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Executive Summary
Introduction to price optimization
G

As in all economic pricing markets, pharmaceutical pricing must account for both
price and volume in order to optimize total product returns. However, the distorted
market created by cost containment measures in virtually all markets outside the US
results in a highly complex framework for pharmaceutical price optimization. This
complexity is heightened by the involvement of national governments in regulating
pharmaceutical spend in order to secure continued pharmaceutical R&D as a public
good.

G

As the available choice between different therapeutic options increases,
pharmaceutical payers have been able to leverage their elevated purchasing power
to limit their exposure to pharmaceutical costs. Managed care organizations
(MCOs) and pharmacy benefit managers (PBMs) look to contain cost through the
negotiation of lower prices, while national healthcare reimbursement bodies are
able to limit costs through approved prices, reference pricing, pharmacoeconomic
evaluations and parallel importing.

G

The drivers of cost containment set the current price optimization climate, which
involves a proliferation of reimbursement regulations and the use of reference
pricing. Price optimization is also effected by a number of related disciplines
including the application of pharmacoeconomic evaluations, the impact of parallel
importing and the pricing effects of generic substitution.

G

The optimization of pharmaceutical pricing is undertaken in a number of different
contexts. At the most simplified level pharmaceutical products can be grouped by
the size of their indicated patient base and the level of product differentiation and
innovation. The pricing of pharmaceutical products is largely determined by the
balance between the levels of product differentiation and patient base.

10

Pricing and reimbursement in the US
G

The US does not have a government-sponsored health insurance plan that ensures
access to healthcare for the entire population. As a result, the federal government
does not regulate the prices of pharmaceuticals, but allows drug prices to be
determined by the free market. Drug prices are therefore determined by competition
between rival products, the market size of the drug, the number of substitute
products, and the costs of R&D of new products.

G

The government-led pricing controls used across Europe, such as reference pricing,
price setting, and positive and negative lists, have never existed in the US. Although
the free market has allowed pharmaceutical companies to command higher margins
in the US than in other countries, drug prices are still tightly regulated by pressure
from the demand side of the pharmaceutical industry. Large scale buyer groups,
such as MCOs, Medicaid and Medicare, are the key controlling influences in the
US. While prices are not regulated directly, governments are able to exercise
powerful market forces by including and excluding from their formularies those
drugs they deem too expensive.

G

Over the next five years, the most likely pricing scenario prevailing in the US will
involve a very gradual reform of Medicare and liberalization of state-level Medicaid
pricing. As private health plans look to become more competitive against one
another, a wider application of cost-effectiveness evaluations is likely to follow.
Future drug pricing negotiations with private health plans are likely to require at
least a rudimentary pharmacoeconomic evaluation to support a pharmaceutical
company’s pricing claim.

G

A most likely future pricing scenario in the US will also involve further progenerics legislation, which is seen as an effective strategy by the government to
reduce the over healthcare budget. However, the introduction of parallel trade in the
US is unlikely to take shape over the next five years.

11

Pricing and reimbursement in Japan
G

The reimbursement status of drugs in Japan is equal for all products granted price
listing by the National Health Insurance (NHI). Once the Ministry of Health and
Welfare (MHW) accepts the price of a product, it is listed in the national formulary.
All drugs included in this formulary are fully reimbursed except for a patient copayment.

G

The Japanese healthcare system is characterized by a very high pharmaceutical
expenditure. Consequently, price controls are an important part of the Japanese
pricing system. The ceiling for all pharmaceutical prices in Japan is the NHI drug
price. Drugs containing new chemical entities (NCEs) are added to the NHI drug
price list on a quarterly basis, and prices are calculated by comparison with
previously listed similar (comparator) drugs. Drugs for comparison are selected
based on characteristics such as similar indications, chemical structure and efficacy.

G

Over the next five years, the most likely pricing scenario prevailing in Japan will
involve a continuation of the current reimbursement reform led by biennial price
cutting. As demonstrated by the price cuts made in April 2002, by weighting the
cuts against generic and ‘me-too’ products innovative products can still continue to
receive premium prices, while the overall drugs bill is reduced.

G

Price setting is likely to become more complex in Japan in future, with the addition
of health economic data and pro-generics regulations to the current reference
pricing. The parameters used in reference pricing decisions are unlikely to change
significantly in the future. However, the addition of health economics evaluations to
pricing applications is likely to result in a further barrier to achieving higher prices.
The Japanese market is likely to continue to be protected from the impact of parallel
trade over the next five years.

12

Pricing and reimbursement in Europe
G

The major pharmaceutical markets of Europe operate under a variety of different
healthcare systems subject to differing cost containment measures. In pricecontrolled countries, such as Spain and Italy, budgetary responsibilities and controls
have been devolved to regional bodies. Conversely, in traditional regional or
prescriber-led markets, such as the UK and Germany, national hurdles including the
National Institute for Clinical Excellence (NICE) and positive lists have been
introduced. Also payers, such as those in France and Spain, now revise prices more
frequently and, where negotiations take place at a regional or local level, the
opportunity for year-on-year price cutting has increased.

G

In Europe, three of the five major pharmaceutical markets employ external
reference pricing. France, Italy and Spain reference the prices of drugs in other
European markets in order to arrive at a weighted price for reimbursement. France
references Ireland, Italy, Portugal, Spain and the EU. Italy references four of 12 EU
countries, including two price-controlled countries. Spain references France, Italy,
Spain, the country of origin and the lowest priced EU country.

G

Over the next five years, the most likely pricing scenario prevailing across Europe
will involve continued convergence of prices across different markets, resulting
from the ongoing pressures of parallel trade and reference pricing. Average prices
will gravitate towards the middle of the current range, with high price markets such
as the UK and Germany lowering prices and low price markets such as France, Italy
and Spain increasing average prices.

G

In the most likely future pricing scenario, the impact of pharmacoeconomics,
parallel trade and generic substitution will continue to increase gradually. These
indirect cost containment measures are important tools in managing the healthcare
spend for all European governments, though they are employed in different ways in
different markets. The general trend, however, is that these indirect pricing controls
will be used more widely in future.
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Key drivers of price
G

The reimbursement level granted by statutory health insurers plays a crucial role in
expanding a pharmaceutical product’s targeted patient population. Where a product
is fully reimbursed under the national health insurance scheme, pharmaceutical
companies do not need to overcome a higher cost barrier to prescribing. Essentially,
companies do not have to expend additional efforts in order to convince physicians
and patients that a non-reimbursed or only partially reimbursed product is to be
preferred over a product for which the costs are fully covered by the government.

G

Under a reference pricing system, truly innovative products are the most profitable
because the price will be high without an internal product comparator. When
countries reference price drugs externally, the price of the new product will be high
throughout Europe if the product is launched in a high priced country first. When
there is a product that has many competitors, the price of the new drug will be lower
than expected due to reference pricing. Nonetheless, me-too products, which may
be relatively easy and inexpensive to develop, can gain a price comparable to a very
innovative product if it has differentiating properties.

G

In order to determine optimal pricing strategy, pharmaceutical companies must
understand all critical factors impacting on the prescribing decision. Most
importantly, companies must determine how their product stacks up against
competitors with regard to key attributes such as efficacy, safety, tolerability, and
convenience. Patients, physicians, and MCO segments must also be determined,
along with the specific medical conditions for which the product will be used.

G

As the impact of external reference pricing and parallel trade continues to increase,
the interaction of prices between different markets is also increasing. The
optimization of pharmaceutical prices can no longer be limited to a market-bymarket approach, but must involve a comprehensive understanding of the
interactions prevailing between country prices. Country-specific pricing and product
managers can no longer work in isolation, but must collaborate to understand the
impact that pricing in one country may have on other markets.

14

Global pricing strategy
G

Effective negotiations are key to obtaining a high price within a reimbursement
environment employing some level of reference pricing. Pharmaceutical companies
must provide compelling evidence of its products benefits in order to justify a
specific price. This means that trials conducted during R&D must focus on
generating data that can be used in pricing negotiations as well as simply showing
the safety and efficacy necessary for marketing approval.

G

A product’s launch price is usually the highest price it will receive during its
lifecycle and, therefore, pharmaceutical companies must demonstrate the value of
their products during R&D to strengthen negotiation positions. The product’s brand
position and economic value both have a significant influence on the price. Brand
positioning depends on a product’s attributes, unmet need, innovation, and
perceived benefits, while its economic value is related to the cost-effectiveness, cost
savings and affordability of the drug. Pricing concerns should be a key element of a
product’s development strategy.

G

For certain products in some reimbursement and pricing environments, a target
price is unlikely to be granted irrespective of the negotiations undertaken. In such a
case, a pharmaceutical company is faced with a number of strategic marketing
options in order to maximize its returns. Strategies relating specifically to the
optimization of pharmaceutical prices include the determination of launch order to
minimize the detrimental effects of reference pricing, launching outside
reimbursement or not at all where the reimbursed price is set prohibitively low, and
promotional efforts such as DTC advertising, partnering with patient support groups
and physician detailing.

15
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Chapter 1

Introduction to price
optimization

Summary
G

As in all economic pricing markets, pharmaceutical pricing must account for both
price and volume in order to optimize total product returns. However, the
distorted market created by cost containment measures in virtually all markets
outside the US results in a highly complex framework for pharmaceutical price
optimization. This complexity is heightened by the involvement of national
governments in regulating pharmaceutical spend in order to secure continued
pharmaceutical R&D as a public good.

G

As the available choice between different therapeutic options increases,
pharmaceutical payers have been able to leverage their elevated purchasing power
to limit their exposure to pharmaceutical costs. Managed care organizations
(MCOs) and pharmacy benefit managers (PBMs) look to contain cost through the
negotiation of lower prices, while national healthcare reimbursement bodies are
able to limit costs through approved prices, reference pricing, pharmacoeconomic
evaluations and parallel importing.

G

The drivers of cost containment set the current price optimization climate, which
involves a proliferation of reimbursement regulations and the use of reference
pricing. Price optimization is also effected by a number of related disciplines
including the application of pharmacoeconomic evaluations, the impact of parallel
importing and the pricing effects of generic substitution.

G

The optimization of pharmaceutical pricing is undertaken in a number of different
contexts. At the most simplified level pharmaceutical products can be grouped by
the size of their indicated patient base and the level of product differentiation and
innovation. The pricing of pharmaceutical products is largely determined by the
balance between the levels of product differentiation and patient base.

18

Introduction
The optimization of pharmaceutical pricing involves the consideration of a number of
key issues from the perspective of different pricing contexts. Key issues include
understanding the aims of price optimization in light of continued cost containment by
way of various reimbursement regulations and the application of reference pricing.
Other

issues

impacting

on

pharmaceutical

pricing

include

the

use

of

pharmacoeconomics, the impact of parallel imports and the effects on price of generic
substitution. Key contexts for addressing pricing include niche market therapies,
breakthrough blockbuster therapies, ‘me-too’ specialty therapies and ‘me-too’
blockbuster therapies.

Definitions
This report will detail key trends and strategies pertaining to the optimization of
pharmaceutical pricing. The report’s coverage will extend to the global pricing of
pharmaceutical and biotechnology products, including a detailed look at the pricing
dynamics prevailing in the US, Japan, France, Germany, Italy, Spain and the UK.
Within the defined scope of this report, pharmaceutical pricing strategies will be those
relating directly to ethical pharmaceutical products and will not include medical
equipment and devices or over-the-counter and consumer products.

Throughout the report a number of key pricing concepts and contexts will be presented,
underlying the current and future pricing environment in different markets. Price
optimization by pharmaceutical manufacturers and cost containment by pharmaceutical
payers describe the opposing forces defining the pharmaceutical pricing environment.
Reimbursement regulations and reference pricing are the key mechanisms employed by
government and regulatory bodies to manage pharmaceutical costs. Some markets also
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include additional dynamics such as pharmacoeconomic evaluations, parallel importing
and generic substitution. These key concepts and contexts are defined in detail below.

Price optimization
Price optimization describes the process whereby pharmaceutical manufacturers seek to
maximize the returns from any given pharmaceutical product. As in all economic
pricing markets, pharmaceutical pricing must account for both price and volume in
order to optimize total product returns. However, the distorted market created by cost
containment measures in virtually all markets outside the US results in a highly
complex framework for pharmaceutical price optimization. This complexity is
heightened by the involvement of national governments in regulating pharmaceutical
spend in order to secure continued pharmaceutical R&D as a public good.

Cost containment
Within the context of this report, cost containment describes the action of
pharmaceutical payers to limit and, in some cases, reduce the costs borne from the
purchase of pharmaceuticals. As the available choice between different therapeutic
options increases, pharmaceutical payers have been able to utilize their elevated
purchasing power to limit their exposure to pharmaceutical costs. MCOs and PBMs
look to contain cost through the negotiation of lower prices, while national healthcare
reimbursement bodies are able to limit costs through approved prices, reference pricing,
pharmacoeconomic evaluations and parallel importing.

Reimbursement regulations
Reimbursement describes the process of payment of part or all of the cost of a
pharmaceutical product by a third party. This third party is usually a private or public
health insurance organization, which in turn sets regulations for the reimbursement of
different pharmaceutical products. In its simplest form, reimbursement is determined by
the reimbursement price, the proportional level of reimbursement and the coverage of
different patients or policyholders. However, a number of additional indirect cost
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containment measures can also affect a product’s reimbursement status. These include
physician spending budgets, pharmacoeconomic-based prescribing protocols and
generic or parallel import substitution guidelines.

Reference pricing
Reference pricing is employed to ensure drugs of similar therapeutic value receive
similar prices, thereby preventing a company from achieving premium prices based on
non-therapeutic attributes such as corporate brand. For this reason, reference pricing
usually results in lower prices for new products, impacting a product’s revenue
potential and its manufacturer’s profits. External reference pricing takes into account
benchmark countries in making decisions regarding the price of new drugs.
Governments are attempting to ensure that they are not paying higher prices than
prevail in other countries with similar price levels to avoid paying exorbitant
pharmaceutical costs. Internal reference pricing operates by grouping comparable
products together to determine the price of a new drug. It either involves direct
comparison with a similar marketed product or the fixing of a maximum reimbursable
amount based on a cluster of similar drugs grouped by drug class and therapeutic value.

Pharmacoeconomics
Pharmacoeconomics describes the application of economic principles to the use of drug
therapies. The aims and objectives of pharmacoeconomic evaluations are to improve
public health provision through rational decision-making based on the relative values of
alternative therapies. Pharmacoeconomics attempts to allocate a monetary value or
qualitative measurement to alternative treatments and their outcomes in order to
achieve the most efficient allocation of limited healthcare resources. Common
qualitative parameters by which different treatments are assessed include life years
gained, number of hospitalizations prevented or quality of life for patients and carers.
Terms closely related to pharmacoeconomics include health economics and outcomes
research. However, while health economics and outcomes research generally include
the evaluation of a wide range of treatment options, including surgery or rehabilitation,
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pharmacoeconomics is a more defined discipline primarily assessing the impact of
pharmacological interventions.

Parallel importing
Parallel importing is defined as the transportation of a pharmaceutical product from its
original market, where it was sold directly by its manufacturer or marketing partner, to
a different market for resale by the importer. Parallel importing only occurs where there
is sufficient difference in the price of the product in the two markets to cover the
importer’s costs and generate some profit and incentive to the importing company. In
most industries where it occurs, parallel importing has led to the convergence of prices
of the same product between different countries. However, since pharmaceutical prices
are constrained by government control in almost all developed markets outside the US,
manufacturers have remained widely exposed to parallel trade.

Generic substitution
Generic substitution describes the process whereby a branded pharmaceutical product
loses market share as a result of the launch of generic equivalents following the loss of
patent protection. While patent protection continues to form the key mechanism for
protecting the intellectual property and premium returns relating to pharmaceutical
innovation in R&D, legislation provides the means for generic manufacturers to launch
copy products rapidly once patent protection has expired. Since generic companies do
not bear the same levels of R&D investment, copy products are priced at a significant
discount to branded alternatives. This in turn places downward pressure on the price of
the original branded product, as well as similar patent-protected pharmaceutical
products found in the same drug class or treatment indication.

22

Key issues
The key issues involved with the optimization of pricing in the pharmaceutical industry
begin with gaining an understanding of the explicit aims of price optimization. The
drivers of cost containment set the current price optimization climate, which involves a
proliferation of reimbursement regulations and the use of reference pricing. Price
optimization is also effected by a number of related disciplines including the
application of pharmacoeconomic evaluations, the impact of parallel importing and the
pricing effects of generic substitution.

The aims of price optimization
The strategic pricing of pharmaceutical products is a critical mechanism through which
companies attempt to maximize profitability. However, obtaining a high price is
increasingly difficult as pharmaceutical companies do not operate in a free market, and
are subject to country specific legislation and regulators. When pharmaceutical
companies have little or no restriction on price, which is true only in the US, they can
maximize profits by pricing pharmaceuticals like any other product, subject to pricevolume forecasts. Because the US government does not fund a national health
insurance scheme, it does not control pharmaceutical prices. For this reason, the US has
the highest drug prescription prices of the developed world and generates more than
60% of average major pharmaceutical company profits.

National governments outside of the US have put into place legislative and regulatory
requirements to keep down healthcare expenditure. Examples include the UK
introducing profit control mechanisms, Germany instituting a budgetary ceiling for
general practitioners and a reference price system, and France utilizing price cuts and
rebates to control the costs of healthcare. These various regulations distort the price
optimization efforts of pharmaceutical companies, where pricing decisions are often
simplified down to the negotiation of the highest price with various reimbursement
bodies.
23

In this context, pharmaceutical pricing primarily involves supporting a claim to gain the
highest reimbursement price. High prices require the generation of convincing data
showing that a product is safe, efficacious and that it provides a relative therapeutic
improvement on available treatments. In some markets additional data showing a
drug’s pharmacoeconomic benefit can also help achieve the highest price. Notable
exemptions from this rule are lifestyle drugs designed to treat conditions such as sexual
dysfunction, baldness and irritable bowel syndrome. These drugs often do not warrant a
high reimbursement price and are launched outside of reimbursement in order to
achieve optimal returns through a higher price.

Ultimately, pharmaceutical manufacturers must generate sufficient returns in order to
fund continued R&D efforts and launch and market new products. Innovation requires
significant investment and therefore warrants a high level of reward. However, where
purchasing power is centralized into large reimbursement bodies, including HMOs and
national health systems, much of the leverage enjoyed by pharmaceutical manufacturers
in setting prices is ceded to the buyer. In light of continued cost containment pressures
from payers, pharmaceutical manufacturers must prepare to defend their claims for high
prices ever more vociferously in the future.

The drivers of cost containment
Healthcare systems throughout the world are subject to increasing pressure to contain
costs and increase efficiency, a force that shapes many of these systems and is
transforming some of the traditional reimbursement systems. In those countries with
basic statutory health coverage for all, there have been moves to reduce healthcare
expenditure by initiating stricter reimbursement rules.

Between 1991 and 2000, total health expenditure as a proportion of GDP rose in all of
the seven major pharmaceutical markets except for Italy, which stayed broadly
unchanged. The largest increase in health expenditure as a proportion of GDP was
found in Japan, which increased from 5.9% in 1991 to 7.8% in 2000. Spain and the UK
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also experienced significant increases in health expenditure as a proportion of GDP
between 1991 and 2000, rising from 6.8% to 7.7% and 6.5% to 7.3%, respectively.

Figure 1.1: Total health expenditure as a proportion of GDP in the seven
major pharmaceutical markets, 1991-2000

Total health expenditure as a
proportion of GDP (%)

14
13
12
11
10
9
8
7
6
5
1991 1992 1993 1994 1995 1996 1997 1998 1999 2000
France

Germany

Italy

Japan

Spain

United Kingdom

United States
Reuters Business Insight

Source: OECD Health Data 2002 4th ed.

Of the seven major pharmaceutical markets, it is the US that spends the greatest
proportion of its GDP on health – 13.0%. The US is followed by Germany and France,
who spend 10.6% and 9.5% of their GDP on health, respectively. The UK spends the
lowest proportion of its GDP on health compared to the other six major pharmaceutical
markets with 7.3%.
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Table 1.1: Total health expenditure as a proportion of GDP in the seven
major pharmaceutical markets, 1991-2000

France
Germany
Italy
Japan
Spain
United Kingdom
United States

1991

1992

1993

1994

1995

1996

1997

1998

1999

2000

8.9

9.1
9.9
8.4
6.2
7.2
6.9
13.0

9.5
9.9
8.1
6.4
7.5
6.9
13.3

9.4
10.2
7.8
6.7
7.4
7.0
13.2

9.6
10.6
7.4
7.0
7.7
7.0
13.3

9.6
10.9
7.5
7.0
7.7
7.0
13.2

9.4
10.7
7.7
7.2
7.6
6.8
13.0

9.3
10.6
7.7
7.1
7.6
6.8
12.9

9.4
10.7
7.8
7.4
7.7
7.1
13.0

9.5
10.6
8.1
7.8
7.7
7.3
13.0

8.3
5.9
6.8
6.5
12.6

Reuters Business Insight

Source: OECD Health Data 2002 4th ed.

Between 1991 and 2000 total expenditure on pharmaceuticals and other medical nondurables as a proportion of total health expenditure increased in all of the seven major
pharmaceutical markets except for Germany and Japan. However, total health
expenditure as a proportion of GDP rose steadily in both Germany and Japan over the
same period. The largest increase in expenditure on pharmaceuticals as a proportion of
health expenditures was recorded in the US, which increased from 9.1% in 1991 to
12.0% in 2000. Other significant increases in proportional pharmaceutical expenditures
were found in France, which increased from 17.1% in 1991 to 20.1% in 2000, and in
the UK, which increased from 13.8% in 1991 to 15.9% in 1997.
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Total pharmaceuticals expenditure as
a proportion of health expenditure (%)

Figure 1.2: Total expenditure on pharmaceuticals and other medical nondurables as a proportion of total health expenditure, 1991-2000
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Based in the latest figures available, Italy and France allocate the highest proportion of
their health expenditure to pharmaceuticals, with levels of 22.6% and 20.1%,
respectively. The US attributed the lowest proportion of health expenditure to
pharmaceuticals with 12.0%. However, this low proportion is offset by the US having
the highest proportion of its GDP attributed to health expenditure.

Table 1.2: Total expenditure on pharmaceuticals and other medical nondurables as a proportion of total health expenditure, 1991-2000

France
Germany
Italy
Japan
Spain
United Kingdom
United States

1991

1992

1993

1994

1995

1996

1997

1998

1999

2000

17.1
n/a
20.4
22.9
18.1
13.8
9.1

17.0
14.7
20.4
22.0
18.3
14.2
8.8

17.4
13.1
19.9
22.3
17.9
14.8
8.6

17.3
12.8
19.9
21.1
17.8
15.1
8.6

17.5
12.5
20.9
21.5
17.7
15.3
8.9

17.5
12.6
21.1
21.3
18.2
15.6
9.2

17.9
12.7
21.3
20.0
19.0
15.9
9.7

18.5
13.2
21.8
17.0
n/a
n/a
10.3

19.2
13.5
22.2
16.4
n/a
n/a
11.3

20.1
13.6
22.6
n/a
n/a
n/a
12.0

Reuters Business Insight

Source: OECD Health Data 2002 4th ed.
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In the past decade, pressure on governments to reduce healthcare costs and increase
efficiency has led to regulatory changes in several of the major pharmaceutical markets.
For example, Spain has seen the change from international price comparisons to
reference pricing and generic substitution. In the UK, pharmacoeconomics has been
introduced to increase efficiency of healthcare spending. Similar regulatory
developments in other markets have also led to changes in reimbursement practice,
requiring pharmaceutical companies to re-evaluate their reimbursement strategies.

A proliferation of reimbursement regulations
The pharmaceutical reimbursement framework is set by national regulations. These are
closely linked to pricing legislation and generally differ from country to country. There
are several tools that are used to a varying degree by governments to regulate
prescribing and reimbursement:
G

Reference prices set levels above which patients have to pay the difference for a
prescribed product;

G

reimbursement groups determine proportional price levels up to which products are
reimbursed. For example, products for chronic and acute serious diseases are often
reimbursed to 100%, while non-immediately life-threatening diseases might only be
reimbursed to a lower proportion of the actual price;

G

patient co-payment levels determine the relative contributions of patients and
reimburser;

G

pharmaceutical spending budgets are used to force physicians to keep the cost of
their annual prescriptions below a set ceiling.

In a free market pharmaceutical manufacturers are allowed to set their own prices for
products. governments allow free pricing because it encourages innovation and the
overall development of the pharmaceutical industry. By being able to price a drug as
high as the market can bear, a free market gives an incentive for the pharmaceutical
industry to make large investments in R&D. The US system is closest to a free market
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because the government does not control prices. However, the prices of drugs are
indirectly controlled by large agencies like the Veteran’s Administration, Medicaid
retailers, chain pharmacies, and managed care providers. This has lowered prices in
some parts of the US market. Other countries have free pricing for parts of their market.
An example is Germany that freely prices patented products, but the government does
exert influence over generic prices through reference pricing.

Profit controls limit prices indirectly by arbitrarily capping the profits pharmaceutical
companies make on the capital they invest into research, development, and
manufacturing. The most prominent example of profit control is the Pharmaceutical
Price Regulation Scheme (PPRS) in the UK. While this scheme is voluntary, companies
comply because the agreement bars manufacturers who refuse to cooperate from
operating in the UK.

The general agreement is negotiated between the Department of Health and the
Association of the British Pharmaceutical Industry (ABPI), individual company
specifics are negotiated between the Department of Health and the company concerned.
This operates at the level of a company’s total business with the NHS, rather than in
relation to individual products. Companies within the Scheme have a profit cap of 21%,
measured as a return on average historic capital employed. This means that the
building, plant, land and other relevant items are valued at the time they were purchased
as opposed to current prices. If profits are not reached, pharmaceutical companies can
increase their prices. If profits exceed target profits, then these profits must be returned
to the government. While the PPRS sets a ceiling on companies’ profits, it does not
guarantee them.

Pharmaceutical suppliers that do not have major capital investments in the UK can
work on a return on sale basis. If a company exceeds its target return, it can retain up to
40% over the originally permitted return if it has not received a price increase for any
product in that same year. Profits beyond this margin of tolerance must be reduced by
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cutting prices, repaying the excess profit to the Department of Health or delaying or
restricting previously agreed future price increases.

Direct price controls involve the government setting the price of pharmaceuticals. Such
controls are country specific, but often take into consideration the production costs of
the product, including the costs of local R&D and promotion. governments can then
decide the price through a series of negotiations, comparing the prices set by other
benchmark countries. While drug prices are kept low, investment in R&D is also kept
low. Reference pricing is an example of a direct price control tool used to price drugs.

A further way to control pharmaceutical expenditure is to introduce price cuts on
established reimbursement rates. Price cuts reduce the amount that the government will
reimburse within a certain time period. This is one of the methods used in France,
where, over the period 2001–2003, the government plans an average reduction of 20%
on the price of the drugs that no longer contribute significantly to medical wellbeing, as
new drugs have been listed on to the reimbursement list. Italy also uses price cuts on
generic drugs to lower the price and pharmaceutical expenditure, while Japan
implements a price cut every two years on all drugs.

Price freezing sets the price of a product and does not allow that price to increase due to
external factors, such as inflation and exchange rates. Price freezing puts a direct
control on prices for a set amount of time and has been used when pharmaceutical
prices and expenditure have increased substantially. This has been used in the UK and
Spain.

Negative lists contain the names of pharmaceutical products that will not be
reimbursed. This type of pricing control has been introduced in a number of European
countries since the 1980s and has been periodically extended in those countries.
Products can be found on this list if there are better drugs available or if the price is set
too high for reimbursement. European countries that make use of negative lists include
Germany, Spain and the UK.
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A positive list includes products that will be reimbursed. Any products not on the list
will not be reimbursed by the healthcare provider, and this therefore is a stronger form
of control than negative lists. Positive lists operate in Belgium, Denmark, France,
Greece, Italy, Portugal, Spain, and Germany. In the US, there is no government
organized positive list, but some of the most powerful buyers of pharmaceuticals, such
as the HMOs, operate their own versions of positive lists via formularies.

Delisting is closely linked with negative lists and occurs when a product is taken off a
reimbursement list and put on a negative list. This occurs when products show little
clinical benefit for the reimbursement level.

A pharmaceutical expenditure ceiling involves an overall cap being placed on
pharmaceutical expenditure within a nation’s budget. This system is used to contain
cost, but is very difficult to control because overspending the budget does not have any
direct consequences on the authorities. In the countries where it is operational,
including Italy and Spain, the budget has been breached several times.

In the UK and Germany, primary care physicians are used as gatekeepers for healthcare
provision. governments provide gatekeepers with fixed budgets for the treatment of
their individual patients and thereby give them the responsibility to contain costs. This
system provides an incentive to for physicians to prescribe generics instead of higherpriced brand names, which has decreased the volume of branded products.

Promoting the use of generics instead of branded products, which are generally more
expensive, is a relatively easy way for governments to control the cost of treatment
without affecting the quality of treatment. In response to such promotion of low priced
generics, large pharmaceutical companies with a strong brand image are increasingly
offering product support and additional services.

Pharmacoeconomics is known as the fourth hurdle to gain reimbursement into a
healthcare system. After assessing a product’s safety, quality and efficacy, Australia,
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the Canadian province of Ontario and the Netherlands have a mandatory requirement
by reimbursement authorities to present evidence of a product’s cost-effectiveness. This
determines the marginal benefit compared to the marginal costs, or in other words, it
determines if the drug is really worth paying for.

Regulatory authorities and governments that use pharmacoeconomics are adopting one
of two different types:
G

The first is the mandatory pharmacoeconomic assessment before a new product’s
reimbursement status or price is allocated;

G

the second is using a pharmacoeconomic assessment after a product’s launch to
provide guidelines for its use.

Countries such as Finland, Denmark and Portugal have an explicit requirement for costeffective data, while implicitly France also has a requirement for cost-effectiveness,
with product prices dependent on how much more a new product is worth compared to
other products in the market. The UK and Italy have also followed suit, and use
pharmacoeconomics to influence physician prescribing, pricing, and reimbursement of
drugs.

Amongst countries operating a government-led reimbursement system, Japan and
Germany have the most generous schemes as, generally, all products covered by the
statutory health insurances are reimbursed to 100%, except for relatively low patient copayments per prescription item. The UK reimbursement system works in the same way,
but the criteria for placing products on the positive list are stricter than in Japan and
Germany. In France and Italy, patients with chronic diseases will be 100% reimbursed
on their prescriptions, while other conditions have partial or no reimbursement. In
France, partial reimbursement consists of 65% or 35% coverage, dependent upon the
seriousness of the disease, whilst the Italian system only has a 50% reimbursement
class. With the 2000 bill to abolish the 50% reimbursement class, there will only be full
or no reimbursement in Italy, which should lead to a larger number of products placed
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in the 100% reimbursement group. In Spain, outpatient prescriptions are never fully
reimbursed, except for those for retired people. The highest Spanish reimbursement
class covers 90% of prescription costs, while the other classes offer 60% or no
reimbursement.

The complexities of reference pricing
Reference pricing, both internal and external, is being used more widely outside the US.
Internal reference pricing of products based on active ingredient is becoming
increasingly widespread, often in combination with the promotion of generic
substitution by pharmacists. This represents an attempt by governments to bring down
the price of a branded product as soon as it loses patent protection, rather than waiting
for market forces to take their effect. The most important implication of this for
pharmaceutical companies is that their options following patent expiry of a key product
will become more limited. Previously, ethical companies could attempt to compete with
generic versions of their drugs through the strength of their brand, and could often
maintain a higher price for their product, or for a proprietary generic version, than could
generics manufacturers. Under a reference pricing system, however, this will no longer
be possible.

