health system

Higher premiums

for a more

generous health 50% 29% 42% 22% 46% 38%
system

Reaction to paying

user charges in

order to obtain Positive Negative Postive Positive Even Even
a reduction in

premium

Source: Graf von der Schulenburg and Blanke (2004).

Table 2.2 shows the results obtained when the general population was asked
whether or not they had experienced rationing, and if so, in what health sector.

TABLE 2.2 General population: have you experienced rationing in healthcare?

Finland France  Germany Portugal Spain UK

Percentage having
been affected in the 24 62 28 85 14 21
past
If affected, which sector:

particular reatment g0 49% 4% NA 38% 51%

particular medication

not prescribed 13% 20% 55% NA 50% 20%
Other 0% 31% 4% NA 12% 29%

NA, not available
Source: Graf von der Schulenburg and Blanke (2004).



TABLE 2.3 Professionals: how can we save money?

Ranking Finland France Germany Portugal Spain UK
1 Generic Clinical guidelines Co-insurance Positive list for Positive list for Generic
pharmaceuticals pharmaceuticals pharmaceuticals pharmaceuticals
2 Clinical guidelines Co-insurance Generic Service provider Generic Clinical guidelines
pharmaceuticals budgets pharmaceuticals
3 Positive list for Generic Clinical guidelines Co-insurance Clinical guidelines Positive list for
pharmaceuticals pharmaceuticals pharmaceuticals
4 Negative list for Positive list for Positive list for Clinical guidelines Service provider Negative list for
pharmaceuticals pharmaceuticals pharmaceuticals budgets pharmaceuticals
5 Co-insurance Negative list for Negative list for Generic Negative list for Service provider
pharmaceuticals pharmaceuticals pharmaceuticals pharmaceuticals budgets
6 Waiting lists Service provider Service provider Negative list for Co-insurance Co-insurance
budgets budgets pharmaceuticals
7 Service provider Waiting lists Waiting lists Waiting lists Waiting lists Waiting lists

budgets

Source: Graf von der Schulenburg and Blanke (2004).
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In Germany, a minority of the interviewees (28%) from the ‘general population’
segment replied that until now, they had experienced rationing when treated. Of
those who felt they had experienced rationing, 55% felt they had experienced it in
relation to medicines, by not being treated with the most innovative drugs on the
market. On the other hand, the results show that the majority of Portuguese (85%)
felt they had been affected by rationing, while only 14% and 21% of Spanish and
UK citizens, respectively, felt this way. Rationing of costly, new pharmaceutical
products and medical technologies is one of the major objectives of current health
policy. This is reality in most European countries and in particular in Germany.

When medical professionals were asked about the areas of healthcare where
additional savings could be realised, in three (France, Portugal and the UK) out
of the six countries, ‘pharmaceuticals’ represented the most prominent means of
getting more money to finance the healthcare system. In Germany, however, ‘the
administration’ comes first, followed by ‘pharmaceuticals’. This result may have
some policy implications for pharmaceuticals in the future: they may become the
target of health policy, increasing the regulatory burden in this segment.

Table 2.3 illustrates the ranking of optionsin the six countries when professionals
were asked ‘How can we save money?’ In most countries, policies related to
pharmaceuticals (including generic medicines and positive lists) were usually
in the top positions. In Germany, interestingly, co-insurance is the single most
preferred option.

Role of economic evaluations

The second element regarding the way forward is the role that economic evaluations
will play in Germany in the future. In terms of economic evaluation, the website
www.euronheed.org offers interesting information. This is a new website which

contains a collection of economic evaluation studies from around the world. It is
financed by the EU, and the University of Hanover is carrying out the work for the
German-speaking part. It gives a rating of the economic evaluation studies as to
reliability. Data sources similar to this one will play a much bigger role in the future
than they have in the past.

Related to economic evaluations are the elements of price and quantity (volume)
control. A number of studies have been carried out on pricing and reimbursement
trends in Europe (Graf von der Schulenburg, 2000; Eberhardt et al, 2004). In par-
ticular, in the study by Eberhardt et al. under the name ‘EUROMET (European
Network of Methodology and Application of Economic Evaluation Techniques),



TABLE 2.4 Influence of economic evaluations in healthcare decision-making: a summary of EUROMET 2004

France Germany UK ltaly Norway Spain Sweden  Netherlands
Institutional requirements
of economic evaluation
studies (e.g. NICE, + - + + + + + +
commissions and other
expert groups)
Existence and design of Not explicitly _
positive/negative lists + + + + + mentioned /
Influence of economic Not + (Extent
evaluation studies on + / + / exolicitl of influence + (More
health policy process m er?ti on é’d not explicitly indirectly)

mentioned)

Use of economic evaluation + (Stress
studies for old products/ / _ is on / / Not at all / /
patent proaucts and innovative —less
innovative products products)
Influence of economic + (Studies — (Influence . . . .
evaluation studies on are a part of / is through + (Sét;Jedles + (%;#Jedles + (Litte) + (%tfed'es + (S;#'ed'es
pricing and reimbursement  contract with NICE . . . .
of drugs/medical devices the industry) quidance)  SuPPOrting) - supporting) supporting)  supporting)
Influence of economic + (Impact
evaluation studies on of
prescription patterns and / / guidance is + + + +
treatment guidelines uncertain)
Key players in decision + + + + + + + +

making
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France Germany UK ltaly Sweden  Netherlands
Distribution of knowledge + (Less Not
of economic evaluation Not explicitly knowledge, exolicitl + Not explicitly
studies at different levels of mentioned lower merﬁ)tiongd mentioned
decision making levels)
EHX}ance of governmental + + + _ + +
Influence of economic
evaluations for health / _ / / / /
programmes (e.g. disease
management programmes)
Informal and formal
requirements and + (Formal Not
guidelines for economic / + NICE - explicitly +
evaluation studies at guidelines) mentioned

present and in future

+ = Existent; — = Non-existent; / = Not mentioned.

NICE, National Institute for Health and Clinical Excellence; HTA, health technology assessments.

Source: Eberhardt ef al. (2004).

€€ ANVINYID NI S3I01170d LNFNFSHNGINIFY ANV DNIDIHd



34 EUROPEAN MEDICINES PRICING AND REIMBURSEMENT

how economic evaluation studies influence healthcare decision-makers in various
countries was analysed. France, Germany, the Netherlands, Norway, Spain and the
UK participated in both EUROMET 2000 and EUROMET 2004. Austria, Finland and
Portugal were involved only in the 2000 study, while Italy and Sweden participated
only in the 2004 study.

Table 2.4, which relates to the 2004 publication, illustrates how economic
evaluations influence healthcare decision-making in eight European countries. For
instance, and focusing on Germany, results show that at the time of publication of
EUROMET 2004 there were no institutional requirements for economic evaluation
studies. On the other hand, economic evaluation studies have some influence on
the existence and design of positive/negative lists. Another interesting result for
Germany is that there is no explicit mention of the influence of economic evalu-
ation studies on the health policy process.

As a final comment, Table 2.4 shows there is no clear trend in Europe as to the
influence of economic evaluation studies on healthcare decision-making. While
itis clear that economic evaluation will start to play a more prominent role in the
future, it will be interesting to see how exactly this influence is manifested.

Discussion

Industrial policy and the pharmaceutical industry

Q: I'think that the German pharmaceutical industry is presently playing in the
second league. The industry haslost a great deal of market share and influence
in the last 20 years. Do you see any measures, incentives or configurations
on the part of politicians to end this trend, and to do something for the local
industry?

A: No. German health policy is not industrial policy. These tasks are separated
in government and will remain like this in the future.

However, I should perhaps give you a more sophisticated answer. In
the past, the pharmaceutical industry was not able to show the benefit for
patients. This is probably related to the tradition of the pharmaceutical
industry in Germany, where they have very high research ethics. The
argument used by the German pharmaceutical industry was: ‘We are doing
research. We spend a lot on research and we have good researchers and
good professionals.” The target of this message was the decision-makers in
medical care, who understand research and its outcomes. Currently, however,
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research and science have a relatively low status in Germany compared to
other countries. In addition, the politics are being conducted by others who
donot have a research and science background, so they are not impressed by
this message. A new terminology has to be developed, one which explains
the benefits of the pharmaceutical industry, but with more thought being
given to the patient than to the decision-makers and the key players in the
medical arena.

The new reference price system: now and in the future

Q: Do you think that there will be any price/volume controls for the products
not subject to reference prices in Germany?

A: I think that ultimately the reference price system will cover almost the
entire market. There will not be any products left outside the reference price
system. That is the discussion currently taking place in Germany.

Q: Following the previous comment, if the reference price system becomes
quasi-universal, it needs to be changed, because of the way it is currently
defined. New products cannot be included, unless they are a close product
within the ATC* code. Do you think a change in the system is needed to cover
that?

A: It is a question of definition. You can now group three products under
patent together under the same reference price group, if you can argue that
they have almost the same medical efficacy. Only unique innovations are
outside this. You can also restrict the grouping of products under patent to
two products which have the same performance. There are many ways to
define the difference(s) between products in order to avoid being grouped
together under one reference price. I think that in the future the reference
price system will be extended and, where there are some products left out,
perhaps the French system will be adopted.

Q: What are the specific criteria regarding the grouping of certain drugs in
Germany? Is there one single most important criterion that determines
whether a medicine is introduced in a big jumbo’ cluster?

% ATC = Anatomical Therapeutic Chemical Classification System



36 EUROPEAN MEDICINES PRICING AND REIMBURSEMENT

A: It is up to the federal commission to decide which medicines are grouped
under the same reference price. This decision is (partially) based on health
technology assessment studies, i.e. whether there are large benefit differences
between different drugs.

Q: So cost-effectiveness studies are crucial in the definition of these groups.
A: They are crucial, and they will play a really dominant role in the future.

Q: Of the features of the reference price system, which are the ones which have
attracted most opposition? Which are the ones that are reasonably easy to
sell to the industry and to people within the system?

A: Ido not know if I am the right person to answer this question, because I do
not work for the pharmaceutical industry. If you have a governmental health
insurance scheme where they use the market tobuy products, they need some
kind of reference price for what they buy. The basicidea of the system therefore
isvery straightforward. Itisalso straightforward to setareference price which
says: ‘We reimburse the patient only that amount of money and, if the price
ishigher, the patient has to pay the excess out of pocket.” The problems are in
the details. If you include numerous and varied drugs in one large group, and
then set a reference price for this group, you have an unfair situation where
the pharmaceutical industry can end up not investing in R&D.

Physician drug budgets

Q: Will the individual physician budgets that you mentioned be adjusted by
physician specialty and by the demographics of the physician’s patients?
If not, is there a concern about cream-skimming and lack of access for
chronically ill patients?

A: Currently the budgets for physicians are specified by the specialty of the
physician. So a gynaecologist has a different budget to an internist or a
psychiatrist. They are not adjusted by the age structure of the patients.
However, if the physician is above his budget then he can claim, by filling
out some forms, that he has a very special patient group. There are a lot of
chronic diseases which are exempted from this individual drug budget; for
instance, HIV patients, CF patients or diabetes patients.
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Q: Is there some sort of punishment for overspending and overprescribing
physicians?

A: Yes, physicians are fined if they overprescribe. There is a formal process. They
are first asked why they have overprescribed; then they fill out the forms.
They have an appearance at the medical doctors’ association, and then they
are fined.

Q: Do you have any data on these fines? It seems to be a very lengthy process.

A: Three per cent of the physicians receive fines annually — but many more have
to fill out forms. A very small percentage of physicians pay fines but, as with
car drivers, it is enough to encourage them to stick to the speed limits.

Fragmentation of the German healthcare system

Q: I still have this instinctive impression of the German healthcare system as
being very fragmented. You talked a little about the consolidation of the
insurers providing an opportunity to manage the system. Is Germany going to
have more integrated care and develop disease management programmes?

A: Yes, they are trying to integrate healthcare. It has been argued over the last
20 years that the German system is segmented, and there have been a large
number of government initiatives to overcome this segmentation. There
are two large programmes. One is the managed care programme, which
is financed by our redistribution fund. Although difficult to explain, the
essence of the programme is that whenever there are a number of sickness
funds, those people who are insured can choose the fund. Then, the fund with
young healthy males is much better off. There are therefore redistribution
programmes among these funds, and part of the money is taken in order
to finance the managed care programmes. Second, there is an integrated
care programme. One per cent of the remuneration going to hospitals and
physicians is deducted and spent on these integrated healthcare programmes.
Both programmes have ended up in a big administration. The question is if
they really will lead to a more integrated healthcare system, or simply that
the suppliers of healthcare will try to get money from the sickness funds.



38 EUROPEAN MEDICINES PRICING AND REIMBURSEMENT

References

Eberhardt S, Stocklossa C and Graf von der Schulenburg J-M (eds) (2004) EUROMET 2004:
the influence of economic evaluation studies on healthcare decision making, biomedical and
health research. 10S Press, Amsterdam.

Graf von der Schulenburg J-M (ed.) (2000) The Influence of Economic Evaluation Studies on
Healthcare Decision Making, Biomedical and Health Research. I10S Press, Amsterdam.

Graf von der Schulenburg J-M and Blanke M (eds) (2004) Rationing of Medical Services in
Europe: an empirical study, biomedical and health research. 10S Press, Amsterdam.

Kulp W, Greiner W, Graf von der Schulenburg J-M (2005) Nutzenbewertung von
Arzneimitteln durch das Institute for Quality and Efficience in Medical Care IQWiG)
an beispiel der statine. Perfusion. 18.



CHAPTER 3

Pricing and reimbursement
policies in the UK: current and
future trends

Martina Garau and Adrian Towse

This chapter describes the UK regulatory framework in the pharmaceutical
sector, highlighting some of the issues around the policy measures introduced
in the country and outlining some possible developments.

Overview of the UK pharmaceutical market

The National Health Service (NHS) budget has been increasing by about 10% per
annum in nominal terms. Given that general price inflation has been about 2.5%,
the real increases in NHS spending have been around 7% to 7.5%. This has been a
deliberate injection of increased public funding in order to raise UK levels to the EU
average. As a consequence, pharmaceutical spend, which has been growing at less
than 10% per annum, has declined slightly as a share of NHS spend over the last
five years. In 2005, because of the 7% price cut imposed by the new Pharmaceutical
Price Regulation Scheme (PPRS) (discussed in more detail below), pharmaceutical
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expenditure will fall further as a proportion of total NHS spending.