Drug prices are no longer priced independently in Europe and are becoming
increasingly controlled elsewhere. Price differentials between different countries are
becoming more transparent as companies operate globally, leading governments to
compare prices internally and externally. As countries reference price each other, drug
prices will continue to converge, both in Europe and in the rest of the world.
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Price Index Relative to Sweden

Figure 1.3: European drug index – ex-factory prices, 1986–1999
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Source: Apoteksbolaget 1999

Apoteksbolaget, a report produced by the Swedish pharmaceutical industry
organization, compares prices of pharmaceuticals common to several pharmaceutical
markets in Europe to those of Sweden. The data show that price differentials between
countries from 1986–1999 have been steadily narrowing. In 1986, the price index
(calculated as the average pharmaceutical price in each market relative to that of
Sweden) in the most expensive market, Switzerland, was approximately 160, while that
in the cheapest market, France, had a price index of about 60. By 1999, the Swiss
index, although still the highest, had fallen to 110, while the French had risen to a little
above 90. This price convergence began before the introduction of the Euro and is due
in part to reference pricing. With the introduction of the Euro, the price differentials
have tightened even further.

Reference pricing, which has become a more transparent task since the introduction of
the Euro and the creation of the European Agency for the Evaluation of Medicinal
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Products (EMEA), has caused countries that have implemented a reference price system
to converge to an average European price. This, however, does not imply that there will
be a single market for the European Union (EU) in the near future. Although the
European Commission (EC) has tried to implement policies to obtain a single European
market, it has also stated that health policy, including pharmaceutical policy, is a
national responsibility. With varying price controls, price differentials will still occur,
though less so because of reference pricing. Nevertheless, these price differentials will
be most noticeable between countries that have adopted the Euro and those that have
not and between those that reference price and those that do not.

As the EC has given them the responsibility to price drugs, individual governments will
continue to try to find a balance between cost savings and investment into R&D. This
has caused a dichotomy in the European market, with some markets encouraging
investment in R&D, such as the UK and Germany, thus conferring higher prices, while
other markets stressing cost savings through low prices, such as France and Italy.
Consequently, though parallel importing is an issue, differential pricing may be more
profitable because a product priced below the optimal price forfeits potential revenue.
However, even though there is greater revenue potential for pharmaceutical companies
through differential pricing, this probability is narrowing because of reference pricing.

Reference pricing affects products in different ways and depends on how much the
market is affected by reference pricing. When drugs are reference priced to similar
drugs, prices tend to converge to the lower end or middle of the price corridor. When
the price of a product is compared with the price of the same product in other countries,
the price of the drug in the EU tends to harmonize, although countries with strict price
control are still below the average EU price.

The utilization of pharmacoeconomic evaluations
In the last decade, cost containment pressures in the healthcare industry have led to the
development of pharmacoeconomics and health economics, both of which aim to
determine the optimal allocation of resources within a restricted budget. In some
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countries, national governments have implemented regulations that require the use of
pharmacoeconomic principles in specific areas of healthcare, foremost in the
reimbursement of ethical pharmaceutical products. For pharmaceutical manufacturers,
the application of pharmacoeconomics and closely related disciplines, such as health
economics and outcomes research, has generated a need for new processes and areas of
expertise. However, pharmacoeconomic studies are not established to an equal extent in
all markets, since regulations and requirements differ, which makes a comprehensive
strategic approach difficult for pharmaceutical companies.

There are several formal methods for analyzing the costs and benefits of a medical
intervention. These include cost-benefit analysis, cost-effectiveness analysis, costutility analysis and cost-minimization analysis. In addition to the analysis type, two
other parameters are crucial for any pharmacoeconomic study, the chosen perspective
(society or individual) and the costs (direct or indirect) measured.

A cost-benefit analysis (CBA) entails the comparison of the monetary value of
alternative uses of resources and their outcomes. In CBAs, costs and benefits, or
outcomes, are both valued in monetary units. Results are typically expressed as a costbenefit ratio or a net benefit.

A cost-effectiveness analysis (CEA) compares the costs of alternative therapies in
‘natural’ units or health outcomes, such as life-years gained, symptom-free days,
number of events avoided or number of cures. In this context, it is important to note the
difference between cost-effective and cost-saving. A cost-saving therapy is less
expensive than a competing alternative, whereas a cost-effective treatment may be more
expensive, though more effective, than alternative therapies.

A cost-utility analysis (CUA) compares the cost of different treatments in terms of
outcomes. It is similar to a CEA, but the outcomes are adjusted by a quality of life
(QoL) factor based on, for example, patient preference or quality of healthcare
outcome. Generally, outcome is expressed as a patient-weighted utility measure, most
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often a quality adjusted life year (QALY). A QALY is a quantification of the physical,
social and emotional aspects of a patient’s wellbeing that are relevant and important to
the individual. CUA and CEA are the most commonly used pharmacoeconomic study
types, since the underlying models can be refined and customized.

In the case when the outcomes of two or more treatment alternatives have been
demonstrated to be equal in terms of safety and efficacy, a cost-minimization analysis
(CMA) is sometimes employed. This method is used primarily to determine the least
expensive option, assuming that the available options have equal effects. In CMA, costs
are measured in monetary units, whilst outcomes are considered equal and are,
therefore, not compared.

Pharmacoeconomic techniques have developed in response to pressures exerted on the
healthcare industry in recent decades. The major driver of pharmacoeconomics lies in
the increasingly cost-conscious healthcare environment. This has led to a need for more
effective and consistent resource allocation within a limited healthcare budget, from
which the concept of pharmacoeconomics has developed. Resistors to this development
are often related to negative perceptions of the methodologies on which
pharmacoeconomic studies are based, as well as difficulties arising from integrating
such studies into R&D and drug approval processes. The cost of pharmacoeconomic
studies is relatively low compared to pharmaceutical R&D and marketing budgets,
however, it is sometimes mentioned as a potential resistor.
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Figure 1.4: Drivers and resistors of pharmacoeconomics

Drivers
Increasing healthcare expenditure
Support pricing and reimbursement negotiations
Improve focus in R&D and sales and marketing
strategies

Resistors
Difficulty of early economic drug assessment
Negative perceptions/experiences related to
application of different methodologies
Financial cost of studies

Reuters Business Insight

Source: Delphi Pharma

The impact of parallel importing
Parallel importing is yet to become a pivotal issue in the two largest pharmaceutical
markets, Japan and the US. Although the US operates a general principle of complete
international exhaustion of intellectual property rights, since 1988 it has been illegal for
pharmaceutical products to be imported into the country because of the fear of low
quality or counterfeit products entering the market. Japan does not subscribe to the
principle of international exhaustion, which means that companies can prevent their
products from being imported from other countries using their trademark rights.
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Of the major pharmaceutical markets, parallel importing has a particularly significant
effect upon those within the EU. This is because it is illegal to erect barriers to trade
between the member states of the EU, which operates as a single market. However,
individual countries operate different degrees of control over the prices of
pharmaceutical products, meaning that price disparities remain strong despite free trade
within the area. Parallel importing has thus become a significant factor in the
development of the European pharmaceutical market, affecting company sales,
marketing and pricing strategies.

Parallel importing rose to prominence in Europe in the early 1980s when pharmacists in
high priced countries, such as Germany and the UK, began to realize that they could
increase their profit margins by buying pharmaceutical products outside their domestic
markets. Since then it has gradually grown into an industry sector that has a significant
effect on the pharmaceutical market within both low price export markets, such as
Spain, and high cost import markets, such as Germany and the UK.

Following the creation of the free market within the EU, a series of court cases brought
by pharmaceutical companies against importers during the 1990s clarified the extent to
which manufacturers can attempt to prevent parallel trade impacting their own sales. To
date, the importers have won every major case and this has stimulated further
development of the sector and the companies that compete within it.

The key factor in a parallel trader’s decision to import a product is its price in the
source and import markets. This is the single factor that most clearly influences the
amount of profit that can be achieved by importing a drug. Although most parallel
traders are unwilling to specify the critical range for price differentials, the consensus is
that a margin of below 15% is highly unlikely to be profitable.

It is unimportant in principle whether an imported drug is a premium priced product
carrying a high margin for the manufacturer or a low cost, low margin drug, since an
importer’s margin is generated entirely by the price differential. However, a drug that is
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premium priced in one or more markets is more likely to carry a high cost differential,
since countries operating reference pricing or other forms of price control are likely to
set a lower price for the product. Therefore, premium priced, high margin products can
generate a high level of parallel importing.

Since their margins can be relatively low, importers prefer drugs for diseases with large
patient populations. In addition, chronic diseases with consistent demand for drug
therapy are highly attractive. Thus, an anti-hypertensive is more likely to be affected by
parallel importing than an antibacterial, even though they may have the same market
size.

In addition to the common elements of the patient population, drugs that are attractive
to parallel importers are also usually oral formulations. On top of drug purchase prices,
the major costs incurred by parallel importers are transport and, potentially,
repackaging. As a result of their relative robustness compared to injection formulated
drugs, pharmaceuticals in tablet form require less specialist transport. Orally formulated
tablets are relatively insensitive to changes in temperature and light, so non-specialist
transport can be used. A further advantage is that more units of orally formulated drugs
can be transported in a specified volume than can units of injectable drugs, because less
packing is required for tablets than for vials, reducing the transport costs of oral
compared to injectable products.

As the parallel importing market sector matures consolidation is inevitable. An increase
in the average size of parallel importing companies is likely to result in changes to a
number of market dynamics:
G

Larger companies will be able to leverage economies of scale to reduce the intracountry price differential needed to make importing a product profitable, thereby
exposing a greater number of products to the threat of parallel importing;
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G

companies with experience of buying in a range of markets will be able to ‘shop
around’ for the cheapest version of a product within those markets, increasing the
probability that a particular drug will experience parallel trade;

G

companies with a greater number of sources of exports will be able to offer a more
consistent supply to wholesalers and pharmacies and, in turn, establish more
effective long-term relationships with buyers;

G

larger parallel traders will be in a stronger position to negotiate discounts in the
source market, improving their margins further and making more products
vulnerable to parallel importing;

G

operating throughout Europe will give parallel traders more flexibility to respond to
new product launches and changes in pricing, resulting in imports impacting on a
manufacturer’s product revenues more rapidly in the future.

The effects of generic substitution
Generic substitution will impact on the pricing of pharmaceutical products both preand post-patent expiry. The ability to protect the originator product from generic
substitution will largely be determined by the size and market presence of the product’s
manufacturer or marketing partner. It is clear that branded pharmaceutical products
cannot compete effectively on price with generics and, therefore, the growth of the
generics industry will have a significant influence on pricing throughout a product’s
lifecycle.

Since pricing regulations vary considerably from country to country, the effects of a
changing generics industry on pricing will be diverse. With a comparatively free market
in the US, pricing strategies are relatively flexible, while in the more heavily regulated
European markets the potential to change prices and pricing strategies is limited.

For major pharmaceutical companies the majority of the battle against the effects of
generic substitution is over once generics reach the market. As such, major
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pharmaceutical companies’ pricing strategies focus on maximizing pre-patent expiry
revenues and then rely upon a strong brand name to retain as much market share as
possible following patent expiry.

As the loss of patent protection neared on gold standard products in major disease
markets, such as the antidepressant Prozac (fluoxetine) and the anti-ulcerant Losec
(omeprazole), a major effect on the pricing of other patent protected products in the
same class became apparent. The key factors in determining the size of the pricing
effect include the level of generic competition, physician awareness of generic
equivalents and the therapeutic profile of the competing proprietary product. If a
competing patented product can be reformulated to show significant therapeutic
advantages over the generic, then its market share is likely to be protected and pricing
strategies will not be affected. In contrast, if there is little difference between the
generic gold standard and the competing patented product, the pharmaceutical company
will need to reduce the price of its drug to maintain volume share.

The treatment regime associated with a gold standard generic also determines the
degree to which it will affect competing proprietary products. For chronic conditions,
such as severe depression, where a product is likely to be prescribed for a period of
years, competition from similar generic products will be relatively low because
physicians are often unwilling to change a patient’s long-term treatment on a cost basis
alone. However, patent protected drugs indicated for conditions where shorter periods
of medication are the norm, such as bacterial infections, will experience greater indirect
competition from gold standard generics. In this situation, physicians are less concerned
with slight variations in a drug’s therapeutic profile and are more inclined to prescribe
the most cost-effective therapy.

In contrast to major pharmaceutical companies, medium sized ethical players are more
reliant upon extending the overall lifecycle of revenue generating products because they
face greater gaps in their revenue streams. Medium sized pharmaceutical companies
must consider changing drug prices after patent expiry as generics companies become
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more efficient at capturing market share. Affected companies must decide whether to
maintain prices at pre-expiry levels to capitalize on brand loyalty or to discount prices
to offer better value to healthcare payers and to maintain market volume.

The development and marketing of specialty generics and supergenerics by generics
companies will force the branded sector to change pricing strategies for reformulated
drugs. Reformulations will need to be priced lower where significant competition from
value-added generics exists, reducing the pharmaceutical companies’ returns from
investing in this method of patent protection.

Perhaps the greatest pressure to reduce prices due to new competition from generics
companies will be felt by small, specialty pharmaceutical companies. Drugs marketed
by these companies often have limited brand strength and, therefore, experience the
greatest market erosion by gold standard generics. The major challenge for small
pharmaceutical companies will be to maximize revenues in the face of increasing
generic competition for products in niche therapeutic markets. Prices for innovative
products will need to be maximized pre-patent expiry to ensure that revenues support
future R&D, while post-expiry prices will need to be reduced to maintain the customer
base in the face of generic competition. The pricing of smaller niche products that
attract little competition from generics companies will become very important to
maximize revenues from the entire portfolio and to counteract pricing pressure on other
drugs.

Key contexts
The optimization of pharmaceutical pricing is undertaken in a number of different
contexts. At the most simplified level, pharmaceutical products can be grouped by the
size of their indicated patient base and the level of product differentiation and
innovation. As stated previously, the pricing of pharmaceutical products is largely
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determined by the balance between the levels of product differentiation and patient
base.

Differentiation

Figure 1.5: Pharmaceutical product differentiation versus patient base matrix
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Source: Delphi Pharma

Niche market therapy
Niche market therapies are characterized by small, defined patient populations and high
levels of innovation usually with little or no competition. Examples of niche market
therapies include Genzyme’s Cerezyme for the treatment of Gaucher’s disease and
Novartis’ Gleevec for the treatment of chronic myeloid leukemia. These therapies have
small numbers of patients, with chronic conditions and very little competition from
similar products.

Niche market therapies provide a critical part of the core business strategies employed
by companies such as Genzyme and Novartis. By selecting small patient populations,
with limited alternative treatment options, companies competing in niche markets are
able to justify high price points for their therapies. These high prices help to counterbalance the small market size, while the costs associated with sales and marketing are
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also kept low. Based on US pricing in 2001i, treatment costs per patient per year for
Cerezyme and Gleevec are roughly $170,000 and $28,000. With alternative treatments,
such as a bone-marrow transplant in the case of Gleevec, costing more than niche
market therapies, non-lifestyle drugs are usually at least partially reimbursed. Other
niche therapies such as those indicated to treat baldness or sexual dysfunction are often
launched outside reimbursement in order to drive revenues through a high price point.

The use of pharmacoeconomic evaluations can often be essential to gain a high price
and successful uptake of a niche market therapy. Where Cerezyme is evaluated against
quality of life and survival measures and Gleevec is compared with alternative
treatments such as transplant, a convincing case can be made to justify a high price and
broad use in a specific patient population.

Parallel importing does not have a significant impact on niche market therapies as they
are usually non-oral and difficult to transport. Manufacturing companies are also able to
build up a relationship with their patients, with the small patient pools further
increasing the unit cost of importation. As niche markets tend to involve highly
innovative products, these are often difficult to copy as a generic. However, where this
is possible, as with Ivax’ version of BMS’ Taxol, then generic substitution can have a
significant impact on niche market therapy revenues post-patent expiry.

Breakthrough blockbuster therapy
Breakthrough blockbuster therapies are characterized by high levels of product
differentiation and large patient pools. Examples of breakthrough blockbuster therapies
include Pharmacia and Pfizer’s Celebrex for the treatment of arthritic pain and
AstraZeneca’s Losec for the treatment of ulcers. These therapies have large numbers of

i
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patients and are able to compete effectively with the various treatment options available
to these patients.

The launch of breakthrough blockbuster products in new drug classes forms a critical
part of the ongoing business strategies of large pharmaceutical companies such as
Pfizer and AstraZeneca. By launching novel, innovative drugs into indications with
significant patient bases, companies competing in breakthrough blockbuster markets
are able to justify high prices, while achieving high volume sales. Together, the
combination of premium prices and leading market shares can generate significant
revenues for blockbuster products. As the first proton pump inhibitor, Losec is able to
command a premium market price and generated global revenues of $4,623 million in
2002 in relatively crowded market. As the first Cox-2 inhibitor, Celebrex is also able to
command a premium market price and generated global revenues of $3,114 million in
2001 in a market that has been largely stagnant for the last 100 years. Breakthrough
blockbuster therapies usually provide significant treatment improvements in common
and chronic diseases and disorders and are at least partially reimbursed.

The use of pharmacoeconomic evaluations can often be useful in gaining a premium
price and a successful uptake for a breakthrough blockbuster product. However,
breakthrough blockbuster products often enter into markets as a superior treatment to a
number of other currently used therapies. This clinical superiority is often enough to
generate premium pricing and uptake without additional cost-effectiveness evaluations.
Parallel importing can have a significant impact on breakthrough blockbuster products,
as it is these products that usually have the greatest market size and the greatest price
differentials across markets. Breakthrough blockbuster products also stand to be most
significantly affected by generic substitution once patent protection as expired. These
drugs are generally highly priced and relatively simple to replicate offering the greatest
potential returns for a generic competitor. When AstraZeneca’s Losec lost its UK patent
protection in April 2002, five different generic companies immediately launched copy
products.
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‘Me-too’ specialty therapy
‘Me-too’ specialty therapies are characterized by low levels of product differentiation
and small, specialty patient pools. Examples of ‘me-too’ specialty therapies include
Cephalon’s cancer pain therapy, Actiq, and Élan’s insomnia treatment, Sonata. These
therapies have small numbers of patients and compete against a wide number of
different treatment options, many which are more effective.

The launch of ‘me-too’ specialty therapies help smaller companies, such as Cephalon
and Élan, to smooth revenues and build therapeutic franchises. ‘Me-too’ specialty
products often rely on a company’s drug delivery technology or experience in specific
therapy areas to establish a reasonable price and market share. Although ‘me-too’
specialty products do not achieve the premium prices enjoyed by niche market therapies
or breakthrough blockbuster therapies, they are often able to achieve reimbursement at
a lower price for patients where the therapy is proven to be an effective alternative to
current treatment options.

Pharmacoeconomic evaluations usually only prove useful to justify overall benefits of
using a lower-priced alternative to the established gold standard. Where ‘me-too’
specialty products are able to achieve a high price without showing overall benefits in
specific patient groups, pharmacoeconomic evaluations are often used to limit the use
of ‘me-too’ products. Parallel importing does not have a significant impact on ‘me-too’
specialty therapies as prices between markets are usually less disparate, while patient
bases are low. Direct generic substitution is not a big concern to ‘me-too’ specialty
products, which have lower price points and small patient bases. However, where the
gold standard product is affected by generic competition in a specific therapy area, the
‘knock-on’ impact can often result in the lowering of prices across the therapy area
where reference pricing is employed.
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‘Me-too’ blockbuster therapy
‘Me-too’ specialty therapies are characterized by low levels of product differentiation
and large patient pools. Examples of ‘me-too’ blockbuster therapies include Novartis’
anti-hypertensive, Diovan, and Roche’s anti-bacterial, Rocephin. These therapies have
large numbers of patients and compete against a number of different treatment options,
many of which are more effective.

The launch of ‘me-too’ blockbuster therapies help companies, such as Novartis and
Roche, to drive revenue growth without the significant R&D investments required to
deliver breakthrough blockbuster therapies. ‘Me-too’ specialty products rely on a
company’s sales and marketing capabilities to successfully justify a reasonable price
and drive market share. Although ‘me-too’ blockbuster products do not achieve the
premium prices enjoyed by niche market therapies or breakthrough blockbuster
therapies, they are often able to achieve reimbursement at a lower price and generate
significant revenues through effective marketing. In 2001, Diovan generated global
revenues of $1,114 million and Rocephin generated sales of $1,006 million.

The use of pharmacoeconomics evaluations can often prove to be the difference
between a multitude of follow-on ‘me-too’ blockbuster products, when looking to gain
a broad reimbursement coverage and market uptake. Where pharmacoeconomics can
demonstrate superiority to established gold standards treatment options in certain
patient groups, these can provide effective marketing tools. The threat of parallel
imports and generic substitution is relatively high for ‘me-too’ blockbuster products,
though smaller price differentials between countries and low prices in general mean the
impact is not at the level experienced by breakthrough blockbuster products.
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Chapter 2

Pricing and reimbursement in
the US

Summary
G

The US does not have a government-sponsored health insurance plan that ensures
access to healthcare for the entire population. As a result, the federal government
does not regulate the prices of pharmaceuticals, but allows drug prices to be
determined by the free market. Drug prices are therefore determined by
competition between rival products, the market size of the drug, the number of
substitute products, and the costs of R&D of new products.

G

The government-led pricing controls used across Europe, such as reference
pricing, price setting, and positive and negative lists, have never existed in the
US. Although the free market has allowed pharmaceutical companies to command
higher margins in the US than in other countries, drug prices are still tightly
regulated by pressure from the demand side of the pharmaceutical industry. Large
scale buyer groups, such as MCOs, Medicaid and Medicare, are the key
controlling influences in the US. While prices are not regulated directly,
governments are able to exercise powerful market forces by including and
excluding from their formularies those drugs they deem too expensive.

G

Over the next five years, the most likely pricing scenario prevailing in the US will
involve a very gradual reform of Medicare and liberalization of state-level
Medicaid pricing. As private health plans look to become more competitive
against one another, a wider application of cost-effectiveness evaluations is likely
to follow. Future drug pricing negotiations with private health plans are likely to
require at least a rudimentary pharmacoeconomic evaluation to support a
pharmaceutical company’s pricing claim.

G

A most likely future pricing scenario in the US will also involve further progenerics legislation, which is seen as an effective strategy by the government to
reduce the over healthcare budget. However, the introduction of parallel trade in
the US is unlikely to take shape over the next five years.
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Introduction
The pricing environment in the US is primarily determined by its healthcare system and
pricing regulations. However, other issues such as pharmacoeconomics, parallel
importing and generic substitution also impact on pricing decisions in the US
pharmaceutical market. Following a number of recent developments in US pricing,
future drivers and resistors are unclear. However, an understanding of the best, worst
and most likely future pricing scenarios help to provide guidance as to how best to
manage those functions impacting today on tomorrow’s pharmaceutical pricing and
reimbursement decisions.

Healthcare system
Unlike most other developed nations, the US does not have a government-sponsored
health insurance plan that ensures access to healthcare for the entire population. As a
result, the federal government does not regulate the prices of pharmaceuticals, but
allows drug prices to be determined by the free market. Drug prices are therefore
determined by competition between rival products, the market size of the drug, the
number of substitute products, and the costs of R&D of new products. When a
breakthrough drug is priced, the pharmaceutical company is free to price its drug as
high as the free market can bear.

Although the federal government does not regulate drug prices, they can be influenced
by other segments of the market. The US healthcare market is split up into different
sections, including private health insurance, health maintenance organizations (HMOs),
and the federal sponsored health insurance plans for the poor and the elderly. It is
financed mainly by private health insurance, which charges different premiums to
different segments of the population based on health risk factors. A growing
development in the US is the use of HMOs, which combine an insurance company with
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a medical team in order to give medical workers an incentive to be cost-effective. The
premiums paid to HMOs are based on a flat rate, taking the average risk of low and
high risk individuals. However, “good risk” individuals often opt out of insurance
coverage because they consider their risk to be lower than the costs of health insurance.

In addition to those individuals paying into private health insurance schemes and
HMOs there is also a significant proportion of the US population that cannot afford
health insurance. For this reason, the federal government has provided for the very old
through Medicare and each state manages its own healthcare insurance, Medicaid, for
the very poor. As a result, healthcare in the US is very diverse, and so is its coverage of
prescription drugs. Prescription drugs are often priced differently for different
individuals based on their health insurance coverage.

Medicare
Medicare is the federal insurance scheme made available for people over the age of 65.
It currently covers approximately 40 million US citizens, corresponding to around 15%
of the US population. The Medicare scheme is divided into two separate parts. Part A
provides basic cover for hospital care and certain follow-up costs, such as post-hospital
nursing. Medicare pays a certain amount of hospital costs for any period of illness,
dependent on the chosen provider, such as hospital, psychiatric clinic, nursing facility.

Part B of the Medicare scheme covers basic medical outpatient costs, including
physician’s fees, medical tests performed on an outpatient basis, medical equipment
and supplies, such as glucose monitoring equipment and heart pacemakers, and
outpatient hospital treatment. However, most notably Medicare does not cover
prescription drugs given to outpatients. Many routine examinations are also not
reimbursed, resulting in the reimbursement of only around 50% of all medical bills
incurred by Medicare patients. To fill some of the gaps in Medicare’s insurance
coverage, patients have the option to join Medigap, a private health insurance scheme
that works in conjunction with Medicare. Approximately 60% of Medicare recipients
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also use Medigap to gain reimbursement for patient co-payments and services only
covered by Medicare up to a given limit.

Proposals for Medicare drug benefits
During President Clinton’s 1992–2000 term of office, there were several efforts by the
government to reform Medicare. Whilst people over 65 years account for nearly 15% of
the total US population, their share of the national drug expenditure lies at 30%ii.
Without coverage for prescription drugs, those members of Medicare with no additional
private insurance are often unable to afford the high prices charged to buyers without
significant negotiating power. Therefore, several bills have been proposed to extend
reimbursement for Medicare patients.

In early 2000, a Medicare Modernization Act was proposed to the US Congress for
consideration. In essence, the Medicare Modernization bill proposed three major
changes:
G

A portion of the federal budget surplus would be dedicated to Medicare;

G

patients can choose amongst different health plans to reduce premiums, while
maintaining a good level of care;

G

importantly, the plan would include an optional Part D, which would offer
prescription drug benefits to all covered patients. It would give beneficiaries the
choice of obtaining this coverage through managed care or through selected benefit
managers who would negotiate price discounts on behalf of the government.

ii

Prices, Markets and the Pharmaceutical Revolution. J Calfee. American Enterprise Institute Press.

Washington. 2000
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In March 2001, the Bush administration proposed a budget providing $153bn for
Medicare prescription drug coverage over a 10-year period. Under the Republican view,
a new drug benefit would be limited to patients on low income. Moreover, President
Bush suggested allowing private insurance companies to compete for patients under
Medicare. In contrast, Democrats sought $310–330bn for Medicare drug benefits, with
the suggested benefit being applicable to all patients currently covered by Medicare.

The prospect of a potential Medicare drug benefit provided by the government has
caused considerable concern within the pharmaceutical industry. If drug reimbursement
is extended to all Medicare patients, the government could exert significant buyer
power on pharmaceutical companies, thus reducing the prices on products sold to
beneficiaries. The impact of drug reimbursement under Medicaid may involve forcing
pharmaceutical companies to grant price discounts of over 15% to Medicare purchases
in order to match prices offered to private insurance purchasers, as the government
cannot be charged more than any one private groupiii. Therefore, a full Medicare drug
benefit would result in significant pricing pressures for pharmaceutical companies
relating to patients that currently account for nearly 30% of the national drug
expenditure. Given that pharmaceutical companies currently charge uninsured seniors
prices that are approximately 15% higher than for insured patientsiv, and therefore price
cuts in this market segment could significantly reduce pharmaceutical profits.

In June 2002, the Medicare Modernization and Prescription Drug Bill 2002 (HR 5063)
passed through the House on to the Senate. However, when the Senate broke for the
year-end vacation in November 2002, the bill had remained unpassed. These continued

iii
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iv

Prescription Drug Coverage, Spending, Utilization, and Prices. Report to the President from the

Department of Health & Human Services. April 2000
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delays to reform have further angered physicians and Medicare patients alike.
Following earlier government errors in calculating the Medicare payment formula,
America’s physicians have already taken a 5.4% Medicare payment cut and are facing
an additional 12% in cuts over the next three years. It is hoped that reform can be
pushed through in 2003.

In July 2002, President Bush outlined his intentions for the reformation of Medicare.
Most significantly, the proposed reforms include the inclusion of a prescription drug
benefit as part of Medicare. The President’s framework for bipartisan Medicare
legislation includes the following principles:
G

All seniors should have the option of a subsidized prescription drug benefit as part
of modernized Medicare modernized Medicare;

G

modernized Medicare should provide better benefits coverage for preventive care
and serious illnesses;

G

today’s beneficiaries and those approaching retirement should have the option of
keeping the traditional plan with no changes;

G

Medicare should provide better health insurance options, like those available to all
Federal employees;

G

Medicare legislation should strengthen the program’s long-term financial security;

G

the management of the government Medicare plan should be strengthened so that it
can provide better care for seniors;

G

Medicare’s regulations and administrative procedures should be updated and
streamlined, while the instances of fraud and abuse should be reduced;

G

Medicare should encourage high-quality healthcare for all seniors.
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Medicaid
Medicaid is a statutory insurance scheme made available to people below a certain
income level that are unable to afford private health insurance. Set up by the Federal
government, the scheme is organized differently across each state – for example, the
Californian version of Medicaid is known as Medi-Cal. Some patients are eligible for
both Medicaid and Medicare. Depending on the state law, Medicaid often covers
services and medications not reimbursed by Medicare, including prescription drugs and
diagnostic and preventative measures.

Private health coverage
Managed care is a cost containment system that has arisen in the US over the last three
decades as a response to high inflation in healthcare expenditure. In 2001, the number
of Americans enrolled in managed care totaled 176.4 million people, corresponding to
61.3% of the US populationv. Managed care plans seek to manage the costs, access and
quality of the healthcare services provided for their members. Health expenditures are
controlled through the central management of a range of services for large numbers of
enrolled patients, although criticisms relating to the decreased quality of care caused by
such programs are often leveled by patient groups and healthcare providers. As part of
ongoing cost-containment efforts, MCOs restrict patients’ choices of primary care
physicians and specialists and limit the number of reimbursed medical procedures.

Within the fragmented private healthcare insurance landscape, HMOs are the most
common type of MCO. HMOs fix prices in advance of treatment, set up formulary lists
of reimbursable drugs and collaborate with PBMs to offer the most cost-effective
treatments available. For limited access to specialist services, HMOs often either
contract with or directly employ physicians and other healthcare providers.

v
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Pharmacy benefit managers
According to the Pharmaceutical Care Management Association (PCMA), more than
80% of the 3.2 billion prescriptions dispensed in the US annually are paid through a
prescription benefit plan administered by a PBM. PBMs offer employers and health
insurer plans cost savings by organizing large networks combining the purchasing
power of their participants. With 95% of all US retail pharmacies included in their
networks, PBMs leverage their purchasing power to secure rebates from manufacturers
and discounts from retail pharmacies. PBMs manage prescription benefit plans through
contracting directly with health plans, HMOs, managed care groups, employers,
insurance companies, unions, Medicare and Medicaid managed care plans, and
government entities at the local, state and federal levels.

Many PBMs originated as medical claims processors but have since added a wide range
of services to their portfolios including disease management, pharmacy network
development and clinical management. According to Morgan Stanley analysts, the
leading PBMs in terms of membership are AdvancePCS (76 million), Merck-Medco
(65 million), Express Scripts (46 million), WellPoint Pharmacy Management (30
million) and Caremark (23 million). The market is largely dominated by the top three
PBMs, which control around 60% of the market, with recent growth driven primarily
through consolidation.

Pricing regulations
Hospital, institutional, and managed care customers usually pay well below the
manufacturer’s list price as a result of heavy discounting and negotiations between
pharmaceutical companies and the organizations. The organizations are able to achieve
high discounts principally through their significant purchasing power.

Drug companies also charge government organizations such as the Medicaid program
and the Veterans Administration drugs on a negotiated discount basis. The Medicaid
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Drug Rebate Program, created by the Omnibus Budget Reconciliation Act (OBRA) of
1990, requires a drug manufacturer to enter into and have in effect a national rebate
agreement with the Secretary of the Department of Health and Human Services for
States. This agreement allows the drug manufacturer to receive federal funding for
outpatient drugs dispensed to Medicaid patients. The drug rebate program is
administered by Healthcare Financing Administration’s (HCFA) Center for Medicaid
and State Operations (CMSO). In 1992, this law was amended by the Veterans’
Healthcare Act, which requires a drug manufacturer to enter into discount pricing
agreements with the Department of Veterans’ Affairs in order to have its drugs covered
by Medicaid.

Drugs sold directly to wholesale distributors and pharmacy chains for individual
physicians and patients are priced at the higher end of the scale. Recently, drug prices
have become a political issue in the US, as the price differentials within the US and
between the US and different countries have become increasingly highlighted in the
public arena.

A tradition of free pricing
The government-led pricing controls used across Europe, such as reference pricing,
price setting, and positive and negative lists, have never existed in the US. Prices of
pharmaceuticals are relatively free to fluctuate and are primarily governed by the laws
of supply and demand. Although the free market has allowed pharmaceutical
companies to command higher margins in the US than in other countries, drug prices
are still tightly regulated by pressure from the demand side of the pharmaceutical
industry. Large scale buyer groups, such as MCOs, Medicaid and Medicare, are the key
controlling influences in the US. While prices are not regulated directly, governments
are able to exercise powerful market forces by including and excluding from their
formularies those drugs they deem too expensive.
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Moves towards price controls in Maine?
With the price paid by an uninsured US resident for prescription drugs up to 20%
higher than the price charged for residents with insurance cover for prescription costs,
the discount offered by wholesalers and manufactures on sales to health insurance
companies is substantialvi. To address this problem, Maine became the first US state to
enforce a significant discount scheme under the “Maine Rx” brand in May 2000,
covering uninsured residents not falling into the groups included in Medicare and
Medicaid.

Under the Maine law, pharmaceutical manufacturers and wholesalers participating in
the state’s Medicaid or Medicare programs would be required by law to offer similar
discount levels to members of the Maine Rx scheme. Currently, the Medicaid scheme
receives a 20% discount compared to standard wholesaler prices and the Maine Rx
scheme intends to give uninsured residents similar discounts. Under the new law, the
US Department of Human Services would act as a PBM for the Maine Rx scheme and
companies wishing to continue within the Medicaid program would have to enter into a
rebate agreement. The rebate agreement was to fund a 6% discount compared to the
average wholesale price for Maine Rx members by 1 January 2001. The rebate was
expected to rise to a discount comparable to the approximate 40% discount received by
the federal government by October 2001. In 2003, the Department of Human Services
was to review the situation and, if drug prices under the Maine Rx program were not
comparable to the lowest for the same drugs elsewhere in the state, maximum retail
prices would be established. If these were broken, then offending companies would face
court action.

Unsurprisingly, the Maine law received a negative reaction from the pharmaceutical
industry, with the Pharmaceutical Research and Manufacturers of America (PhRMA)

vi
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filing a constitutional challenge to the law in August 2000. In October 2000, the US
District Court for Maine ruled in favor of PhRMA’s request for a preliminary
injunction, which means that the law cannot be implemented until a solution to the
constitutional challenge has been found. The Court’s ruling also stated that the plan to
use prior authorization in Medicaid to “leverage drug manufacturer rebates for the
benefit of uninsured citizens” would conflict with Medicaid’s purpose of providing
medical benefits to enrolled patients onlyvii.

On 16 May 2001, a federal appeals court decision upheld Maine’s prescription drug
law, reversing an October 2000 decision of a federal district court issuing a preliminary
injunction preventing the implementation of the law. PhRMA challenged the law,
arguing that it interfered with the federal Medicaid program and violated the US
Commerce Clause by regulating interstate profits. The appeals court found no conflict
between the Maine act and Medicaid’s structure and purpose. However, PhRMA
appealed that decision to the US Supreme Court and, in doing so, successfully stalled
implementation of Maine Rx until the Supreme Court determined whether or not to
accept the appeal.

In June 2002, the US Supreme Court accepted the appeal filed by PhRMA, sustaining
the legal barriers that were placed upon Maine Rx two years previously. In October
2002, the Bush administration filed a brief with the US Supreme Court opposing
Maine’s pioneering prescription drug law. The brief says states have wide latitude in
allowing prior authorization subject to certain conditions, but Maine’s Rx program
"undermines congressional intent" because it is not designed to serve the interests of the
Medicaid program. The high court is expected to review the case in 2003.

vii

http://www.phrma.org/policy/statelevel/maine
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Medicare drug benefit plan
As detailed earlier, Medicare, unlike Medicaid, does not cover prescription drug prices.
Without prescription drug coverage, American seniors continue to pay more for drugs
than Americans with prescription drug coverage. In response to this anomaly the US
government is, via several different proposals, attempting to implement a Medicare
Drug Benefit plan that would provide drug coverage for Medicare beneficiaries.

One proposal is to increase the Medicare to include prescription drugs by increasing the
use of private health insurance. PhRMA supports expanding prescription drug coverage
for Medicare beneficiaries as part of a program that is modernized to allow
beneficiaries to choose among private-sector health insurance plans to manage costs. As
moving to such a system would take time, PhRMA supports interim steps to increase
beneficiary access to private sector prescription drug coverage by building on existing
sources of private coverage or financing.

Others argue that price controls are a way to control drug costs and provide drug
coverage to seniors in America. In April 2001, Democrat Tom Allen of Maine, with
106 co-sponsors, proposed legislation that would introduce an external reference
pricing system for Medicare patients. Those who benefit from the Medicare scheme
would pay the average foreign price consumers pay for drugs sold in Canada, France,
Germany, Italy, Japan and the UK.

Given the recent US media attention surrounding the differences between Canadian and
US prescription drug prices, Hillary Clinton and others have suggested that parallel
importing could be an appropriate mechanism through which to reduce US prices.
Lower pharmaceutical costs would result from the opening the channels of distribution
to import prescription drugs from Canada into the US.

The Bush proposal for Medicare is to provide the elderly and disabled access to free
prescription drugs. The President is working towards a comprehensive reform of the
federally financed program, but for the meantime is passing an Immediate Helping
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Hand program to give $43 billion to individual states from 2002–2005 to help finance
their own pharmaceutical coverage for low-income seniors. This could indirectly lead
to price controls on a state-to-state basis.

In August 2002, the Centers for Medicare & Medicaid Services (CMS) issued the final
regulation for drug discount cards endorsed by Medicare that will help people covered
to buy their prescription drugs at lower costs and obtain other pharmacy services. The
discount card initiative is seen as an interim measure, allowing the 40 million
beneficiaries of Medicare to purchase drugs more efficiently while plans for the
modernization of the scheme, to include prescription drug coverage, are completed. The
new discount card initiative aims to provide Medicare beneficiaries with useful and
much needed information about available choices and help them learn how to buy
prescription drugs at lower costs.

Under the Medicare-Endorsed Prescription Drug Card Assistance Initiative, CMS will
only endorse card sponsors that secure rebates or discounts from drug manufacturers on
brand name and/or generic drugs. The initiative is expected to yield average overall
savings of up to 15% – and as much as 25% or more on individual drugs – and will
provide beneficiaries with necessary assistance with prescription drug costs. These
savings must be shared with enrollees, either directly or indirectly through pharmacies
as lower prices or pharmacy services. The initiative will promote the use of generic
drugs by educating beneficiaries about generic drugs and providing information on
generic alternatives.

Florida’s Medicaid drug rebates
Florida’s Medicaid Drug Rebates law, SB 792, was enacted in 2001, allowing the state
to negotiate its own discounts on prescription drugs for Medicaid beneficiaries. Florida
became the second state (California has negotiated supplemental drug rebates for more
than a decade) to enact legislation for supplemental Medicaid rebates, projected to save
the state $200 million per year. A further aspect of Florida’s Medicaid law is that it
requires the state to create a limited formulary for the state’s Medicare program to
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which physicians must adhere. An appointed committee will decide what drugs will be
placed on the formulary by considering both medical effectiveness and costeffectiveness. Once the formulary is completed, physicians who wish to prescribe a
non-listed drug still can, but must explain their reasons to Medicaid officials.

In August 2001, PhRMA filed a complaint against the supplemental rebate program in
Tallahassee federal court. While PhRMA continued to pursue its litigation, in
September 2001, Bristol-Myers Squibb and Florida announced that all of the
company’s products would be on the formulary in exchange for funding a disease
management program. This is similar to the Pfizer formula for access to Florida’s
Medicaid.

In January 2002, a federal judge in Tallahassee let Florida’s Medicaid rebate law stand.
The ruling was a major setback for the pharmaceutical industry and is likely to prompt
other states to follow the lead of Florida. Already, Michigan has implemented a
program partly modeled on that of Florida’s. In September 2002, an appeals court
upheld the approval of Florida supplemental Medicaid rebate program requiring drug
companies to give the state a 10% rebate on top of the 15% discount they are required
to provide under federal law.

Price-fixing
In December 2000, a coalition of consumer advocacy groups filed a massive federal
anti-trust lawsuit charging 28 top pharmaceutical companies with scheming to defraud
Medicare and healthcare consumers by charging inflated prices for medications.
Pending in the Massachusetts US District Court, the lawsuit charges that the
pharmaceutical companies have, since 1993, inflated the average wholesale price of
Medicare-eligible drugs, while charging physicians significantly less than the published
price.

The plaintiffs estimate that, during the past 12 months alone, Medicare and individual
consumers overpaid pharmaceutical companies more than $800 million. Defendants in
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the case include such pharmaceutical industry giants as Abbott Laboratories,
GlaxoSmithKline and American Home Products.

In July 2001, lawsuits filed in 1998 alleging an illegal astronomical price increase for
two drugs used to treat Alzheimer’s disease and other afflictions were settled in
principle for $100 million by Mylan Laboratories and three other defendants. The FTC,
along with 33 state Attorneys General, filed parallel lawsuits in order to protect
consumers from a price-fixing and monopolization scheme led by Mylan. In addition to
the monetary terms of the settlement in principle, Mylan agreed to certain restrictions in
its supplier agreements in order to restore competitive balance to the pharmaceutical
market, and to reimburse the states for up to $8 million in legal and investigative costs.

The lawsuits alleged that Mylan developed a plan in late 1997 to drastically increase
prices on two of the 91 generic drugs it manufactured by cutting off its competitors’
supply of the drugs’ active ingredients. Mylan accomplished this by entering into longterm profit sharing agreements with industry suppliers and distributors that gave Mylan
the only reliable sources of the active ingredients. Having excluded all real and
potential competitors, Mylan then promptly increased its prices on the two widely
prescribed sedatives by more than 2,000%. That act nearly single-handedly led to a
0.2% increase in the May 1998 national Producer Price Index, which the federal
government uses to monitor national economic health.

In January 1998, Mylan raised the price of clorazepate more than 3,000%. Clorazepate
is a generic version of Abbott Laboratories’ Tranxene that is prescribed nearly 3 million
times each year in the US. The price jump translated to an increase from $22.72 to $754
for a 1,000-tablet supply of the drug. Two months later, Mylan raised the price of
lorazepam by more than 2,000%. Lorazepam is a generic version of Wyeth’s Ativan
that is prescribed more than 17 million times each year in the US. That led to an
increase from $13.60 to $378 for a 1,000-tablet bottle of the drug. The dollar value of
the sales of the drug reportedly increased from $9 million in 1997 to $133 million in
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1998, largely as a result of the sharp price increase. Lorazepam sales in 1999 were
calculated at $158 million.

Impact of pharmacoeconomics
The control of healthcare spend and reimbursement in the US concerns either the
authorities funding the limited public healthcare schemes, including Medicare and
Medicaid, or the private health insurers, including MCOs and HMOs. There have been
no recent significant regulatory developments in the use of pharmacoeconomics by
either the public or private bodies that provide healthcare. However, considerable cost
containment pressures on formularies make pharmacoeconomics a supporting tool for
price negotiations with both private and public insurers.

The use of pharmacoeconomics by public healthcare funding bodies
The Healthcare Financing Authority (HCFA) is a US government organization that,
through Medicare and Medicaid, funds healthcare for the elderly and those with low
incomes. The HCFA establishes policies for paying healthcare providers, assesses the
effectiveness of different methods of healthcare management, treatment and financing
and takes actions to guarantee a certain level of quality care.

At present, the HCFA has no formal mechanisms for evaluating the cost-effectiveness
of a pharmaceutical product or for using pharmacoeconomic studies to support
reimbursement decisions. The US public healthcare system offers politicians little
incentive to advocate the formal introduction of cost-effectiveness analysis into the
reimbursement and pricing process, due to possible controversies surrounding access to
treatment. Likewise, cost-effectiveness is not perceived by the HCFA as a means of
assessing the price of drugs. The HCFA also considers the use of pharmacoeconomics
in the pricing of drugs to be superfluous, given that manufacturers must offer
substantial rebates on products sold to the public healthcare system.
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The use of pharmacoeconomics by private healthcare providers
Private healthcare providers in the US attempt to contain costs by issuing restricted
formularies of reimbursable drugs. These formularies also give private healthcare
providers some leverage over the prices set by pharmaceutical companies, as the
generation of successful sales for a pharmaceutical product will require formulary
inclusion. The use of pharmacoeconomics continues to be very limited within the
private market in the US, both amongst MCOs and HMOs. There is no explicit
inclusion of pharmacoeconomic criteria to aid reimbursement-related formulary
decisions. For example, one of the largest MCOs, Blue Cross/Blue Shield, generally
allows FDA approved drugs to be reimbursed based on the single criterion of clinical
efficacy.

Less than 10% of private health insurance plans utilize any form of pharmacoeconomic
analysis that attempts to identify the economic efficiency of a drug. However, some
large MCOs and HMOs, such as Kaiser Permanente and United Healthcare, are
beginning to evaluate the cost-effectiveness of both new and existing pharmaceutical
products.

These

organizations

are

increasingly

encouraging

the

use

of

pharmacoeconomic data in formulary decisions. However, they are only interested in
pharmacoeconomic studies from their own budgetary perspective, examining the
impact of new drugs on their costs and not the indirect costs associated with losses in
productivity and earnings through illness.

Pharmacoeconomic assessments are only one of many possible factors in the decisionmaking process concerning drug entry onto a formulary in the private US healthcare
system. The main factors continue to be clinical efficacy and drug acquisition costs.
Studies that evaluate these two parameters in some form of ratio are used infrequently.
Pharmacoeconomic studies sponsored by MCOs and HMOs, either individually or
through supporting PBMs, concentrate on cost-minimization studies and costconsequence analyses. These studies are more driven by the profit and loss account of
the healthcare plan or PBM than by any effort to achieve efficiency of resource
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allocation in the reimbursement of new and existing pharmaceutical products on
formularies.

The future use of pharmacoeconomics in the US
The highly fragmented nature of the US market for pharmaceutical products, together
with the limited role of pharmacoeconomic analysis in formulary evaluations, has
prevented the emergence of national guidelines for information and analysis to support
formulary submissions. Both the International Society for Pharmacoeconomics and
Outcomes Research (ISPOR) and the Association for Pharmacoeconomics and
Outcomes Research (APOR) are attempting to build a consensus on the use of
pharmacoeconomic

analysis

to

allow

managed

care

officials

to

integrate

pharmacoeconomics into their formulary decisions. However, such a consensus has yet
to be reached. In addition, for guidelines to have any significant effect on the
reimbursement process in the US, they would have to be enforced by MCOs and HMOs
as well as by Medicare and Medicaid.

It is likely that the growing emphasis on cost containment within formulary decisions
will see cost-effectiveness used more frequently in the US. The nature of competition
prevailing throughout the US healthcare market will promote the differentiation of
products through cost-effectiveness and, therefore, this factor may help determine
reimbursement decisions.

Impact of parallel importing
Since 1988, the US has been protected against parallel importing by a rule preventing
any company other than the original manufacturer importing pharmaceuticals into the
country. This measure was imposed to protect against imports of potentially lower
quality entering from non-FDA approved factories in other countries. However, the
rising costs of healthcare in the US have become an increasingly political issue and the
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potential to reduce the cost of drugs by allowing parallel importing has once again been
raised in the US.

In October 2000, a bill on agriculture appropriations (HR 4461) was signed by the
President, having been passed in both the House of Representatives and the Senate. The
bill included various amendments to allow individuals and companies other than the
original manufacturer to import into the US drugs manufactured in FDA approved
plants outside the US. The most important feature of is that, for the first time, the bill
would allow pharmaceutical products that have been exported from the US or
manufactured outside it to be imported into the US, potentially opening it to parallel
trade. Written into the bill is a provision that it remains law for only five years, after
which period the results will be reviewed.

The passage of bill HR 4461 and the amendments concerning pharmaceutical importing
happened in spite of substantial concerns that imported products may be out of date by
the time they reach the US market, and may even be counterfeits. Amendments require
the FDA to take responsibility for the quality and authenticity of imported products. It
was expected that it would take at least a year before the processes for these quality
checks were in place for importing to begin. Also, since the bill expires after five years,
there would be only a limited amount of time for parallel importers to enter the US
market. Indeed, the time limit on the bill was a major disincentive for importers to enter
the industry, since any investment will have to be recouped within this finite time limit.
However, the Secretary of Health and Human Services has since failed to implement
bill HR 4461 and has ignored the law’s provision authorizing the Secretary to issue
regulations containing "Any additional provisions determined by the Secretary to be
appropriate as a safeguard to protect the public health or as a means to facilitate the
importation of such products."

On July 31, 2002, the Greater Access to Affordable Pharmaceuticals Act (S.812) passed
the Senate by a resounding majority of 78-21. Included in this generic drug bill were
important amendments that expired because of House inaction. Amongst these
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amendments was a provision allowing for drug reimportation from Canada. The Equal
Access bipartisan Canadian import amendment with its safe but free trade approach
would have saved consumers an estimated $38.4 billion in projected spending on brand
name drugs in 2001, based on figures given in the 9/5/01 testimony by Alan Sager to
the Senate Commerce Committee.

Potential source markets of parallel imports to the US
The main markets suitable for parallel importing into the US are Canada and South or
Central America, since the transport costs from these countries are relatively low. FDA
approved facilities in other countries, including European markets, are also potential
import sources, although the greater distances involved and the necessity of crossing
the Atlantic Ocean may increase costs to importers to such a degree that it becomes
unprofitable. However, despite the convenience of the South and Central American
markets, the final version of bill HR 4661 sent to the President excluded these countries
as potential source markets due to concerns over safety. The final bill limited potential
source countries to the following:
G

Canada;

G

the European Union;

G

Australia;

G

Israel;

G

Japan;

G

New Zealand;

G

Switzerland;

G

South Africa.

69

The most obvious parallel importing country authorized by the bill is Canada. Like
most European countries, Canada operates a number of price controls on
pharmaceutical products to limit healthcare expenditure. This has resulted in significant
‘unofficial’ parallel importing from Canada by patients without medical insurance who
have to pay for their own drugs. Regulations allow for a 90-day supply of
pharmaceuticals for personal use to be imported into the US. Retired people crossing
the boarder to buy drugs was a topic generating considerable interest in the US national
press in the run-up to the Presidential election and has increased public interest in bill
HR 4461, which is seen as a potential alternative to these journeys.

However, commercial parallel importing into the US from Canada would not be as easy
as between the countries of the European Economic Area (EEA). Although there will
be no trademark issues, as the US operates a policy of total exhaustion of intellectual
property rights on an international basis, Canadian legislation will significantly restrict
the benefit to wholesalers. This is because the Canadian Food and Drug Act states that
goods manufactured for export must be labeled as being ‘for export only’. An export
certificate must be included with such goods, stating that, among other things, products
were not manufactured or sold for consumption in Canada. In addition, while
pharmaceuticals sold for use in Canada are price controlled, those sold for export are
priced according to demand on the free market. Therefore, pharmaceuticals re-imported
from Canada would not necessarily be substantially cheaper than those sold directly in
the US, thereby limiting the benefits for potential parallel traders.

The US pharmaceutical market is unique in a number of ways and the same factors that
affect parallel trade in Europe will not necessarily apply in the US. The US is,
superficially at least, highly attractive for importing, mainly due to its high prices, but
also its large volume sales. However, cultural factors currently weighing against
parallel importing, such as consumer preference for US-manufactured products and
wholesaler reluctance to undertake importing, repackaging and relabeling, may prove
very difficult to overcome.
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Figure 2.6: Drivers and resistors of parallel importing into the US

Drivers
High price of drugs
High volume market
Cultural and regulatory uniformity

Resistors
Failure to implement provisions of HR 4661
Delay while developing safety procedures
Five year expiry of bill
Opposition from wholesalers
Resistance from consumers
Insufficient supply

Reuters Business Insight

Source: Delphi Pharma

The five year limit on bill HR 4461, combined with the delay that will be incurred
through the need to develop quality checks that will reassure the most conservative
consumers, will reduce the amount of time available for importing to three or at the
most four years. Therefore, any company that invests in the infrastructure required to
begin importing into the US, whether a domestic wholesaler looking for new sources or
a European or other exporter, can expect only limited return on its investment.
However, the overriding resistor to the uptake of parallel trade in the US is the failure
of the Secretary of Health and Human Services to implement bill HR 4461 and to issue
regulations to facilitate the importation of drugs from approved sources. It is likely,
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therefore, that parallel importing will have little impact on the US pharmaceutical
market over the next five years.

Impact of generic substitution
The Trade-Related aspects of Intellectual Property rights (TRIPS) provision of the
General Agreement on Tariffs and Trade (GATT) decrees that the minimum duration of
a patent must be 20 years from the date of filing. This extension from the 17 years
previously enjoyed by US patented products applied to any company holding valid
patents at the ratification date of December 1994. This extension placed generics
companies at a disadvantage compared to the situation prior to GATT, delaying the
expiry of key product patents and threatening generics companies’ profits. To offset this
disadvantage, GATT legislation provided for generics companies that had already made
substantial investment in R&D at the ratification date and had been in a position to
launch a product at the end of what would, under the old legislation, have been the 17year period of patent protection. The agreement allowed these generics companies to
proceed with launching their products, under the condition that ‘equitable
remuneration’ was paid to the patent owner. This translated into royalty payments of 3–
7% of sales of the generic version during the new patent protected time period, which
could not be contested by branded manufacturers if they disagreed with the level of
compensation.

The Waxman-Hatch Act
The Waxman-Hatch Act, which dates back to 1984, is an integral part of FDA
regulations and its influence on prescription drug pricing and development makes the
US a particularly attractive market for generic products. The Act is designed to
encourage generics manufacturers to launch products as soon as possible after a
branded product has lost patent protection. The Roche/Bolar provision of the WaxmanHatch Act allows generics companies to develop versions of patent protected products
(i.e. run production and laboratory tests) while the patent is still in force. Furthermore,
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Waxman-Hatch permits generics manufacturers to view the original drug developer’s
safety and efficacy data filed at the FDA as part of the regulatory approval process.
After this, generics companies can submit an abbreviated new drug application
(ANDA) to the FDA, together with proof of bioequivalence. In return for these
privileges and to reward and encourage innovation, brand manufacturers may be
entitled to additional patent protection from generic competition:
G

Five years of additional market exclusivity may be granted for new active
ingredients;

G

three years of additional exclusivity may be granted for a new drug application
(NDA) if another NDA with the same active ingredient has previously been
approved and certain other conditions are met;

G

three years of additional exclusivity may be granted for an NDA supplement.

Not all NDA supplements are eligible for the additional three to five years of patent
protection. To qualify, clinical investigation reports must be included with the
supplement, the clinical investigations must be new and the NDA applicant must have
conducted or sponsored these investigations. Finally, all of the clinical studies must be
‘essential’ to the approval of the supplement. Thus, the Waxman-Hatch Act attempts to
provide balanced benefits for both generics and research-based pharmaceutical
companies.

Although the Act is complementary to the worldwide GATT agreement, no similar
provision is provided in European law. The Act was further upheld by the US Patents
and Trademarks Office (PTO) in June 1995, which also ruled that companies benefiting
from Waxman-Hatch are not permitted to take any additional extension under GATT.

Pediatric exclusivity
Most pharmaceuticals are specifically indicated only for adults. In the US, the FDA
Modernization Act of 1997 addressed this issue in an attempt to prevent drugs being
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used in inappropriate doses or applications to treat children. In return for conducting
pediatric trials on medicines commonly used in children, pharmaceutical companies are
given an additional six months of patent protection. For the highest selling products,
this can mean several hundred million dollars of additional revenues for the originator.

The pediatric exclusivity provisions of the FDA Modernization Act have caused
controversy among generics and pharmaceutical companies. PhRMA and the Generics
Pharmaceutical Association are both discussing the requirement to perform pediatric
clinical trials. It is not specifically stated in the Act whether only the originator should
be required to complete pediatric trials and not generic companies if a drug is
multisource (i.e. if both generics and the original are available). If all companies are
obliged to conduct these trials, this favors the higher margin pharmaceutical companies
with larger R&D budgets over generics manufacturers. Furthermore, pediatric
marketing exclusivity can be applied to combination formulations, even to those not
indicated for pediatric diseases, thereby delaying the market entry of generic
equivalents. If it is decided that all companies are required to complete pediatric
clinical trials, generics manufacturers would suffer from the need for greater investment
in testing prior to approval.

To date, the issue of obligatory pediatric trials remains unresolved. Congress
reauthorized the pediatric exclusivity incentive at the end of December 2001. PhRMA
continues to argue that the exclusivity incentive makes mandatory rule unnecessary.
However, in March 2002 republicans Henry Waxman, John Dingell and Sherrod Brown
said, in a letter to President Bush, that the FDA’s plan to suspend for two years a rule
requiring drug makers to study their drugs in children "will ... strip FDA of its ability to
require pediatric testing for existing drugs."

Another key issue surrounding the granting of additional pediatric exclusivity is the
possibility that the additional marketing exclusivity could run concurrently with the
180-day exclusivity granted to a generics manufacturer that has successfully challenged
a patent’s validity (a paragraph IV litigation). In such a situation, the generics company
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that is first to file an ANDA would have its market advantage nullified by being held
back from launching its own version while the pediatric exclusivity is in place. The
situation has led to a proposed tightening of the regulations to ensure that any granted
extension delays the start of the 180-day exclusivity period, maintaining the incentive
for generics companies to challenge originator patents.

Anti-competition legislation
Forming alliances between generic companies and the originator can be valuable
because of the 180-day exclusivity rule in the Waxman-Hatch Act. The exclusivity
applies to the first generics company to file an ANDA to market a generic version of a
branded pharmaceutical. If the ANDA was filed before the original patent expiry, then
the generics company can be sued for patent infringement. The 180-day market
exclusivity starts when a court finds in favor of the generics company. Therefore,
agreements that delay settlement also delay the start of the 180 days of exclusivity and,
consequently, delay the launch of a generic competitor. Furthermore, until a settlement
has been reached, no other generics company can launch a competing product and, thus,
there is no risk of further court cases to challenge the patent held by the originator.

Legislation proposed in August 2000, aimed to ensure that agreements between
research-based manufacturers and generic companies that could result in a delay in the
marketing of a generic drug are notifiable to the Federal Trade Commission (FTC)
within 10 days of signing the agreement. Presently, if the company filing the first
ANDA for a bioequivalent of a marketed brand does not actually launch its product,
then no other company can launch a bioequivalent generic until a court decision
regarding the validity of the ANDA and the infringement of any patents is reached. This
has led to a number of pharmaceutical and generics companies reaching agreements
that have resulted in the delayed launch of generics.

As an example of the above strategy, in April 1998, Abbott paid the generics
manufacturer Geneva (a subsidiary of Novartis) $4.5m on a monthly basis to prevent it
marketing a generic version of Hytrin (terazosin) and the payments continued until the
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agreement ended in August 1999. This meant that no other generic could be launched in
the meantime.

Improved legislation should enable the FTC to enforce anticompetitive laws more
effectively by making companies disclose such strategies. Furthermore, clarification of
the opportunity to reach agreements between two parties involved in a patent
infringement suit may benefit smaller generics companies. If there is the possibility of a
generics company winning its case, the original brand marketer may actively choose to
enter into an agreement and make payments to delay the decision. However, this would
risk anticompetitive charges from the FTC, which is not a feasible option for smaller
generics companies. Furthermore, the change in start date for the 180-day exclusivity,
discussed below, means that, once any court decision has been reached, the period of
marketing exclusivity begins. As such, delaying the final decision does not delay the
date at which additional generic competition could enter the market. Small generics
companies should benefit, therefore, from a shortened delay before launch, allowing
them to maximize the potential of their pipelines.

The Drug Competition Act (S.754), introduced by Senator Patrick Leahy (D-VT),
requires brand-name companies and first generic applicants to provide copies of certain
agreements to the FTC and the US Department of Justice (DOJ). According to the
report, although the 180-day marketing exclusivity period provided by Waxman-Hatch
to first-filing generics "was intended to increase the economic incentives for a generic
company," this provision also has enabled generic and branded companies, in some
instances, to enter into agreements that had the potential to "park" the 180-day period
for some time. In these circumstances, the first generic applicant does not trigger the
running of the 180 days, so the FDA is prevented from approving any other generic
applicants to enter the market. During the time period covered by the study (19922000), the report states, there were 20 settlements of patent litigation related to generic
entry prior to patent expiration. Of these settlements, at the time they were executed, 14
of the 20 had the potential to delay the start of the generic applicant’s 180-day
marketing exclusivity and thus to delay all subsequent generic entry.
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The Drug Competition Act (S. 754) was eventually passed by the Senate in November
2002. Brand name and generic companies are now required to report their deals to both
the FTC and the DOJ’s Antitrust Division so that these antitrust enforcement agencies
can promptly investigate any aspects of the deals that raise competitive concerns.

Delaying tactics and 180-day generic drug exclusivity
In April 2000, the FDA accepted a district court ruling that changes the date from
which the 180-day marketing exclusivity period for a newly launched generic drug
applies. For new ANDAs filed from 30 March 2000, exclusivity now begins on the date
of the first ruling in a patent infringement suit, while previously it began after the final
decision, from which no appeal can be launched, was made.

The changed start date for the 180-day exclusivity period has significant implications
for generics companies wishing to file an ANDA. Due to this ruling, once an initial
decision in a patent infringement case has been made, a generics company must launch
its product immediately, otherwise it will lose time from the 180-day exclusivity.
However, launching directly after the first ruling involves higher risks because a future
appeal could reverse the initial decision and find in favor of the original brand
manufacturer. The cost of marketing the generic product until that point would then
have been wasted because the generic would have to be withdrawn.

The change in policy is a result of the court case between Mylan and the FDA in which
Mylan challenged the interpretation of the Waxman-Hatch Act. Mylan wanted the 180day exclusivity period to start earlier, allowing it to launch a second generic competitor
(after Geneva’s product) to Abbott’s Hytrin (terazosin). However, despite the success
of the court case, it does not apply retrospectively and, therefore, Mylan was delayed in
launching its generic version while Geneva enjoyed the 180-day period of exclusivity.

In July 2002, the Greater Access to Affordable Pharmaceuticals Act (S.812) passed the
Senate. The Act aims to close the loopholes that allow brand-name drug companies to
block generic drugs from coming to market. By delaying and extending the process in
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which generic equivalents get approved, pharmaceutical companies have continued
selling their brand-name products at extremely high prices long after their patents have
expired. The Congressional Budget Office estimates that closing the loopholes in the
law could save taxpayers $60 billion over the next years.

The Greater Access to Affordable Pharmaceuticals Act makes the following provisions:
G

Eliminates the automatic 30-month stay of FDA generic approval when a brand
name sues the generic for patent infringement. A court’s preliminary injunction
would be necessary to stay FDA generic approval;

G

the 180-day exclusivity period granted to the first-to-file generic applicant would
become available to the next-filed applicant if the first-to-file generics company
reaches a financial settlement with the brand name to stay out of the market or fails
to go to market within a reasonable period;

G

codifies existing standards used by FDA to determine bioequivalence;

G

requires brand name manufacturers to list all of a drug’s relevant patents and certify
with the FDA that the list is complete and accurate. Expedites legal process for
challenging late-listed patents;

G

enables generic drug makers to seek a declaratory judgment from a court to
determine the merits of their patent challenge.