We now present some evidence comparing medicines’ price levels and
pharmaceutical consumption in the UK with other countries. The UK government
publishes each year a Report to Parliament on the PPRS. These reports include,
among other things, an international price comparison of branded pharmaceuticals.
The most recent report, published in March 2005, stated that ‘UK prices are higher
than all other European countries’. This was at the time the Department of Health
was introducing a 7% price cut—so you can understand why they wanted to stress
that point. Table 3.1 replicates the results found in the 2005 Report to Parliament
regarding bilateral comparisons of prices.

TABLE 3.1 Bilateral comparison of ex-manufacturer prices

Five-year
Country 1999 2000 2001 2002 2003 average*
France 84 80 81 81 91 84
Germany 97 9N 94 95 102 94
Italy 83 79 82 86 90 83
Netherlands NA 81 84 88 93 85
Spain 67 64 67 75 81 74
UK 100 100 100 100 100 100
us 184 209 217 201 190 210
Austria 83 77 81 86 94 86
Belgium 84 78 81 86 91 83
Finland 85 83 84 88 98 90
Ireland 88 83 88 93 NA NA

NA, not available.

*Uses 2003 price information but converted to sterling, for this comparison, using the average exchange rate for the
period 1999-2003.

Source: Department of Health (2005).

The international price comparisons found in these reports to Parliament compare
the prices of all preparations for the top 150 branded medicines in the UK with other
countries, depending on the availability of matching preparations elsewhere. The
final column of Table 3.1 shows the price indices for 2003 using a five-year average
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exchange rate — this is effectively the basis of the Department of Health’s quote
mentioned above. The UK price index, at 100, is higher than the other European
countries included in the sample. Looking at the 2003 data in Table 3.1 at current
UK exchange rates, prices in the UK are slightly below Germany and around the
same level as Finland. The study does not include Sweden and Switzerland, which
are two of the higher-priced European countries.

These price comparisons have to be putin the context of relatively lower volumes
of pharmaceuticals sales in the UK. Figure 3.1, which combines Intercontinental
Medical Statistics (IMS) and Organization for Economic Cooperation and
Development (OECD) data, shows pharmaceutical per capita spend in a number of
countries. The UK is towards the bottom end. The UK is therefore characterised by
relatively high prices and relatively low volumes in the branded market.

usA |, <403

Japan | I <310
France |GG 200
Belgium | NG <270
Sweden | 003
Ireland - INEEEEEE 221
Germany 1IN <020
I <218
UK | £205
italy | NN 04
Denmark | <135

Netherlands | INNEEE ©163

Austria

FIGURE3.1 Pharmaceutical expenditure, per head, 2004. Source: Office of Health
Economics (2005).

In the context of branded medicines, it is important to emphasise that prices are not
directly controlled at launch in the UK. Companies can fix the price of their new
products, provided that:

D any subsequent price increase is first approved by the Department of Health

> the rate of return limits imposed by the PPRS agreements are not broken.
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In addition, companies ought to consider that the price they set at launch may
influence the outcome of any cost-effectiveness evaluations of their products
conducted by the National Institute for Health and Clinical Excellence (NICE), the
Scottish Medicines Consortium (SMC) and the All-Wales Medicines Strategy Group
(AWMSG), which issue recommendations on the use of health technologies within
their respective parts of the NHS. Price affects a medicine’s cost-effectiveness and
this, in turn, could influence significantly the outcome of the decision-making
processes of NICE, the SMC and the AWMSG.

In essence, NICE (England and Wales), SMC (Scotland) and AWMSG (Wales)
have been created to provide recommendations on the most appropriate use of
health technologies within the NHS on the basis of clinical and cost-effectiveness
evidence. The remits of these institutes are, among others, to appraise the cost-
effectiveness of health technologies and to establish whether or not these products
provide good value for money for the NHS.

NICE makes decisions on both old and new technologies which are in essence
selected by ministers in England and Wales, while the SMC issues guidance on
all newly licensed medicines, new indications and formulations. The AWMSG is
similar to the SMC as it looks at new products; in particular, it considers high-cost
products, defined as products associated with a cost to the NHS exceeding £2000
per patient per year.

Recent changes in P&R regulation

Branded medicines: the PPRS

The PPRS and its predecessors have regulated the UK market since 1955. It is
a voluntary agreement between the Association of the British Pharmaceutical
Industry (ABPI) and the Department of Health (on behalf of the health ministers of
all the countries of the UK) which aims at securing:

» safe and effective medicines at a reasonable price

» astrongand profitable pharmaceutical industry

» anefficient and competitive development and supply of medicines.

It covers all licensed branded prescription medicines sold to the NHS (80% of the
NHS medicines bill in terms of value in 2004). The PPRS does not cover unbranded
generics or over-the-counter (OTC) products.

According to the current PPRS agreement, which covers the period 2005-2009,
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firms are allowed to set the price of new products freely, subject to a target rate on
return of capital employed (ROCE) of 21%. Around this 21% target there is an upper
margin of tolerance of 140% and a lower margin of tolerance of 40%. If a company
exceeds 140% of the profit target (i.e. a ROCE above 29.4%), it has to cut its prices
or refund the surplus to the Department of Health. On the other hand, if the profit
of a company falls below 40% of the 21% target rate (i.e. ROCE below 8.4%), the
firm can apply for a price increase that can take this company to 65% of this 21%
target. Alternatively, scheme members with little capital in the UK are assessed
on a return on sales (ROS) basis, and the target rate of profit is 6% of sales, with
equivalent margins of tolerance.

There are certain cost allowances when profits are assessed. For instance, the
PPRS allows up to 28% of NHS sales for R&D expenditure. This R&D allowance
has three elements:

» aflatrate (up to 20% of total NHS sales for assessing profits)
D avariable rate for innovation (up to 5%)

D avariablerate for paediatrics (1% for each product with a marketing authorisation
including a paediatric indication, up to three products a year).

Allowable sales promotion expenses are calculated using a fixed element of
£1 million and 4% of NHS sales, plus a small allowance for each molecule. Finally,
companies’ permitted costs include an allowance for information, up to 4% of
NHS sales.

The PPRS not only sets limits on the rate of return that can be earned by
individual companies from branded sales to the NHS but also requires them to
reduce the price of their branded products at the start of each new scheme. For
instance, the latest PPRS agreement imposed an across-the-board price cut of 7%
at the start of the new scheme. Nevertheless, the price modulation arrangements
allow companies a certain degree of flexibility to decide which products should be
sold at a lower price and by how much, as long as the company delivers an overall
7% price reduction. Thisis also valid for subsequent price changes, where they have
to ensure that the overall effect to the NHS is cost neutral.

P&R policies and companies’ entry and pricing behaviour

We now want to discuss how these policies have affected the UK market. In
Chapter 6, Patricia Danzon discusses the results of a study which essentially looks at
the relationship between the degree of price regulation and delays in launch around
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the world (Danzon et al, 2005). What this study shows is that the UK had the most
potential launches and the shortest average launch delays, that is, between when
the product was first launched anywhere in the world and when it was launched
in the UK. What this suggests is that the freedom of pricing and the speed of entry
that the PPRS allows mean that, as a consequence, UK patients get rapid access to
products and access to more global products than most European countries.

Looking at the speed of entry and pricing as a consequence, there are two studies
that suggest that the speed of second and third entrants coming into a new therapy
class in the UK has become more rapid (Reekie, 1996; Towse and Leighton, 1999).
What also seems to have been happeningis that, whereas in the 1960s, 1970s and to
some extent in the 1980s, when a second and third entrant came into a marketplace
they were typically priced above the first entrant to try and signal superior quality;
the convention in the 1990s and in the current decade is that they are priced at the
same level or below the price of the market leaders. There has been a transformation
in the way in which companies set entry prices under the PPRS.

We have to put that in context. A series of joint competition studies that were
undertaken by the Department of Health and the industry association, the ABPI,
in 2002 after the 1999 PPRS negotiations show that the extent of price change
within the UK marketplace is relatively limited (DoH and ABPI, 2002). Most price
reductions occur as a consequence of the overall price cuts imposed at the start of
each of the previous PPRSs: 2.5% in 1993 and 4.5% in 1999.

Essentially, as we might expect, it is partly a one-shot game. Setting the entry
price is very important to companies because the opportunity to change that price
subsequently is relatively limited. There is some price competition around, but it
is limited. There is a difference of emphasis between the industry and the govern-
ment on the extent to which the PPRS is constraining price competition — with the
Department of Health arguing that it is not and the industry arguing that it is.

Generic medicines: the W and M schemes

In June 2005, new arrangements replaced previous systems for generics, introducing
categories M and W of the Drug Tariff. Within this new system, the Department of
Health will gather volume and value sales data to determine the Drug Tariff price to
be reimbursed to pharmacists.* It is important to highlight that companies will now
need to submit information on price levels net of discounts. Previously, companies

* The interested reader can find more information on the UK generic market in Mestre-Ferrandiz
(2006).
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FIGURE3.2 Generic market shares across Europe, 2004. Source: European Generic
Medicines Association (EGA) website (www.egagenerics.com).

did not have to submit information on the level of discounts given to pharmacists.
In practice, companies will compete to supply pharmacists with generics below the
price set by the Drug Tariff.

The reimbursed prices of generics are determined by the Drug Tariff. Alongside
Drug Tariff, the other element influencing the generics prices paid by the NHS is
the discount claw-back of pharmacists’ margins. As pharmacists and dispensing
doctors are reimbursed at the fixed Drug Tariff price but buy generic products
at a discounted price (around 15% on average below the list price), they have
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an incentive to try and obtain the largest discounts possible and to dispense the
product that provides them with the highest profit margin.

In this context, the main challenges for the Department of Health in getting
value for money in the generics segment in the UK have been transaction prices
being much lower than list prices and the presence of some price volatility. There
were large increases in the prices of some genericsin 1999. As a result of these price
increases, a Maximum Price Scheme was introduced in 2000 as a temporary measure
for all generic products. In essence, the Maximum Price Scheme constrained generic
prices to their pre-shock, that is, 1998/1999 levels. As a result of the subsequent
review of the generics market carried out by the Department of Health, generic
companies now have to submit data on discounts in exchange for more pricing
freedom as a result of the new M and W categories.

Figure 3.2 shows the market share of generics, both in terms of volume and value,
across a number of European countries in 2004. From Figure 3.2 we can see that,
roughly speaking, Europe is divided in half. The UK, Sweden, Netherlands, Germany
and Denmark have very strong generics markets: strong in terms of volume but also
because those generics are supplied at relatively low prices compared to branded
products. In the UK, for instance, generics account for nearly 50% in volume terms,
but around 20% in value terms. The UK is one of the few countries in Europe that
has a very competitive generics market. One can see that France is towards the
bottom end of the European countries in terms of the value of the generics market,
at well under 10%.

Prescribers and dispensers

The current regulatory framework in the UK enables doctors to prescribe
medicines using their international non-proprietary names (INN). Indeed, generic
prescribing is very common in the UK, with 80% of NHS prescriptions written
generically. However, pharmacists are not allowed to dispense a medicine other
than that prescribed if not authorised by the doctor, that is, generic substitution by
pharmacists is not allowed.

Prescribing choices are also influenced by:

» anegative list, which includes drugs that should not be prescribed by doctors
on behalf of the NHS

» arestricted use list, which includes drugs that should only be prescribed if
certain conditions are met; an example of a drug included in this list is Viagra.
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It should be noted that these two lists do not have as significant an impact on the
UK market as they do in many other countries, such as Spain.
Other measures influencing prescription behaviour include the following.

» GP prescribing budgets. Policy reforms introduced in the NHS in 1990 allocated
purchasing power and budgets to primary care physicians—so-called fundholding
GPs — to buy hospital services and pharmaceuticals. GP fundholding was
brought to an end in 1999 by the new Labour government. But now practice-
based commissioning is being introduced and is to be implemented by the end
of 2006. As part of this the Department of Health allocates an annual budget to
each primary care trust (PCT) covering a given geographical area. Then each PCT
allocates indicative budgets to individual practices, which will be responsible
for managing the demands of healthcare services for the local populations,
including medicines, within these budgets.

D Prescribingincentive schemes, which allow PCTs and primary care organisations
(PCOs) to work directly with general practices and primary care professionals to
improve service delivery.

» Information and education campaigns.

» Clinical practice guidelines issued by NICE and the Scottish Intercollegiate
Guidelines Network (SIGN), and National Service Frameworks (NSFs), which
set national standards for a defined service or care group.

The last two are non-financial measures which aim, inter alia, at promoting good
prescribing practice.

NICE and the use of cost-effectiveness analysis
NICE (in England and Wales) is applying cost-effectiveness criteria by first looking
at the clinical evidence and other related evidence on effects and costs and then
saying, ‘Here’s our estimate of effects; here’s our estimate of costs. Does it represent
value for money for the NHS? Many of you will be aware of the debate as to whether
NICE has a threshold and exactly what it is. Towse et al. (2002) show some evidence
on this matter. Initially, Michael Rawlins, Chair of NICE, made a comment that,
as an observation, there seemed to be a cut-off point of around £30 ooo per QALY.
Products below this level were likely to get through whilst products above it were
much less likely to get through.

The new guide NICE has published (NICE, 2004) for manufacturers and other
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institutions interested in making submissions to NICE when technologies are
appraised, explicitly indicates a threshold varying between £20 ooo and £30 ooo:
below £20 0oo there is a high chance of acceptance; above £30 ooo there is a low
chance of acceptance. Recent studies have attempted, using econometric methods,
to analyse the extent to which cost-effectiveness appears to be influencing decisions
(Devlin and Parkin, 2004; Dakin et al, 2006).

Figure 3.3 shows a graph extracted from Rawlins and Culyer (2004) that
illustrates the relationship between the probability of a technology being rejected
on the ground of cost-effectiveness and its incremental cost-effectiveness ratio.

We have a situation in which there is no single cut-off point, but the probability
of rejection on the grounds of cost-effectiveness increases as the cost per QALY
increases. NICE is signalling very clearly — both from its past behaviour and from
the outline guidance given to manufacturers — that below £20 ooo there is a high
chance of acceptance, and that above £30 ooo there is a low chance of acceptance.
However, it does not mean that a technology will always be accepted if its cost-
effectiveness ratio is below £20 ooo per QALY, and it does not mean that it will not
be accepted if it is above £30 ooo per QALY.