Possible future changes
The Biotechnology Industry Organization (BIO) is currently lobbying for the full
restoration of patent terms for drugs that require extended reviews and/or clinical trials
for FDA approval. Therapeutic proteins currently require extended reviews under the
FDA’s biological license approval process, as do generic therapeutic proteins, with no
formal equivalent to the ANDA for generic small molecules. The lack of compensation
for products that take longer to gain approval is a significant issue in the development
of innovative therapies. Therefore, although compensation would apply equally to both
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research-based companies and generics manufacturers, the benefits would be greater for
the lower margin generics companies that presently need to complete trials of a similar
length to those for the original biotechnology based product. In contrast, a generic small
molecule requires significantly reduced clinical trials than a branded product.
Therefore, BIO’s suggested changes would be a potential market driver for the generics
industry given the upcoming loss of patent protection for blockbuster therapeutic
proteins, such as Amgen’s Epogen (erythropoietin) in 2005.

The US Congress is also likely to debate whether or not to open a regulatory route for
the approval of generic versions of biological products. With biological products
accounting for some of the most expensive therapies currently on the market, the
development of generic biologicals seems to be a natural extension of cost cutting
measures. The biotechnology industry claims that the technology required to develop
bioequivalent products is not yet available, although this is not the belief of the generics
industry, with several key players planning the development of such products in the
near future. Relevant legislation is likely to be passed in the future.

The US Representative, Henry Waxman, who contributed to the original WaxmanHatch Act, has proposed further legislative changes. Suggestions include only listing
patents on active ingredients (and on methods of using them), while patents that claim
final formulations incorporating such active ingredients should not be listed in the
Orange Book. At the moment, for a product to be granted approval, a generics company
must prove that none of these patents have been infringed. The complexity of existing
patents is a major resistor to the launch of new generics and, therefore, reducing the
number of patents listed would make the launch of a generic less complex and could
reduce litigation.

In contrast to Representative Waxman, PhRMA has suggested that 10-year data
exclusivity should be included in the Act, which would bring the US into line with
Europe. This would have a negative impact on generics manufacturers as it would
reduce the time between data first becoming available and the patent expiry date of a

79

branded product. More significantly, PhRMA wants the Roche/Bolar provision to be
removed and supplemental NDAs (for new indications) to benefit from longer
marketing exclusivity. However, as a supplemental NDA automatically confers patent
protection, no generic could be launched for the new indication. This would have a
significant impact on generic drug sales in the US due to the lost revenues from offlabel prescribing. It is unlikely, however, that any litigation that delays the entry of
generic drugs into the US market would be passed under the current cost-conscious
market conditions.

Future pricing scenarios
In a continually changing pricing environment, it can be difficult to predict future
pricing scenarios. However, for the purposes of reference and forecasting three
alternative pricing scenarios in the US are presented below. The scenarios are based on
a five-year outlook and include a best case, worst case and most likely scenario.

Table 2.3: Future pricing scenarios in the US
Best case

Worst case

Most likely

Revitalized support for the
funding of innovative R&D
through free pricing

government-led reform of
Medicare and liberalized rules
on Medicaid pricing

Very gradual reform of
Medicare and liberalization of
state-level Medicaid pricing

government-led protection
from the effects of Medicare
and Medicaid reforms

Use of external reference
pricing and health economics
by private health plans

Increased use of health
economics in pricing
negotiations with private
health plans

Minimal impact from
health economic requirements,
parallel imports, and increased
generic substitution

Further pro-generics legislation Further pro-generics legislation,
and enactment of parallel trade but no enactment of the parallel
provisions in bill HR 4661
trade provisions in bill HR 4661

Reuters Business Insight

Source: Delphi Pharma
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Best case pricing scenario
Under the best case pricing scenario for pharmaceutical companies in the US, the
industry would receive revitalized support for the funding of innovative R&D through
free pricing. With fewer new drug launches and lengthy delays in the FDA approval
process for new drugs, the industry is in a strong position to petition for greater support
in the US to generate the funding needed to fully exploit new genomic technologies in
order to develop novel and effective new drugs. However, such an about turn by the
government is unlikely, as legislative proposals and legal decisions still appear to
marginally favor the patient over the industry in matters of drug prices. This is
heightened by government efforts to limit escalating public expenditure on
pharmaceuticals in light of a rapidly growing elderly population.

A best case pricing scenario in the US would also involve a degree of government-led
protection from the efforts of Medicare and Medicaid reforms. Significant, one-off
price cuts orchestrated through government or state-wide purchasing groups would
result in an immediate impact on the bottom line for pharmaceutical companies.
Therefore, the likely future response by the pharmaceutical companies would be to raise
the general level of prices, which, when done incrementally as an industry, would be
difficult to counter by private and public healthcare providers alike. Some level of
government protection from the immediate effects of Medicare and Medicaid reforms is
likely in order to smooth the passage for these reforms without a “knee jerk” reaction
from the industry as a whole. Under a best case scenario, the pharmaceutical industry
would continue to be largely protected from the use of pharmacoeconomic studies and
the impact of parallel importing in the US. Current levels of protection from generic
substitution would also remain intact.

Worst case pricing scenario
Under a worst case pricing scenario, the pharmaceutical industry in the US would be hit
hard by government-led reform of Medicare and liberalization of the rules for Medicaid
pricing negotiations. With a government sponsored Medicare drug benefit plan and
state level Medicaid price discounts and rebates, the pricing of pharmaceuticals sold
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through these channels will be reduced significantly. Since Medicare and Medicaid
involve massive patient pools, the impact of discounting to these patients will have a
significant impact on the bottom line for pharmaceutical companies.

Further consolidation among prescription benefit managers and private health
organizations may result in these groups leveraging greater influence on pharmaceutical
pricing and reimbursement status. Leading private health plans may introduce more
sophisticated cost containment measures including external and internal reference
pricing and pharmacoeconomic evaluations, which are used widely outside the US. A
worst case pricing scenario would also involve further pro-generics legislation and the
enactment of the parallel trade provisions in bill HR 4661. Outside of government-led
changes to Medicare and reforms to Medicaid, the greatest threats to the pricing of
pharmaceuticals in the US are generic substitution and parallel trade. Recent trends
have seen the rights of generics manufactures protected through legislation and court
rulings, while the idea of parallel importation into the US has been explicitly laid out in
recent legislation. While generic competition appears set to continue increasing, the
enactment of parallel imports appears less likely in the near future as a result of
government level apathy and concerns surrounding quality.

Most likely pricing scenario
Over the next five years, the most likely pricing scenario prevailing in the US will
involve a very gradual reform of Medicare and liberalization of state-level Medicaid
pricing. The government has set its course towards a drug benefit reform in Medicare,
but to date has shown a reluctance to outline a detailed legislative pathway to include
drug provision reforms in Medicare. Similarly, recent legal rulings appear to show that
the balance of the law is in favor of liberalization of state-level Medicaid drug
discounts rules. However, the limited success of earlier appeals made through PhRMA,
including the injunction made against the Maine Rx scheme, is likely to result in future
appeals to state-led reforms of Medicaid schemes.
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As private health plans look to become more competitive against one another, a wider
application of cost-effectiveness evaluations is likely to follow. The application of
pharmacoeconomics helps insurance companies understand how best to distribute their
premiums between different therapies and interventions. Most likely, is that drug
pricing negotiations with private health plans will require at least a rudimentary
pharmacoeconomic evaluation to support a pharmaceutical company’s pricing claim.

A most likely pricing scenario in the US will also involve further pro-generics
legislation, which is seen as an effective strategy by the government to reduce the
healthcare budget. Greater pricing competition with post-patent branded products will
result and average prices will be reduced. However, the introduction of parallel trade in
the US is unlikely to take shape over the next five years. Major concerns regarding the
quality of imports and the likely destabilization effect of the relationship between the
US and Canadian pharmaceutical industries have seen recent parallel import plans
postponed. Along with general increases in global trade, the implementation of parallel
trade provisions in the US is inevitable at some point in the future. However, this
implementation is unlikely to be fast-tracked to completion at some point over the next
five years.
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Chapter 3

Pricing and reimbursement in
Japan

Summary
G

The reimbursement status of drugs in Japan is equal for all products granted price
listing by the National Health Insurance (NHI). Once the Ministry of Health and
Welfare (MHW) accepts the price of a product, it is listed in the national
formulary. All drugs included in this formulary are fully reimbursed except for a
patient co-payment.

G

The Japanese healthcare system is characterized by a very high pharmaceutical
expenditure. Consequently, price controls are an important part of the Japanese
pricing system. The ceiling for all pharmaceutical prices in Japan is the NHI drug
price. Drugs containing new chemical entities (NCEs) are added to the NHI drug
price list on a quarterly basis, and prices are calculated by comparison with
previously listed similar (comparator) drugs. Drugs for comparison are selected
based on characteristics such as similar indications, chemical structure and
efficacy.

G

Over the next five years, the most likely pricing scenario prevailing in Japan will
involve a continuation of the current reimbursement reform led by biennial price
cutting. As demonstrated by the price cuts made in April 2002, by weighting the
cuts against generic and ‘me-too’ products innovative products can still continue
to receive premium prices, while the overall drugs bill is reduced.

G

Price setting is likely to become more complex in Japan in future, with the
addition of health economic data and pro-generics regulations to the current
reference pricing. The parameters used in reference pricing decisions are unlikely
to change significantly in the future. However, the addition of health economics
evaluations to pricing applications is likely to result in a further barrier to
achieving higher prices. The Japanese market is likely to continue to be protected
from the impact of parallel trade over the next five years.
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Introduction
The pricing environment in Japan is primarily determined by its healthcare system and
pricing regulations. However, other issues such as pharmacoeconomics, parallel
importing and generic substitution also impact on pricing decisions. Following a
number of recent developments in Japanese pricing, the future drivers and resistors are
unclear. However, an understanding of the best, worst and most likely future pricing
scenarios help to provide guidance as to how best to manage those functions impacting
today on tomorrow’s pharmaceutical pricing and reimbursement decisions.

Healthcare system
The reimbursement status of drugs in Japan is equal for all products granted price
listing by the National Health Insurance (NHI). Once a product’s price has been
accepted by the Ministry of Health and Welfare (MHW), it is listed in the national
formulary. All drugs included in this formulary are fully reimbursed except for a patient
co-payment. The level of patient co-payment is determined by the patient’s occupation
and can range from less than 10% for an elderly inpatient to a 30% contribution by
agricultural workers and the self-employed.

Table 3.4: Co-payments for drugs/services in Japan, 2002
Occupational status
Agricultural workers/Self-employed
Employees
Family members of employees (Outpatient)
Family members of employees (Inpatient)
Elderly (Outpatient)
Elderly (Inpatient)

Level of co-payment
per drug/service
30%
20%
30%
20%
10% (different methods in hospitals and clinics)
10% (maximum; varies by income level)

Source: Japan Pharmaceutical Manufacturers Association, 2002

87

Reuters Business Insight

In Japan, both hospitals and clinics treat outpatients, and patients can choose the
institution at which to undergo treatment. Fees for medical services are standardized
nationwide by the Medical Fee Table and those for drugs by the NHI drug price list.

The long-term care insurance system was launched in April 2000. Its characteristics
include:
G

A requirement that all covered under this system have their condition certified;

G

a fixed-fee payment system;

G

close cooperation among the professionals involved in the system;

G

the participation of private companies in the system;

G

devolution of responsibilities to regional authorities.

The long-term care insurance system aims to improve the quality of life of elderly
citizens by providing medical and nursing services under a single framework. The longterm care insurance system has assumed responsibility for some of the home- and
facilities-based services that had been provided under the NHI system.

Rising medical expenditure prompted the government to consider reforming the NHI
system in one sweep and as soon as possible. However, plans now call for reforms to be
implemented on an incremental basis by no later than fiscal 2002. The reform plan
unveiled by the MHW in January 2000 calls for fundamental reforms in the current
healthcare system after reviewing:
G

The current drug price system and possible introduction of new rules for calculating
drug prices;

G

the current system for covering medical fees, appropriate methods for evaluating
medical technologies, and the ideal combination of "fee-for-service" and fixed-fee
payment systems;
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G

the system for providing healthcare to elderly citizens;

G

methods for improving inpatient medical care provision and for promoting a clear
division of labor and cooperation among clinics and hospitals.

Pricing regulations
The Japanese healthcare system is characterized by a very high pharmaceutical
expenditure. Consequently, price controls are an important part of the Japanese pricing
system. The ceiling for all pharmaceutical prices in Japan is the NHI drug price. Drugs
containing NCEs are added to the NHI drug price list on a quarterly basis, and prices
are calculated by comparison with previously listed similar (comparator) drugs, which
are selected based on characteristics such as similar indications, chemical structure and
efficacy. The price of a new drug is then based on the price of the comparator drugs,
with premiums being added depending on two factors:
G

The new drug’s potential ‘usefulness’, meaning its level of innovation and the level
of unmet need served;

G

the new drug’s potential market size. This classification is used to define an ‘orphan
drug’ designation.

This price is then adjusted by international reference pricing if these drugs are marketed
internationally. Changes are made if they are higher by more than 50% or lower by
more than 25% compared to reference country prices in the US, UK, Germany, and
France.

According to PhRMA, the prices of 43% of the 68 products launched in Japan between
1997 and 2000 were within 0.75 and 1.5 times the average prices in other major
reference markets. Other data show lifecycle pricing in Japan tends to be lower than in
the US and Europe, even when adjusted for standard units and dosages, as a result of
continued biennial price reductions.
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The prices of generic drugs are listed annually. The initial price of a generic drug is set
at 80% of the price of the brand name drug. However, if other generics are already on
the market, the price of the new generic drug is set at the price of the cheapest existing
generic drug. If there are 20 or more existing generic drugs, the new generic drug will
be priced 10% lower than the cheapest existing drug.

Japan’s healthcare budget for fiscal 2002 stipulated a ¥280 billion ($2.3 billion)
reduction in terms of national treasury burden. Reform of the health insurance system is
expected to result in a ¥100 billion ($800 million) reduction, with the remaining ¥180
billion ($1.5 billion) saving realized through changes to drug pricing and medical fees
reimbursement.

Although

the

Japanese

government’s

latest

reductions

to

reimbursement prices follow more than a decade of regular price cuts, they represent a
significant shift by widening the gap between the prices paid for generic
pharmaceuticals and those paid for innovative drugs.

The latest drug price revisions, announced in April 2002, aim to bring reimbursement
and actual prices in Japan more in line. While the prices that the national health system
pays for prescription drugs has been reduced by an average of 6.3%, older drugs have
been hit hardest, making the registration of innovative new drugs (INDs) in Japan a
more worthwhile endeavor for multinationals and domestic companies alike. Unlike
previous rounds of price slashing, the government has dropped the prices of older
generic products by up to 5% more than it has reduced prices on new innovative
medicines. The reforms could offer scope for some premiums of between 40% and
100% for innovative drugs.

Reforming Yakkasa
The NHI price is the price at which health insurers reimburse hospitals, clinics and
pharmacies for the drugs dispensed to patients. The medical facilities in Japan are
reimbursed 100% of a drug’s NHI price regardless of the cost price to that facility. This
has given physicians the incentive to prescribe high priced reimbursed drugs at a low
selling price to generate profits. This difference in drug price is known as Yakkasa, and
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the incentive it gives physicians to overprescribe has increased healthcare expenditure
for the Japanese government. To reduce Yakkasa, the Japanese government implements
price cuts every two years, as stated above. These price cuts are an ongoing process
since 1992, and has ranged from 3% in 1997 to 9.7% in 2000.

Under the Yakkasa system, cheap generics and products sold in small packages offer
limited profit margin or ‘R-zone’. R-zone is the ‘price adjustment range’ and is defined
as the ‘minimum adjustment cost ratio necessary to stabilize distribution’. These drugs
offer a limited R-zone because the NHI reimbursement price is too low for hospitals,
pharmacies and clinics to negotiate a lower selling price. The price cuts implemented
by the MHW are used to reduce healthcare expenditure and to reduce the R-zone. It has
succeeded in reducing the R-zone average range from its original level of 15% to a
level of 2% in 2000.

The MHW has tried also tried to counteract the effects of Yakkasa by encouraging
bungyo. Bungyo is the separation of the prescribing and dispensing functions, which
used to be carried out by hospitals under the Japanese medical system. Because
Yakkasa is decreasing, bungyo pharmacies are a growing feature of the Japanese
market. However, the reforms are not welcomed by, among others, hospitals or clinics,
since these specifically have to sacrifice the profits associated with Yakkasa.

Future reforms
The Japanese pricing reform debate began in 1997 when an extra, previously
unscheduled price cut of an average of 3.0% was enforced. This led to discussions of
Japan’s pricing arrangements involving all concerned parties scheduled to implement
reform in April 2001. Serious discussions and ideas for reform were discarded by the
government in favor of another NHI price cut of an average of 7.0%, pushing back the
reform deadline to April 2002. A further round of price cuts of an average of 6.3% in
April 2002 again pushed back the deadline for significant reform. The overriding aim of
the reforms is to reduce Yakkasa for all new and patented drugs, product groupings, and
generics.
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A major area of debate is international reference pricing, which is unpopular in Japan.
The NHI prices drugs marketed internationally by referencing to the drug prices of the
US, Germany, UK, and France. However, Chuikyo members representing medical bill
payers and medical professionals did not agree with the adjustment of prices in
comparison with other countries. The reason is that some drug prices were kept high
because they were compared to high priced countries like the US. For example,
AstraZeneca’s Seroquel (quetiapine) was approved in February 2001. The drug was
priced four times higher than Johnson & Johnson’s Risperdal (risperidone),
acknowledged as the previous gold standard treatment, and Sumitomo’s Lullan
(perospirone), which was approved at the same time as Seroquel. Lullan and Seroquel
were both priced by comparison against Risperdal (risperidone). However, the price of
Seroquel was raised four-fold compared to Lullan after Seroquel prices in the US and
the UK were considered. Chuikyo members voiced the following criticisms:
G

The cost calculation method uses the same sales and general administrative
expenses regardless of the market size;

G

reliability of the list of US drug prices;

G

appropriateness of the countries selected for comparison.

The primary driver behind expected reform in Japan’s pharmaceutical pricing structure
is likely to be the rate of economic recovery. In a depressed economy, as experienced
by Japan since the late 1980s, the government will continue to look for opportunities to
cut costs rather than put in place radical changes to existing systems. With a noticeable
burden of pharmaceutical expenditure, which is expected to increase with an aging
population and increasingly Western lifestyle, Japan’s government has taken the shortterm step of cutting the reimbursement prices of ethical drugs every two years. This
practice has now been in place for a decade and is something that government and
industry alike has become widely accustomed to. Until a long-term solution to the
disparities of opinion regarding reform can be found (primarily between manufacturers
wanting more freedom and the government wanting to control prices), it can be
reasonably expected that the pricing structure in Japan will remain as it is. With the
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further price cuts announced in April 2002, any real reform of the medical care
insurance system in Japan appears to have been postponed for the near future.

Impact of pharmacoeconomics
Since 1994, the MHW has requested, though not required, the submission of data
derived from pharmacoeconomic analysis for reference use at the time of determining
schedule prices. The pharmacoeconomic guidelines, which are part of the MHW’s
plans to establish more binding regulations, are the same for each submission and
adhere to a standard format. The following economic data are required by the MHW to
be included in submissions for new drug approvals:
G

Final outcome;

G

intermediate outcome;

G

type of analysis;

G

target population;

G

time horizon;

G

comparator (alternative treatment or no treatment);

G

results: cost calculation and comparison.

Even though these requirements are not mandatory, they are widely regarded as such by
both pharmaceutical companies and the MHW. Consequently, in almost all cases,
pharmacoeconomic data are submitted for all new pharmaceutical products. Although
the system appears well organized and sophisticated there are difficulties in identifying
costs and outcomes due to a lack of acceptance of randomized clinical trials and a
cultural barrier to quantifying the costs of healthcare interventions. Sound
pharmacoeconomic evaluations require data from randomized clinical trials and
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validated cost data to facilitate an objective appraisal as to the effectiveness of an
intervention. However, due to a lack of data from randomized clinical trials, such
appraisals are difficult in the Japanese system.

In the recent debate and discussions surrounding the reform of the Japanese pricing
system, there have so far been no proposals to form a pharmacoeconomics regulatory
body or to introduce mandatory pharmacoeconomic assessment. However, Japanese
pharmaceutical companies are beginning to realize the value of pharmacoeconomic data
both for R&D and pricing purposes. Therefore, the role of pharmacoeconomic in Japan
is likely to increase in the future.

In April 2001, the Japan Pharmaceutical Manufacturers Association (JPMA) helped
establish a chair in pharmacoeconomics in the Faculty of Pharmaceutical Sciences at
the University of Tokyo. It is hoped that this will further the development and diffusion
of pharmacoeconomics as an academic discipline. The JPMA will donate ¥50 million
($0.4 million) annually to the University of Tokyo for the chair over a five-year period.
It is expected that research will be carried out into the pharmacoeconomics of drugs to
treat or prevent senile dementia, cancer, and lifestyle-related diseases.

Impact of parallel importing
Japan does not subscribe to the principle of international exhaustion, which means that
companies can prevent their products from being imported from other countries using
their trademark rights. In recent discussions on reform of the Japanese healthcare and
pharmaceutical pricing systems, the introduction of parallel importing has not been
suggested as way to reduce healthcare costs.
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Impact of generic substitution
Following the introduction of a new patent law on 1 July 1995, the term of a patent in
Japan has, since 1 January 1996, been extended to 20 years from the date of application.
It was previously 15 years from the date of publication for the purposes of opposition,
but not more than 20 years from the date of filing. The new law has several benefits:
most importantly, it permits inventors to make patent applications in a foreign
language, providing they also file a Japanese translation of the application within two
months from the application date. At present, English is the only acceptable language
and the Japanese version remains the authentic text. Additional fees have to be paid for
English applications.

This Japanese patent law allows opposition to patent applications to be filed within six
months of the date of publication of the granted patent. Previously, it was acceptable to
file oppositions prior to grant, following the publication of the examined patent
application. In 1998, the Japanese Diet (parliament) approved several revisions to the
Japanese patent law, including the damage compensation system, the design system and
improvements to annual patent fees. Importantly for generics companies, in April 1999,
Japanese patent authorities introduced laws allowing local generics companies to
conduct development work before patent expiry, thus providing benefits similar to
those of the Roche/Bolar provision in the US. Under this ruling, the Japanese Supreme
Court decided that experimental and research work conducted by generics companies
prior to patent expiry does not infringe patent laws, providing the work is needed to
submit applications for approval.

One sign of the Japanese government’s intent to encourage greater use of generics was
the announcement, by the MHW, of its completion of the first edition of the
"Information on Quality of Ethical Drugs" the Japanese Orange Book (JOB) in May,
1999. The purpose of the JOB is to allow anyone to confirm the quality of generic
drugs. The MHW hopes that it will increase public confidence in the use of generic
drugs in Japan that will then lead to a decrease in national healthcare spending.
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Future pricing scenarios
In a continually changing pricing environment, it can be difficult to predict future
pricing scenarios. However, for the purposes of reference and forecasting three
alternative pricing scenarios in Japan are presented below. The scenarios are based on a
five-year outlook and include a best case, worst case and most likely scenario.

Table 3.5: Future pricing scenarios in Japan
Best case

Worst case

Most likely

Continued pricing cuts in the
place of wide-ranging reform
resulting in price differentials
supporting high prices for
innovation

Wide-ranging reimbursement
reform resulting in significant
downward pressure on prices,
reimbursement levels and
prescription volumes

Gradual reimbursement reform
led by differential price cuts
supporting innovative products

Mediated reference pricing
taking purchasing power
disparities and product
differentiation into account

Strict internal and external
reference pricing resulting in
lower prices

Introduction of health
economics and pro-generics
regulations alongside mediated
reference pricing

Continued protection against
parallel imports and generic
substitution

Legislative changes resulting in Continued protection from
introduction of parallel trade,
parallel trade
increased generic substitution
and use of health economics
Reuters Business Insight

Source: Delphi Pharma

Best case pricing scenario
In a best case pricing scenario, the Japanese MHW would continue to postpone any
significant, wide-ranging reform of the healthcare reimbursement system. In its place,
biennial price cuts would continue, but their level would continue to decline and their
differential impact would increase, weighted more heavily towards older drugs and
generics. Under this scenario new products could still continue to command high
prices, while current effective therapies would not be significantly affected by price
cuts or reform.
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The reference pricing system would mature into a more mediated pricing tool, where
effective therapies are able to step out of any rigid referencing structure. In addition,
internal reference pricing parameters will be relaxed to allow greater disparities
between effective and ineffective therapies, while external parameters would reflect the
difference in purchasing power prevailing between Japan and its European reference
markets. This would allow Japanese prices to continue to display a greater level of
internal and external price differentiation when compared to the European markets
currently implementing reference pricing controls.

Under a best case scenario, the Japanese pharmaceutical industry would continue to
receive domestic protection from both parallel imports and high levels of generic
substitution. While both mechanisms would threaten the pricing of pharmaceutical
products, the Japanese market has made all previous cost containment efforts through
more direct pricing controls. Indeed, until the latest round of price cuts in April 2002
generic products were able to command prices often no cheaper than a number of ‘metoo’ branded products within a drug class. The mechanisms for an effective generic
substitution policy would require significant price discounts for generics relative to
their branded equivalents.

Worst case pricing scenario
In a worse case pricing scenario, the MHW would conduct wide-ranging reform to the
healthcare reimbursement system, in place of continued price cutting. Any reform
would be likely to have a more devastating effective on prices than a gradual price
cutting exercise. In addition to price cuts, reform would be aimed at achieving
significant cost containment and a complete reversal of Yakkasa prescribing. Although
the specific impact of any such reform is difficult to forecast, the effects are likely to
result in both lower reimbursable prices, as well as cuts in reimbursing per se. Whether
reimbursement is cut as a whole through formulary lists or physician budgets, or
whether patient co-payments are increased, the likely result would be a decline in
prescription volumes for the pharmaceutical industry.
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The internal and external reference pricing parameters currently applied to price setting
would be made stricter in order to squeeze price further. Internal reference pricing
would drag high prices lower in line with cheaper ‘me-too’ products and generics.
External reference pricing would use the lower prices in European reference markets to
exert further downward pressure on current and future products sold in the Japanese
market.

In a worst case scenario, changes in Japanese legislation could be effected to open up
the market to parallel trade. As global trade advances in all Japanese industries, it
would seem inevitable that the barriers to parallel trade with the domestic market would
be relaxed over time. Similar changes to legislation and regulations would also result in
the advancement of the generics industry and in the use and application of
pharmacoeconomic studies. With levels of generic substitution in Japan amongst the
lowest of all major international markets, a significant impact could be made by a
robust, government-led generics substitution strategy. Similarly, if pharmacoeconomic
evaluations were to be used more widely in the price-setting and reimbursement
processes in Japan, further cost containment pressures would be likely to follow,
resulting lower pricing for those products unable to demonstrate cost-effectiveness.

Most likely pricing scenario
Over the next five years, the most likely pricing scenario prevailing in Japan will
involve a continuation of the current reimbursement reform led by biennial price
cutting. As demonstrated by the price cuts made in April 2002, by weighting the cuts
against generic and ‘me-too’ products innovative products can still continue to receive
premium prices, while the overall drugs bill is reduced. A shift in the criteria needed to
achieve a high reimbursement price is, therefore, likely to occur, putting pressure on the
innovation generated through R&D in Japan. As a whole, the pharmaceutical industry
should be able to maintain the returns generated from the Japanese market, but they will
have to work harder to do so.
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Price setting is likely to become more complex in Japan, with the addition of health
economic data and pro-generics regulations to the current reference pricing. The
parameters used in reference pricing decisions are unlikely to change significantly in
the future. However, the addition of health economics evaluations to pricing
applications is likely to result in a further barrier to achieving higher prices. As
evidenced in other countries with strict health economics criteria, an effective therapy
in patients can often generate negative results in pharmacoeconomic evaluations
depending on the criteria and parameters used. Further steps protecting the generics
industry in Japan, and regulating the right to launch a copy product rapidly following
patent expiry is likely to result in significantly greater pressure on the prices of postpatent branded products.

In a most likely scenario the Japanese market will continue to be protected from parallel
trade. With no principle of international exhaustion in Japan, companies will continue
to prevent their products from being imported from other countries using their
trademark rights. It is likely that such measures will be reversed over time, as result of
internal cost containment pressures and external free trade pressures, but any significant
moves are unlikely over the next five years.
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Summary
G

The major pharmaceutical markets of Europe operate under a variety of different
healthcare systems subject to differing cost containment measures. In pricecontrolled countries, such as Spain and Italy, budgetary responsibilities and
controls have been devolved to regional bodies. Conversely, in traditional
regional or prescriber-led markets, such as the UK and Germany, national hurdles
including the National Institute for Clinical Excellence (NICE) and positive lists
have been introduced. Also payers, such as those in France and Spain, now revise
prices more frequently and, where negotiations take place at a regional or local
level, the opportunity for year-on-year price cutting has increased.

G

In Europe, three of the five major pharmaceutical markets employ external
reference pricing. France, Italy and Spain reference the prices of drugs in other
European markets in order to arrive at a weighted price for reimbursement. France
references Ireland, Italy, Portugal, Spain and the EU. Italy references four of 12
EU countries, including two price-controlled countries. Spain references France,
Italy, Spain, the country of origin and the lowest priced EU country.

G

Over the next five years, the most likely pricing scenario prevailing across Europe
will involve continued convergence of prices across different markets, resulting
from the ongoing pressures of parallel trade and reference pricing. Average prices
will gravitate towards the middle of the current range, with high price markets
such as the UK and Germany lowering prices and low price markets such as
France, Italy and Spain increasing average prices.

G

In the most likely future pricing scenario, the impact of pharmacoeconomics,
parallel trade and generic substitution will continue to increase gradually. These
indirect cost containment measures are important tools in managing the healthcare
spend for all European governments, though they are employed in different ways
in different markets. The general trend, however, is that these indirect pricing
controls will be used more widely in future.
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Introduction
The pricing environment in Europe is primarily determined by its healthcare system and
pricing regulations. However, other issues such as pharmacoeconomics, parallel
importing and generic substitution also impact on pricing decisions in this market.
Following a number of recent developments in European pricing the future drivers and
resistors are unclear. However, an understanding of the best, worst and most likely
future pricing scenarios help to provide guidance as to how best to manage those
functions impacting today on tomorrow’s pharmaceutical pricing and reimbursement
decisions.

Healthcare systems
The major pharmaceutical markets of Europe operate under a variety of different
healthcare systems subject to differing cost containment measures. In price-controlled
countries, such as Spain and Italy, budgetary responsibilities and controls have been
devolved to regional bodies. Conversely, in traditional regional or prescriber-led
market, such as the UK and Germany, national hurdles including NICE and positive
lists have been introduced. Also payers, such as those in France and Spain, have begun
to revise prices more frequently and where negotiations take place at a regional or local
level the opportunity for year-on-year price cutting has increased.

Historically, European authorities have taken different approaches to controlling drug
benefits, with some focusing on limiting demand, such as the devolved budgets found
in Germany and the UK, and others on regulating price, such as in France, Italy and
Spain. However, countries including Italy and Spain are adopting both approaches
through extending greater regional autonomy for healthcare and budget delivery.
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Taking Spain as an example:
G

Regional approval committees evaluate the use of expensive products, such as the
evaluation of growth hormones, interferons and drugs for Alzheimer’s disease in
Catalonia;

G

the use of expensive drugs in hospitals is limited, such as the use of antiretrovirals;

G

reference pricing is applied for ambulatory care, such as the 17% discounted pricing
of ambulatory drugs in Andalucia.

Table 4.6: European cost containment measures, 2002
Country
France
Germany
Italy
Spain
UK

Positive
lists

Negative Reference-based
lists
pricing

(+)
+
+

+
+
+

+
+
+

Other
Price negotiations
Global budgets
Price control
Price control
Profit control, pharmaceutical budget
Reuters Business Insight

Source: Pharmacoeconomics 2002; 20(9): 577-591

France
Reimbursement rates in France are primarily determined by a drug’s efficacy and
indications. The Transparency Commission decides whether a drug should be
reimbursed and at which level. In general, the following reimbursement levels can be
applied:
G

First line treatments for life-threatening diseases, such as AIDS and cancer, are fully
reimbursed by the state;

G

treatments for serious diseases, such as hypertension, are generally reimbursed to
65%;

G

those for non-serious diseases, such as acne, are reimbursed to 35%.
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Products not included in these classes are generally not covered by the national health
insurance scheme.