Probability of rejection on
grounds of cost ineffectiveness

Increasing cost/QALY (log scale)

FIGURE 3.3 Relation between likelihood of a technology being considered as cost
ineffective plotted against the log of the incremental cost-effectiveness
ratio. Source: Rawlins and Culyer (2004).
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Asfar as NICE is concerned the UK environment is characterised by a significant
degree of transparency in terms of what the basis will be on which NICE will
make positive or negative recommendations as to whether new products should
be used by the NHS. We have a complement to the PPRS profit control scheme
that permits freedom of pricing at launch, because that freedom is constrained by
an increasingly active value-for-money agency saying, ‘Given this price, does the
technology represent value for money for the NHS?’

NICE and the take-up of medicines
Sheldon and colleagues have carried out some work for NICE looking at the take-up
of products recommended by NICE. The results have been published in the British
Medical Journal (Sheldon et al, 2004) and Figures 3.4 and 3.5 below are extracted
from it.

Figure 3.4 shows the example of orlistat, an anti-obesity product. You can see the
jump in uptake when the NICE guidance came out in March 2001.

4.7 Guidance brought

in Mar 2001
45 \ _____
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FIGURE3.4 Use of orlistat in the community. Source: Sheldon et al. (2004).



50 EUROPEAN MEDICINES PRICING AND REIMBURSEMENT

5 Guidance published
May 2000

Logarithm of patient months

1 —— Paclitaxel use

----- Fitted line from estimated model

Guidance published ~ __ __l.---"
May2000 T

Logarithm of patient months
(o))

2 —— Docetaxel use

FIGURE3.5 Hospital use of paclitaxel (top) and docetaxel (bottom). Source: Sheldon
et al. (2004).
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FIGURE3.6 Obesity drug — patient penetration, July-March 2004. Source: Roche
(2004).

Figure 3.5 displays the situation with two taxanes; again, there is an increase in
take-up when the NICE decisions come out (May 2000).

There are other examples in the paper by Sheldon et al. (2004), however, where
the implementation of NICE decisions has not taken place and therefore has not
been effective.

Figure 3.6 show an analysis of a Roche product that Roche has shared with NICE,
which illustrates the degree of patient penetration. It relates to different areas of,
respectively, England, Wales, Scotland and Northern Ireland. Figure 3.6 shows a
huge differentiation in the extent of take-up and implementation of NICE decisions
across different parts of the UK. It is giving a rough indication of the dispersal of use.
We have a situation in which the implementation of NICE guidance by the NHS is
varied. For some products it works well but, even in those products where it works
well, there is a large divergence in uptake from place to place. In other products, it
does not work well at all.

We seem to have a situation where there is a missing link. We have a profit
control; we have value for money tests for new products, linked to freedom of
pricing; but we do not seem to have a mechanism which is currently working
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FIGURE 3.7 UK update (®) of new medicines launched in the UK since 1998
compared to average for other Pharmaceutical Industry Competitive Task
Force (PICTF) countries (H). Source: PICTF (2005), Indicator 16.

properly whereby those products that NICE says represent value for money are
necessarily being taken up by the NHS.

Figure 3.7 shows the results of work done by the industry, the Department of
Health and other government departments: a benchmarking exercise that came
out of the Pharmaceutical Industry Competitive Task Force (PICTF), which was
commissioned by the Prime Minister in 2000. This analysis has been updated every
year since then. Figure 3.7 shows how the uptake in the UK of new medicines
launched since 1998 compares to a number of countries.

From the latest analysis, and looking at the comparator countries in terms of
take-up of new medicines launched since 1998, the UK is under 40% of the level of
other countries three years after launch. Thus, take-up of new medicines is an issue
in the UK shared by government and industry alike.

Target of national health policy

Table 3.2 summarises the mechanisms the UK government relies on to control the
pharmaceutical market.



PRICING AND REIMBURSEMENT POLICIES IN THE UK 53

TABLE 3.2 Target of national health policy

Supply-side Demand-side
Price Profit Volume Prescribers/ Patients
control control dispensers

Direct Indirect
PPRS NICE/SMC PPRS rate | Negative GP budgets Fixed
price cut recommendations of return list and prescribing  prescription
of branded based on economic incentive charge
medicines evaluation schemes

NICE/SMC

guidance on use

Clinical practice

guidance

PPRS, Pharmaceutical Price Regulation Scheme; NICE/SMC, National Institute for Clinical Excellence/Scottish
Medicines Consortium.

On the supply side we have the PPRS, which has a significant direct impact on price
and the rate of return; there is then the indirect effect of the NICE decision-making
process, which is based on cost-effectiveness evaluations; and then there is the
negative list, which has only a minor impact.

On the demand side we have the sizeable impact of GP budgets and prescribing
incentive schemes and, indirectly, NICE and SMC recommendations, which
influence prescribing behaviour, as well as clinical practice guidance. The fixed
prescription charge does not play a significant role, as almost 85% of the prescribed
items are dispensed free of charge to the 50% of the population who are exempt
from paying prescription charges.

National P&R policies in the future

Before discussing what the future could hold for the UK’s pharmaceutical market,
we need to stress that the regulatory framework, as a consequence of the PPRS
which is fixed for a five-year period, is a stable environment which seems to have
successfully promoted long-term investment. The UK pharmaceutical industry
has under 4% of the global pharmaceutical market but around 10% of global
R&D. Essentially, therefore, the UK is getting nearly three times its market share
in terms of R&D. Obviously, the science base and other characteristics of the UK
environment are key factors driving this result, but industry and government see
the PPRS also as an important factor.
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Let us focus now on the future. Considering the generics sector first, we have
had a new regimen since mid-2005. It is linked to the new pharmacy contracting
arrangements. One can expect these new arrangements to remain relatively stable
for the next few years.

In terms of the PPRS, we also have a new scheme —which we might have expected
would mean that we had a relatively stable environment. However, in 2004, the
Office of Fair Trading (OFT) undertook an overview of government procurement. It
identified eight or nine sectors where there was potential concern as to whether the
supply conditions in those sectors were sufficiently good to ensure that government
was getting value for money. One of the sectors was pharmaceuticals. The OFT has
been carrying out investigations into a number of those sectors and announced in
September 2005 that it was going to look at pharmaceuticals as part of that rolling
programme. As a consequence it is carrying out a market review, which is essentially
looking at whether the PPRS is meeting its objectives —in terms of value for money
for the NHS, competition in the supply of medicines, rewards to research and a
strong and profitable industry. The issues will be around whether the government
is getting value for money through the PPRS in terms of achieving those objectives,
and the extent to which the market is as competitive as it could be.

There are obviously varying types of recommendations that the OFT could
make. In terms of what might happen to the PPRS, therefore, we have a new scheme
but there is a degree of uncertainty as to whether that scheme will run its full five-
year term without amendment.

The third topic to discuss is NICE. There are continuing issues regarding the
speed with which NICE makes decisions and whether those decisions are then
taken up. This has led to NICE proposing a new technology appraisal mechanism:
a rapid (single technology) appraisal, which will enable it to issue faster guidance
on new treatments or on existing drugs with new indications.

We are also seeing the growing importance of clinical practice guidelines, which
are part of the NICE remit. NICE is increasingly seeking to slot the individual
product technology appraisals into its clinical practice guidelines; that is, not just
‘Should Product X be used —yes or no?” but ‘What should be the process of caring for
the patient, and where does Product X fit into that? We are seeing quite a significant
shift in emphasis in NICE, with potentially a greater role for economic evaluation
within the UK, as part of the development by NICE, and use by the NHS, of clinical
practice guidelines.

Again, there are the issues of implementation. We have seen some of the issues
with respect to the implementation of technology appraisals. There are many more
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issues of implementation with respect to clinical practice guidelines. Although the
work is being done nationally, the extent to which that will influence patterns of
clinical behaviour as yet remains unknown.

Finally in relation to NICE we seem to be seeing an increasingly explicit
threshold and a greater transparency of the criteria that are being used.

In the NHS, we will see more pressure on budgets in the future. The next gov-
ernment three-year spending review will take place in 2006/07, governing NHS
spending from 2007 onwards. NHS spending growth has been running at 10% in
nominal terms; that is, 7.5% real. The expectation is that growth rates may well be
halved from 2008 onwards. NHS spending would then be rising by 5% per year,
equal to about 2.5% real, which will have a dramatic effect on the cost pressures the
NHS faces, and on the ability and willingness of the NHS to prescribe medicines.

That is linked to another attempt by the Department of Health to revisit
demand-side management. Primarily, the Department is concerned with managing
the commissioning of care from hospitals and trying to give GPs greater control over
that, through reforms to PCTs and the introduction of practice-based commissioning.
This will mean that GP prescribing budgets will be under much more scrutiny
within primary care; GPs will face direct incentives; and GP-led commissioners will
be able to shift money into and out of prescribing, into and out of hospital care.

What we may well see are pressures on prescribing that we have not seen
in the UK for the last four years — because of the deliberately rapid growth in
NHS spending — both in terms of pressure on budgets and also in terms of new
management arrangements in primary care.

Discussion

The claw-back system and how it has evolved in the new pharmacy

contract

Q: Youindicated that a claw-back system applies to generics. My understanding
is that this system is implemented for all drugs, including branded drugs. Is
that correct?

Q: My second question is related to the new pharmacy contract. Have the claw-
back system and margins changed in the latest contract?

A: The claw-back mechanism does not cover only generics; it covers all pharmacy
purchases. There is therefore a continuing incentive for wholesalers to
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compete by offering discounts to pharmacists, and for pharmacists to be shop-
ping around in terms of which wholesaler they use and, obviously, in terms
of generics and parallel trade, which suppliers they use.

Regarding your second question, my understanding is that a broad sum
of money was agreed for the total of all pharmacy services and, within that,
there were certain changes to what pharmacists would be rewarded for.
One of the big changes goes back to our presentation of the new generics
scheme, where the Department of Health is trying to introduce a new pricing
mechanism that is better at tracking underlying transaction prices. There
should be smaller discounts within the system. As a consequence, therefore,
that part of pharmacy remuneration arising from discounts inevitably would
be expected to come down, and other parts to increase.

Ex-manufacturer prices versus public prices

Q: I have a comment on the price comparison in Europe. I fully agree that ex-
factory prices in the UK are the highest in Europe. However, if you consider
public prices, namely prices including taxation and distribution margins, the
situation changes significantly. First of all, unlike other continental countries,
VAT isnotadded to drugs pricesin the UK. Second, the distribution marginsare
much lower in the UK compared to other nations, thanks to its very effective
and efficient claw-back system. To summarise, the UK high ex-manufacturer
prices are mitigated, if not compensated, by distribution margins, which is a
critical issue still pending in most continental countries.

A: If youlook at IMS public prices as opposed to IMS ex-manufacturer, then you
do get a different distribution of prices, and the UK distribution system is one
of the most efficient in Europe.

The slow uptake of new medicines and the extent to which it is due

to a NICE dysfunction

Q: Could you comment on the phenomenon of ‘NICE blight’? I am reminded of
this by your reference to the slow rate of uptake of new medicines in the UK
compared with other economies. A supplementary question would be this.
I can understand why doctors may be reluctant to prescribe a medicine or a
group of medicinesif it is known that NICE is undertaking a review — because
they do not know what the outcome will be —but is there any evidence that
they are reluctant to prescribe new drugs per se, because they simply do not
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know whether or not NICE will want to examine that group of drugs? How
far do you connect ‘NICE blight’ with the continued reluctance of the UK
market to take up new medicines?

A: There is a situation in which prescribers either think that something has
been referred to NICE or are expecting something to be referred to NICE — or
indeed they think that something should be referred to NICE. In this context,
itisimportant to understand if this leads to a period where there is very little
prescribing, or indeed where there are active attempts to stop prescribing
until NICE has made a decision.

The evidence suggests that this has been happening but it is not universal.
The picture varies by product.

Clearly, thisis one of the things which has led to pressure from government
and from industry to get NICE to reform the speed with which it reviews
products. Part of the pressure from the Department of Health and from
industry for changes in NICE processes, therefore, has been to try to tackle
that problem of delay, or the lack of clarity as to what people should do in
the intervening period.

Does that explain the low prescribing rates and low take-up of new
products? The reality is that low uptake predates the introduction of NICE.
Indeed, one of the precipitating reasons for NICE was that the Department
of Health wanted to have a more consistent take-up of new medicines that
represented good value for money for the NHS. What the implementation
slides show is that it is still a mixed picture. Even where we have a positive
NICE recommendation, we are still meeting some resistance — whether that
is from prescribing clinicians, or budgetary concerns on the part of the PCTs
and the hospitals. Again, reasons probably vary from product to product.

So there is something called ‘NICE blight’, and that is one of the reasons
for the proposed changes in NICE processes. Is that the reason for low UK
prescribing? No. NICE is one of the mechanisms that are meant to speed it
up. What we are seeing is that it is having some success in speeding it up, but
there is still some way to go.

NICE budget cuts

Q: I want to raise a point about these rumoured, and published, budget cuts
in the NICE process. A key aspect of the evidence model was that they had
independent HTA review. I am interested to hear your insights as to whether,
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with less money being available, this changes the onus more towards the
industry presenting the evidence. How does that relate to the single drug
review?

A: I do find it bizarre that the Department of Health is putting a lot of pressure
on the NICE budget in real terms. Given the importance of having good HTA
and an understanding of whether technologies represent value for money;,
given the potential for achieving health gains or savings depending on
whether or not they are cost-effective, it would seem to me that, strategically,
one would want to be spending more rather than less.

That is only part of the reason for the ‘single technology appraisal’
proposals. Part of the issue is that, if you go for a more rapid review, you have
to take some work out of the process. Part of it, therefore, is trying to think
through how to have a more rapid HTA process. One route is to put more
emphasis on the industry presentation of evidence — as is the case with the
SMC process. My understanding — and clearly NICE is still developing these
proposals — is that there will be an opportunity to revisit the appraisal at
a later date, if there are issues of substance that require more analysis, or
indeed more evidence. One needs to separate the budget element from what
you have to do in order to get through the process more quickly —although
clearly they are partly related.

The role of independent HTA review in the NICE appraisal process

Q: Is there any sense that the industry will lose out by having less rigorous
treatment from independent HTA agencies?

A: Is a process that is more manufacturer-driven a better or a worse one?
We have different models around the world and it is difficult to separate
them from their institutional setting. It seems to me that the manufacturer
submission should play a crucial role. Likewise, some independent review of
the quality of that submission, and of other data, if available, supporting the
same or different result, is also very important.
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CHAPTER 4

Pricing and reimbursement
policies in [taly: current and
future trends

Livio Garattini

This chapter describes the Italian pricing and reimbursement system, which is
complex because it is constantly changing. It is probably the market in Europe
with the most changes, although things seem to be changing constantly
everywhere.