In July 2000, the French Pharmaceutical Industry Association (SNIP) announced plans
to remove products with “minor therapeutic benefits” from its reimbursement list over
the following three years. While the Transparency Commission aims to reduce the
expenditure on drugs of minor benefit, expected to bring savings of up to $90 million
per year, it also plans to replace these with potentially high priced innovative drugs if
these can show sufficient therapeutic benefits. To this end, the prices of most affected
products would be cut by 20%, phased over the three-year period.

It was expected that the price cuts would eventually affect over 600 drugs. To date, the
category containing drugs with “insufficient medical return” include older drugs, such
as vein-tonics, vasodilators, mucolitics, calcium and magnesium salts. The full removal
from the reimbursement list does not necessarily apply to every product, depending on
the therapeutic benefits offered. For example, the reimbursement rate of vasodilators
was lowered from 65% to 35%, rather than to the planned 0%.

Pharmacoeconomics could potentially come to play an important role in future
reimbursement decisions in France. In 1999, the French government decided that
pharmacoeconomic evaluations were to be considered in the pricing of drugs and an
advisory group to review pharmacoeconomic studies was established. However, the
uptake in the application of pharmacoeconomic evaluations in reimbursement decisions
is likely to be slow, with the French advisory group analyzing only seven studies in its
first year.

Germany
The German statutory health insurance system covers around 90% of the country’s
population. It is based on the principle of solidarity, meaning that everybody should
have access to the same level of healthcare service. In general, most prescription drugs
are fully reimbursed by the statutory health insurers, although patients have to pay a
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small additional sum of up to €5 ($5) per dispensed pack. For some products, a fixed
price (Festbetrag) is set by the government, above which patients have to pay the
difference. However, pharmaceutical companies tend to set prices below this level.

The current German government of Social Democrats and Greens, which came to
power in 1998, has introduced new legislation into the German healthcare system.
Patient co-payments have been reduced and completely abolished for elderly and
chronically ill patients. Moreover, annual regional healthcare spending ceilings have
been set. Doctors are now held responsible for any budget overrun, thereby encouraging
the use of low cost and cost-effective products.

In the summer of 2001, the German government began the introduction of a positive
list, covering all products that can be reimbursed by the statutory health insurance. It
entails much stricter criteria than the previous reimbursement list, while still focusing
on the overall aim of providing quality, rather than cost contained, healthcare. The
positive list is strongly opposed by the pharmaceutical industry, not only because it
limits the chances of reimbursement for some products, but also because the
commission drawing up the list currently only includes representatives of sick funds,
doctors and the Health Ministry. Therefore, BPI, the association of small and medium
sized German pharmaceutical companies has appealed to the European Commission
claiming that this contravenes the EU transparency directive. According to this
directive, pharmaceutical manufacturers should have the opportunity to hand in
applications for drugs to be included on the positive list before a decision is made
within a fixed time period.

The government previously produced a negative list, which was regarded as an interim
measure to exclude medically unnecessary products from reimbursement. The negative
list contains around 400 products, including older substances, such as cinnirazine and
procaine for cerebral dysfunction and dantron and carbenoxolone for gastrointestinal
disorders. Furthermore, many herbal and homeopathic substances have been placed on
this negative list.
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Italy
In Italy, the Ministry of Health controls the pricing of ethical drugs through its Central
Pricing Agency (CIPE). Since 1994, drug prices have been based on a form of reference
pricing using European prices as a benchmark. Ethical products are grouped into three
categories, A, B and C, in addition to hospital only products (H). These classes directly
correspond to set reimbursement levels. Prices on Class A and B products are
controlled directly by the government through CIPE. Manufacturers are free to set the
prices of Class C and OTC products. Failure by manufacturers to bring the price of a
product into line with the European average results in an immediate delisting from the
fully reimbursed Class A to the non-reimbursed Class C. For Class H, manufacturers
are expected to give an average 50% discount. The following reimbursement levels
apply to different therapy types:
G

Class A includes drugs for chronic diseases, which are fully reimbursed, although
patients have to pay a fixed price depending on the number and type of items
prescribed;

G

Class B includes ‘important’ drugs for diseases not covered by Class A. For these,
50% of the price is reimbursed by the state;

G

Class C contains drugs not included in the other classes; these are not reimbursed at
all.

Currently, the fixed prescription charge is €1.55 ($1.56) for prescriptions containing
one item and €3.10 ($3.12) for those with two or more products.

During 2000, the Italian government considered new regulations to reduce healthcare
costs. A bill adopted by the cabinet in September 2000 provides that products will be
reimbursed only up to the price of a weighted average of available generic versions.
This would result in abolition of the Class B category of products. The bill was
originally scheduled for implementation in March 2001, but was put back to July 2001
at the end of October 2000, to give generic manufacturers more time to increase their
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production to meet the expected demand. According to the 2001 Finance Bill passed in
March 2001, the prices of new products will be calculated from the average prices of
equivalent products, which should be priced 20% below the European average.
Furthermore, from July 2001 onwards, primary care physicians and pediatricians will
be held responsible for budget overruns.

The Ministry of Health hopes to make substantial cost savings through the new pricing
and reimbursement rules. It has indicated that generic versions will be at least 20%
cheaper than the branded original and could even offer a price discount of up to 60%,
which would put pharmaceutical reimbursement prices under significant pressure. To
provide incentives for continued ethical R&D, the Italian government has stated that
new drugs with high potential for improving treatment outcomes will be added to the
full reimbursement Class A, even if they have not yet received Europe wide
registration. Furthermore, the abolition of Class B is expected to lead to more products
becoming fully reimbursed, as older products, such as early generation anti-depressants,
with low side-effects are expected to be placed in Class A. Other products recently
moved into reimbursement group A include anti-allergy and dermatology products, as
well as the Pfizer’s Viagra for the treatment of erectile dysfunction resulting from CNS
damage.

Spain
To contain costs, the Spanish pricing system uses international price comparisons,
negative reimbursement lists and price cuts, which all serve to keep pharmaceutical
expenditure below a national budget ceiling. In September 1998, a new negative list
came into effect, adding to a list of over 700 drugs that had been delisted from
reimbursement in 1993. The negative list introduced in 1998 contains over 800 drugs in
several formulations which are deemed to be of minor therapeutic value and are
generally prescribed for less serious diseases. Doctors are still able to prescribe such
delisted drugs, although they are subject to free pricing and are not reimbursed.
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The Spanish reimbursement system uses three different reimbursement levels:
G

Drugs in class R include chronic diseases, such as diabetes, hypertension, HIV or
depression, which are reimbursed at a level of 90%;

G

drugs in group N are reimbursed to a level of 60%.

The remaining drugs are not reimbursed at all. Retired people receive all drugs in
groups R and N free of charge. However, in 2001 the Health Minister, Celia Villalobos,
re-opened a debate looking at reviewing reimbursement for the elderly. The
government is considering changing the current system so that pensioners would start
paying 10% of the price of medicines, with the other 90% being reimbursed by the
state. This would be used as a ‘deterrent measure’ to combat fraud and over purchasing.

The UK
Reimbursement in the UK is determined by whether a product is contained on the
Limited List (also known as the Black List), which names drugs that cannot be
prescribed on the National Health Service (NHS). Since its introduction in 1986, the
limited list has been extended several times, and has resulted in a generally cost
contained healthcare environment. The reason for including a drug on the limited list is
usually that, in the government’s opinion, there is an effective alternative at a lower
cost that can be substituted without detriment to the patient. If patients require drugs on
the limited list, they have to be provided on a private prescription. Drugs prescribed on
the NHS are fully reimbursed, with the general exception of a fixed patient charge per
prescription item.

In November 2001, the UK Department of Health (DoH) cut the pharmacist dispensing
fee by 10 pence per prescription item to 87.4 pence. It also increased the total
remuneration (the ‘global sum’) for pharmacists by 3.7% to £806.6 million ($1,270
million). In addition, the DoH and the pharmacy contractors’ representative group, the
Pharmaceutical Services Negotiating Committee (PSNC), finally agreed the results of
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the October 2000 Discount Inquiry. The PSNC agreed that the average required
clawback (on pharmacist discounts to the PPRS and drug tariff prices at which
reimbursement is made) will rise to 11.47%, taking into account an underpayment.

The UK actively encourages the importation of drugs from other European markets in
order to keep down pharmaceutical expenditures. For the financial year ended March
2001 the number of parallel import licenses (PLPI) issued by the Medicines Control
Agency (MCA) continued to rise, growing by 7.6% to 1,498 licenses. In October 2002,
a total of 214 PLPIs were granted by the MCA, compared with just 100 PLPIs granted
in the same month one year earlier.

With the introduction of the National Institute of Clinical Excellence (NICE) in April
1999, drugs are now not only evaluated with regards to their clinical effectiveness, but
also their cost-effectiveness. NICE’s recommendations play an important role in
deciding whether drugs should be reimbursed. The main functions of NICE are:
G

To appraise new and existing health technologies and products with the aim of
providing guidance to physicians as to how and under what circumstances the
assessed therapies should be used. These appraisals focus on a specific intervention,
drug or drug class;

G

to develop clinical guidelines to advise physicians on treatment choices for specific
medical conditions. These appraisals examine the overall treatment of a disease.

As of December 2002, NICE had completed 53 technology appraisals, resulting in
guidance for the use of a number of different therapies and interventions, with a further
33 appraisals in progress. NICE aims to increase the standardization of treatment across
the UK. As therapies are not only judged on their clinical efficacy but also on their costeffectiveness, the government intends that NICE will help speed the uptake of new,
high value treatments throughout the UK’s health service. Consequently, healthcare
spend is expected to be reduced, while patients are protected from receiving out-dated
or inefficient treatment.
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Pricing regulations in Europe
In Europe, three of the five major pharmaceutical markets employ external reference
pricing. France, Italy and Spain reference the prices of drugs in other European markets
in order to arrive at a weighted price for reimbursement. Figure 4.7 shows how price
setting in the major European markets is increasingly inter-dependent and complex.

Figure 4.7: External reference pricing in Europe, 2002
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France
France is an important market because the prices set in France have a considerable
impact on the global price of drugs. Many countries reference the prices of the drug
sold in France because the prices in France are comparably low. The French
government has formulated a compulsory pricing structure, whereby it enjoys a very
powerful position in the initial and subsequent pricing of prescription pharmaceuticals.
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When a new compound is ready for launch, the manufacturer and the government enter
into price negotiations. Since the government must agree on the price of the product
before its launch, it can effectively withhold a product from the market until a price
level is reached that it feels is reasonable.

These price negotiations can last up to 18 months, and the length of the process reflects
the difficulty of obtaining an acceptable price for both parties. The fundamental aims of
the pricing policy employed in France are that prices should reflect the usefulness of a
drug as well as production costs incurred by its manufacturer. Other factors are also
taken into consideration, including:
G

|Future sales forecasts for the drug;

G

prices of the drug in the rest of the EU, Ireland, Italy, Spain and Portugal;

G

daily treatment costs resulting from the drug;

G

R&D expenditure for the product in France.

In July 1999, the French Pharmaceutical Industry Association (SNIP) signed its second
pricing agreement with the government Controlling Body (CEM). Under the new
system, each company negotiates a contract with the CEM, which includes annual
targets for sales of reimbursed products. A contract consists of three parts:
G

A list of the company’s existing products and prices. Prices can be modified by the
company, and prices of new products will be negotiated separately with CEM;

G

provisions relating to promotional spend and other contractual provisions;

G

commitments on sales growth targets, the exceeding of which will lead to the
company having to pay a rebate.

In early 2001, an increase of 8–9% in pharmaceutical spending caused the French
government to continue price cuts and rebates. The French government completed its
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review of the 4,490 reimbursable medicinal products, and found 20% of these drugs to
have insufficient medical benefit rating. The government will soon decide what to do
with these products, with the most likely course of action being an average reduction of
20% until 2004 followed by delisting. Because small or medium sized pharmaceutical
companies receive most of their revenues from these drugs, the government has opted
against immediate delisting.

In September 2001, price cuts were again implemented on high priced drugs. Affected
companies included GlaxoSmithKline, having a 14.7% reduction in the price of Zantac
(ranitidine) and Roche, facing a price cut of 8.4% for acne drug Roaccutane
(isotretinoin). Other high profile drugs that faced cuts from 1 October 2001 were Eli
Lilly’s anti-depressant Prozac and Merck’s cholesterol-reducing statin Zocor. These
price cuts can affect the prices of these drugs all around Europe since France is widely
used as a reference country.

Another outcome of the increase in pharmaceutical spending is the French
government’s continued interest in the generics market. The government has already
published a new generic list so that pharmacists can substitute a cheaper generic brand
for the originator’s brand. Another measure being discussed to curb healthcare
expenditure is a reference pricing system, which will set an upper limit on
reimbursement for generic and brand drugs after patent expiry by taking the average of
the prices of generics in the list. If a drug is not within this price, it will be delisted.
However, the exact effect that the new French regulations will have on pricing as
unclear.

In September 2002, French Health Minister, Jean-Francois Mattei, announced
significant changes to drug reimbursement. Within the next three years, 835 medicines
designated ineffective will be dropped from reimbursement status. Drugs with a generic
equivalent will only be reimbursed at the generic price, with an option for patients to
pay the difference for the brand. The first stage of reform will involve examining
antibiotics and corticosteroids. The second stage will remove self-medicated (OTC)
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drugs from the reimbursement list and the final stage will look at vasodilators. Savings
totaling €1.4 billion ($1.4 billion) are anticipated, which in part will contribute to the
funding of more expensive treatments, such as Roche’s Herceptin.

Germany
In contrast to most European countries, manufacturers in Germany are free to set the
price of their products and there are no direct restrictions placed upon them. Instead,
influence is exercised via a reference pricing system, which does not apply to
innovative patent-protected drugs, but mainly to older and genericized products. The
German association responsible for setting the reference prices, the Federal Committee
of Physicians and Sickness Insurance Funds (BAK) considers the following factors
when deciding on a pricing reference group:
G

Whether the indication for a product is actually a disease;

G

whether the disease must be treated by the Statutory Health Insurance Scheme
(GKV);

G

if the disease is to be treated under the GKV, whether there already are drugs
available to do this;

G

whether the disease can be treated equally well with simple, non-pharmacological
methods;

G

how the cost-effectiveness of the different options compare.

For drugs priced above their set reference price, patients have to cover the differential.
The government is involved in this system, providing the legal and regulatory basis, as
are the statutory insurers that calculate the reference price according to certain criteria.
The current practice has, however, recently been deemed unconstitutional, as the
statutory insurers are not democratically entitled to set reference prices on their own. A
new law on the pricing system is instead likely to shift the responsibility to the Health
Minister. A recent example of the conflict between statutory health insurers and Federal

114

Cartel Office is the decision by German Krankenkassen in March 2001 to implement
the most recent reference price adjustments. The new prices were implemented from
May 2001, and are reviewed and set every six months. The new prices are to be taken
from the bottom third of the existing price range of generics in 143 of the total 438
groups. In 11 groups the reference price was increased, in 160 groups where a new
standard pack was calculated the reference price remained the same, and in 252 groups
there was a reduction of a maximum of 32.5%. This decision had initially been delayed
to allow the Health Minister to propose alternative methods of achieving cost savings,
which did not yield any concrete solutions.

Italy
Within the Italian reimbursement system, prices are set by the pharmaceutical industry,
which uses the average European price as a guide for each product. Prices are set
according to the average for equivalent products in 12 EU benchmark countries, of
which at least four are mandatory and two have to be price controlled. Failure by
manufacturers to bring the price of a product in line with the European average results
in an immediate delisting from the fully reimbursed Class A to the non-reimbursed
Class C.

Italy also operates a price contract system, which only concerns drugs approved through
the EMEA. Previously, those products that gained centralized approval were either not
reimbursed or were placed in Class H. The introduction of the price contract system is
expected to facilitate negotiations between authorities and the industry, thus enabling
such factors as degree of innovation or sales forecasts to be taken into account.

Since March 1999, pharmacoeconomics has come to play a small role in Italian pricing
and reimbursement negotiations. In 1999, the Italian Group for Pharmacoeconomic
Studies (GISF) released a basic document of guidelines for use in agreeing prices for
products approved through the EU centralized and mutual recognition procedures.
Apart from these guidelines, recently published Italian Economic Planning Committee
(Comitato Interministeriale per la programmazione economica – CIPE) regulations
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give some details of the pharmacoeconomic methodology to be used to derive the
required cost-effectiveness data or of the studies pharmaceutical companies need to
submit. This particularly applies to innovative products in new classes, or in classes
where existing therapies are not adequate or if the product is claimed to have a better
cost-benefit profile than products available for the same indication.

The main criteria considered to determine the price of a product in Italy include:
G

Incremental cost-effectiveness for products approved through the mutual
recognition procedure;

G

the efficacy of the product in relation to existing therapies, taking into account its
degree of innovation, the incidence of the disease it treats, reductions in
hospitalization, and quality of life improvements;

G

price comparisons with other countries;

G

forecasts of sales, including revenues derived from licensing agreements;

G

financial factors, related investment, spillover effects on employment, and exports.

As part of the 2001 Finance Bill, Class B (50% reimbursement) has been dropped, and
all products have been reassigned to class A (100% reimbursement) or delisted. The
Health Ministry’s pharmaceutical committee, the Commissione Unica de Farmaco
(CUF), selected which products should remain on the reimbursement list and which
should be delisted. To control pharmaceutical expenditure, the Finance Bill introduced
a compulsory price cut of 5% on off-patent drugs and a drug budget for general
practitioners. The Italian government also introduced an internal reference pricing
system that came into effect in September 2001. The Italian Health Ministry has
published the list of products to be included in the reference pricing system, basing the
clusters on the same active ingredient, pharmaceutical form, route of admission and
number of units/pack. The reference price of the equivalent products will be based on
the weighted average of those products, which have a price lower than the highest one
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in the group. Patients will have to pay the difference between a branded or more
expensive product and the alternative generic product.

Spain
To contain costs, the Spanish pricing system uses international price comparisons of the
country of origin and the lowest in Europe. Along with reference pricing, Spain uses
negative lists and price cuts, which have kept pharmaceutical expenditure below a
national budget ceiling.

Over the past few years, there have been several attempts to introduce reference pricing
in Spain, with the aim of lowering prices within therapeutic classes and reducing costs.
At the end of 1997, the Spanish government passed a law providing a framework for
reference pricing and generic substitution, which was amended in June 1999, when the
Spanish Council of Ministers approved a royal decree creating a reference pricing
system for reimbursed medicines. The approval followed two years of discussions on
what shape the new pricing system should take.

The new reference pricing system was scheduled to come into effect in September
1999, however the Spanish government delayed the introduction of the new scheme
until December 2000. Spain’s new reference pricing system is based upon generic
substitution. The legislation covered 42 active ingredients, corresponding to 590
bioequivalent products. The law backing the system states that if a prescribed medicine
costs more than the reference price, pharmacists can substitute bioequivalent generics
unless the physician has filled in a specific form to guarantee dispensing of the branded
version. Otherwise, if patients want branded products that are more expensive than the
reference price, they must pay the difference. Reference prices have been set around
10%–50% lower than the original brand. Brand name drugs have reduced their prices to
the reference price in order to maintain competitive with the generic industry.

In 2001, the Spanish treasury imposed a 15% cut on certain medicines containing
atenolol, ciprofloxacin, enalapril, famotidine and omeprazole. The measure was
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brought forward to help reduce pharmaceutical expenditure and harmonize prices after
pharmaceutical spending rose by 5.25% year-on-year in the first quarter of 2001.

The UK
UK prescription charges are regulated by a combination of an indirect profit control
measure known as the Pharmaceutical Pricing Regulation Scheme (PPRS) and more
direct methods that include restrictions on manufacturers’ price increases, the limited
list, the Prescribing Analysis and Cost System (PACS), and the Indicative Prescribing
Scheme (IPS). The PPRS is negotiated periodically between the UK government and
the Association of the British Pharmaceutical Industry (ABPI). Under the scheme, the
government monitors and controls UK drug manufacturers’ profits, comparing each
company’s profits to a maximum allowed return on capital. Profit limits for companies
with insufficient capital invested in the UK are evaluated in relation to their return on
sales.

At the end of 1998, negotiations over the PPRS were held. The revised PPRS was
accepted by the UK pharmaceutical industry on 13 July 1999, after senior executives
had considered the terms agreed between the ABPI and the Department of Health.
Terms of the new PPRS, which will run for five years with a review at the mid-term
point, include:
G

A 4.5% price cut on branded prescription products from 1 October 1999, followed
by a 15 month price freeze;

G

a requirement for companies to submit annual financial returns, whereas previously
companies could go for several years without submitting them;

G

incentives for increased investment in R&D.
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Impact of pharmacoeconomics
France
Until recently, pharmacoeconomics played no role in pricing and reimbursement
decision processes in France. However, in 1999, the French government decided that
pharmacoeconomics was to play a greater role in the pricing of drugs and, to that end,
set up an advisory group to review pharmacoeconomic studies. However, in 1999, the
group analyzed just seven studies, suggesting that pharmacoeconomics is not regarded
as an urgent issue within the French healthcare system.

At present, once marketing approval has been granted, a drug is evaluated by the
Transparency Committee to assess its improvement in medical benefit. The Committee
first considers the medical benefit of the new therapy through the added value that the
proposed drug would offer to the French social medicine system, accounting for
pharmacology, comparators, clinical trial results and safety and efficacy. The
Committee then balances this added value against the target population that could be
treated with the proposed treatment. Factors that are considered in this process include
therapeutic alternatives, epidemiology and severity of the disease and recommended
therapeutic strategy. When faced with the trade-off between the added value of the
therapy and the relevant target population, the Committee then decides whether the
drug should be reimbursed and, if it is deemed reimbursable, for which populations and
indications. If a decision not to reimburse is made, pharmaceutical companies may resubmit their applications.

To date, pharmacoeconomics has played its most prominent role in the reimbursement
process through cost of illness studies, in which the Transparency Committee simply
assesses the potential financial burden on the healthcare system.
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However, it is likely that more weight will be attached to pharmacoeconomic
evaluations in future, supporting the Transparency Commission’s reimbursement
decisions through the following factors:
G

Utilizing cost of illness studies;

G

evaluating those indications for which a drug should receive reimbursement.

Germany
Since both hospitals and physicians control their own budgets, pharmacoeconomics
does not play a significant role in Germany and is currently not used in pricing or
reimbursement decisions. Pharmaceutical companies play a dominant role in
determining the price of drugs, which has resulted in drug prices in Germany being
amongst the highest in Europe. Due to the high expenditure of the statutory
Krankenkassen on pharmaceuticals, pharmacoeconomics is seen as a cost containment
measure for payers rather than as a mechanism to illustrate the value of a drug in terms
of therapeutic health outcomes.

The restricted role of pharmacoeconomics in pricing and reimbursement decisions in
Germany is a direct result of the current healthcare structure and the lack of perceived
relevance of pharmacoeconomic studies to the German setting. Criticism is aimed at
pharmacoeconomic studies from a number of sources, explaining why economic
evaluation has played no formal role in decision-making in medical care in Germany.
Such criticisms include:
G

A lack of credibility in the results if studies are funded by pharmaceutical
companies;

G

a concern over the methodological shortcomings of the evaluation process,
especially regarding techniques for measuring indirect costs and benefits;

G

the difficulty of redistributing budgets between the hospital and office-based
settings, since both have very powerful lobbies;
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G

the fact that health policy is more concerned with macroeconomic distribution
policies than with micro-efficiency issues.

Due to the reference pricing system favored in Germany, it is possible that
pharmacoeconomics may play a minor role in the integrated process of evaluating a
new high cost drug, although this is not explicitly acknowledged by the pricing
authority. The German healthcare system is comparatively wealthy and the
pharmaceutical market, by European standards, is relatively uncontrolled. This means
that companies with new high cost drugs often attempt to launch them in Germany as
one of their first markets. If an innovative compound that addresses an unmet need is
launched in Germany first, then the authorities cannot use the reference pricing system.
In this case, pharmaceutical companies are usually free to set their ‘ideal’ price.
Companies have to keep in mind, however, that physicians are given full responsibility
for their budgets and may, therefore, be reluctant to prescribe such drugs on a regular
basis. In future it is, therefore, likely that regulatory authorities, payers and physicians
will use pharmacoeconomic data to assess the price and overall cost of a novel drug.

Italy
In March 1999, the newly formed Italian Group for Pharmacoeconomic Studies (GISF)
released a basic document of guidelines for use in agreeing prices for products
approved through the EU centralized and mutual recognition procedures. Since the
beginning of 1997, the reimbursement prices of new products approved through the
centralized procedure have been negotiated by pharmaceutical companies and the
government under regulations issued by the CIPE. This system was later extended to
cover products approved through the mutual recognition procedure.

As part of the negotiations with the Italian government, companies are required to
produce data on incremental cost-effectiveness, the product’s prices outside Italy, future
sales estimates for the Italian market and possible effects for the national economy
resulting from the introduction of the new drug. Apart from these guidelines, the CIPE
regulations do not give many details of the pharmacoeconomic methodology to be used
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to derive the required cost-effectiveness data or of the studies pharmaceutical
companies need to submit. This is due to the intention behind the foundation of GISF,
which eventually aims to produce guidelines that have been agreed upon by all parties
involved in the decision-making process, including pharmaceutical companies,
politicians and economic experts.

The preliminary recommendations by the GISF for carrying out pharmacoeconomic
studies suggest the preferred use of cost-effectiveness and cost-utility analyses. A
society perspective and economic data that are directly relevant to the Italian healthcare
environment should also be presented. Further recommendations cover the
methodologies for, amongst other areas, statistical analysis and data presentation, which
are relatively general in nature.

The publication of guidelines by the GISF should not create a new regulatory burden on
pharmaceutical companies, as pharmacoeconomic data is already required to be
submitted as part of the reimbursement application. The hurdle is not necessarily as
significant in Italy as it is in Australia, for example, since it plays a smaller part in the
calculation of a new drug’s reimbursement status and price and guidelines are relatively
flexible.
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Spain
In Spain, there are no formal requirements for the submission of pharmacoeconomic
data in the pricing and reimbursement procedure. There are a number of reasons for
this, including:
G

A higher priority is given to cost containment issues than efficiency criteria;

G

traditionally, price control has been the main tool for pharmaceutical cost
containment;

G

there has traditionally been a reliance on the cost of production and reference price
systems (based on price comparisons from low price countries) in setting prices for
drugs.

The lack of integration of pharmacoeconomics into the pharmaceutical resource
allocation process permeates all levels of healthcare in Spain. The recently introduced
reference pricing system, which is based on the cheapest products within a particular
therapeutic market, means that there is little incentive to identify efficient treatments,
and this can explain the lack of pharmacoeconomics in the decision-making process.

It is likely that there will be an increase in the uptake and demand for
pharmacoeconomics in Spain over the coming years. The introduction of managed
competition in the form of discounted packages to hospitals from manufacturers means
that contracts will have to be won by providers. For the first time, there will be an
incentive to offer a clinically effective package of care that is cost efficient. This will
ensure that health authorities begin to explore the impact that pharmacoeconomics can
play in their coverage decisions. Within the hospital care market, the Spanish National
Health Institute, Insalud, is already encouraged to consider cost-effectiveness data in
decisions regarding formulary listings. Moreover, as cost containment pressures
increase, the government will be forced to become more explicit about the role of
pharmacoeconomics in the reimbursement system.
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UK
The National Institute for Clinical Excellence (NICE) was officially established in the
UK on 1 April 1999. NICE is a Special Health Authority covering England and Wales,
whose role is to produce and disseminate clinical guidelines, both for medicines and
medical technologies. The main functions of NICE are:
G

To appraise new and existing health technologies and products with the aim of
providing guidance to physicians as to how and under what circumstances the
assessed therapies should be used. These appraisals focus on a specific intervention,
drug or drug class;

G

to develop clinical guidelines to advise physicians on treatment choices for specific
medical conditions. These appraisals examine the overall treatment of a disease.

The aim of NICE is to increase the standardization of treatment across the UK.
Currently, patients in some areas do not receive certain treatments and drugs that are
available to patients whose treatment is being funded by a different local health
authority. NICE is intended to eliminate such regional variation by identifying optimal
treatment practices. However, therapies are not just judged on their clinical efficacy but
also on their cost-effectiveness. The government intends that NICE will help speed the
uptake of new, good value treatments throughout the UK’s health service and will,
therefore, protect patients from receiving out-dated or inefficient treatment and reduce
healthcare spend.
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Figure 4.8: The NICE appraisal cycle
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To ensure the implementation of NICE guidelines, a sister organization, the
Commission for Health Improvement (CHIMP), has been established to ensure that the
guidelines issued by NICE are adhered to. CHIMP has powers to monitor the services
provided by the UK national health organization and will be visiting physicians and
hospitals to check that they are acting in accordance with NICE recommendations.
NICE insists that physicians will not lose their control of the treatment of individual
patients and that they will still be able to contravene NICE recommendations if a
different course of treatment is more appropriate for a particular patient. However,
NICE will expect physicians who contravene issued guidelines to be able to justify their
decision.
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The appraisal cycle under NICE consists of the selection of either a new or existing
treatment or a particular disease, assessment of clinical and cost-effectiveness, appraisal
and guidance, implementation and monitoring. This cycle will only apply to selected
treatments or diseases and NICE will only act at the appraisal and dissemination stage,
whilst CHIMP will ensure the monitoring of guidance implementations.

The pharmaceutical industry has not been as welcoming to the introduction of NICE as
the medical profession. The ABPI has agreed that the objectives of NICE are important
and laudable. However, it also claims that the mechanisms and processes proposed for
appraisal and evaluation, and the dissemination of conclusions based on these
appraisals, are potentially anti-innovative, will damage the UK research base and will
not achieve the intended objectives. The objections and concerns of the pharmaceutical
industry focus around the following:
G

The lack of industry participation in the decision-making process of NICE;

G

potential delays to the launch of new drugs;

G

potential delays to the uptake of new drugs;

G

potential disincentives to bringing new medicines to the UK market at an early
stage;

G

the risk of denying patients access to new treatments which have been granted
marketing approval;

G

the lack of a system allowing companies to appeal against decisions made by NICE.

The main concern surrounding the creation of NICE is the potential for delaying the
introduction of new products due to the lack of cost-effectiveness data if NICE has
included the product in its appraisal program. To obtain pharmacoeconomic data, UKbased pharmaceutical companies will have to conduct additional studies and, therefore,
more time may need to be spent conducting trials before the launch of a new product to
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be appraised by NICE. This problem will, of course, only apply to NICE appraisals of
products that have not been launched.

For products being appraised by NICE prior to their launch, there is also a possibility
that the NICE evaluation will be published before the EMEA or the UK licensing
authority, the Medicines Control Agency (MCA), has granted marketing approval to a
new product. This could lead to a situation in which NICE has decided that a product
ought not to be used by physicians before the approval authorities have carried out a
review of the scientific and medical data.

For products that are appraised by NICE prior to their launch, pharmacoeconomic
assessment

may

constitute

a

fourth

hurdle.

Similar

to

the

hurdle

that

pharmacoeconomics forms in Australia, presenting a barrier to reimbursement,
pharmacoeconomic appraisal of a product in the UK that is conducted prior to, or in
tandem with, approval assessment could decide whether or not a drug is prescribed. In
1986, the UK government published the ‘Limited List’, a negative list of drugs that
cannot be reimbursed and must be paid for by the patient if they are prescribed. Most
drugs that are prescribed by physicians are reimbursed in the UK, but a negative NICE
assessment could limit physician prescription of a drug even if that drug is not on the
negative

list.

Similarly,

a

product

that

is

considered

by

NICE

to

be

pharmacoeconomically beneficial for the UK health service is likely to experience
quicker physician uptake and use due to the support of CHIMP.

If the government deems that NICE appraisal is necessary before the launch of a
product, obtaining and submitting pharmacoeconomic data will form an additional
regulatory burden upon the company, which may in turn delay product launch. The fact
that controversial and expensive, and therefore often innovative, medicines are most
likely to be selected for NICE scrutiny could mean that this additional regulatory
burden will discourage some companies from prioritizing the launch of innovative
products in the UK.
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Impact of parallel importing
A number of factors affect the penetration of parallel imports within different EU
countries:
G

The initial price set for the product by the government or other body;

G

exchange rate fluctuations since the product price was set;

G

government initiatives to encourage parallel importing;

G

ability to obtain a license for parallel imports.

Price differentials
The penetration of parallel imports in different countries depends primarily on the price
differential between the import market and its potential source market. Within Europe,
certain countries typically have high prices for pharmaceuticals, while prices are set
much lower in others. Although the prices charged partly reflect the economic wealth of
the affected companies, almost all European governments operate some form of control
over the pricing of pharmaceuticals. In some countries, such as Greece, control is
direct, using references to the prices of products in other countries to ensure that
products are at least as cheap in Greece as elsewhere and that new products are not
substantially more expensive than older alternatives. In others, pricing control is more
relaxed. In the UK, for example, prices are influenced indirectly by capping the
profitability of pharmaceutical companies’ operations, while Denmark operates almost
a free market in pharmaceuticals.

Exchange rates
The penetration of parallel imports is, unsurprisingly, highest in the countries with the
highest pharmaceutical prices. This is not always due to pricing regulations. Sweden
has recently become an attractive market for parallel importing, having previously been
a net importer. This is a result of exchange rate fluctuations; the strength of the Swedish

128

Krona against other European countries has made it cost-effective for parallel traders to
buy elsewhere and import into Sweden. Similarly, countries with a relatively weak
currency, such as Italy, become increasingly attractive as exporters, even if the initial
price is comparable to that in other countries. Exchange rate fluctuations are likely to be
the key drivers of change in the parallel trade market in the next few years. Particular
products may also be priced atypically in certain countries. For example, the
Association of British Pharmaceutical Importers, to which all UK parallel traders
belong, reports that oral contraceptives are cheaper in the UK than in other European
countries and that the UK is a net exporter of these products.

Initiatives to encourage use of parallel imports
The attitude of healthcare payers can weaken the relationship between price
differentials and the penetration of parallel imports. Germany has, in the past, had a
relatively relaxed attitude to spending on pharmaceuticals, so there was little incentive
for pharmacists to stock cheaper parallel imports. In contrast, in the UK, where the
government is clamping down on pharmaceutical spending, cheaper parallel imports are
encouraged, as are generics. Thus, even though the UK is both cheaper than Germany
and has a smaller market volume, its penetration by parallel importers is higher. In
2000, Germany reintroduced a law requiring pharmacists to substitute manufacturers’
directly bought products with parallel imports if they are at least 10% cheaper, and this
will drive significant growth in the penetration of parallel imports in Germany.

Ability to obtain a license to import products
Another factor that affects the penetration of parallel imports is how easy it is for
imports to gain a product license. An importer must be issued a license for each drug it
wishes to import into a specific country. In certain countries, such as Germany, the
delay in granting such licenses is known to be significantly longer than in other
European countries, such as the UK and the Netherlands. Again, this is related to the
attitude of the governments, as the healthcare payers, towards parallel imports.
Countries with a more proactive approach to lowering healthcare costs are likely to
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prioritize granting such licenses more highly than those which do not value parallel
imports as cost containment measures.

Future developments
Overall, the penetration of parallel importing in high priced markets is likely to increase
gradually. There are a number of reasons for this:
G

The changing business model of parallel importers will enable them to compete
more effectively with pharmaceutical companies in their customer relationship
management;

G

increased use of Europe-wide approval will make it easier for parallel traders to
gain import licenses throughout Europe, so they will be able to respond more
rapidly to opportunities as they arise due to pricing or exchange rate fluctuations;

G

initially, increasing transparency in pricing caused by the introduction of the Euro in
all but three EU countries will make importing opportunities easier to identify, as
well as eliminating costs. However, by 2003 this is likely to result in price
convergence, reducing the profitability and, therefore, the growth of parallel trade
within the EU

Regulations and key legal decisions
In Europe, the principle of free movement of goods and services between the member
states of the EU (articles 30 and 36 of the Treaty of Rome) is key to the development of
the parallel importing industry. It is supported by the European Commission Trade
Marks Directive of 1989, which supported the principle of international exhaustion of
intellectual property, although only within the EU. These two regulations have been the
drivers of the development of parallel trade within the EU. A number of legal cases
have been important in determining the exact extent to which international exhaustion
applies within Europe, and these are briefly outlined below.
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Merck & Co. vs. Stephar
In 1981, Merck took a Dutch parallel importer, Stephar, to court for importing one of
its drugs from Italy to the Netherlands. Merck argued that Stephar was infringing its
extant Dutch patent on the drug, even though the product was not patented in Italy, due
to its more relaxed patent regulations. The court ruled that a patentee’s exclusive rights
are exhausted once a product is marketed with its consent in an EU member state, even
if that country does not grant patents.

Bayer (Adalat)
In 1991, Bayer made available only limited supplies of its anti-hypertensive Adalat in
France and Spain, where it is sold at a much lower price point than in the UK,
Germany, Holland and France. Although there is no legal compulsion on a company to
meet all the demand within a specific market, in 1996 the EC Directorate General IV
brought a case against Bayer for this action, saying that it was colluding with
wholesalers to impose a barrier to trade. Bayer appealed against the decision in the
European Court of Justice and, in October 2000, the Court found that Bayer had not
been in contravention of the Treaty of Rome.

Bristol-Myers Squibb vs. Paranova
In 1996, BMS brought a case before the European Court in which it sought to prevent
Paranova from buying drugs in Greece and repackaging them for sale in Denmark.
BMS claimed that repackaging amounted to Paranova applying its trademark without
its permission. However, the Court decided that to prevent Paranova repackaging the
product would be a barrier to free trade and, therefore, that Paranova should be entitled
to repackage where necessary to render the product usable in the destination market.

The Silhouette case
The Silhouette case is the classic demonstration of the limits of international exhaustion
of intellectual property rights. The case was brought in 1996 by an Austrian company,
Silhouette, against a retailer, Hartlauer. Hartlauer had purchased Silhouette sunglasses
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from a Bulgarian company, Union Trading, which had bought them at a discount from
Silhouette in Austria. The European Court of Justice ruled that Silhouette could use its
trademark rights to prevent Hartlauer from selling the sunglasses, because the principle
of exhaustion applies only within the European Economic Area (EEA), as the principle
of free movement of goods is restricted to the EEA. This is in spite of the fact that
Austria had previously applied the exhaustion principle internationally and, therefore,
prior to this case the import would not have been considered to be infringing
Silhouette’s trademark. Thus, the case demonstrated that:
G

Exhaustion of intellectual property rights applies within the EEA;

G

individual countries of the EU are not free to apply the exhaustion principle
internationally.

The Maglite case
The Maglite case of 1997 involved a Norwegian company (California Trading
Company Norway) parallel importing torches carrying the Maglite brand from the US
into Norway. The official Norwegian marketer of the product, Viking International
Products, Oslo, was appointed by Mag Instruments, which sued the California Trading
Company for breach of trademark and of the EU Trade Mark Directive. However, in
1997 the European Free Trade Association (EFTA) Court, in which the case was tried,
determined that non-EU countries are not bound by the EU Trade Mark Directive and,
therefore, can apply international exhaustion of intellectual property rights.

The Davidoff case
In 1999, Zino Davidoff brought a case in the UK Courts against A&G Imports, which
had imported Davidoff perfume from Singapore. A&G imports had removed the batch
codes on the perfume during the import process. Davidoff argued that it would suffer
damage if its perfume were sold in large batches at a low price, through erosion of its
prestige and, therefore, that the importing was in breach of its trademark.
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However, the UK Court found that:
G

The purpose of a trademark is not to give the trademark owner protection, but to
guarantee the quality and source of a product to consumers;

G

Davidoff had consented to the imports by implication because it had not indicated
on the label where the perfume could be sold. Therefore, even though the import
was sourced outside the EU, the import was still legal.

This case has significant implications for the parallel import industry, since the issue of
implied consent is extremely important in determining legitimate sources of imports.
However, the case has been referred to the European Court of Justice and there is no
guarantee that the UK decision will be upheld.

Impact of generic substitution
In 1993, the EU introduced patent legislation that allows for supplementary patent
certificates (SPCs) to be obtained for the active ingredients of medicinal products,
providing certain criteria are met. This is a system similar to the Waxman-Hatch Act in
the US, intended to compensate patent holders for time lost during the regulatory
review process. The duration of the minimum marketing exclusivity term for a patented
pharmaceutical product under the SPC is the time elapsed between filing for the patent
and receiving marketing authorization, minus five years.

As the SPC certificate may not exceed five years in duration, it essentially ensures that
a product receives up to five years additional marketing exclusivity, providing the
patent term expires immediately following the granting of marketing authorization.
More importantly, it ensures that the majority of products, namely those that take
between five and 10 years to proceed from the patent filing stage to receiving marketing
authorization, receive identical market exclusivity periods of 15 years.
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SPCs must be applied for separately at each of the different national European patent
offices, which means that a large number of applications are required to obtain an
extension in each of the European markets in which a product is available. The SPCs
should be identical, although they are still granted on a national basis. There are,
however, a number of reasons why SPCs do not provide equivalent protection
throughout Europe with respect to the total term of marketing exclusivity and the date
of SPC/patent expiry:
G

National SPC regulation—in both France and Italy, for example, regulations allow
for extensions to the original patent term beyond the EU-defined SPC;

G

older 18 year patent terms in Germany—the term for patents filed prior to 1978 is
18 years rather than 20 years, a shortfall which is not compensated for by the EU
SPC;

G

national patents—as the only patents available prior to the establishment of the
European Patent Convention and the European Patent Office, national patents cause
discrepancies in actual expiry dates;

G

differences between national marketing authorization dates—as originator
companies may have applied for marketing approval at different times in different
countries, the reference dates required to calculate SPC term, patent filing date and
date of marketing authorization can differ from market to market.

In the long-term, European harmonization is expected to remove most, but not all, of
the national differences in both marketing exclusivity terms and patent expiry.

For the generics industry, the fundamental impact of SPCs is an extension to the period
between marketing authorization and the launch of the first generic. Unsurprisingly,
generics manufacturers were very disappointed with this legislation, which differed
from Waxman-Hatch in that there was no Roche/Bolar clause for generics to offset the
additional patent protection granted to the research-based industry. In Europe, the
definition of patent infringement includes small scale production required for the
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testing process integral to the development of a new generic product. Thus, the absence
of a Roche/Bolar clause prevents generics manufacturers from using samples of the
active ingredient of the protected drug in the country concerned while the patent or the
SPC is still in term.

In some member states legislation has been introduced to address the lack of a
Roche/Bolar clause. In the UK and Germany, the application to obtain marketing
authorization for a generic product may be submitted without a sample of the product.
Generics manufacturers are then allowed to conduct the testing and formulating process
in another market outside the country in which the active ingredient is patent protected.
Review of the documentation can occur prior to patent expiry without breaking EU
patent law and, once patent expiry has occurred, a sample can be provided for the
regulatory office, transported from the country in which the testing process has been
conducted. This can substantially reduce the time lapse between patent expiry and
generics launch. In fact, in Germany, generics have been launched the day following
patent expiry. For example, generic captopril (affecting Bristol-Myers Squibb’s
Lopirin) was launched in February 1995, after Spain was used as the site of product
testing, thus taking advantage of the transition period granted to Spain for introducing
adequate patent legislation following its entry into the EU. In other countries, such as
France, the required documentation cannot be submitted for review without the
simultaneous submission of a sample. This can cause delays of up to five years in the
launch of generic competition following patent expiry.

The mutual recognition procedure
While the mutual recognition procedure (MRP) was introduced with the aim of
standardizing legislative requirements for new drug approval throughout the EU, it has
not been particularly beneficial for generic drugs. In particular, differing interpretations
among member states and the European Commission have caused problems in the
practical use of the MRP. If a generic company wishes to register a generic medicine in
more than one EU country, it must use the MRP.
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Under the MRP scheme, EU countries are attempting to standardize the legislative
requirements for clinical trials necessary to gain marketing approval, with the aim of
allowing trials in one EU country to be used for EU-wide product launches. The
centralized procedure has been of benefit for manufacturers of branded originals,
offering the potential for R&D cost savings and sales in a wider range of countries.
However, the lack of recognition of generics companies’ reduced need for clinical trials
to enable lower cost products means that interpretation of the MRP with respect to
simplified generic approvals has been less beneficial. Therefore, the European Generics
Association has identified several key difficulties in the implementation of MRP. These
obstacles represent a significant limitation to generic manufacturers wishing to launch a
new product in the EU, as they make the approval process long and complicated:
G

Under directive 65/65, approval of a generic is possible without extensive clinical
trials if similarities to the reference product are shown. However, the requirement
for six years of historic sales data for the reference product can be misinterpreted as
meaning it must still be on the market;

G

with no Roche/Bolar exemption allowing for early licensing and approval
investigations before the branded product patent expires, approval of a generic is
significantly delayed compared to the US and certain Eastern European countries;

G

marketing exclusivity for the original is often extensive and varies between
countries;

G

both the reference product and the required degree of bioequivalence to the
originator vary between member countries, making the development of uniform
generic drug trials difficult;

G

there is a lack of agreement on which factors are important in deciding whether a
product represents a health risk and should be withdrawn or not authorized,
rendering EU-wide policy-making difficult and creating a barrier to decisionmaking for generic drug approval;
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G

MRP approval of generic products is only valid for the indications of the branded
original that are common throughout the EU. Thus, even if one EU country allows
more indications for a branded reference product, a generic that is approved
Europe-wide will only receive approval for those indications that are valid
throughout the EU.

Future changes in European generics legislation
The increasing business use of the Euro and the drive for European pharmaceutical
companies to transact business in this currency will lead to greater price transparency
between European markets. Consequently, this will encourage pharmaceutical
companies to reduce price differentiation between products. However, the adoption of a
narrower price band may reduce the market for generic pharmaceuticals due to a
tendency towards reference pricing in many European markets, which leads to lower
overall prices and, therefore, diminishes the cost savings offered by generics. In
addition, the increased use of the European MRP will further price harmonization by
reducing differentiation in formulation, dosing and delivery. However, it is likely that
generics companies will also benefit from a more widespread use of the MRP as it will
allow them easier access to Europe-wide approval.

A growing number of EU members will cause standardization problems with respect to
the degree of encouragement for generic pharmaceuticals that is enshrined in national
legislation. Presently, the EU is against the adoption of a Roche/Bolar principle similar
to that in the US, which would allow generic companies to start research prior to patent
expiry and thus allow a generic drug to reach the market as early as possible. However,
member states that join the EU in the near future (such as Poland and Hungary) often
have different, country-specific strategies. In particular, Poland proposed changes to its
patent law in April 2000, making it legal to carry out research that is necessary to gain
registration to trade before patent expiry of the original product. This means that
pharmaceutical products, including generics, can file for approval without infringing
existing product patents. Hungary introduced similar Roche/Bolar-like exemptions
earlier in 2000. To minimize the detrimental effect of SPCs on generics companies,
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Poland is planning only to award SPCs from the day of accession onwards. Thus, SPCs
would only be available to products that are awarded patents after Poland’s entry into
the EU, therefore limiting the protection to a minimum number of branded products.

Following a ruling by a disputes panel of the World Trade Organization (WTO) in mid2000, one of the last remaining hurdles to the adoption of Roche/Bolar provisions
within the EU was overcome. The ruling resulted from a complaint lodged by the EU
with the WTO about Roche/Bolar provisions in Canada, claiming that the provisions
breached the TRIPS treaty. The WTO’s disputes panel focused on two clauses in
Canada’s patent legislation. One clause states that work relating to "the development
and submission of information" needed to comply with regulations on the sale of
pharmaceuticals and other products is not a patent infringement. The other clause
allows the storage of generic products in preparation for the expiry of patents on an
original drug. The panel concluded that the first clause is consistent with TRIPS, but
that the second, on the stockpiling of products up to six months before a patent’s
expiry, is not in line with the TRIPS agreement.

Should the EU go ahead with the adoption of Roche/Bolar-like provisions, the largest
winners are set to be the generics companies, who would be able to streamline generic
testing and production prior to patent expiry. In addition, the European active
pharmaceutical ingredient suppliers would see a significant boost to their businesses,
which have been steadily eroded by manufacturers that are active in states with
Roche/Bolar provisions, such as several of the Eastern European countries. Without the
restrictions present in the EU, Central and Eastern Europe has become a centre for the
production of generics, rapidly supplying EU generics companies following patent
expiry to minimize the delay before launch of generics. Should Roche/Bolar provisions
be adopted within the EU, the working environment for generic companies would,
therefore, be significantly improved.

In general, Western Europe is lagging behind the US in terms of generic drug
regulations, having less legislation to encourage new generic product launches. Thus,

138

European generics manufacturers could find it hard to compete with US generics
companies in terms of new generic product launches, as limited revenues will constrain
R&D activity. The long-term expansion of European generics companies is likely to
depend on changes in the legislation making the EU more favorable for generics
companies and government programs encouraging increased generic substitution.

Future pricing scenarios
In a continually changing pricing environment, it can be difficult to predict future
pricing scenarios. However, for the purposes of reference and forecasting three
alternative pricing scenarios in Europe are presented below. The scenarios are based on
a five-year outlook and include a best case, worst case and most likely scenario.

Table 4.7: Future pricing scenarios in Europe
Best case

Worst case

Most likely

Pressures of reference pricing
and parallel trade result in a
convergence of European prices
at the high end of the range

Pressures of reference pricing
and parallel trade result in a
convergence of European prices
at the low end of the range

Pressures of reference pricing
and parallel trade result in some
convergence of European prices
at the middle of the range, but
with some differentials
promoting innovative drugs

government-led reimbursement government-led reimbursement
reform and price cuts continue reform and price cuts result in
to provide price incentives for lower prices and prescription
innovation
volumes for all drugs
No significant increase in the
impact of generic substitution
and health economics

The impact of health economics,
parallel trade and generic
substitution increases gradually
as regulations and legislation
become more sophisticated

A significant increase in the
impact of generic substitution
and health economics
Reuters Business Insight

Source: Delphi Pharma
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Best case pricing scenario
In a best case pricing scenario, European prices will converge at the high end of the
current range as result of protection strategies against the pressures of parallel trade and
reference pricing. It is unclear whether such protection strategies would be allowed by
individual governments, but European prices would be maximized through protecting
the high prices currently achieved in the UK and Germany and raising the lower prices
prevailing in France, Italy and Spain. While convergence of prices appears inevitable,
with the added impact of a common currency and the long-term aims of a truly common
market, achieving a high average price will rely on the support of governments in low
price countries, which is unlikely.

Even in a best case pricing scenario, government reimbursement bodies will continue to
implement cost containment measures throughout Europe. However, where cost
containment concentrates on older and generic products, the opportunity for achieving
high prices in support of innovative and effective treatments will remain. Even in light
of the high cost of healthcare provision, most governments continue to recognize the
need for an incentive mechanism for innovation in healthcare beyond the marketing
approval procedure. In a best case pricing scenario current levels of generic substitution
and use of health economics will prevail across European markets. governments, such
as the UK, are unlikely to reverse pro-generics or pharmacoeconomics regulations, but
similar legislation will not be enforced in new markets, or extended in established ones.

Worst case pricing scenario
In a worst case pricing scenario, European prices will converge at the low end of the
current range as result of a failure to protect against the pressures of parallel trade and
reference pricing. If pharmaceutical companies were prohibited from initiating adequate
protection strategies against parallel trade and reference pricing, European prices would
be minimized through government-protected prices in low price markets such as
France, Italy and Spain and enforced price reductions in high price markets such as
Germany and the UK. While convergence of prices appears inevitable, with the added
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impact of a common currency and the long-term aims of a truly common market,
without the support of governments in low price countries, average prices decline to
levels similar to those found in low price countries.

In a worst case pricing scenario, government reimbursement bodies will continue to
implement wide-ranging cost containment measures throughout Europe. These
measures will result in the lowering of the prices of all pharmaceuticals, including new,
old, generics and innovative new therapies. In light of the high cost of healthcare
provision, governments may begin to compromise the need for adequate incentives
generating novel, innovative therapies in order to achieve the significant reductions in
healthcare costs needed to provide continued coverage. In a worst case pricing scenario
current levels of generic substitution and the use of health economics will increase
across all European markets. governments, such as the UK, that already implement progenerics or pharmacoeconomics regulations will extend their regulations, while those
markets without such regulations will implement new ones.

Most likely pricing scenario
Over the next five years, the most likely pricing scenario prevailing across Europe will
involve continued convergence of prices across different markets, resulting from the
ongoing pressures of parallel trade and reference pricing. Average prices will tend
towards the middle of the current range, with high price markets such as the UK and
Germany lowering prices and low price markets such as France, Italy and Spain
increasing average prices. The availability of some protection of the price differentials
found in high price countries against the effects of parallel trade and reference pricing
will result in some price differentials between markets reflecting difference in
purchasing power and the cost of imports. While convergence of prices appears
inevitable, with the added impact of a common currency and the long-term aims of a
truly common market, it is likely to take some time to overcome the differences
between the pricing and reimbursement regulations found in different European
markets.
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In the most likely pricing scenario, the impact of pharmacoeconomics, parallel trade
and generic substitution will continue to increase gradually. These indirect cost
containment measures are important tools in managing the healthcare spend for all
European governments, though they are employed in different ways in different
markets. The general trends, however, is that these indirect pricing controls will be used
in greater levels in the future. The speed of uptake will continue to be tempered by
general objection from the pharmaceutical industry, but inevitably the objectives of
governments and the patient will carry greater weight than the financial aims of
pharmaceutical companies.
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Summary
G

The reimbursement level granted by statutory health insurers plays a crucial role
in expanding a pharmaceutical product’s targeted patient population. Where a
product is fully reimbursed under the national health insurance scheme,
pharmaceutical companies do not need to overcome a higher cost barrier to
prescribing. Essentially, companies do not have to expend additional efforts in
order to convince physicians and patients that a non-reimbursed or only partially
reimbursed product is to be preferred over a product for which the costs are fully
covered by the government.

G

Under a reference pricing system, truly innovative products are the most
profitable because the price will be high without an internal product comparator.
When countries reference price drugs externally, the price of the new product will
be high throughout Europe if the product is launched in a high priced country
first. When there is a product that has many competitors, the price of the new drug
will be lower than expected due to reference pricing. Nonetheless, me-too
products, which may be relatively easy and inexpensive to develop, can gain a
price comparable to a very innovative product if it has differentiating properties.

G

In order to determine optimal pricing strategy, pharmaceutical companies must
understand all critical factors impacting on the prescribing decision. Most
importantly, companies must determine how their product stacks up against
competitors with regard to key attributes such as efficacy, safety, tolerability, and
convenience. Patients, physicians, and MCO segments must also be determined,
along with the specific medical conditions for which the product will be used.

G

As the impact of external reference pricing and parallel trade continues to
increase, the interaction of prices between different markets is also increasing.
The optimization of pharmaceutical prices can no longer be limited to a marketby-market approach, but must involve a comprehensive understanding of the
interactions prevailing between country prices. Country-specific pricing and
product managers can no longer work in isolation, but must collaborate to
understand the impact that pricing in one country may have on other markets.
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Introduction
The key drivers of pharmaceutical prices can be considered in a number of different
contexts. In most major markets and therapeutic areas gaining reimbursement for a drug
is imperative for the maximization of revenues and, therefore, the drivers of
reimbursement have a significant impact on price approval. One of the key pricing
mechanisms involved with reimbursement is reference pricing, which must also be
given due consideration in modeling the drivers of price. In aiming to model the pricing
environment, both the sensitivities to price and the impact of reimbursement status
must be considered together. Finally, no major pharmaceutical market can be
considered in isolation due to pricing interactions between countries driven by the
impact of external reference pricing and parallel trade.

Reimbursement and pricing
The reimbursement level granted by statutory health insurers plays a crucial role in
extending a pharmaceutical product’s targeted patient population. Where a product is
fully reimbursed under the national health insurance scheme, pharmaceutical companies
do not need to overcome a higher cost barrier to prescribing. Essentially, companies do
not have to expend additional efforts in order to convince physicians and patients that a
non-reimbursed or only partially reimbursed product is to be preferred over a product
for which the costs are fully covered by the government.

Patient coverage versus average price levels
Reimbursement and pricing are closely related disciplines. A product’s price, together
with its clinical profile, forms the basis for determining its reimbursement status. There
appears to be some correlation between the degree of statutory health coverage for
pharmaceuticals and average price levels. The higher the degree of statutory health
coverage for pharmaceutical products, the higher price levels can be expected. The only
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exception to this is the US, where a very low proportion of outpatient prescriptions are
covered by statutory health insurances, namely only for those patients on a low income
covered by Medicaid. Nevertheless, the US has some of the highest pharmaceutical
prices in the world, due to its free pricing system and the high degree of private
healthcare coverage.

Figure 5.9: Comparative summary of reimbursement and average price levels
in the seven major markets, 2002

High

Japan

UK
Germany
France
Italy

Low

Average pharmaceutical
Ex- manufacturer price level

US

Spain
Low

High

Degree of statutory health coverage
for out-patient prescriptions
Bubble size is proportional to the total size of
the national pharmaceutical market in US dollars
Reuters Business Insight

Source: Delphi Pharma

Outside the US, Japan and the UK have the most generous reimbursement systems as,
generally, all products covered by the statutory health insurances are reimbursed to
100%, except for relatively low patient co-payments per prescription item. The German
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reimbursement system works in the same way, although a number of products require
additional payments beyond a set price, Festbetrag, up to which the government
provides reimbursement. In France and Italy, patients with chronic diseases are 100%
reimbursed for their prescriptions, while other conditions have partial or no
reimbursement. In France, partial reimbursement extends to 65% or 35% coverage,
dependent upon the seriousness of the disease, whilst the Italian system has a 50%
reimbursement class. With the likely abolition of the 50% reimbursement class in the
near future, there will only be full or no reimbursement in Italy, which should lead to a
larger number of products placed in the 100% reimbursement group. In Spain,
outpatient prescriptions are never fully reimbursed, except for those for retired people.
The highest Spanish reimbursement class covers 90% of prescription costs, while the
other classes offer 60% or no reimbursement.

From a reimbursement and pricing point of view, pharmaceutical companies should
target markets offering a high level of basic healthcare coverage to their citizens, as this
has two benefits:
G

Greater patient coverage by national reimbursement schemes leads to a larger
patient pool that can be targeted with lower marketing efforts than products only
available on private prescriptions;

G

higher reimbursement levels are, in most cases, linked with a relatively flexible
pricing system that allows high pharmaceutical prices, thus offering potential for
higher value sales and profits.

The US is an exception to the pattern outlined above, as the lack of general health
coverage for citizens is offset by a competitive private healthcare environment and a
free pricing system. The latter point explains why the US market remains the most
attractive market for pharmaceutical product launches, as companies can expect both
high value and high volume sales.
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Reimbursement levels across different therapy areas
As well as understanding trends in the different reimbursement levels found across
markets, it is important for pharmaceutical companies to consider the overriding trends
in the reimbursement of drugs for different indications. Through such an understanding
the approximate likelihood of drugs gaining a specific reimbursement status can be
assessed and suitable strategies can be developed.

Table 5.8: Reimbursement levels of drugs for major diseases in six major
markets, 2001
Disease
Alzheimer’s disease
Arthritis
Asthma
Bacterial infections
Cancer (Adjuncts)
Cancer (Cytotoxics)
Cancer (Hormonals)
Cancer (Innovatives)
Cardiac disease
Depression
Diabetes
Dyslipidemia
Epilepsy
Fungal infections
Hepatitis
HIV
Hypertension
Migraine
Multiple sclerosis
Pain
Parkinson’s disease
Psychosis
Thrombosis

France

Germany

Italy

Spain

UK

Japan

65
65
65
65
65
100
100
n/a
65
65
65
65
65
65
65
100
65
65
65
65
65
65
65

100
100/Fb
100/Fb
100/Fb
100/Fb
100
Fb/100
100
Fb
Fb/100
Fb
Fb
Fb
Fb
100
100
Fb
Fb
100
Fb
100
Fb
100

100*
0
100/0
100/0
0
100
100
100
100
100/0
100
100/0
100
0
100
100
100
50/0
100
0
100
100
100/0

60**
60
60/90
60
60
90
90
n/a
90
90
90
60
90
60
60/90
90
90
60
60
60
90
90
90/60

100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100

100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100
100

* - In class C (no reimbursement) until end of 2000
** - Despite being classified as a chronic disease, under the law this disease belongs to Type N
(60% reimbursement). This is due to the controversy surrounding the efficacy of drugs for
Alzheimer’s disease. However, in practice, of the cases the government pays 100% of the price in
the majority of cases, because most patients are pensioners
Fb - Festbetrag, meaning that the government reimburses up to a set price (often higher than the one
eventually set by the manufacturer)
N/a – not available
Reuters Business Insight

Source: Delphi Pharma
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To give an overall indication of therapeutic reimbursement patterns, the reimbursement
status of a broad range of major products has been sampled. The reimbursement levels
for the US have not been included in the sample, due to the complex and fragmented
nature of the US health insurance system. Furthermore, for a number of hospital
products the French and German prices and reimbursement levels are not available, as
these are generally not published. For the analysis, the reimbursement level given to the
majority of drugs per disease was extracted for each country. Where two reimbursement
classes were almost equally common, both reimbursement levels are listed in the table.

It should be noted that hospital products are generally fully reimbursed by statutory
health insurances. For example, cytotoxics for the treatment of cancer will always be
administered in hospitals or clinics. Therefore, according to the Spanish formulary
publisher COF, the 90% reimbursement level given in the table for cytotoxics in Spain
only refers to products that can be sold in pharmacies, such as carboplatin. For cardiac
disease and thrombosis, France and Spain also fall slightly outside the expected 100%
reimbursement pattern, with the majority of drugs reimbursed to 65% and 90%,
respectively. In France, only first line treatments for serious diseases are reimbursed to
100%, which suggests that the majority of products for cardiac disease and thrombosis
are perceived as second line therapies. Furthermore, as certain hypertension products,
such as beta-blockers and diuretics, are at times used in the treatment of cardiac
disease, this explains the reimbursement levels of 65% and 90% in the above table.
Finally, thrombosis products that can be taken orally or be administered subcutaneously
by patients are generally available in pharmacies, which explains the partial
reimbursement seen for many of such products in France and Spain, despite the
seriousness of the condition.

Figure 5.10 shows the average reimbursement levels of drugs for major diseases across
the six major markets in 2001. The average was calculated by weighting the average
reimbursement level in each market by relative market size in US dollars. Where the
drugs for a disease were split between two reimbursement levels in a particular market
the average level was used. In Germany, the impact of Festbetrag was replaced by a
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numerical average reimbursement level of 80%, as the total reimbursement ceiling is
often close to the manufacturer’s price requiring only a small patient co-payment. Not
surprisingly, the results of the analysis showed that products for highly critical diseases,
such as cancer and HIV, received the highest levels of reimbursement, with treatments
for more mild diseases and disorders, including pain and fungal infections, receiving
the lowest levels of reimbursement.

Figure 5.10:Average reimbursement levels of drugs for major diseases across
six major markets, 2001
Cancer (Cytotoxics)

99.4

HIV

99.4
97.9

Cancer (Hormonals)

94.7

Parkinson's disease

93.8

Hepatitis
Alzheimer's disease

93.0

Multiple sclerosis

93.0

Cardiac disease

91.6

Diabetes

91.6

Epilepsy

91.6

Hypertension

91.6

Psychosis

91.6
89.1

Thrombosis

88.4

Depression

87.6

Asthma

86.7

Bacterial infections

85.2

Dyslipidemia

82.9

Migraine
Arthritis

82.0

Cancer (Adjuncts)

82.0

Cancer (Innovatives)

80.8

Fungal infections

80.5

Pain

80.5
Reuters Business Insight

Source: Delphi Pharma

150

Summary of reimbursement trends
In the UK and Japan, all products contained in the statutory reimbursement lists are
fully reimbursed, regardless of therapeutic area. At times, however, prescribing
restrictions exist that limit reimbursement to specific subpopulations. This is relatively
common in the UK, where a product might be approved for statutory prescribing, but
local health authorities can decide not to reimburse the drug if it would significantly
increase budget costs. For example, there were considerable regional discrepancies in
prescribing practices for Aricept (donepezil) or Taxol (paclitaxel) prior to the
establishment of NICE, which, as stated previously, aims to make treatment practice
more uniform across the UK.