Let us begin by describing some general features of the Italian healthcare
and the pricing and reimbursement systems. However, the core of this chapter
will be on pharmaceutical policy, with the aim of:

» stressing the element of novelty introduced in the Italian system, and in
particular, the new agency recently created

» discussing the main policy laws

» describing the generics market, which has now been separated from general
pharmaceutical policy.

The chapter concludes by offering some thoughts on possible future scenarios
for pricing and reimbursement regulation in Italy.
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Overview of the healthcare system in Italy

The Italian National Health Service (NHS) is a three-tier system. This means that the
system is modelled in a similar way to that in the UK —although the managementis
very different. At the top tier the Italian Department of Health is responsible for the
planning and allocation of financial resources among regions as well as designing
pharmaceutical policy. The second tier involves the regional health authorities
(RHAs), which are governed by elected politicians, and whose activities are similar
to the English Department of Health but at regional level. Here the difference with
the English system is that there are many regional politicians governing the regional
health authorities. At the next level, we have the local health authorities (LHASs)
and hospital trusts, which are the local tier for providing healthcare services. Both
the LHAs and the hospital trusts depend heavily on the regional health authorities
because all general managers are appointed by the regional authorities.

In the last decade there have been two major trends in Italy: increased regional
autonomy and the introduction of managerial skills at the local level. The first
trend is obviously not health-specific. There has been a great deal of discussion
about devolution, or federalism; the actual term used usually depends on the
political party in question. Significantly, this increased regional autonomy giving
regions more financial independence has been recognised through a change to the
Constitution. As the healthcare budget represents the largest share of the regional
budget, around 80% to 90%, healthcare financing is a significant part of this new
autonomy or independence.

In theory, regions are now allowed to collect local taxation and to finance
extra healthcare services. RHAs are therefore financially accountable for all
of their expenses and particularly for any possible deficit incurred, including
pharmaceuticals expenditure. This is a major issue of political debate.

The problem with this devolution is the deficit and, in particular, how itis to be
accounted for. First, it is important to define what the deficit is. This is a difficult task
because there are many ways in which it can be quantified. Second, the problem is
who will pay the deficit. The southern and the central RHAs are all in deficit, and
these regions are the poorest in Italy.

The second trend has been to introduce managerial skills at the local level, as
happened in the UK in the 1980s with the introduction of general managers. LHAs
have been led by general managers appointed by the regional health authorities
—making managers dependent on RHAs —with renewable rolling contracts, usually
of five years. However, managers can easily be dismissed after elections, subject
to the changes in the political party governing the region. One of the objectives
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of increasing management is to effectively introduce a local budgetary approach,
including the costs that are associated with the proportion for pharmaceuticals
spend. In principle, this objective should be fulfilled, although we can probably say
that this approach is yet to be fully implemented.

So far we have described the current context within Italy’s NHS. It is difficult
to make predictions about the future because there will be differences between
regions, depending on their particular strengths. This will make monitoring the
situation more complex.

Overview of the Italian pharmaceutical market

Between 2004 and 2005 the total consumption of pharmaceuticals increased by
2.7%, with a rise of 3.7% for reimbursable medicines and a rise of 1% for non-
reimbursable medicines. Looking at the long term (see Figure 4.1), we can see total
pharmaceutical expenditure fluctuating in both the public and private sectors,
mainly due to the introduction of a series of measures aimed at reducing the public
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FIGURE4.1 Long-term trend for the expenditure on pharmaceuticals dispensed by
pharmacies in Italy (€, million). Source: CERGAS (2006).

Putting this in an international context (see Figure 4.2), it is possible to see that
Italy has had one of the lowest average rates of growth of public expenditure per
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FIGURE4.2 Public expenditure on pharmaceuticals, per head ($Purchasing Power
Parity (PPP)). Source: CERGAS (2006).

capita for pharmaceuticals. This is the result of a combination of measures aimed
at reducing the public spend on pharmaceuticals that took place during the first
half of the 1990s and in the period after 2001, and of measures that have increased
public expenditure in the period between 1996 and 2001.

Current trends in national P&R regulation

Turning to pharmaceutical policy, the real element of novelty in Italy’s latest reforms
was the setting up of a new national drug agency, Agenzia Italiana del Farmaco
(AIFA). AIFA is headed by the Ministry of Health and controlled by the Ministry
of Economy and regional authorities. The regions and the Ministry of Health find
that AIFA has been a good solution to the previous struggle between the national
and regional tiers. AIFA allows the regions to play a role in pharmaceutical policy,
whereas before the system was managed solely by the Department of Health.
AIFA includes the following areas of activity:

» approval and pharmacovigilance

» manufacturing control
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» information and research
D pricing, reimbursement and market analysis

D assessment of the European procedures.

In principle, AIFA is responsible for all the tasks that a national agency is expected
to manage for pharmaceuticals.

Within the Italian pricing and reimbursement system, all new P&R applications
are to be submitted to AIFA. Although the name of the agency in charge of such
applications has changed, the system remains as it was before, that is, the non-
separation between the reimbursement and pricing decisions remains. Although
there are now two committees, the Technical Scientific Committee (CTS) and the
Pricing and Reimbursement Committee (CPR), they work together within the same
organisation.

The new CTS has replaced the Commissione Unica del Farmaco (CUF), the former
government drug committee. The task of the CTS is to examine dossiers and provide
the CPR with an assessment of the efficacy of new drugs. The CPR itself has two
main tasks. First, it sets the price of new medicines, and second, it chooses the new
medicine’s reimbursement class. There are three possible reimbursement classes
in Italy:

» Class A: fully reimbursed medicines.
» Class C: non-reimbursed medicines.

» Class H: fully reimbursed hospital-only drugs (although pharmaceutical
companies claim that this is not necessarily true).

In practical terms, the more important committee is the CTS, given that its
assessments greatly affect the activities and decisions taken by the CPR.

Recent changes in P&R regulation

So far we have illustrated the basic reforms. After the scandal of the bribes which
took place in the early 1990s, Italy adopted in 1993 the so-called ‘non-price system’.
Under this system, officially termed the Average European Price (AEP) system, the
price of each medicine was set relative to an average European price. Initially, this
average was based on four countries (France, Germany, Spain and the UK) and on
exchange rates calculated at purchasing power parities (PPPs). Later it was extended
to all European Union (EU) countries. Under this system, during the 1990s, prices
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that were higher than the resulting AEP had to decrease to the AEP level, whereas
prices lower than the AEP were to increase gradually.

Currently, the AEP isno longer used. Given the new (2004) Member States, use of
the AEP system could pose serious problems. However, the method is still included
in the law and is thus officially in place, but it has not been renewed or updated.

Since 1997, the only real price scheme in place in Italy is the so-called ‘contractual
model’. Prices of all the new drugs approved through the European centralised
procedure, and since 1998 also through the mutual recognition system, have to be
negotiated with the national authority — currently AIFA.

There was also an attempt, in 2002, to introduce a sort of ‘Level II reference
pricing’, where different active principals, with overlapping effects in terms of
efficacy, were put together into a single reference price group. However, this
remained simply an attempt; it was never fully rolled out. It led to the recalculation
of prices based on annual turnovers and daily defined doses (DDDs) for those
medicines that were going to be subject to this new reference price system. The
objective was to set the same price for all products included in the same therapeutic
class. It should be pointed out that this reference price system was never intended
to include off-patent medicines nor patients’ co-payments.

Some initiatives have taken place in order to try and foster R&D in the Italian
pharmaceutical market. In 2001, it was decided that innovative drugs would receive
a price premium. This policy stated that ‘the total budget available should have
been shared among manufacturers of new innovative drugs who invest in R&D in
Italy’. However, this has not happened in practice so far. In addition, not only was
this system never applied, but the total budget for this premium pricing scheme was
just 0.1% of total pharmaceutical expenditure — a negligible amount of money.

Expenditure ceilings and price cuts
Let us now turn to what has probably been the most important activity in the
Italian pharmaceutical market: a continuous attempt to try to cut prices and to cap
expenditure. Starting with budget ceilings, the first attempt at introducing payback
mechanisms when actual expenditure exceeds the budget was made in 1997. In
principle, 40% of the budget overrun should have been covered by the Italian NHS
while the pharmaceutical, wholesale and retail industries were supposed to cover
the remaining 60%. But in the event industry, wholesale and retail, did not pay
its share.

In 2001 the payback mechanism was changed once again to try to make it more
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effective, which should not have been a difficult task given the failure of the previous
system. Public pharmaceutical expenditure was limited to a share of a maximum
of 13% of total regional NHS expenditure. The idea behind this new scheme was to
try to make the regional authorities as accountable as possible with regard to their
deficit. Nevertheless, the regional expenditure ceiling was changed and moved to a
broader budget in 2003. With the new target, overall pharmaceutical expenditure,
including both community and hospital expenses, is limited to a maximum of 16%
of regional healthcare expenditure.

There have also been several price cuts over the years, starting with a 7%
discount for all Class A products and Class H products in 2004. The strongest
measure to date was a payback of 6.8% on ex-factory prices on all Class A products,
equivalent to a 4.2% reduction in public prices, in 2005. Neither the wholesale nor
the retail segment of the market was asked to pay back, only manufacturers. The
industry complained and, in this case, they were right. The public price includes
distribution margins, and the distribution channel did not have to pay anything
back at all. It should be noted that pharmacists usually represent an important
lobby, not just in Italy but in all European parliaments.

Prescribers and dispensers

The reforms in Italy allowed local health authorities to introduce expenditure
targets and saving incentives to GPs. To date, there is still little evidence that such
measures have been successfully applied. Federalism will probably enhance some
local activity but at the same time will not ensure any kind of national standard.
We are therefore still waiting for some national standards. So far, we are controlling
prices in Italy but we still have problems in controlling volumes, as in most
European countries, including France and Germany.

Similarly, to date any change in pharmacists’ margins has been very modest. In
1997 the retail margin, which up until then was proportional to the retail price, was
discounted in favour of the NHS according to defined classes of prices, to achieve a
regressive effect. However, the regressive effect was very low. By 2005, the discounts
ranged from 3.75% for prices below €25.84 to 19% for products with a price higher
than €154.94.

From 2001, regions were allowed to use the so-called ‘direct distribution’ channel
for a limited list of drugs. The aim was to reduce pharmaceutical expenditure by
cutting down dispensing prices as a result of using public procurement mechanisms.
However, what happened in practice was not what was expected. The pharmacists’
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lobby was effective in mitigating this very radical change, which would have
penalised them quite heavily. There are local health authorities that dispense drugs
directly through their facilities, in particular hospitals, bypassing intermediate
and retail distribution. However, this form of distribution is rare nowadays as
wholesalers and pharmacists negotiate the dispensing of LHA-purchased drugs
at much lower margins in order to limit their losses. Pharmacists do not buy the
medicines, but rather act as distributors. This system thus gives rise to a double-
parallel distribution system and is very difficult to detect because it changes from
one region to another. Nevertheless, this ‘direct distribution’ channel has not been
too successful in controlling pharmaceutical expenditure because, eventually,
the distribution channel can keep most of the margin, which is why it was stated
previously that changes in the distribution sector are not very significant.

The generics market

Asillustrated in Chapter 3, the market share of generics in Italy is one of the lowest
in Europe. However, it should be highlighted when comparing generic market
shares between countries that the definition of ‘generics’ varies from country to
country. Some of the issues regarding generics discussed in this chapter appear
in Garattini and Ghislandi (2006). In Italy we have not only generics, but also the
so-called ‘copies’. These are products which existed before the launch of generics
because of insufficient patent laws before the late 1970s. Broadly speaking, these
‘copy’ products were the result of Italian companies producing (sometimes without
permission from the originator company) very similar branded products, because
patent laws at the time only applied to process and not product. Partly as a result of
weak patent laws, Italy (together with Spain) has experienced more co-marketing
strategies for pharmaceuticals. Consequently, there are more copies in the Italian
market relative to other markets with stronger patent laws, both as a result of
licensed copies and ‘old’ (i.e. not licensed by the originator company) copies. This
can be misleading for international observers, because it is difficult to understand
what we mean by ‘generics’ in Italy.

It was not until 2000 that Italy officially acknowledged the introduction of
generics. Level I reference pricing was introduced for off-patent products containing
the same active principle. The reference price was set as an average weighted (by
volume) price of all drugs included in the same group. However, this system was
quickly abandoned because it produced only a very slight decrease in prices. Then a
more radical and drastic way of setting the reimbursed price for off-patent drugs was
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introduced: the cheapest price of the equivalent products in the regional market,
that is, the lowest price of the available products. This injected a lot of competitive
pricing amongst generics manufacturers. (It is important to emphasise that the
reference price in Italy is applied to the same pack size of equivalent products rather
than to the same active ingredient.)

Setting the reference price for generics based on the cheapest product was
successful in containing pharmaceutical expenditure for high-priced products by
cutting down reimbursement prices. Below are three examples showing the price
variation for three active ingredients that were subject to this new method of setting
the reimbursed price for off-patent medicines. In all three cases, prices fell very
dramatically. The first example, shown in Figure 4.3, is ticlopidine.
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FIGURE 4.3 Price variations for ticlopidine. Source: IMS data.

The original manufacturer was reluctant to decrease the price after cheaper
copies and generics were first introduced. It is, however, possible that the Italian
affiliate wanted to cut the price, but international headquarters could have other
concerns and was thus responsible for this reluctance in cutting the price. I have
tried in this example to make a distinction between copies and generics, but it is one
where the price for the most-sold pack of ticlopidine (30 x 250 mg) was ultimately
decreased dramatically. Asillustrated in Figure 4.3, the price of ticlopidine’s copies
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and generics decreased significantly after November 2001, when the reimbursed
price was set according to the cheapest products of the group.

Figure 4.4 illustrates the price variation for nimesulide, a very important
non-steroidal anti-inflammatory drug (NSAID) in Italy and Spain, although less
important in other countries, such as the UK. As illustrated in Figure 4.4 the
originator in this case also eventually followed the strategy of cutting prices,
because this medicine was important for the company’s portfolio strategy.
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FIGURE 4.4 Price variations for nimesulide. Source: IMS data.

All the price decreases for the active ingredient nimesulide were led by generics
manufacturers; copies and originators were only followers of the strategy.