In Germany, the situation is similar to that in the UK and Japan. The only difference
lies in the distinction between 100% reimbursement and those drugs where a
Festbetrag is reimbursed. This means that drugs are reimbursed up to a price limit set
by the government, above which patients have to pay the difference. However,
pharmaceutical companies often set prices for such products below the given
Festbetrag, meaning that, effectively, these products gain 100% reimbursement.

Most therapeutic areas in France are dominated by products reimbursed at only the 65%
level. Although there are opportunities for innovative products for some life-threatening
diseases to gain full reimbursement, there is a more restrictive reimbursement system
for other serious, often chronic, diseases, such as hypertension and diabetes. However,
very few drugs for major diseases are reimbursed at the lower 35% level.

The Italian reimbursement system is relatively flexible, with many products in most
therapeutic areas falling into the 100% reimbursement class. Exceptions to this are
treatments for arthritis, adjunct cancer therapies, fungal infections, migraine and pain,
which mainly improve quality of life in mostly non-life-threatening diseases. Again,
few drugs for major diseases are reimbursed at only 50%.
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In comparison to Italy, a greater number of therapeutic classes in Spain contain a
majority of products reimbursed at only the 60% level or not at all, including
Alzheimer’s disease, bacterial infections, dyslipidemia and multiple sclerosis. This
indicates stronger restrictions on certain chronic and non-life-threatening diseases than
in Italy.

Most disease modifying treatments for life-threatening diseases, such as cancer and
HIV, are fully reimbursed in all of the major six markets excluding the US. Drugs for
chronic diseases that are not directly life-threatening, such as migraine or dyslipidemia,
are likely to fall into the 60–65% reimbursement group in Spain and France, whilst
other reimbursement systems are more generous. Even in markets where drugs
targeting serious and chronic diseases are generally fully reimbursed, a lack of efficacy
will lead to lower reimbursement status, as for example with Alzheimer’s disease and
multiple sclerosis treatments in Spain.

In some markets, full reimbursement for the majority of listed products is offset by a
restrictive practice in granting coverage by the statutory health insurance schemes, the
UK being a prime example of this. In this kind of environment, much importance is
attached to therapeutic efficacy compared to cost.

When seeking reimbursement status for products that target chronic, but not necessarily
life-threatening, diseases, companies can help maximize the clinical and cost profile of
the drug through pharmacoeconomic studies to support the argument of long-term cost
savings in the case of full reimbursement. The same strategy can be employed in cost
constrained markets, where the likelihood of gaining full reimbursement is strongly
determined by the long-term cost savings related to a product.

In markets where most products for non-life-threatening diseases are only partially
reimbursed, such as Spain and France, pharmaceutical companies can increase their
value sales by launching products at the higher end of the price band set by statutory
health insurers.
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Reference pricing
The affects of reference pricing vary between different products and primarily depend
on how much the market is affected by reference pricing. When drugs are reference
priced to similar drugs, their prices tend to converge to the lower end or middle of the
price corridor. When the price of a product is compared with the price of the same
product in other countries, the price of the drug across those countries tends to
harmonize.

Innovative products
When there is a truly innovative drug, which is in high demand due to high
differentiation and because it addresses an unmet need, reference pricing does not
adversely affect the price. Since reference pricing compares the same or similar drugs to
determine drug prices, a breakthrough product will be able to obtain a high price
because there is not a comparator. Since truly innovative products have substantial
benefits compared to other drugs within a therapeutic class, a premium price can be
obtained. However, a high price will be most profitable if the product is sold in high
volume. For this reason, reimbursement status is important.

Effective products with many competitors
Internal reference pricing compares drugs within the same therapeutic classes. If a new
product has many competitors in the same class, then even though it may be effective,
the new drug’s price will be pulled downward. This is dependent on specific country
regulations for the pricing of drugs, where countries that have reference pricing for
patented products, such as Italy and Spain, have smaller pricing differentials relative to
countries that do not including the UK, US and Germany.
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Me-too drugs
Me-too drugs are also affected by reference pricing. Since me-too drugs are compared
to innovative drugs, it is possible to obtain the same price as the first drug to market in
a particular class by showing a marginal benefit and relying on the benefits known of
the older drug to increase its sales. Pfizer’s Lipitor (atorvastatin), a second-generation
statin drug, provides an example of how to obtain a favorable price under a reference
price system.

Summary of reference pricing trends
Under a reference pricing system, truly innovative products are the most profitable
because the price will be high without an internal product comparator. When countries
reference price drugs externally, the price of the new product will be high throughout
Europe if the product is launched in a high priced country first. This is because other
countries will use this price as a benchmark to calculate drug prices in their respective
country. When there is a product that has many competitors, the price of the new drug
will be lower than expected due to reference pricing. Reference pricing targets high
volume drugs that have many similar drugs for the same indication. Nonetheless, metoo products, which may be relatively easy and inexpensive to develop, can gain a price
comparable to a very innovative product if it has differentiating properties. This will be
most profitable when generics are not available, because generics bring down the price
of drugs. The next chapter will outline several strategies that can increase the
probability of obtaining a high price within a country and suggest ways to implement
such strategies.
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Modeling the drivers of pricing
Pharmaceutical price drivers can be analyzed on both a macro and micro level. At the
industry level, upward forces on pharmaceutical pricing include:
G

Effective product and brand marketing – companies are able to justify higher prices
through promoting the benefits of drugs and by creating brand loyalty;

G

continued patent protection – companies protect their high price market exclusivity
through fighting generic competition in the courts and through extended patenting
of compounds and uses;

G

funding unproductive research – companies rely on ever higher prices in order to
fund their R&D activities, which through declining productivity have become
relatively more expensive;

G

high price therapy breakthroughs – companies have had to look to smaller, niche
market opportunities to find competitive positions in a maturing pharmaceutical
market environment, requiring expensive R&D investments and high pricing to
counter-balance small patient pools.

Downward forces on industry-level pharmaceutical pricing include:
G

Cost containment – both public and private healthcare insurers and providers are
making greater efforts to reduce their overall spend on pharmaceutical products,
resulting in reference pricing, discounting, price cuts and budget capping;

G

generic substitution – the rights of generic companies to challenge expiring patents
and launch cheaper copy products is gradually being strengthened through
appropriate legislation;

G

pharmacoeconomics – a number of national healthcare systems now employ a
‘fourth hurdle’ of cost-effectiveness, whereby companies must prove their product
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makes better use of available healthcare funds than alternative treatments and
interventions;
G

increased competition – the pharmaceutical industry has matured into an
environment where for most major diseases and disorders a number of different
therapies have been developed and launched creating intense competition.

When considering pharmaceutical pricing at the individual drug level a number of
critical factors must be analyzed and evaluated. These key pricing criteria include:
G

Clinical and economic value to physicians, patients and payers – most important
criteria is the value of the drug in question to those that will prescribe, use and pay
for it;

G

reimbursement status and coverage – pricing and reimbursement coverage are
inextricably linked and must be weighed against one another;

G

price and value relative to other products – in order to promote fairness and
consistency, it is more and more common for healthcare reimbursers to reference
drug prices with other similar drugs or the same drug sold in different markets;

G

price and value relative to other products – in order to promote fairness and
consistency, it is more and more common for healthcare reimbursers to reference
drug prices with other similar drugs or the same drug sold in different markets;

G

disease profile – serious, chronic diseases are likely to justify a higher price than
mild, acute disorders;

G

financial requirements – in order to justify the R&D efforts required to produce
drugs in small niche markets a high price per patient is often supported by
reimbursement coverage.
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Modeling price drivers
Optimizing pharmaceutical pricing is more important now than ever before. Failure to
implement effective pricing strategies can result in significant pressures on
pharmaceutical profits. However, the alignment of pricing and contracting can help
achieve sustainable competitive advantages through objectively assessing a product’s
clinical benefits, the returns from formulary and reimbursement status, and sensitivities
to price.

The influence of pricing and contracting varies by therapy area and geography,
requiring a different strategy for optimizing share, revenue, and profit. Although market
conditions in pharmaceutical markets can be incredibly complex, the optimal strategy
results from an economic evaluation encompassing all relevant factors. For some
products setting a high price outside reimbursement and formulary inclusion can make
sense, while for other products offering a lower price in return for reimbursement and
formulary inclusion is necessary for market success. The modeling of price drivers
involves first assessing the market environment, then identifying the costs and benefits
of alternative pricing strategies, before finally creating the right balance between
pricing and contracting.

Managed care formularies in the US and national health system formularies in many
other countries complicate the price-demand relationship in the pharmaceutical industry
by restricting access to some products in an effort to control costs. Formulary structures
with tiered patient co-payments, prior authorizations, and physician budgets are
common in the US. Where patients are protected from the real cost by third-party
payers direct pricing becomes only one of several strategic options available to drive
sales. When price effects are overshadowed by reimbursement levels and formulary
inclusion pharmaceutical companies must apply ever more sophisticated economic
frameworks. The cost of achieving or improving formulary position by offering rebates
or other value-added services must be compared with the value of each formulary
position for increasing share.
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Price sensitivity
Price sensitivity analysis is largely determined by physicians’ perceptions of drug
prices. How much physicians know or care about the price of the drugs they prescribe is
largely debatable, but price can play a significant role in the prescribing decision in
certain situations. For example, physicians are generally more price-sensitive when
prescribing for mild to moderate conditions than when they prescribe for chronic
conditions.

Physicians are also more sensitive to price when prescribing for patients who must pay
the full cost of a drug. In other situations, physicians both purchase and administer
therapies to patients, as with oncology products in the US or with many traditional
prescription medications in Japan. Reimbursement levels are usually set at a fixed
amount for the product and its administrative costs, with physicians concerned with the
margin between the price and the reimbursement rate.

Physicians are generally less concerned about price where a patient has an acute
condition requiring treatment for only a short course of therapy. Even for chronic
conditions, if a physician has tried several medications and encountered problems with
tolerability or lack of efficacy, he is more likely to disregard price when faced with a
decision for the next course of therapy. Price-sensitivity levels are segmented by
decision point, with different physician sensitivities for first-line choice, second-line
product switch and adjunctive therapy decisions.

In understanding price sensitivities, the analysis should also segment by physician type.
General practitioners are more likely to begin new patients on less potent prescription
medications than are specialists, who generally start patients at higher doses. Similarly,
differences exist between heavy prescribers, who treat a large number of patients, and
physicians who treat only a limited number of patients of a specific type. Also, as a
result of DTC advertising in the US, patients often have a particular brand in mind
when they present to their physician.
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For price-sensitive patient segments, market research may be conducted in order to
build product demand curves. Market research can be used to determine the demand for
therapy at different prices for each physician type and patient segment. The market
share response to incremental changes in price and competitors’ possible price
responses can then be modeled. From these demand simulations, pharmaceutical
companies can determine the price that provides the highest revenues and profits. That
type of analysis, when completed for each physician type and patient segment, provides
an aggregate demand profile that combines all segment information to identify the exact
price that will maximize profits in price-sensitive segments.

Reimbursement and contracting
The insulation of patients and physicians from the full price of a therapy through
reimbursement is a critical factor affecting demand for prescription pharmaceuticals. In
the US, roughly 75% of the population has prescription benefits covered by third-party
payers. MCOs commonly institute a formulary of preferred products to control
pharmacy spending. Formularies can block products from reimbursement, specify
patient co-payment differentials for brand-name therapies, and require prior
authorization for nonpreferred drugs. Consequently, when prescribing for patients with
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high control formularies, physicians generally pay much closer attention to formulary
guidelines than to the price of a therapy. When physicians share the responsibility for
controlling pharmaceutical costs on a per-patient basis, the influence of formularies is
offset and price becomes more important.

Recent trends have increased the importance of successful contracting strategies for
formulary position. First, MCOs are moving toward higher co-payment differentials
and more tiers. Second, some plans are exploring percentage-based co-insurance
payments in lieu of co-payments. As a result formulary status and the elements of an
MCO benefit plan-patient co-payments, and prior authorization requirements have
more impact on physician prescribing for MCO patients than price does. Therefore, it is
imperative for pharmaceutical companies to identify the MCOs that are most able to
affect prescribing through their formularies, to understand what drives formulary
decisions and to compare the costs and benefits of getting on formulary or improving
formulary position.

In order to determine the value of a managed care formulary position, pharmaceutical
companies must estimate the share increase that can be expected from an improved
position. Comparing expected share increases with the cost of improving the formulary
position, through rebates or other value-added services, provides a cost-benefit
assessment of formulary contracting efforts. Another way of looking at the value of
formulary access is to determine the price reduction that would be necessary to offset
the share loss resulting from a restrictive formulary position.
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Optimal contracting strategy involves the provision of rebates, discounts, or other
value-added programs in return for improved formulary position. Evaluating the results
of improvements in formulary position and the expected share increase defines the
break-even point for negotiating formulary position with an MCO. In some cases,
leveraging a portfolio of products can increase the bargaining position for formulary
placement and reduce the overall rebates required to get on the formulary.

Understanding the value of formulary status helps to impose economic discipline on
contracting with MCOs. Evaluating the trade-off between value and cost is critical to
negotiating an optimal contract. To be successful, pharmaceutical companies must
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segment customer accounts by MCO type and market potential and compare the value
of formulary access against its costs.

Optimal pricing strategy
In order to determine optimal pricing strategy pharmaceutical companies must
understand all critical factors, both clinical and economic, impacting on the prescribing
decision. Most importantly, companies must determine how their product stacks up
against competitors with regard to key attributes such as efficacy, safety, tolerability,
and convenience. Patients, physicians, and MCO segments must also be determined,
along with the specific medical conditions for which the product will be used.

Formulating optimal pricing decisions must consider the relative importance of pricesensitive segments. Pharmaceutical companies must determine where a product will be
used primarily by patients who are more sensitive to price or in situations where
physicians view price as important in their prescribing decisions. In each segment, the
demand for the drug identifies the share to expect at each potential price. The optimal
price for maximizing profits is derived by aggregating the results from each of those
segments.

For patients covered by third-party payers, such as national healthcare schemes or
MCOs, pharmaceutical companies need to quantify the share potential of improved
formulary positions with the payer. For managed care plans in which formulary
inclusion has proven effective in generating significant market share, substantial rebates
to secure a lower co-payment level than that of competitor therapies may prove
beneficial. Reliable data on the value of an improved formulary position helps
pharmaceutical companies make informed, economically-derived decisions regarding
rebates or discounts in order to optimize profits.

Pricing and contracting strategies must be determined in tandem. Through identifying
both the optimal price in price-sensitive segments and the value and cost of contracting
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with key third-party payers, pharmaceutical companies can maximize profits when
faced with complex pricing options in dynamic pharmaceutical environments.

Global price optimization
As the impact of external reference pricing and parallel trade increase, the interaction of
prices between different markets is also increasing. The optimization of pharmaceutical
prices can no longer be limited to a market-by-market approach, but must involve a
comprehensive understanding of the interactions prevailing between country prices.
Country-specific pricing and product managers can no longer work in isolation, but
must collaborate to understand the impact of pricing in one country on other markets.

Through the impact of reference pricing and parallel trade, the ability of pharmaceutical
companies to achieve premium prices in some markets can be compromised by lower
prices in others. These cross-country pressures are best illustrated by the situation in
Europe, where both reference pricing and parallel trade have a significant impact on
pricing. Using the example of just two countries, France and Spain, the impact of
pricing in one country on that in another can be shown. Both external reference pricing
and parallel trade result in pressures on reducing the price disparity between countries.
Prices in Spain are generally amongst the lowest in Europe. However, France references
the prices of Spain, among other countries, in order to determine prices. Therefore, in
order to achieve reimbursement status the price differential must be minimized.
Similarly, a high price differential results in parallel imports from Spain to France,
cannibalizing the pharmaceutical sales revenues in France. Again, parallel imports
generate pressure to minimize the price differential between countries. The pricing
decision in France is impacted significantly by the price in Spain and, therefore, the two
markets and their interaction must be considered together.

163

Figure 5.13:Global pricing and the interaction between country markets
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Summary
G

Effective negotiations are key to obtaining a high price within a reimbursement
environment employing some level of reference pricing. Pharmaceutical
companies must provide compelling evidence of its products benefits in order to
justify a specific price. This means that trials conducted during R&D must focus
on generating data that can be used in pricing negotiations as well as simply
showing the safety and efficacy necessary for marketing approval.

G

A product’s launch price is usually the highest price it will receive during its
lifecycle and, therefore, pharmaceutical companies must demonstrate the value of
their products during R&D to strengthen negotiation positions. The product’s
brand position and economic value both have a significant influence on the price.
Brand positioning depends on a product’s attributes, unmet need, innovation, and
perceived benefits, while its economic value is related to the cost-effectiveness,
cost savings and affordability of the drug. Pricing concerns should be a key
element of a product’s development strategy.

G

For certain products in some reimbursement and pricing environments, a target
price is unlikely to be granted irrespective of the negotiations undertaken. In such
a case, a pharmaceutical company is faced with a number of strategic marketing
options in order to maximize its returns. Strategies relating specifically to the
optimization of pharmaceutical prices include the determination of launch order
to minimize the detrimental effects of reference pricing, launching outside
reimbursement or not at all where the reimbursed price is set prohibitively low,
and promotional efforts such as DTC advertising, partnering with patient support
groups and physician detailing.
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Introduction
Global pricing strategies are defined by effective responses to the constraints on
international pharmaceutical prices resulting from different reimbursement and
reference pricing systems. In order to support an optimal pricing strategy, both the
R&D and marketing departments can make effective contributions to the pricing
function across their respective activities and responsibilities. R&D strategies include
the choice of comparator and target profile, the use pharmacoeconomics, the integration
of pricing into portfolio management processes and support of ongoing negotiations
with reimbursement bodies and other payers. Marketing strategies include the
determination of launch order, launching outside reimbursement, not launching in
specific markets and improved promotional efforts.

Reimbursement and pricing
Pharmaceutical product revenues are dependent on a variety of factors, including price,
reimbursement status, therapeutic benefits and the degree of competition. The degree to
which these parameters impact each other and overall revenues is difficult to model on
a general level, as they will depend on very specific market circumstances. Due to the
underlying complexity of the revenue ‘equation’, value sales optimization requires
strategic input from a number of pharmaceutical functions, including marketing,
pricing/reimbursement and strategic planning. Depending on a product’s likely
reimbursement status, there are a number of potential strategies, either to increase the
likelihood of gaining increased reimbursement coverage or to maximize revenues at a
given reimbursement level.

Where a product is unlikely receive reimbursement status, which is often the case for
lifestyle drugs, then companies may gain more from launching the product outside
reimbursement at a higher price than is otherwise possible. In this case, it is particularly
important to raise awareness of the disease and, if possible, of the brand amongst
patients and physicians to achieve sufficiently high prescribing levels in the face of a
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smaller population likely to be able to pay for the product. In the US, drugs with no or
partial reimbursement can benefit from DTC marketing to patients. In the EU, however,
this is not an option. Instead, there are two major alternative marketing strategies,
which can also be used for partially or fully reimbursed products to increase revenues.
If there is no chance of a product gaining reimbursement status, its marketing company
may consider launching an OTC version to access additional revenue streams.
Alternatively, if the condition is the target of government funded programs, such as
antismoking campaigns, companies can promote their product to consumers as part of
patient programs. To achieve inclusion on reimbursement lists, companies can also
choose to partner with patient advocacy groups to lobby for wider product availability.

In order to gain full or at least partial reimbursement status, the use of costeffectiveness data to support a certain price level is becoming an increasingly common
tool in several of the major markets, including the UK, Germany and Italy. If a high
price is still not accepted by national payers, then companies must balance the revenue
potential in the case of full reimbursement at a lower price against that in the case of no
or partial reimbursement at a higher price. However, in most cases, the full
reimbursement option is likely to be more attractive. Lastly, it is important to stress the
therapeutic benefits of a product as it is with reference to these benefits that physicians
will make their prescribing decisions, regardless of reimbursement status. If a product is
not reimbursed, positioning the product as targeting a serious disease can potentially
prove beneficial to payers’ attitude and, therefore, the likelihood of gaining higher
reimbursement in the future.
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Figure 6.14:Strategic pricing and marketing options for pharmaceutical
companies in different pricing and reimbursement scenarios
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Reference pricing
Pharmaceutical companies can maximize profitability by ensuring that they obtain the
most favorable prices for their products and that their resource allocation focuses on the
products that are likely to be the most profitable as well as high volume. To obtain an
optimal price under reference pricing, pharmaceutical companies must eliminate
unnecessary R&D trials by managing the portfolio to maximize profitability. A high
priced, widely used comparator must be chosen in the preclinical phase in order to
dictate the clinical trials in Phase I until launch. The use of pharmacoeconomics in
Phase II and Phase III trials will increase the probability of obtaining a higher price at
launch. In general, products should be launched in high priced countries before
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launching in lower priced countries, though each market should be analyzed separately,
setting a minimum price and maximum negotiation time in order to determine final
launch order. Ongoing negotiations, such as making special arrangement or lobbying,
are important in order to remain under reimbursement and a certain price. Finally,
launching outside of reimbursement, or not launching at all in certain markets, should
be considered if the price is too low for profitability.

Figure 6.15:Strategies to maximize revenues and profits in a reference pricing
environment
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R&D strategy
Effective negotiations are key to obtaining a high price within a reimbursement
environment employing some level of reference pricing. Pharmaceutical companies
must provide compelling evidence of products benefits in order to justify a specific
price. This means that trials conducted during R&D must focus on generating data that
can be used in pricing negotiations as well as simply showing the safety and efficacy
necessary for marketing approval.

Figure 6.16:Improving pricing negotiations through R&D
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A product’s launch price is usually the highest price it will receive during its lifecycle
and, therefore, pharmaceutical companies must demonstrate the value of their products
during R&D to strengthen negotiation positions. The product’s brand position and
economic value both have a significant influence on the price. Brand positioning
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depends on a product’s attributes, unmet need, innovation, and perceived benefits,
while its economic value is related to the cost-effectiveness, cost savings and
affordability of the drug. Pricing concerns should be a key criteria in a product’s
development decisions.

Figure 6.17:The pricing pill - improving pricing negotiating through
demonstrating product value
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Choosing a comparator and target profile
It is through R&D that pharmaceutical companies produce new drugs with the potential
for profit, but it is the effectiveness of clinical trials that will determine whether or not
that potential is realized. As payers continue to increase their use of reference pricing
for new products, clinical trials demonstrating the benefits of a drug over other drugs
will be needed to justify a higher price. Benefits such as lower dosage, reduced sideeffects, novel modes of delivery, reformulation, cost-effectiveness and affordability
increase price by improving brand value and economic value. However, these efforts
require significant organization and are likely to increase overall development costs.
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Choosing a comparator that will enhance the drug’s positioning in the market is
important in influencing the pricing decisions of payers. Both the highest priced or the
most used comparator drug can potentially increase the price of a certain drug, though it
is important to choose the most relevant comparator. Generally, the comparison of a
drug should be made relative to the main, highest priced competitor, provided this is
recognized as an effective treatment and has a significant market share. Reference
pricing is influenced by the price of other drugs and, therefore, using a widely used
product with the highest price will increase the probability of gaining the same or an
even higher price if the new product can be shown to be more effective.

The comparator needs to be chosen early so that clinical trials can be focused on
showing the clinical advantage of the new product compared to the existing product in
the market. Generally, the comparator should be considered during preclinical trials.
Phase I clinical studies can be analyzed and compared to the competitor drug, which
will then influence how Phase II and Phase III trials should be conducted. Having a
comparator drug in mind during in Phase I trials will help determine how to
differentiate the new drug compared to the existing drugs. This will then influence
Phase II trials by emphasizing this additional benefit of the drug while determining the
effectiveness of the drug on patients with the particular disease. During Phase III trials,
further indications to differentiate the product should continue in order that the product
can obtain an optimal price.

The use of comparator drug profiling affects different types of products in different
ways. Breakthrough products will not need a specific comparator because the product
addresses a need that has not been met. Internal reference pricing cannot affect the
profitability of breakthrough products, as there is no reference product for comparison.
However, it is very rare that a disease is entirely untreated, especially one with a
significant patient population. Therefore, it is important to conduct clinical trials with a
view to showing the innovation offered by a product as well as purely its effectiveness.
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Effective products with many competitors will gain the greatest advantage from having
carefully planned clinical trials. Differentiation from existing products is especially
important if a new entrant is to avoid being priced lower than existing players. This can
prove difficult where there are a large number of effective products available. However,
effective target profiling can prove useful, as shown by the revenues generated by
Celebrex and Vioxx. These drugs did not show a significant efficacy advantage over
standard treatments, but were differentiated on the basis of reduced side-effects. This
illustrates the importance of identifying a product’s key benefits early in development
so that they can be demonstrated effectively during development.

Case study: Seretide/Advair
GlaxoSmithKline’s Seretide/Advair, a long-acting bronchodilator and an antiinflammatory inhaler, provides a good example of increasing the value of a drug
through R&D in order to strengthen the company’s position in pricing negotiations.
Seretide/Advair is an inhaled combination of Serevent (salmeterol xinafoate), a long
acting bronchodilator, and Flovent/Flixotide (fluticonase propionate), a corticosteroid.
Both are indicated for asthma and chronic obstructive pulmonary disease (COPD).

Although Flovent and Serevent enjoyed leading positions in the global asthma market,
GlaxoSmithKline expected increasing competition from a newer class of drugs, the
leukotriene antagonists. These drugs include AstraZeneca’s Accolate (zafirlukast),
Merck’s Singulair (montelukast) and Ono’s Onon (pranlukast), which is available in
Japan only. Older asthma drugs require a dose of four inhalations daily and, although
Serevent has twice daily inhalation, leukotriene antagonists offer a significant benefit in
their once daily oral administration.

Understanding the role of reference pricing for its new products, GlaxoSmithKline
needed to demonstrate the benefits of Seretide compared to other products already on
the market. Drawing on its experience of Serevent and Flovent, GlaxoSmithKline used
its understanding of the asthma market in deciding to target moderate to severe asthma,
showing the cost-effectiveness of the drug compared
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to

its

competitors.

GlaxoSmithKline focused on proving efficacy for this indication and designed clinical
trials that allowed them to do so both quickly and effectively. Seretide/Advair was able
to generate significant profits by showing that it could be used at a decreased dosage
level, significantly reducing side-effects. After its launch in 1999, Seretide/Advair
generated global sales of $1,224 million in 2001, and was the year’s fastest growing
blockbuster drug.

Case study: Geodon
Products can be differentiated in different ways. Pfizer’s schizophrenia product,
Geodon (ziprasidone), was differentiated because it demonstrated weight-neutrality in a
4,500 patient worldwide clinical trial program. The weight-neutral benefit improved
patience compliance leading to increased quality of life for more patients. Even though
Geodon is no more effective than other schizophrenic drugs, it demonstrated fewer
side-effects in clinical trials. This differentiating factor is likely to result in Pfizer
obtain a high price for Geodon across Europe when it is reference priced against its
competitors. Even in a market characterized by high therapeutic unmet need,
demonstrating improvements in other areas, such as side-effects, can prove to be
valuable.

Case Study: HER-2 DNA AutoVac
Pharmexa began Phase I/II clinical trials in July 1999 for its breast cancer vaccine,
HER-2 DNA AutoVac, for the treatment of late-stage breast cancer. The vaccine works
by stimulating a patient’s immune response to target cancer cells and produce
antibodies against the HER-2 protein, which is over-expressed in around a third of
breast cancers and is involved in the uncontrolled growth of cancer cells. Its main
competitor will be Roche’s breast cancer agent, Herceptin (trastuzumab), which also
targets the HER-2 protein.

Pharmexa’s attempts to differentiate the product primarily involve demonstrating how
much more cost-effective it will be in comparison to current treatment options. The
vaccine acts by inducing a patient’s immune system to produce natural antibodies
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against HER-2, while Herceptin comprises artificial antibodies to the protein, which are
less effective. AutoVac is likely to involve lower production costs and product dosages
compared with those of Herceptin. Pharmexa believes that AutoVac will not require
hospitalization during administration, which is an additional cost benefit to payers,
physicians, and patients.

By comparing its drug directly to Herceptin, Pharmexa is taking a significant risk, as it
may not be able to show that it is more effective. However, given that Herceptin is the
most expensive available treatment for breast cancer, if Pharmexa can show that
AutoVac is even equally effective, its cost-effectiveness benefits should ensure that the
product gains an advantageous price. Since its production costs are lower than those of
Herceptin, Pharmexa can even target a lower price than the current gold standard and
still be highly profitable.

Pharmacoeconomics
While therapeutic benefit is a significant factor in pricing decisions, governments
continue to be constrained by a budget and are influenced by the economic value of a
drug. Pharmacoeconomic evaluations help to demonstrate a drug’s value for money,
which can be important in order to achieve reimbursement or a premium price. When
pharmacoeconomic analysis shows that a newer product has greater marginal benefit
than marginal cost, pharmaceutical companies can use these studies to influence the
price of the product. The use of pharmacoeconomics can be significantly improved by
specifically planning cost-effectiveness trials, and using head-to-head comparisons
between competing products rather than relying on retrospective analysis.

As governments become more actively aware of costs, the use of pharmacoeconomics
throughout a product’s lifestyle can help support a high price for a particular drug. In
Denmark, France and Belgium, the use of cost-benefit data is explicitly encouraged to
support pricing negotiations. In Spain, Italy and Germany, such data are accepted on a
voluntary basis and can help to increase the price of drugs. Pharmacoeconomics are
most effective in obtaining a higher price if they show that overall healthcare costs can
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be reduced by the introduction of the new drug. Pharmacoeconomics can also provide
information to help guide physicians prescribing behavior, and thus impact the volume
sales of a product.

The likely return on investment from conducting pharmacoeconomic studies should be
a key consideration for pharmaceutical companies. However, where the use of
pharmacoeconomic evaluations result in a higher product price, the returns from
investment are almost always positive. Where a product is expected to demonstrate
effectiveness in a price sensitive market, pharmacoeconomic studies will always add
value in their support of a higher reimbursement level, price and usage.

Portfolio management
Even before drugs enter into clinical trials, it is critical to select profitable products to
continue through R&D. Pharmaceutical companies must be selective when deciding
which projects to invest more time and money in as R&D becomes ever more
expensive. In response to the downward trend on prices resulting from reference
pricing, having a carefully planned portfolio can help increase profits by choosing
target areas that are least affected by reference pricing. By understanding the current
market, knowing who the competitors are and forecasting future therapeutic need,
pharmaceutical companies can predetermine the target price and market share of a drug.
Market size is largely dependent on the patient population, market growth is dependent
on epidemiology and market potential is based on unmet medical need. Products that
meet an unmet need or that are highly innovative are more likely to gain a high price
without being adversely affected by reference pricing.

In therapeutic areas such as cancer, the central nervous system, and cardiovascular
disease the financial rewards for novel products can be very high. The prices of current
drugs in these markets are already high and, therefore, innovative drug prices will be
compared to relatively high price products. These therapeutic areas also have large
patient bases, which makes the profit margins even greater. However, the development
of such products may involve expensive technologies and can lead to high development
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costs, which are not always commercially outweighed by the advantages of innovation
and unmet medical need.

Once products have been identified as likely to justify a high price, their development
should be accelerated as much as possible as a first-in-class product is more likely to
receive a favorable price than follow-ups. A truly innovative product will not have any
obvious comparators for reference pricing. While it will still be necessary to show
efficacy, safety and pharmacoeconomic benefits to gain a high price, this will be easier
to achieve for a novel product than for one with a similar mechanism of action to
products already on the market. In order to maximize the returns from investment in
R&D, scientists and marketing managers should be brought together in order to decide
which therapeutic areas are the most profitable and which products should continue to
be developed.