The trend of price for ranitidine, shown in Figure 4.5, differs from the previous
two examples for marketing reasons. Here the peculiarity of the ranitidine market
in Italy is that the co-marketer of this product used to sell much more than the
originator that gave the licence to its Italian partner, so price strategies were affected
by this once the patent expired.

Whilst these price decreases were quite successful from the public authorities’
point of view, there are some important negative spillovers. Volumes of these
drugs decreased quite dramatically because there was no interest in promoting
or supporting them, and generics manufacturers are still very small compared to
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FIGURE 4.5 Price variations for ranitidine. Source: IMS data.

big pharmaceutical companies. For instance, ranitidine lost more than 30% of its
volume after the generic launch.

In parallel to the development of Level I reference pricing, public authorities
might again consider implementing Level II reference pricing, in order to enlarge
the reference price system to include patented drugs. This would not be good
news for companies, of course. Italian authorities might think about Level II
reference pricing because a successful strategy for big companies has been to switch
their promotional efforts with prescribers to similar products still under patent
protection and which are therefore excluded from Level I reference pricing. Sale
volumes of omeprazole, which will be off-patent in Italy soon, are falling. There is
a delay in the date of patent expiry in Italy compared to other European countries
because there has been a national, very protective, law which extended the term of
patents in Italy.

Turning to the pharmacists’ right of substitution in Italy, a pharmacist can
substitute a cheaper equivalent drug for prescribed medicines, unless the substitution
is prohibited by a physician. Generic substitution has not had a significant effect in
Italy’s generics market because, although important in principle, it is not relevant
as pharmacists do not obtain sufficient financial incentives to support dispensing
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generics, unlike in other countries, such as France. Thus, the share of generics
—which in Italy are semi-branded generics, that is, the name of the active principal
plus the name of the brand — is still very low. For example, in 2002 expenditure on
off-patent drugs and semi-branded generics represented, respectively, 7% and 1%
of public pharmaceutical expenditure. In 2004, these percentages rose to 10% for
off-patented drugs and nearly 2% for semi-branded generics; still very low.

National P&R policies in the future

Predicting possible future scenarios for the Italian pharmaceutical market is, for
many reasons, very difficult. There are still uncertainties surrounding the contents
of the latest finance bill to be passed in Italy and how this bill will be applied in
practice.

At this stage, AIFA may base price negotiations for innovative medicines on
their added therapeutic value. AIFA will probably set clear criteria on how to link
the degree of innovation to a premium price. There are two basic issues surrounding
this link that need to be taken into account. First, premium prices in Italy have
so far not been given in practice, and this is an important issue for AIFA, which
is seriously trying to tackle this problem, but has no experience up to date. The
second issue refers to what constitutes an innovative drug, and how the degree of
innovation can be assessed in practice.

On the other hand, the so-called ‘me-too’ drugs and new indications will be
tackled in a different way. AIFA will probably move towards a more articulated
price negotiation strategy, based on the full product portfolio of each company.
As in other countries, and as mentioned before, the crucial issue will be what
is considered to be an innovative drug and what is not. It seems that AIFA will
be happy to move towards a more full-product portfolio in a ‘PPRS-like’ system,
although it will probably not control profits but prices. Alternatively it may follow
the French example.

The premium price for innovative drugs should be negotiated between
companies and AIFA, on the basis of five key issues — which are easy to list but
difficult to apply in practice.

1. Companies’ investment in manufacturing plants — probably the easiest factor
to quantify.

2. Increased R&D expenditures versus marketing activities.
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3. Development of advanced clinical trials.
4. Choice of Ttaly as rapporteur country for EU approvals of innovative drugs.
5. Increase of exports and free trade of raw materials and products.

One of the concerns of the new agency, which is underlined in the third and fourth
issues above, is to try to attract investment to the country by encouraging companies
to conduct Phase 1 and Phase 2 clinical trials in Italy. However, this strategy may be
difficult to accept in Europe. Nevertheless, there is clearly a concern, because AIFA
will be funded from companies’ submission fees. Here Italy is unfortunately the
Cinderella again —it has seldom been chosen as the rapporteur country so far.

What are the other issues that might drive Italian pharmaceutical policy in
the next 10 years? First, will Italy move towards a two-lane approach, whereby
patented, innovative drugs and generics are differentiated? The answer may be ‘yes’,
because the two lanes have been quite clear-cut, namely the patented and off-patent
drugs. However, this two-lane approach could converge if enlarged therapeutic-
equivalence reference price groups (i.e. Level 2) are rolled out, as has happened in
Germany, the Netherlands and New Zealand.

Another issue is whether Italy moves towards a budgetary approach to control
GP prescribing. This is the crucial issue in countries like Italy, France, Spain and
Germany. The problem is how to put a budgetary approach into practice effectively.
The devolution process means that some regions will move in this direction while
others will not be able to do it. It is something which will be very difficult to detect,
but it is the major challenge for pharmaceutical policy in Italy.

Discussion

Reference prices and generics

Q: You have a graph that shows how the reference price (RP) system has cut
generic prices. However, I recently read about the RP in Italy and I understand
that, between 1992 and 2000, the total costs of drug expenditure have gone
up every year. Is this correct?

Q: My second question relates to generic substitution. Does Italy also have
generic prescribing by doctors?
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A: Astoyour first question, it is probably fair to say that in all countries pharma-
ceutical expenditure has increased. However, the available information on
pharmaceutical expenditure across countries shows that Italy has lower
increases compared to the average.

Regarding your second question, I omitted to say that all prescriptions are
still written down with the branded name, so there is no generic prescribing.
Generic prescribing is probably very useful to help generics. However, at the
same time, generic prescribing can also create a crisis in the whole system,
given the Italian system is based on the prescription of the brand name, asin
Spain, France and Germany. Encouraging generic prescribing is thus another
critical issue — which is not only a cultural issue but also affects business.
Also there is a lot of co-marketing activity in Italy and generic prescribing,
if analysed from a broader perspective, is linked ultimately to what drug
is being dispensed. Hence, generic prescribing would create problems for
patented drugs.

Q: So the generics are branded generics?

A: Yes. I call them ‘semi-branded generics’. We also have branded generics.
Branded generics are copies and they are much more important than in the
UK, because they existed before generics.

Q: My comment is about generic policy and reference pricing. I think that there
are two types of generic policy: one which relies on prescribers, as in the UK
for instance — with 80% generic prescription — and another especially in
France, which relies on generic distribution, where pharmacists are paid to
distribute generics but the doctors do not care. Clearly the influence on the
generic market is different according to the incentives created, either at the
level of the prescribers or at the level of the distributors.

In no country is there a policy which encourages the consumer. The
consumer is not better reimbursed whether he has a generic or a branded
product. To my knowledge, there is no country — perhaps in the US, but not
in Europe — where there is discrimination between the two.

Reference pricing may be more harmful in those countries where
distribution is involved than in those where prescribers are involved. To pay
for the distributors you need to have a different price, to encourage them to
create an incentive. If you have a prescriber policy, it is not important that the
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price is different from the reimbursement price. I think that reference pricing
isless important under a prescribing policy than under a distribution policy.
I would like to hear your view on that.

What we support in France is the involvement of the consumer. We try to
make the government sensitive to the fact that one of the problems relating
to healthcare is to make the consumer more responsible. We have tried to
push that idea, but it is difficult in Europe.

: I think that you are right. You have stressed the important points. Roughly
speaking, there are two ways in which to help support a generics market: to
enhance prescribers or to enhance dispensers. At the beginning, our attempt
was to affect prescribers, but it did not work. Now there is a more ‘French’
system, where dispensers should be helped — because they have the right
of substitution, which is very important for a pharmacist. Thus, as in other
countries, pharmacists can negotiate extra, ‘hidden’ discounts. We are still
wondering whether or not thisis legal, but it does happen. I cannot give you
a precise answer to the question regarding Italy because the generics market
is still very small. So far, most agents involved in the system are not very
interested in generics.

At the present time, I would say that the dispenser has greater advantages
in dispensing some generics. Indeed, the few generics that are dispensed are
dispensed because of pharmacists. There is some information that shows
there are instances where pharmacists deny they have an available generic
when a patient asks for it, or that pharmacists do not ask for the co-payment
if the ‘copy’ of the product has a price higher than the reference price because
perhaps the producing company will cover it. The situation is very obscure
in this sense, but it is not yet a real concern because the market is still very
limited.

I fully agree with you in your assertion that patients should be involved.
There is a very easy way to address the problem: exempt generics from the
flat charge co-payment (the prescription charge). The patient is the most
important element in terms of encouraging generics, once it is explained
that they are equivalent drugs. However, if GPs undermine the reliability of
generics it is easy to reverse the story. At this stage, I should mention that we
have abolished co-payments and charges at a national level, although some
regions have reintroduced the flat charge on prescriptions.
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Measures promoting R&D

Q: I have read that AIFA is also in charge of implementing measures to promote
R&D in Italy. When Iread that, I could not really believe it. Looking at it from
a European perspective, it seems to be a major conflict of interest: on the one
hand, the agency decides on pricing and reimbursement and, on the other, it
favours R&D in Italy. How is this implemented?

A: This issue is part of AIFA’s remit, but it still needs to be seen how it is
managed. You are right to raise the problem of a conflict of interest. | wonder
what happens in other countries. However, I think that Italy’s real problem
is that we are the last ones who have ‘boarded the train’ other nations have
been much more successful in doing precisely that, trying to support the
domestic pharmaceutical industry.

Remuneration schemes for pharmacists

Q: Itis my understanding that there is a proposal in Italy regarding a new way
of paying pharmacists — or perhapsit has already been implemented — which
involves a decrease in the margin for drug dispensing. Could you elaborate
on that? There has also been such a proposal in Spain.

A: This would take some time to go into but I will try to summarise it. The
problem is that regions realised they could not contain pharmaceutical
expenditure and they would be incurring a deficit. Someone therefore
suggested, ‘Why not cut down the distribution margin? The idea was to
buy drugs for community care in a ‘hospital-like’ way; that is, to use public
procurement, or tenders, to buy medicines for community care. This was
successfully challenged by the regional and local associations of pharmacy
owners. What happened eventually was the so-called ‘double’ system where,
for a very limited list of drugs, public regional authorities buy drugs — or
their health authorities buy them — with a discount comparable to that of
hospitals; but the drugs are still distributed by pharmacies. Patients do not
understand the difference, but the real difference is in some modest cost
saving to the Italian NHS. Some LHAs try to stress that this saving is between
20%—30%, but that may be overestimated and is only for a limited list of
drugs anyway.
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CHAPTER 5

Pricing and reimbursement
policies in Spain: current and
future trends

Joan Costa-i-Font

This chapter discusses pricing and reimbursement policies in Spain. It starts
with a very brief overview of the healthcare system in Spain, followed by a more
extensive overview of the pharmaceutical market. For this purpose, first is offered
some information on pharmaceutical expenditure in Spain, and its main drivers,
followed by a discussion of the institutional design of pharmaceutical policies
in Spain. A discussion about the pricing and reimbursement system in Spain
is presented, differentiating between policies aimed at the supply and demand
sides, respectively. Finally, there are comments on the current policy discussion
taking place in Spain. There is presently a proposal to reform the Medicines
Act in Spain which, if it receives parliamentary approval, will represent a total
change in the paradigm of how pharmaceutical policies are implemented.”
Certain issues regarding pharmaceutical policy, such as discounting, controlling
piracy and setting up a reference-pricing system, are similar to those in Italy.

*

Note from the Editors: The Medicines Law was finally approved on 26 July 2006. Where relevant,
we have added a footnote explaining whether the policies discussed by the author have been

ultimately implemented, and in what form.
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Overview of the healthcare system in Spain

Health policy in Spain is driven by the fact that the system is decentralised to 17
different regions. The decentralisation process started in the 198os, when Catalonia
received healthcare responsibilities. In 1985, it was Andalusia; in the 1990s, five
new regions took on healthcare responsibilities and, from 2002, the whole system
became fully decentralised. The former INSALUD — the agency which regulated
the system and which was responsible for health policy in those regions with their
responsibility still at the central level — disappeared. The Spanish National Health
Service (NHS) may now be characterised as a system of health services, rather than
a single health service in itself. We will see that this is an important factor driving
pharmaceutical policy, especially for demand-side policies, given that pricing and
reimbursement of medicines, as well as licensing, remain the responsibility of the
national government.

Spain currently funds its health system on the basis of tax, although it was not
until 1999 that taxes fully funded the NHS.

Overview of the Spanish pharmaceutical market

One of the main features of the Spanish pharmaceutical market is that Spain devotes
€1 out of every €4 invested in healthcare to drugs. This means that medicines in
Spain are seen as a high-priority input, especially in sectors such as mental health.
Overall, pharmaceuticals represent 1.6% of Spanish gross domestic product
(GDP).

The market for drugs in Spain is dominated by prescription medicines. However,
there is a difference in terms of whether the market is measured by volume or value
of sales. In value terms, prescription drugs account for 92% of total sales, while in
volume terms, this percentage is lower at 85%.

Another important characteristic of the Spanish pharmaceutical market is
that generic penetration is limited; in fact, it is half of the overall percentage in
the European Union (EU). Generics are normally priced at a lower level than on-
patent medicines. Generic medicines currently represent 7.5% and 13.8% of the
total medicines market in value and volume terms, respectively. However, there
has been a significant increase in the number of generic products in the market.
Spain, like Italy, had a large number of copies in the market, because there was no
full patent protection until 1992, when product patents were approved. From July
1993 onwards, generics started to be launched in the country. The generic market
has grown steadily since then. Encouraging generic medicines is one of the main
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discussion points in terms of Spanish pharmaceutical policy at the present time.

Another important feature is that Spanish drug companies do not invest very
much in R&D, as in other southern European countries. In fact, R&D investment
seems to have declined in importance from 1987. In 1987, R&D represented 8.6%
of pharmaceutical sales, while in 2001 this proportion fell to 7.9%.

The main driver of pharmaceutical expenditure in Spain seems to be the high
price of new drugs and, in particular, the high cost of new treatments. The price
for new drugs in Spain is in line with other European countries while the price, on
average, for all drugs is far behind (see Kanavos et al, 2004). For instance, the cost
per prescription in Spain, in constant terms, was €6.69 in 1992 and €9.18 in 2002
—asignificant increase.

Looking at expenditure, the fastest growing part of pharmaceutical expenditure
comes as no surprise at all: it is the NHS (public) market, as shown in Figure s5.1.
Figure 5.1 shows how overall pharmaceutical expenditure can be decomposed
between the over-the-counter (OTC) market, the co-payment paid by the patient
(termed as ‘cost sharing’ in the figure below) and public expenditure.
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FIGURE5.1 Pharmaceutical expenditure in Spain, 1990-2003 (€, million). Source:
Spanish Ministry of Health (2005) (www.msc.es).

The drug price composition between ex-factory price, distribution margins and
indirect taxation has not changed very much over the last 20 years, as shown in

Figure s5.2.
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Price decomposition, 1986-2001. Source: Farmaindustria (2004).
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FIGURE 5.3

Cost per NHS prescription in Spain, constant terms, 1986-2003 (€).
Source: Spanish Ministry of Health (2005) (www.msc.es).
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The main driver of pharmaceutical expenditure in Spain is the cost per prescrip-
tion, the evolution of which is shown in Figure 5.3.

The number of prescriptions dispensed increased during the 1990s. This had to
do with a number of factors. For instance, the decrease in the cost-sharing level (i.e.
level of patient co-payment), the integration of GPs into the NHS system increasing
the probability of visiting a doctor (which the data from the National Health Survey
seem to show) and the full decentralisation process.

Now we focus on the potential existence of regional heterogeneity across the
Spanish regions, especially in terms of public pharmaceutical expenditure. Figure
5.4 shows how public pharmaceutical expenditure evolved for the seven regions
with devolved healthcare responsibilities prior to 2002 (Andalusia, Basque Country,
Canary Islands, Catalonia, Galicia, Navarra and Valencia) compared to the rest of the
regions — the INSALUD, which was the agency then responsible for health policy
at the central level.
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FIGURE5.4 Regional heterogeneity in the percentage of public pharmaceutical
expenditure (out of total healthcare expenditure). Source: Spanish Ministry
of Health (2005) (www.msc.es).

Comparing the share of public expenditure on medicines shows there are
significant differences between regions. In particular, Valencia shows a system-
atically higher share of public pharmaceutical expenditure out of total healthcare
spending.
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We now turn to the proportion of pharmaceutical expenditure borne by
patients. This proportion, together with the relative importance of consumption
by the elderly in Spain, is illustrated in Figure 5.5.
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FIGURE5.5 Cost sharing and percentage of consumption by the elderly. Source:
Spanish Ministry of Health (2005) (www.msc.es).

Figure 5.5 shows how the relative importance of cost-sharing (i.e. patient
co-payments) has declined since the 1990s. This trend continues that observed
during the 1980s. In 1990, patient co-payment represented more than 12% of
pharmaceutical expenditure but by 2003, this proportion had fallen to less than
8%. On the other hand, the share of pharmaceutical expenditure consumed by the
retired population was up to 72% in 2003, from 62% in 1990. That suggests there
may be some moral hazard taking place in the Spanish pharmaceutical market,
given that retired people do not need to co-pay for their medicines, that is, they
get their medicines for free.* Furthermore, there is evidence of some ‘pirating’ (or
fraud) — by ‘pirating’ is meant that certain elderly persons who are exempt from
co-payments may buy drugs for the rest of the family.

In summary, the rise in medicines’ expenditure in Spain seems to be driven
mainly by the rise in the cost per prescription. As discussed below, there is also some

x Given that the retired population is excluded from cost-sharing, there are very limited incentives
to consume cheaper versions of specific products and to cut the number of prescriptions, both
from the consumer and the provider sides.
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possible over-reimbursement to drug distributors; here we refer to the important
role of discounts, and the non-existence of claw-back mechanisms for the Ministry
of Health. There has been integration of GPs within the NHS, and a devolution
process has been taking place. This implies that volume is mainly determined at
the regional level, while prices and reimbursement are determined at the central
level. There is now some discussion on whether regions should also participate
in the pricing and reimbursement — and that may be one of the things which will
happen in the future.

Current trends in national P&R regulation

One of the challenges faced in the regulation of the Spanish pharmaceutical market
during the 1980s and especially in the 1990s, was the ‘universalisation’ process. In
parallel, GPs have been integrated better into the NHS, which it could be argued,
has increased the probability of a patient visiting the doctor. There has also been a
moderate liberalisation of the retail pharmacy sector since 1997.

A feature which Spain shares with other European countries such as Italy is that
the health system is relatively decentralised. However, at the national level, there
are three ministries involved in drug regulation. Patent registration is normally
the responsibility of the Ministry of Industry. The Ministry of Health is in charge
of the licensing process through its Directorate General of Pharmacy, although the
authorisation is undertaken by the Spanish Agency for Medicines. P&R is normally
the responsibility of the Treasury — the Ministry of Finance — together with the
Ministry of Health. Table 5.1 shows the relevant stakeholders in Spain.

As a result of the decentralisation process in Spain, pharmaceutical policy
focusing on the ‘volume’ variable (rather than price) is mainly the responsibility
of the regions. This issue is explored further below. The co-ordination of the whole
system has been the responsibility of the Inter-Territorial Commission of Regional
Health Services since 2002, when the full decentralisation process took place.

As far as the industry is concerned, manufacturers, OTC producers and generic
producers represent significant lobbies in terms of pharmaceutical policy in the
country. Doctors — as in Germany — represent another important and influential
lobby, as do pharmacists. Consumers and patients might have an important role
in the future, but currently are not well organised. Scientists and trades unions are
quite weak in healthcare policy.
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TABLE 5.1 Institutional setting

Stakeholders

Responsibility

Drug regulation
Product licensing
Product authorisation
Patent registration

Price regulation

Reimbursement
Distributors’ mark-ups
Co-ordination
Prescription and provision
Industry

Manufacturers

OTC producers

Generic producers

Other health service stakeholders
Doctors

Pharmacists

Consumers

Patients

Scientists

Trades unions

DG Pharmacy and Health Products (MoH)
Spanish Agency for Medicines (MoH)
Ministry of Industry (Mol)

Interministerial Commission on Drug Prices (MoH) and
Ministry of Finance (MoF)

National Commission for Rational Use of Medicines
Interministerial Commission on Drug Prices (MoH and MoF)
Inter-Territorial Commission of Regional Health Services

Regional Department of Health

Famaindustria
Association of Public Medicines

Association of Generic Drug Producers

College of Medical Doctors

College of Pharmacists

Association of Spanish Consumers
Specific patient associations

Specific disease scientific associations

Specific trades unions

OTC, over-the-counter.

Supply-side policies

P&R in Spain follows the lines of a rigid and, as in other countries, non-transparent,

product-by-product regulation. It follows a sort of cost-plus system, although

certain factors, such as the price of drugs in other European countries, are taken into

account when setting the price for each product. But again it is important to stress

the fact that the link between price and such factors is not really transparent.
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Despite the fact that prices are heavily regulated, the NHS has often resorted to
compulsory price reductions as a way of cutting pharmaceutical expenditure. There
is plenty of evidence to show that this may have a one-year or two-year effect, but
it does not really reduce prices in the long term; therefore, other instruments have
been tried.

One such instrument is the use of de-listing — which could be defined as
introducing a negative list. Spain has experienced the de-listing of drugs twice: in
1993 and 1998. These had a very limited effect on expenditure and some effect on
product renewal (Costa-i-Font and Puig-Junoy, 2005).

There is also a generic reference-price system, implemented in the same year
as in Italy (2000). The reference-price formula has already been modified three
times and does not seem to be producing the expected savings, at least until the
introduction of the 2005 reforms (Puig-Junoy, 2005).

The pricing of medicines is not innovation-driven, and that is probably one of
the main challenges in the future. Drugs are included in the catalogue, that is, the
positive list, only on the basis of product safety, efficacy and effectiveness. Cost-
effectiveness is not really taken into account, although it isimportant to stress that
it is probably one of the areas where we could expect change in the future. At the
regional level there are health technology agencies — for example, in Andalusia and
Catalonia —and there is a Department in the Ministry of Health that is responsible
at the central level for pharmaco-economic evaluation studies, although the latter
agency does not focus specifically on medicines. In the future, there will probably
be an agency at the national level, with its main focus being to look more formally
at economic (i.e. cost-effectiveness) data — but it is too early to know how this
agency will work.

Cost containment has not been a priority. In addition, it is probably useful to
recall that Spain was under a dictatorship 30 years ago. Public expenditure in the
1970s was about 25% of the GDP, so the main priority at the time was to modernise
the country and to set up a universal system. The system was therefore transformed
from being social insurance based to tax-funded.

Generic penetration has not been a priority either. An important area of
discussion in Spain has been the expansion of hospital consumption. It is also
important to stress that there are limited provider incentives. GPs are paid on a salary
basis and there is no capitation adjustment. There have been some experiments
with budgets, which will be discussed later, and dispensers are paid on the basis
of a proportional mark-up, which fosters the dispensing of high-price drugs rather
than supporting efficiency objectives.
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On the supply side the two main supporting policies have been the reference-
price system and the de-listings.

The reference-price system was set up in December 2000, and was introduced by
the Conservative government. It involved only 98 product categories. At the time,
the reference price was calculated as a weighted average of the three lowest-priced
products, which represented at least 20% of the total market within a group. The
main problem of the system was that it had limited incentives for price reductions.
In fact, it led to an increase in the price for those products that were cheaper than
the reference price, and there was a very limited price reduction of those products
which were above the reference price.

In 2002 there was an adjustment of the reference price system. New groups were
included, but it still suffered from the same limitations. In 2003, a further reform,
called the ‘Quality and Cohesion Law’, included a new reference-price system. This
time, the reference price was based on the three lowest costs of the treatments,
adjusted by defined daily dose (DDD).

One of the main problems with the reference price system was that it fostered
the use of discounts —an endemic problem in the Spanish pharmaceutical market
— as well as the prescription of high-dosage drugs. Partly because this system was
introduced by the Conservative government, it is being reformed under the future
new Medicines Act by the current Socialist government. The new reference price
will be calculated on the basis of the three lowest prices of the products within a
drug category.

One of the main changes introduced by the future Medicines Act, if approved in
its November 2005 form, is that all branded medicines that have been in the Spanish
market for 1o years and for whatever reason have no generic competitor in the
Spanish market but have a generic version in any EU country, will have their price
reduced by 20%. This has been a highly controversial issue. In addition, whilst the
current regulation seems to include the prohibition of price discounts (although
not explicitly), the version of the Medicines Bill, as of November 2005, makes this
prohibition explicit.

With regard to measures, implemented at national level, aimed at controlling
volume, there have been two de-listing experiences. One was in 1993, when about
1700 products were de-listed. The products were about 10 years old and, because no
single group was de-listed, there was simply substitution amongst products within
a group. There was no evidence of any effect on expenditure. The de-listing in 1998
affected about 800 products. In this case it was even less effective than before,
because it just de-listed very old products. Again, it had no effect on expenditure.
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Regardless of the two de-listing experiences, the market for OTCs did not seem
to develop. It may be surprising, but it seems to have declined. It was about 15% of
the total medicines market in the 1980s and it is now about 6% or 7%.

Demand-side policies

Turning now to the demand-side policies, there are very mild incentives to
control demand for medicines. GPs are paid on a salary basis; there is no capitation
adjustment. There has been some experience with budgets, which basically
give economic incentives for generic prescribing. However, it is not enough to
prescribe generics, but rather there is a need to prescribe low-price generics.
There is significant price variability between generics. Furthermore, some clinical
guidelines are being elaborated, which is probably enhancing and improving the
quality of prescribing.

Information policy is limited. For instance, in 2004, about 30% of the population
did not know what a generic drug was. Another important feature to bear in mind
is that there has not been a reform of the cost-sharing system for 20 years. This
could be an example of ‘non-decision making’. Over the last 20 years Spain has not
changed co-payments, which gives medicines free of charge to individuals once
they retire. The general population pays 40% of the retail price, while disabled
patients pay 10%. This translates into a significant reduction in cost-sharing from
the 1980s to 2003. In 1985, 15% of total NHS expenditure was paid by the patients
themselves. In 2003, the share had dropped to 6.8%. There is no political consensus
regarding any reform of co-payment levels, because the retired population is about
20% of the total population and such a move would, in electoral terms, be strongly
penalised by voters and their families.

Thanks to the decentralisation process, innovations in the way pharmaceuticals
areregulated in Spain have been introduced at regional level. For example, Andalusia
introduced in 2001 prescription by International Nonproprietary Names (INN) —
although this decision might be partly due to the fact that Andalusia had a Socialist
government and at that time the central government was Conservative. Andalusia
also introduced some modifications to the national reference price system for its
region, which meant that the reference price in Andalusia was about 7% to 10%
lower than the reference price in the rest of the country. It has had a high level of
acceptance amongst GPs and it has also produced sizeable savings. In that case,
therefore, decentralisation seems to have had an effect.

Turning to the distributors and dispensers, drug distribution in Spain shows
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very mild evidence of competition. There is a stable number of pharmacists and
wholesalers. For instance, the number of pharmacists per 1000 inhabitants has been
relatively stable at around 0.45—0.50 since the late 1980s. It isinteresting to note that
the wholesale business is vertically integrated with pharmacists’ business; indeed,
70% of wholesalers are co-operatives of pharmacists.

One of the key issues of demand-side policy in Spain refers to the way dispensers
are paid. As mentioned before, the financing of drug dispensing was based on a
linear tariff. It was a linear margin, as in other countries — 9.6% for wholesalers
and 27.7% for retailers — and it is well-known that this kind of system fosters the
dispensing of high-price drugs. The margins allowed in the distribution system
were changed in 2000, when a form of non-linear tariff was introduced. When the
price of the medicine exceeds the threshold of €78 at ex-factory level, the mark-up
isfixed at €8.54 and €33.54 for wholesalers and pharmacists, respectively; hence, in
theory, there is no incentive to continue dispensing high-price drugs. In 2005, the
threshold and mark-ups were updated —the threshold increased from €78 to €89.63,
while the fixed mark-up was increased to €37.53 for the retailer and decreased to
€7.37 for the wholesaler.

The problem in the pharmacist sector is the role played by discounts. Regardless
of the reform in the way pharmacists are paid, pharmacists receive large discounts.
Unlike in the UK, there is no way that the NHS can claw back any savings generated
by the discount. Most discounts are quantity discounts rather than price discounts,
so they are totally non-transparent.

There is currently a discussion in Spain regarding the way pharmacists are paid.
Spain is now trying to introduce a decreasing margin on the basis of sales. This
could produce some effect, especially if the non-linear tariff that was introduced
in 2000 is maintained.

Recent changes in P&R regulation

As mentioned before, there is currently a reform of the general Medicines Act in
Spain. Three main issues are being discussed at present. It could be the case that
none of them are finally introduced in the new Law, but given the attention they
are receiving, they merit some discussion here.

The first main issue is a 20% reduction of drug prices after 1o years of product
authorisation for a drug in Spain when this product has no generic in the market
—as long as there is a generic drug in another European country. As I see it, this
regulation could ultimately expand the generics market in Spain but, at the same
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time, it could reduce the incentives to enter strategically in different European
countries. There are arguments being made against this piece of regulation. One
comes from the Ministry of Industry, arguing that the price reductions of such
products should be gradually implemented; the Treasury agrees that it should be
case by case. On the other hand, the Council of State — a sort of internal advisory
committee aimed at balancing the opinion of the government —argues that in any
case the price should not fall below the price of the generic in these other countries
of reference, plus a reasonable mark-up.

The second main issue under discussion in Spain —and why I think there is now
a change in the paradigm in the way pharmaceutical policy is being implemented
—isthe tax imposed on pharmaceutical companies on their total drug sales, ranging
between 1.5% and 5% of sales. The problem with the way this tax is designed is that
it reduces the advantage from company concentration. The Council of State also
argues that the percentages are far too large, and suggests that these rebates should
be implemented on a case-by-case basis rather than as a general rule. If this were to
be the case, it would probably lead to considerable lobbying.

The third issue under discussion is the banning of discounts and, indirectly, the
banning of parallel trade. It seems that price discounts will be considered illegal
and prosecuted, through both formal and informal mechanisms — the latter being
something like information systems. However, the Council of State argues that
quantity discounts and early payment discounts should be maintained. If that were
to be so, it would undermine the entire regulation, because the vast majority of
discounts that take place are transport and quantity discounts.*

Also currently under discussion is the requirement for manufacturers, whole-
salers and retailers to report the price at which they sell each drug. This is an
indirect way of controlling parallel trade because if manufacturers know the price
at which the drug will be sold then they could implement a ‘double or dual’ pricing
approach. In any case, the whole system would become more transparent and,
indirectly, less profitable.

* Note from the Editors: The first issue (20% price cut) was finally implemented, as well as the tax
on sales. However, the approved tax rates were 1.5% for quarterly sales (at ex-factory price) of up
to three million euros, and 2% for quarterly sales above three million euros. Also, discounts have
been explicitly prohibited, although quantity discounts and early payment discounts are allowed
—although these have to be transparent.
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National P&R policies in the future

To conclude, I will offer some thoughts which may help to ascertain what future
scenarios could be possible for the Spanish pharmaceutical market.

First, there is evidence of regulatory failure in the Spanish pharmaceutical sector.
Not only is there evidence of this failure, but also there is great frustration among
policymakers with regard to the regulation of the pharmaceutical industry.

It seems that the new pharmaceutical bill will deal with the lack of transparency
in the way medicines are regulated in Spain. If the issues currently under discussion
are implemented, there will be a reduced incentive for company concentration.
There will be a reduction, or at least a moderation, in the price of new treatments.
There may be some increase in the penetration of generic drugs. We could also
expect a reduction of parallel trade. Those who have any interest in distributing
drugs in Spain will not be too pleased with the changes, because there will probably
be tighter controls on the way distributors are paid. In addition, reform of cost-
sharing mechanisms could be included, but this necessarily requires a political
agreement.

Discussion
Parallel trade and the distribution market

Q: Related to your comments on parallel trade, are we talking about discouraging
parallel export here?

A: Yes.

Q: What is the policy issue for the government? If there is a lot of parallel trade
out of Spain, does it mean that potentially companies are looking for higher
prices in Spain to stop it happening?

A: The problem is shortages. At least, that is what is formally under discussion.
There is evidence that in certain areas there have occasionally been shortages,
which could be due to parallel trade. On the other hand, at the LSE we have
carried out some studies on the parallel trade issue and it seems that Spain is
becoming the clear-cut substitute for France as a parallel exporter. It provides
additional evidence that preventing parallel trade in indirect ways could be
efficient.
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Q: Continuing with the same issue,  have doubts about why national authorities
should struggle against parallel trade in a country where there are parallel
exports. This is also quite clearly supported by the EU. I know there is the
matter of the so-called ‘quotas’, because a lot of companies try to restrict their
production — but I do not understand why the public authorities should be
involved in this matter in such a clear-cut way.

Q: Second, you have spoken about discounts. I suppose you mean extra discounts
kept by pharmacists. Is that correct?

A: Yes.

Q: As you know;, it is quite a grey area and difficult to detect. I wonder how you
can really detect these extra discounts, because there is trade everywhere.
It may be a nice idea in principle, but in practice I wonder how public
authorities would be able to detect this problem —which has been a problem
everywhere and very unsuccessfully detected.

A: One of the problems of the wholesale system in Spain is that there are
wholesalers specialised in parallel trade. That being the case, certain drugs
that are being distributed by certain specialised wholesalers may not go to
the right place and may be diverted to another European country. That is
something which the public authorities should prevent, or at least regulate.

It is not only the issue of discounts that is of importance and without an
easy solution. Some movement towards the introduction of information
controls in relation to distributors — who are the ones who have benefited
most from a non-transparent system — could, as a signal, prevent these things
happening to a certain extent. They could at least lead to the introduction
of more complex ways of setting up discounts. It may be that, the more you
regulate, the more sophisticated the business becomes and there is a never-
ending process. As a way of signalling to distributors that something is going
wrong, it could at least have some effect.

Q: I wondered why you did not mention ‘Article 100’ in this regard, where the
pharmaceutical industry now has the flexibility to have higher prices for
the products which are not being reimbursed in Spain alone. In essence,
Article oo in Spain (which has been in place for the past five years) allows
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price controls only on prescribed products which are reimbursed in Spain.
The industry is therefore able to have higher prices, or free prices, for those
products exported to other countries. That was the idea behind having this
kind of dual pricing in Spain.

A: The problem is that the dual price, as you probably know, was the cause of a
decision by the European Court of Justice and was at that time considered to
be anticompetitive. The new regulation, which just deals with information
rather than explicitly establishing dual pricing, does not seem to be anti-
competitive itself. It deals with an increase in the transparency of the
pharmaceutical market — at least that is the objective — rather than with
explicitly banning parallel trade. There is no explicit recognition by the
Spanish state that they want to abandon parallel trade, but that is probably
what everyone has in mind when they read that regulation.
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CHAPTER 6

Overview

Patricia Danzon

Introduction

The preceding chapters have provided details of the different regulatory systems
currently in place and likely to develop in major European markets. In this chapter,
I will present the results of some studies conducted by myself and colleagues in
order to show evidence of the effects of these different policies on a number of
variables.

Differential pricing versus uniform pricing

When we look at different regulatory systems from a normative or policy
perspective, most economists would agree that there is fundamentally a very strong
case for trying to retain systems that permit differential pricing for medicines across
countries worldwide.

There are two reasons for this. First, ‘static efficiency’ if prices for existing drugs
are different in different countries, and presumably lower in lower-income countries,
this enables lower-income countries to have broader access and greater use of drugs
that could not be affordable at the prices paid in high-income countries.

Second, and from a ‘dynamic efficiency’ standpoint, given that R&D is a global

95
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common good that has to be financed by a margin over marginal costs (in all
countries combined), differential pricing indicates how different countries should
contribute to the cost of R&D.

The Ramsey pricing solution to this problem is that global social welfare is
maximised if prices differ across markets by a mark-up over marginal costs that is
related inversely to the price elasticities of demand, if we assume everybody counts
equally, that is, we do not care whether we are, for instance, French, German or
English.

In theory we are trying to measure true price elasticities of demand. Actual
price elasticities are very much influenced by insurance, particularly in markets
where there is essentially zero co-pay, or co-pay that is insensitive to the price. A
widely growing consensus therefore is that differential pricing should be based on
differences in income.

This is probably not particularly relevant for the five big European countries,
which show similar average per capita income. However, if we consider the new
countries joining the European Union (EU), or think more broadly to developing
countries, and also the US compared to other countries, then this point about main-
taining differential pricing and using regulatory systems that enable differential
pricing to persist is an important one.

International price comparisons

Limitations of available data

There have been a large number of studies providing cross-national price com-
parisons. However, they have reached similar conclusions with different degrees of
precision and accuracy. This is due to a number of factors. First, when undertaking
international price comparisons with the purpose of trying to evaluate the effects
of different regulatory systems, we need a broad representative market basket of the
products used in the countries concerned. As the market baskets vary significantly
across countries, this can be very difficult. Not only do the compounds differ
but, for given compounds, the formulations, the strengths and the pack sizes are
different. In order to do an ‘apples-to-apples’ comparison, one can use only a very
small fraction of the market to perform the comparison. For this reason most of the
studies that have been undertaken:

» compare only the prices of on-patent branded drugs

» usually look at one pack per product
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» donot weight for utilisation, which differs significantly across countries

D often consider the retail prices, which are influenced by the distribution margins,
rather than the manufacturers’ prices

» ignore off-invoice manufacturer discounts, for which it is very difficult to get
information.

Price and availability of pharmaceuticals: evidence from nine countries
This section reports the results from a study we did using Intercontinental Medical
Statistics (IMS) data for 249 leading molecules (by volume) in the US in 1999
(Danzon and Furukawa, 2003). We are in the process of updating this study using
current data. To date, qualitatively, the results obtained have been similar to the
previous analysis, at least among the European countries considered here — the
exception being that the US is probably relatively higher-priced now.

The results from this study are interesting in that they are somewhat different
from conventional wisdom. The analysis considers all products in each compound
or molecule, that is, both brands and generics; manufacturer-level prices; and
adjusts for off-invoice discounts in the US, where manufacturers very commonly
offer discounts on the on-patent products to the managed-care companies and to
the government.

The aim of the study was to compare average drug prices in the US with those in
eight other countries: Canada, Chile, France, Germany, Italy, Japan, Mexico and the
UK. We obtained a US-based market basket intended to include the most frequently
used drugs in the US and calculated the price indices using US volume weights. On
this basis, we found that our sample represents around 61% of sales in the US, the
UK and Canada —so a very similar percentage in those countries —but only 30% to
40% of sales in the other countries.

The structure of the markets in the countries considered is quite dissimilar. AsI
mentioned before, the main discrepancy is due to differences in the presentations.
This is shown by the fact that requiring a match presentation by presentation (i.e.
tablet of a given strength) cuts in half the sample size that can be used and thus
leads to a very unrepresentative comparison. In the results that I will be reporting,
therefore, we used a comparison based on molecules, which are the same in each
country.

Figure 6.1 shows the differences in the market structure between branded
and unbranded generics in volume and sales terms. On the one hand, unbranded
generics represent 44% of the US market in volume terms, although they account
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FIGURE6.1 Branded versus unbranded generics share of unit and sales (1999 IMS
data). Source: Danzon and Furukawa (2003).

for only 10% in value. Unbranded generics, which do not try to preserve and
promote a brand image, only compete on price. Indeed, the cheapest generics
dominate the generic market in the US —and in the UK, too.

Thus, nearly half of the US market, in volume terms, corresponds to unbranded
generics, which are very cheap. By contrast, if you look at, say, France or even
Germany, most of the generics are branded generics and the difference between the
per cent of sales and per cent of volume is not so stark — meaning the generics are
relatively more expensive compared to on-patent medicines than in the US.

Overall price indices, which include both generics and the branded products,
and are converted from currencies to US dollars using exchange rates, are compared.
In this way, we can compare the price of the US market basket, at foreign prices
relative to US prices. For example, if France is at 70% it means the US market basket
would cost 30% less than it actually does in the US, if the US was to pay French
prices. The differences between the US and other countries’ prices in our study are
significant (i.e. 20% to 30%), but they are not as large as many of those that we have



OVERVIEW 99

seen in other studies. However, it is important to emphasise that we are considering
the US market basket and using the US as a base, so everything is normalised to the
US being equal to 100. For example, our results show that Canada is 33% lower than
the US but if we use Canada as a base, the US would be 50% higher than Canada. It
therefore makes a difference which country we use as a base.

Figure 6.2 separates the price indexes of on-patent originator products and those
relative to generics, using the US as the base country.
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FIGURE6.2 In-patent medicines and generics price indexes, US = 100. Source:
Danzon and Furukawa (2003).

Figure 6.2 shows that, not surprisingly, the European countries — and most
countries except Japan — look cheaper relative to the US when we focus on the on-
patent branded products. However, when we look at the generics, all the countries
included in the analysis, with the exception of Canada, have generics that are more
expensive than the US generics.

The difference in market structures between the nine countries is that the US
has high prices for on-patent originator drugs, but a very large market share and
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FIGURE6.3 Comprehensive price indexes using Gross Domestic Product (GDP)
Purchasing Power Parities (PPPs) and medical PPPs. Source: Danzon and
Furukawa (2003).

very low prices for the off-patent, unbranded generics. On the other hand, the prices
for generics tend to be relatively high in the regulated European markets. Moreover,
they may well have come down since 1999 — I think that is one area where the
difference of six years is probably important.

For international comparisons focusing on cost to consumers, conversion of
foreign currencies at purchasing power parities (PPPs) is preferable, as exchange
rates reflect the market of traded goods and also financial flows rather than the mix
of goods and services that consumers buy. We used both the GDP and the medical
PPPs from the OECD. The former reflects the economy-wide cost-of-living. The latter
is based on the cost of purchasing a market basket of medical services, defined as a
hospital stay or a physician visit, for example.

Focusing on the GDP-PPP price indexes, Figure 6.3 indicates that the differences
between the foreign countries — foreign relative to the US—and the US are in several
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countries no longer as stark. When health PPPs are used, all countries’ drugs, except
France’s, look more expensive than the US’s. This means that prices for physicians’
and hospital services in the other countries are even lower compared to the US than
for drug prices. Stated in a different way, the US prices for hospital and physicians’
services are even higher relative to the prices for those same services in other
countries than the differential in drugs.

Nevertheless, caution should be used when considering these results, as the
medical PPPs used in the analysis are not quality-adjusted. Hence, it does not take
account of differences in the medical services offered in different countries (e.g.
what you get in a hospital stay in the US is very different from a hospital stay in,
say, the UK). However, it does make the point that the difference in drug pricesis to
some extent mirrored in the difference in medical service prices.

Finally, we adjusted the price differentials for the differences in average per
capitaincome. We simply divided the price ratio by the differences in incomes. The
results obtained show that most of the indexes are at or above 100 —which says that
the difference in drug prices at this point in time could largely be explained by the
income differences. I suspect that this would not be as true now, but this was the
case in 1999.

It leaves the somewhat interesting puzzle that to some extent the differences in
price of the industrialised countries mirror income differences with the exception
of the two middle-income countries — Mexico and Chile — where the prices are way
out of line relative to per capita income. This reflects, in particular for Mexico, the
sensitivity to the comparison with the US market, but also the fact that prices in
both of those countries are being set for a small, very high-income sub-group of the
population, present in both those countries.

Effects of price regulation on launch of new medicines

The presence of parallel trade, which is permitted within the EU, and referencing
to lower foreign prices, which is the formal basis of regulation in countries such
as Italy, the Netherlands and Spain, create problems for manufacturers trying to
practise differential pricing. When there are price spill-overs the rational pricing
strategy is to set a uniform price, based on a weighted average of the elasticities in
the different markets — where the weights reflect the relative volume shares in the
different countries. Not surprisingly, with the growth of spill-overs between the
European markets, there has been a movement towards greater harmony in launch
pricesin the EU and greater willingness of companies to delay launch, or not launch
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atall,iflaunching at alow price in a low-priced country, so as to avoid undermining
the prices they obtain in higher-priced countries.

New chemical entities launch delays

To study the effects of this, we analysed the launch of 85 new chemical entities
(NCEs) in the 1994-1999 period (Danzon et al, 2005). We looked at the launch
practices in 14 EU countries plus Australia, Canada, Czech Republic, Japan, Mexico,
New Zealand, Norway, Poland, South Africa, Switzerland and the US. Using IMS data
on prices and volumes, we examined the effects of the expected price — defined as
the price of the drugs already on the market in the same therapeutic category —on
the launch probability and delay, controlling for the market size and average per
capita income.

The basic finding was that, in about half of the product/country combinations
that the potential launch could have occurred, they did occur. The greatest number
of launches took place in the countries that had uncontrolled prices, that is, US (73),
Germany (66) and the UK (64). The fewest launches were in Japan (13), Portugal (26)
and New Zealand (28). It should be noted that Japan is an outlier because it had the
lowest number of launches despite its relatively high prices. The issue in Japan is
not the level of prices but requirements for special trials on Japanese subjects and
other regulatory delays.

In general, we found that:

» countries with lower prices have longer launch lags and fewer launches

» EU countries which are major parallel exporters have longer launch delays,
controlling for expected price and volume in those countries.

Figure 6.4 shows the predicted cumulative launch probability over months since
global launch.

The horizontal axis in Figure 6.4 measures months since global launch of the
compound; the vertical axis reports the cumulative probability of launch. The
top line is the US; the next two lines are Germany and the UK; the next three are
Spain, France and Italy — countries that are fairly large markets but with regulated
prices. They are followed by Portugal, which has regulated prices and is a very small
market. This suggests that one of the effects of price regulation is to slow down and
reduce the launch of new products.

After controlling for price and volume, we estimated the country-fixed effects,
measured relative to the UK. In Figure 6.5 the UK is set at 100. The difference
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FIGURE6.4 Kaplan—-Meier estimates of cumulative launch probability for selected
countries. Source: Danzon et al. (2005).

between the bars and 100 is the lower probability in these countries of a drug
being launched, relative to the UK. From this graph it is possible to see that some
of the parallel export countries — Italy, France, Belgium, Spain and Greece — have
significantly lower launch probabilities.

This study, therefore, certainly found evidence of launch delays. However, we are
not able to assess how much of it is due to the bureaucratic process of negotiating
prices versus the strategic behaviour of companies in deciding not to launch in a
low-price market because of the potential spill-over effect.
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FIGURE6.5 Countries with significantly longer delays or fewer launches, relative to the
UK, controlling for price and volume.

Prices and launch probabilities: a more recent study
At the International Health Economics Association (iHEA) meeting in July 2005,
we presented a study looking at a smaller set of drugs and a smaller set of countries
but with more detailed data on the prices in different countries. The purpose of the
study was to measure more precisely the effect of prices in different countries on
launch probabilities. We found that the fact that a drug has already been launched
in a high-price EU country has an effect on the launch probability in a lower-price
country. The high-price countries were Germany, the Netherlands, the UK and
Sweden. The lower-price countries included Spain, Italy, France and Belgium. Once
a drug has been launched in a higher-price country, it increases the probability of
launch in a lower-price country. That does suggest that launch delays are partly due
to strategic behaviour and not just bureaucratic lag.

This study also looked at the actual launch prices, conditional on launch. We
observed a significant positive relationship between the launch price of new drugs
and the prices of the existing products in the market, which suggests that there
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is some competitive or regulatory effect on new prices. We found that there is a
significant premium for the first and the second drugs in a class, where a class
is defined as the therapeutic category. The first in class gets a 27% premium; the
second in class gets a 17% premium; and after that it drops off.

This study therefore provides some evidence of competition in launch prices,
where the follow-on products come in at lower prices in order to penetrate a
market. We considered an average across all these countries, so we were not able to
distinguish whether and how much this is a regulatory as opposed to a competitive
effect.

Final remarks

Pricing for on-patent brands

There are two basic approaches for setting the prices of on-patent branded products.
One is external referencing to the price of the same product in other countries,
which applies for example in Spain and the Netherlands. The advantages of
such a system are threefold: objectivity, transparency and prevention of price
discrimination. However, this system is not based on the country-specific value of
the drug and undermines cross-national differential pricing. This undermining of
differential pricing may not be so important between the big markets of the EU.
However, it plays an important role between the new accession countries and the
older, higher-income EU members.

In addition, if the higher-income countries do reference the lower-price markets,
there will be an external spill-over effect, which contributes to launch delays/non-
launch in low-price countries and therefore reduces access to drugs in those markets.
It follows that external referencing, if used, should apply between countries of
similar income levels.

The other approach, which should be preferred to external referencing, is the
internal benchmarking to competitor products in the same country. Within this
regulatory system used in a number of countries such as France, prices of new
products are set on the basis of the prices of existing compounds — competitive
products in the same market — with mark-ups for innovation, preferably based
on some sort of cost-effectiveness analysis rather than a flat reference pricing
scheme that simply gives the same reimbursement to all the products included in
a therapeutic category. Possible risks associated with this approach include lack of
transparency and long price negotiations. However, it is important to emphasise
that this approach has the advantage of fixing the prices of new drugs according to
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their value to consumers and their cost-effectiveness, and therefore can create better
incentives for R&D than strict reference pricing.

Maximising savings in the generic sector

In this section I draw up a list of necessary conditions for having a competitive
generic market and highlight key features in this regard of US and European
regulatory systems.

First, the generics must show bio-equivalence to the originator drug through the
regulatory process in order to increase the willingness of consumers and physicians
to substitute generics.

Second, pharmacists must be able to substitute, unless the physician requires
the brand.

Third, generic prices should be unregulated, as the regulation of generic prices
tends to create a floor rather than a ceiling price and stops competition below
the regulated price. Reimbursement should be based on a reference price for the
molecule, usually a low-price generic in the group, and patients should pay the
difference if they prefer a product with a price exceeding the reference price. This
applies in the US, where there is a fixed reimbursement — called a ‘maximum
allowable charge’ — applying to all the off-patent products in a compound and the
patient pays the excess if he wants the brand product.

Finally, pharmacists should be reimbursed at a fixed dispensing fee. The
incentive for the generic companies is to compete on the price at which they sell
to the pharmacies, because by offering a larger margin to the pharmacy they are
more likely to get the business and gain market share. In this context, the payers
have to revise down the reference price over time, based on the actual acquisition
prices paid by the pharmacists.

But how can third-party payers obtain reliable figures of actual discounted prices
at which pharmacists buy generic products? I think it is a question of political will:
being able to require that the pharmacists report what their acquisition prices
are, or companies reporting the prices at which they sell, and to have significant
penalties for fraudulent reporting. The US now requires the reporting of average
sales price and average manufacturer price. It is confidential but there are very strict
penalties for false reporting.

If the conditions indicated above are met, generic competition should work very
well, as generics can compete for business and the payers capture the savings, as
long as they revise down the reimbursement price. In this sort of system I would
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argue that discounting is not something evil, something to be got rid of; rather, it is
something to take advantage of.

This is the way it works in the US, where generics gain 80% of volume once a
patent expires and compete on price, leading to very low prices. Similarly, in the
UK, the NHS captures savings from generic competition through the ‘claw-back’
system.

Conversely, in Germany generic products have relatively high prices and a
large share of the market, with a predominant role for branded generics. Until
2003, pharmacies were not authorised to substitute and were paid a percentage
of the medicine’s price. This resulted in a market where generic products were
promoted and competed on brand more than on price. Since 2003, pharmacies have
been allowed to substitute and are paid a fixed fee per prescription plus a small
percentage of the price.

In France, generics products, which are mostly branded generics, have a small
market share. Pharmacies are traditionally not authorised to substitute and are
paid a margin of the price. In 2003, a number of incentives for generic prescribing
were introduced.

Discussion
Bio-equivalence of generics

Q: You said that generics must show bio-equivalence with respect to originator
drugs. As it is quite a general statement, can you comment on that?

A: In the US, when the originator product expires, the generics seek approval by
showing they have the same chemical composition as the originator and that
they are bio-equivalent, in the sense that the level of the active ingredient
in the blood is plus or minus 20% of the level that it would be with the
originator product in a certain period of time from when the drug is taken.

Bio-equivalence is therefore a measure of the uptake and the stability in
the bloodstream of the generic substance, and it is a measure of the clinical
equivalence of the generic product to the originator product, which is
very important for patients and physicians to be comfortable with generic
substitution. If they are not assured that the generics really are the same as
the originator products, then there is not the same willingness to substitute
and you do not get the aggressive price competition.

In the Latin American markets for example, there are, as in Spain, a lot of
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copy products, but only some of them are bio-equivalent authorised generics.
There is no general confidence in the generics, and so paying of premiums
for the branded products is frequent, even once the patents have expired. In
the US, once the patent has expired, everyone knows that the generics are
bio-equivalent; the branded share falls to less than 20% of the market within
about a year, and the generics basically take over.

Q: In Europe, it is not compulsory to demonstrate bio-equivalence. However, I
think that the problem isnot bio-equivalence during trials but rather in daily
consumption. Public authorities should focus on the manufacturing quality
and undertake controls on a regular basis.

A: T absolutely agree. I took control of manufacturing quality for granted.

Maximising saving in the generic sector. Is this possible in Europe?

Q: You presented the key characteristics of a regulatory framework which aims
at lowering generics prices but can these apply to the European healthcare
systems? For example, in Germany we used to believe that generic prices
should be unregulated. Now, the government may need to regulate them
because they are too high. You said that the payers revise reference prices
and they are competing for lower prices. They are not competing for lower
prices in our systems, where you have monopoly payers. The payers cannot
influence the prices very much if, on the one hand, you have full coverage
and, on the other, there are no direct negotiations between payers and the
suppliers of health services. My question therefore is does this framework
make sense in a European context?

A: T would say that the framework I described is not unique to the US, as it is
very similar to what is happening in the UK now. The example of Germany,
where policy-makers want to regulate the generic prices because they are too
high, comes about precisely because the pharmacists have traditionally been
paid a percentage margin, which creates an incentive for the pharmacists to
prefer the more expensive products. In this context, generics do not compete
on price but they compete on quality and brand image. Once you switch to a
system where the pharmacist is paid a fixed dispensing fee, independent of
the price, and can capture a margin between the reimbursement price and
its acquisition cost, then the optimal strategy for generic companies is to
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compete on price. Then policy-makers do not need to regulate prices.

Canada is another case in point, where they have regulated the generic
prices, which gravitate towards the regulated prices. Companies also give
hidden discounts to the pharmacies to get their business and therefore the
payers do not benefit from these savings.

For the government, in order to get the savings from the system, they need
to take advantage of the competition between the generic companies which
bid down the prices. Then it can revise the reimbursement price down to take
advantage of the lower acquisition costs.

Since 2003, German pharmacies have been paid a fixed dispensing fee plus
a percentage margin of 3%, which might seem insignificant. Whether that
will be enough, who knows? I would say that it is less important to regulate
the generic prices once you have a fixed dispensing fee, because then the
incentive to dispense the higher-priced products would be significantly
reduced.

The use of cost-effectiveness evidence in P&R procedures

COMMENT 1

We continue to get greater clarity on across-the-board price regulation, reimburse-
ment regulation and access regulation, and yet not much clarification on the
upside of providing data to support the value of your products. Where we end
up, therefore, is a situation where we try to boost research within the industry to
prevent or mitigate risk but we have little evidence on any upside of providing
evidence. It would be interesting to know whether or not continued investment in
cost-effectiveness research is producing a significant impact on payers’ decisions,
which ultimately affect access to our drugs for patients.

COMMENT 2

Thisis an important issue: what is the mechanism by which you have premiums for
innovation, when is that appropriate? Patricia said that generally you need a way of
getting some cost-effectiveness criteria into that. In the UK we have a mechanism.
There is a mechanism in Germany controlled by IQWiG but it seems the reference
groups system does not include those criteria. Also, from what Professor Graf von
der Schulenburg was saying, it is very unclear whether IQWiG will do an efficient
jobinlooking at the cost-effectiveness of those products that are not in the reference
groups.
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For the other countries, particularly Italy and Spain, cost-effectiveness does
not seem to be playing much of a role at all in the processes. One therefore gets
the sense that that part of the mechanism is what seems to be missing at the
moment. Reference pricing mechanisms are in place for grouping things together
and either pretending there are not any differences or refusing to pay for those
differences. What we seem to be less clear about within Europe are the mechanisms
for identifying whether or not there are differences, and mechanisms by which
the healthcare system will pay premiums where there are differences that are
valuable.

COMMENT 3

The mechanism that does what you require to be done, which is to identify value,
is the market. Unfortunately, we are not very close to having access to a market in
this particular sphere. Hence the question should be formulated in this way: is the
investment in cost-effectiveness actually paying off in terms of delivering better
access for patients to new medicines?

The root of that problem is the different motivations for conducting that work.
The reason that pharmaceutical companies do it is surely to establish a competitive
advantage. In other words, they produce cost-effectiveness evaluations to show that
their product has some unique value that the price paid ought to reflect. On the
other side of the fence, the monopoly purchasers, particularly in Europe, are more
interested in using the same evidence as a means of establishing a rather narrow
purchasing platform — a ‘best buy’. Therefore, there is a different motivation that
makes it very hard to answer the question as put.
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