Negotiation efforts
Payers are highly important decision-makers in the complex network of influences on
product performance and reimbursement. Their organization and priorities vary across
countries, with the US, Japan, Germany and the UK being relatively flexible with
respect to the reimbursement, though not necessarily the prescribing, of new products.
However, all payers share a common set of key priorities and information needs when
deciding about the reimbursement status of new products.

Clinical effectiveness and the health benefits offered by a product are the key
parameters for negotiating prices with payers. An efficacious product for a disease with
high medical need will always be reimbursed, even if its price might need to be
negotiated. However, payers also consider cost as part of the overall drug profile,
asking for a lower price point if necessary. Payers’ increasing concern with cost is
particularly apparent in Europe, where a growing number of countries are using costeffectiveness criteria as part of the drug approval and pricing processes. There are
several types of cost that payers can take into consideration, including the direct
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medical cost incurred by pharmacological treatments and the long-term costs incurred
by the healthcare system and society.

The importance of clinical criteria in the approval and reimbursement process has
always been widely recognized by pharmaceutical companies, as clinical trial results
must be submitted to gain approval. However, additional cost-effectiveness data is
becoming an increasingly important part of pricing negotiations. While significant gaps
in the integration of pharmacoeconomic trials into R&D remain, pharmacoeconomics
offers great potential to pharmaceutical companies, healthcare providers and patients.

To address payer requirements, pharmaceutical companies must plan for relevant data
collection as early in the lifecycle as possible. The potential price and reimbursement
status of a product needs to be assessed in detail from Phase II trials onwards. Also,
early assessment of the opportunities for product positioning can enable companies to
decide on the most effective product attributes to focus on for data collection and prelaunch marketing. Depending on the market dynamics and product profile, the
marketing message to payers could focus on the innovative benefits of a product or,
alternatively, on its positive role in lowering costs, achieved either through a reduced
price or long-term savings. In some cases, companies may also consider launching a
product outside reimbursement, as is often the case with lifestyle products, where
payers see an increasing need for shifting costs to patients.
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Marketing strategy
For some products in reimbursement and pricing environments a target price is unlikely
to be granted irrespective of the negotiations undertaken. In such a case, a
pharmaceutical company is faced with a number of strategic marketing options in order
to maximize its returns.

Figure 6.18:Cost-benefit analysis of different strategies to maximize revenue
in a reference pricing environment
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Launch order
Reference pricing can have a significant effect on launch order because launching in
higher priced countries first can help influence the price in lower priced countries.
Alternatively, if a company launches first in a lower priced country, all European drug
prices will converge downward to this price. Therefore launching initially in markets
where the product will most likely obtain a high price is a key price optimization
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strategy in a reference pricing environment. A good example of this strategy is provided
by AstraZeneca’s antipsychotic, Seroquel (quetiapine). The product gained a Japanese
reimbursement price four times higher than the previous gold standard treatment,
Johnson & Johnson’s Risperdal (risperidone), through comparison with its price in the
US and the UK. In contrast, a domestic Japanese product, Sumitomo’s Lullan
(perospirone), was given a price similar to that of Risperdal.

However, in addition to the increased reference pricing gains, companies must also
consider revenues lost through delayed launch. Prices in countries like Germany and the
UK are usually higher because there are less price controls and thus negotiation times
are also shortened. Prices in countries like Spain, Italy, and France are lower because of
strict price controls. These price controls often result in marketing delays as
pharmaceutical companies attempt to justify the price of their products while
negotiating with governments to obtain a higher price. However, the correlation
between negotiation time and price is not always consistent. An example is France,
which has a longer average negotiation time than Spain but also has a higher average
price index than Spain. Pharmaceutical companies need to weigh achieving a quicker
launch that might obtain a lower price against a slower launch with a higher price.

Pharmaceutical companies should seek to launch first in countries that can obtain a
high price so that other countries will reference this price. At the same time,
pharmaceutical companies may seek to enter discussions with other lower priced
countries. The reason is because the time from approval to marketing will be longer in
price-controlled countries. Among the five major markets in Europe there is a complex
relationship between negotiation time, price, and reference pricing. Where a product is
to be launched in these five countries, the order of launch should generally begin in
Germany, followed by the UK, France, Spain and then Italy. However, launch order
would have to take into consideration market factors, such as patient demand, physician
prescribing behavior, and competitor drugs, which should be evaluated early during
R&D. Evaluating markets early will determine where the product can obtain the highest
price and will then dictate the launch order.
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Understanding which countries are used as benchmark countries is useful to determine
launch order. Germany and the UK do not have price controls and, therefore, a product
will obtain a high price in a short time in these two countries. Since other countries
reference these two countries, the high prices will be used as favorable comparisons. In
a generalized scenario, pharmaceutical companies would then negotiate with the French
government to obtain an optimal price. France references the entire EU, but with only
Germany and the UK to reference, France can also obtain a higher price than if it was
launched last. Spain references the lowest price in the EU and the price of the product’s
original country. The lowest priced market will have a higher price due to reference
pricing, thereby allowing Spain to also have a higher price. Since Italy references four
countries, with two being price controlled, the product would need to be launched in
Italy last. This launch order gets the drugs onto the European market quickly at an
optimal set of prices, increasing the profitability of the product.

Figure 6.19:Maximizing returns through European launch order in a
reference pricing environment
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When choosing whether to delay launch in order to obtain a higher price in a low priced
country referencing a high priced country, it is important to consider the revenues lost
by delaying launch.

Companies need to consider both the revenue gained by launching and the revenue lost
by delaying launch. Pharmaceutical companies must analyze the market to determine
both the optimal price and the lowest price at which the product can be priced to still
remain profitable. Factors to consider include the impact of parallel importing and the
impact of reference pricing because a low price can cause a reduction in price in other
European countries where a reference price system operates. The maximum amount of
time allowed for negotiations must also be calculated. The maximum negotiation time
will take into consideration the revenue loss during negotiation for a higher price
compared to the profit loss due to a lower price. Finally, pharmaceutical companies
must consider launching outside reimbursement or not launching at all in low priced
countries if the product falls below a predetermined minimum price.

Launching outside reimbursement
Where reimbursement prices are set too low, a viable option is to launch outside
reimbursement. Pharmaceutical companies need to determine the volume obtainable
under reimbursement and balance this directly against the volume obtainable outside
reimbursement. A second point to consider is the effect of a low price on drug prices in
other countries. If the cost-benefit ratio of pricing a drug under reimbursement is less
than the cost of pricing a drug outside of reimbursement, then the product should be
launched outside of reimbursement. Lifestyle drugs such as Viagra and Propecia, and
some high cost drugs with high medical need can be highly profitable when launched
outside reimbursement in certain countries.

Case Study: Aricept
In 1999, Aricept was launched outside of reimbursement and obtained a higher price in
Italy than it did in Germany and the US. This proved to be a successful option
considering that the price elasticity for the selective serotonin reuptake inhibitor
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antidepressants, the major palliative therapy used to treat Alzheimer’s disease, is low in
Italy. Changes in price for the treatment of Alzheimer’s disease in Italy result in a
smaller proportional change in demand. Following its launch, Aricept’s prescriptions
grew rapidly to account for more than 40% of diagnosed Alzheimer’s disease patients
in Italy. Italy’s Aricept sales grew to levels second only to the US.

In 2000, the Italian Health Ministry agreed with Pfizer, which markets Aricept, and
Novartis, which markets Exelon (rivastignmine), that their Alzheimer’s disease
products should be made fully available on the national health insurance scheme.
Following a three-month introductory period from September to December 2000, in
which the Alzheimer’s disease products would be made available free of charge, the
drug would be sold to the healthcare system at an approximate price discount of 30%.
Results before this change in reimbursement status do show how profitable launching
outside reimbursement can be compared with significantly lowering the price in order
to achieve reimbursement.

Obtaining a high price outside of reimbursement while retaining a significant market
share can be a profitable strategy. However, this phenomenon may be specific to the
Italian market, as there is a high and increasing level of private health insurance funding
for pharmaceuticals. Pharmaceutical companies must be aware of the demand of the
drug to determine if pricing outside of reimbursement will be profitable. If patients are
willing to pay for the drug even outside of reimbursement, then this strategy is more
likely to be profitable. Alternatively, in a market like France where reimbursement is
key to gaining market share, this strategy would not have been effective.

Full reimbursement versus price cuts/use restrictions
To gain reimbursement status, companies are at times forced to accept a reduced price
or restrictions on the product’s use. For some products, only a small number of several
available doses may be fully reimbursed, because these are likely to be the most
commonly used, or because they are considered to be most efficacious. Examples
include the reimbursement status of simvastatin and atorvastatin in Italy, whereby the
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10mg and 40mg tablet packs are not reimbursed, respectively. In several countries, such
as France and Italy, the goal of such measures is often to keep expenditure for the drug
under a certain ceiling, above which price cuts may take place.

A recent pricing agreement regarding Pharmacia/Pfizer’s COX2 inhibitor Celebrex
(celecoxib) in France could present a blueprint for some other high cost therapies. The
agreement was reached between the two companies and the French contract negotiating
committee, CEPS, in January 2001. According to the agreement, Celebrex was to be
launched at a 65% reimbursement price, in return for an agreed price cut in 2004. Thus,
the initial retail price for a 30x200mg pack of Celebrex was set as FFr230.90, but in
July 2004, this will be cut by 18% to FFr192.20 (all figures pre-introduction of the
Euro). The same rule applies to the 100mg formulation. This agreement is
unprecedented to date in that the price cut is not tied to any revenue ceiling for the
product, which are regularly used as part of the French pricing system.

Not launching
If an acceptable price cannot be agreed, then not launching a product in a certain
country is an option. In response to France’s continued price cuts, Hank McKinnel,
Chairman of Pfizer and recently appointed chairman of PhRMA, said:

“We introduce our new products later and later on the French market, and, if
the government continues to put pressures on prices, there will be no more
new products. The French government is making investors flee the country,
when other countries are rolling out the red carpet.”

Not launching a product in a specific market is also considered when the price is so low
that parallel importing would offset the balance of making a profit. Another reason for
not launching is where a low price could detrimentally affect other prices in Europe.
This is a strategy that Pharmacia implemented when launching Detrusitol its drug for
unstable bladder. Pharmacia decided not to launch Detrusitol in Greece because the
price was set very low. Pharmacia did not want to run the risk of parallel importing and
the risk of adversely affecting the prices of its product in countries that operate on a
reference pricing system.
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If a product cannot profit from setting a high price outside of reimbursement, then not
launching in a low priced country should be considered. However, in some cases, a low
priced can be outbalanced by a higher volume, and some profit, though marginal, can
be generated. Pharmaceutical companies must also be very careful of the affects on
their public perception of not launching a drug. This loss of public image can prove to
be much more damaging in the long run compared to the short-term loss of profits. It is,
therefore, important to consider the product’s indication and the usefulness of this drug
to the patient population in the relevant country. An example is the well-publicized
African AIDS crisis. The decision by major pharmaceutical companies to not launch
their HIV products because of the inability to recoup their R&D in these countries was
not an effective, successful strategy. Pharmaceutical companies must determine if the
profit outweighs the low price and its public image when deciding not to launch a
product in certain markets.

Promotional efforts
Pharmaceutical companies can employ a range of marketing strategies to maximize
revenues in different pricing and reimbursement scenarios. The key promotional tools
open to pharmaceutical marketers include DTC advertising, directly accessing patients
through other means, and physician detailing.

DTC advertising
DTC campaigns can help to generate a significant increase in prescriptions for nonreimbursed products or products for diseases of low awareness. To raise awareness of a
disease or product amongst patients and, to some extent, physicians, pharmaceutical
companies can use disease or brand awareness campaigns. Amongst the seven major
markets, branded DTC campaigns are only legal in the US, while unbranded disease
awareness campaigns are allowed for most diseases in all markets. DTC is particularly
suited to products for high profile diseases with a high prevalence, such as erectile
dysfunction, hyperlipidemia and ulcers.
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Lifestyle products are an important target for DTC campaigns, as they are generally not
fully reimbursed by statutory health insurance schemes and, therefore, require
significant patient demand generation. In Europe, for example, Pfizer sponsored a
disease awareness campaign on erectile dysfunction to indirectly promote the use of its
product Viagra. Similarly, Warner-Lambert (now part of Pfizer Inc.) initiated a disease
awareness campaign called Touching Hearts for its dyslipidemia product Lipitor in the
US in 2000, using Olympia Dukakis, a well-known actress, to promote testing of lipid
levels at film screenings. Other examples of branded DTC campaigns include
AstraZeneca’s antiulcerant Losec (omeprazole), Schering-Plough’s antihistamine
Claritin (loratadine), Pfizer/Pharmacia’s pain therapy Celebrex (celecoxib) and Merck’s
pain therapy Vioxx (rofecoxib).

Patient access
Where a product is not available through the national health insurance companies can
benefit from partnering with patient support groups in order to achieve wider access to
a drug. Such a strategy is more likely to be successful where there is a high medical
need for a product, even if there are doubts with respect to its long-term benefits.
Examples of this type of product include beta interferon multiple sclerosis treatments,
which are extremely costly and for which the long-term efficacy is not well established.
In such cases, the support of patient groups can prove extremely valuable, fuelling
debate about product reimbursement on a public and potentially political level.

Patient programs are another channel through which pharmaceutical companies can
gain access to patients, regardless of a product’s reimbursement status. Such programs
allow companies to send patients (with their consent) reminders of when to take their
medicine and in what doses, which improves long-term compliance and, therefore,
revenues. For chronic diseases in particular, patient bonding in this form can lead to
repeat prescriptions, which can particularly benefit products that are not fully
reimbursed.
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Physician detailing
A product’s therapeutic benefit is of key importance, both in reimbursement and in
prescribing decisions. Initially, the key audience to target with this type of information
are payers, who determine reimbursement levels on the basis of clinical and,
increasingly also, economic effectiveness. Furthermore, as the ultimate decision-makers
in the prescribing process, physicians see medical need and product efficacy as being
the key factors impacting their choice. Therefore, it is crucial to optimize physician
targeting with relevant and detailed information on a product’s therapeutic benefits and
its comparison to other therapies.

Even when a product is fully reimbursed, maximizing physician and payer awareness
can be crucial to gain competitive advantage. An example where this has proved a
successful strategy is Pfizer’s positioning of Lipitor. The key driver of Lipitor’s growth
has been its potency compared with other statins, increasing the effectiveness of its
starting dosage, and thereby reducing overall costs. Moreover, Lipitor was the first
statin to be approved for lowering high triglyceride levels in mixed dyslipidemia.
Although eventually other statins, including Merck & Co.’s Zocor, were labeled
accordingly, Lipitor’s capacity to treat a wider range of dyslipidemic patients was
conveyed to physicians in advance of other drugs in the class, boosting Lipitor’s
prescribing uptake considerably.
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Case studies
A number of detailed case studies are presented below, in order to illustrate the
relationship between price, reimbursement, prescribing patterns and revenues. The case
study examples analyze the pricing strategies used by a number of different companies
for different products in different contexts. The real world examples are not intended to
provide best practice recommendations but rather to show the relative successes of
various pricing strategies in various different pricing environments.

Figure 7.20:Case studies by product differentiation versus patient base
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Niche Taxol (paclitaxel), Aricept (donepezil) and Imigran (sumatriptan) provide good
examples of high impact products launched into niche markets with significant unmet
medical need. Protease inhibitors and second-generation statins provide examples of
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drugs competing through differentiation in more competitive drug classes. ACE
inhibitors, Canesten (clotrimazole) and Amoxil (amoxicillin) provide additional
examples of the impact on price of high levels of competition in well established drug
classes.

Taxol (paclitaxel)
Where products that address a strong medical need, a high price can be justified to
payers if the therapeutic efficacy offers a sufficiently positive cost-benefit ratio.
However, in the most cost constrained environments, a high price level may result in
government restrictions on prescription rates. A good illustration of this situation is
provided by BMS’ anti-cancer agent Taxol (paclitaxel). Prior to NICE’s guidance in
2000 its use in UK ovarian cancer patients was strongly restricted. The Taxol example
also illustrates the strategy of gaining higher revenues through careful pricing despite
prescribing constraints. Taxol’s global sales reached $1,592 million in 2000, before
falling to $1,197 million in 2001 following generic challenges to its patent validity. The
following analysis is based on Taxol’s market, prescribing, reimbursement and pricing
environment prior to patent challenges and generic substitution.

Taxol was first launched in the US in 1992 and is indicated for the treatment of a range
of solid tumors, including breast, ovarian and non-small cell lung cancer, for which it
has rapidly gained the status of treatment of choice. Breast and lung cancer have the
highest incidence levels and account for a high proportion of Taxol’s sales. However,
due to the complex and varied treatment regimens used for breast and lung cancer, the
ovarian cancer indication provides the best illustration of the impact of cost and
reimbursement on prescribing patterns.

There are approximately 110,000 prevalent ovarian cancer cases in the seven major
markets annually, made up mostly of women over 40 years. It is a relatively aggressive
form of cancer, with a high mortality/incidence ratio, measured over an average of five
years between diagnosis and death. An important unmet need of this cancer type lies in
early diagnosis and treatment. As for most cancers, treatment for ovarian cancer is
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expensive, as it involves hospital care and repeated cycles of drug therapy, particularly
in the later stages.

Taxol is a drug with recognized efficacy in ovarian cancer. It was initially approved for
the second-line treatment of this cancer type and has subsequently received approval
status for first-line treatment in combination with cisplatin in the US, the EU and Japan.
At its launch, Taxol was priced at a level above that of standard agents used in the
management of ovarian cancer. However, the use of Taxol has increased in all markets
studied, as its advantages over older therapies have become established.

The treatment costs of Taxol have been calculated based on the standard six cycle
regimen and using ex-manufacturer prices, as this represents the revenues that can be
achieved by the pharmaceutical company. Taxol is generally fully reimbursed in all the
major markets, although no detailed information is available for the US, due to the
dominance of private healthcare.

Table 7.9: Relative reimbursement status, price, prescription rates and sales
of Taxol (paclitaxel), 2000
Country

Reimbursement
level (%)

Relative average
total treatment
cost per patient
(US = 100)

US
Japan
France
Germany
Italy
Spain
UK

n/a
100
100
100
100
100
100

100.0
86.7
60.6
109.5
98.6
78.9
118.8

Proportion of
ovarian cancer
patients receiving
Taxol (%)
93
46
72
60
62
71
48

Proportion of
major 7 market
sales (%)
77.4
4.8
4.2
4.8
2.4
3.1
3.3

NB: Treatment costs (based on ex-manufacturer prices) were calculated for the lowest dose of
135mg/m2 at a patient surface of 1.84m2 and over 6 treatment cycles. This gives a total dose of
1,490mg for a full treatment with paclitaxel.
n/a = not applicable
Reuters Business Insight

Source: Delphi Pharma
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Proportion of diagnosed ovarian cancer
patients receiving Taxol (%)

Figure 7.21:Relationship between price, prescription rates and sales of Taxol
(paclitaxel), 2000
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The five major European markets display a strong negative correlation between cost
and prescribing rate. The US falls slightly outside this pattern. Despite 93% of
diagnosed ovarian cancer patients receiving Taxol, the total treatment cost (over
$7,000) is similar to that in Germany and the UK. In France, Spain, Italy and Germany,
use of Taxol is reasonably well established, with between 60% and 70% of the total
treated ovarian cancer population receiving this agent. The treatment cost is lowest in
France at around $4,500 per patient, while Germany and the UK lie at the other end of
the cost spectrum with a treatment cost of approximately $8,000 per patient.

Japan falls slightly outside the prescribing pattern outlined above, due to Taxol’s later
launch in this market. The product was approved by the Japanese MHW for the
treatment of advanced ovarian cancer in July 1997, five years after its equivalent
approval in the US. This explains the comparatively low prescription rate of 46%,
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despite Taxol’s moderate cost in Japan. However, Japanese physicians’ perceptions of
the drug are positive and its uptake has been rapid to date, which indicates that the
prescription rate is likely to increase further in the future.

In the context of prescribing at full reimbursement, the UK is the most interesting of the
seven major markets. The relatively low prescribing level of 48% was a result of
prescribing constraints, which heavily restricted the use of Taxol. Prior to the formation
of NICE in 1999, local health authorities often restricted the use of high cost
pharmaceuticals due to budget constraints, which meant that Taxol was not reimbursed
as a standard ovarian cancer therapy in a number of regions. In 1999, the UK NHS had
published guidance entitled ‘Improving Outcomes in Gynecological Cancers’ which
stated that Taxol and carboplatin should be a standard first line treatment for ovarian
cancer, unless there were concerns about toxicity. Nevertheless, Taxol could only be
prescribed within the constraints of local health authority budgets, which resulted in
lower prescription rates for Taxol than in any of the other studied markets.

Despite the anticipated prescribing constraints that Taxol would face in the UK, BMS
was able to generate moderate value sales revenues despite low volume demand by
pricing the product particularly high in the UK. Indeed, the average price per mg for
Taxol in the UK was 18.8% higher than the respective pricing in the US, which usually
displays some of the highest pharmaceutical prices. Thus, the high total treatment cost
of around $8,700 per patient in the UK has gone some way towards offsetting the low
prescribing rate enforced by local cost constraints. Considering the low prescribing rate
of 48%, UK sales compare favorably with markets such as France, where 70% of
ovarian cancer patients received the drug and where sales are only 25% higher than in
the UK.

The prescribing pattern in the UK is likely to change significantly over the next few
years, following NICE’s publication of positive guidance on the use of Taxol in ovarian
cancer in May 2000. The guidance recommends that Taxol is used as standard first line
therapy in ovarian cancer patients, in combination with either cisplatin or carboplatin.
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According to NICE, this guidance could lead to an additional 1,000 UK cancer patients
receiving Taxol per year.

Aricept (donepezil)
Although disease-modifying treatments for conditions with high unmet medical need
are of significant medical importance, their associated high treatment costs can prevent
payers from granting such products full reimbursement. This is often the case if the
efficacy of a treatment is in question or is limited to a short time period, as is the case
with drugs for the treatment of Alzheimer’s disease.

Alzheimer’s disease (AD) is a condition of memory loss due to progressive
degeneration of the brain’s acetylcholine neuron system. The efficacy of existing
Alzheimer treatments, the acetylcholinesterase (AChE) inhibitors, such as Pfizer/Eisai’s
Aricept (donepezil), is primarily restricted to alleviating short-term effects. AD poses a
considerable cost burden to society, since patients may well live at least 10 years after
disease onset, during which their condition worsens progressively, requiring specialized
care. Patients with severe stage AD are eventually institutionalized, creating a further
burden of cost for healthcare providers. Almost 10% of all individuals over age 65
suffer from AD, while the figure increases to over 40% of people over age 85.

The high prevalence rate in a constantly growing elderly population together with the
low overall efficacy of existing AD treatments are linked to two areas of major unmet
need in the treatment of AD:
G

Lack of effective products for the severely affected population;

G

need for products with long-term disease-modifying effects.

Despite the high medical need for disease-modifying AD treatments, AChE inhibitors
are often not fully reimbursed, although they target a chronic and serious disease. Japan
is not included in the comparative analysis as Aricept was not launched there until late
1999. In the US, reimbursement depends upon the decisions of individual insurance
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companies, but the product is generally reimbursed for patients with insurance. The
average prices and costs are based on pack sizes containing 5mg tablets of the product,
as this is the starting dose generally given to patients, either until they do not respond
anymore or until they progress to the more severe stages of the disease.

Table 7.10: Relative reimbursement status, price, prescription rates and sales
of Aricept (donepezil), 2000
Country

Reimbursement
level (%)

Relative average
total treatment
cost per patient
(US = 100)

US
Italy*
France
Spain
Germany
UK

n/a
0
65
60
100
100

100.0
101.1
77.2
65.6
89.9
114.6

Proportion of
Alzheimer’s disease
patients receiving
Aricept (%)
55
43
45
25
40
9

Proportion of
major 7 market
sales (%)
72.0
14.4
5.7
3.1
2.6
2.2

NB: All treatment costs are based on ex-manufacturer prices.
* also marketed in Italy by Bracco under the brand name Memac.
n/a = not applicable
Reuters Business Insight

Source: Delphi Pharma
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Proportion of diagnosed Alzheimer's disease
patients receiving Aricept (%)

Figure 7.22:Relationship between price, prescription rates and sales of
Aricept (donepezil), 2000
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In France, the product is grouped with many other treatments for serious, but non-lifethreatening diseases, which corresponds to a 65% reimbursement status. In Spain,
although drugs treating chronic diseases are usually fully reimbursed, Alzheimer’s
therapies are classified in group N and, therefore, receive only 60% reimbursement.
This is because of the relatively limited effectiveness of the available therapies.
However, it should be noted that most Alzheimer’s patients in Spain do not pay for
Aricept themselves, because drugs are fully reimbursed for pensioners. In Germany and
the UK, the product is fully reimbursed by the statutory health system, although there
are significant prescribing barriers for Aricept in the UK due to cost constraints.
Moreover, in Germany, a new draft of the drug guidelines set up by the committee of
physicians and health insurers is planned to limit the initial use of donepezil to 24
weeks, after which the success of the therapy will determine further use under national
reimbursement. Aricept is not reimbursed in Italy.
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The yearly cost per patient of Aricept treatment at a 5mg dose per day is highest in the
UK, followed by Italy, the US and Germany. In the UK, this has had the effect of
preventing physicians from prescribing the product to the majority of patients, with
only 9% of diagnosed AD sufferers in the UK being given Aricept. This can be
explained by the cost constraints on overall prescribing in the UK. Consequently,
relative sales for Aricept in the UK were lowest of all the seven major markets,
amounting to around 2% of total global sales of $588 million in 2000. This is in
contrast to UK sales of Taxol and Imigran, which are relatively high due to a high price
and moderate prescribing rates.

The prescribing situation for Aricept in the UK is likely to change following the
January 2001 NICE guidance on the use of AChE inhibitors in AD. According to the
issued guidelines, Aricept, Novartis’ Exelon (rivastigmine) and Shire/Janssen’s
Reminyl (galantamine) should be made available to patients diagnosed by a specialist
as having mild to moderate AD. Consequently, prescription rates should increase in the
future, leading to a larger market for AD treatments, and Aricept in particular, in the
UK.

Aricept’s price in Italy, usually one of the lower priced markets, is higher than that in
Germany and the US. With Aricept not being reimbursed in Italy prior to 2000, the
effect of the high price would have been expected to result in the prevention of
physicians from prescribing the drug on private insurance schemes or patient out-ofpocket payments. However, this has not been the case, as an average of 43% of
diagnosed AD patients are prescribed Aricept in Italy. This rate is similar to the
prescribing patterns seen in Germany and France, where the product receives
reimbursement coverage. The high price and high prescribing rate in Italy explain the
relatively high local sales, placing Italy behind only the US in terms of value sales.

In 2000, the Italian Health Ministry agreed with Pfizer and Novartis, which markets
Exelon, that their AD products should be made fully available on the national health
insurance scheme. Under the agreement, which was initiated in September 2000, the
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companies will provide their products for free for the first four months, after which the
drug will be sold to the healthcare system at an approximate price discount of 30%.
Given the significant price reduction, prescribing rates will have to increase by nearly
100% to generate the same value sales as currently generated without reimbursement,
so reaching a prescribing level of about 80% for Aricept. Although physicians’
willingness to prescribe the products is likely to increase if their price is reduced, the
overall gain for Pfizer and Novartis might be limited in the particular case of AD in
Italy, due to the existing high prescribing rate.

Protease inhibitors
Human Immunodeficiency Virus (HIV) disease is an area where there is a high demand
for breakthrough products. HIV is capable of infecting several kinds of cells in the
human body, particularly CD4 immune cells (also called T cells or T lymphocytes).
When HIV infects a cell, the cell becomes a factory for reproducing more viruses and
the cell eventually dies. The virus uses two proteins to reproduce itself: reverse
transcriptase and protease. The goal of protease inhibitors is to stop the action of
protease. The class includes some of the most powerful anti-HIV therapies available so
far. Protease inhibitors have been found to have the following benefits in some people:
G

Increase in CD4 (T cell) counts, which can help fight infections;

G

decrease viral load which may slow down the disease process;

G

improve overall health and increase quality of life.

Roche’s Invirase/Fortovase (saquinavir), Merck and Co’s Crixivan (indinavir) and
Abbott Laboratories’ Norvir (ritonavir) all entered the market within a few months of
each other. Saquinavir came out the earliest and, because of this first mover advantage,
is also priced the highest. As there were no comparable reference drugs, protease
inhibitors were able to obtain a high price. External reference pricing kept the price
high across all countries. Prices will be set high if the product is launched first in high
priced countries, so that the traditionally lower priced countries can only compare its
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launch price with high priced countries. During launch, pricing as high as possible
within each geographical market can maximize profits.

To try to minimize the threat of parallel importing, Merck’s HIV drug, Crixivan
(indinavir), was the first example of a pan-European price. Therefore the price of
Crixivan is standard among the different countries. However, this is unlikely to
maximize profitability in the long run, as margins are lost in countries where a high
reimbursement price would have been gained.

Imigran (sumatriptan)
Where the therapeutic efficacy offered by a product is sufficiently high, companies can
justify a correspondingly high price. However, the overall value of a product to payers
is also a function of price, in the sense that payers need to achieve overall costeffectiveness. Therefore, medical need plays a crucial role in deciding whether a
product, even if it is of high quality, is worth a high price. Consequently,
pharmaceutical companies need to reach a trade-off between medical need and price,
especially if a product is only likely to be partially reimbursed in some key markets.
The triptans for the treatment of migraine are a good example of the cost balance that
needs to be achieved when faced with the possibility of several reimbursement levels.

Until the early 1990s, the treatment options for migraine sufferers were limited to pain
relief alone or products with strong side-effects, such as the ergotamines. With the
launch of GlaxoSmithKline’s (GSK) Imitrex/Imigran (sumatriptan) in the US in 1992, a
new treatment choice was made available, which not only addressed the pain of
migraine but also the symptoms associated with migraine, such as visual disturbance,
nausea or vomiting. However, the increased efficacy and reduced side-effects came at a
relatively high price, especially compared to the competitively priced ergotamines.

Due to the large prevalent population eligible for antimigraine therapy, around 80
million people in the seven major markets, the cost of triptans is regarded by many
physicians as prohibitive. Cost has played a significant role within this treatment
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practice, and some physicians mainly consider triptans as a second line therapy, after
unsuccessful use of OTC products or mild analgesics such as NSAIDs. However, the
triptans remain the most effective abortive migraine therapy currently available. In
addition, the availability of a variety of drug formulations (including injections, oral
and nasal administration) offers physicians several options in tailoring migraine therapy
to individual patients’ needs. These benefits, together with their relatively high price,
have led to high value sales for the triptans, which currently makes up around 75% of
the global ethical migraine market.

Growth in the global migraine market over the last few years has largely been driven by
the success of the first and second generation triptans. Despite the launch of newer
triptans, including GSK’s Naramig (naratriptan), Imigran established itself as the gold
standard therapy for migraine, due to its first to market advantage and strong marketing
support. For Naramig, GSK has not pursued a uniform pricing strategy in relation to
Imigran across the studied markets, with prices of comparable doses and pack sizes
being higher for Naramig in Germany and the US, but lower in Spain and the UK.
Considering that Imigran’s prescribing rates are lowest in these markets, the higher
price of Naramig could have been determined to offset the effect of lower overall
prescribing rates for antimigraine products.

In 2000, Imigran’s sales were $1,015 million, accounting for more than half of the total
migraine market. In 2001, its sales grew slightly to $1,092 million. Around 75% of
Imigran’s sales are derived from the US, where the reimbursement status depends on
private healthcare insurance schemes, which need to provide a certain level of choice
for patients to enroll with them.

In all countries except France, where AstraZeneca’s Zomig (zolmitriptan) is prescribed
more often, Imigran is the triptan treatment of choice. In Japan, the cost of treatment is
not applicable, as Imigran is only available as an injection, which is not comparable in
terms of cost to an oral formulation.

201

Table 7.11: Relative reimbursement status, price, prescription rates and sales
of Imigran (somatriptan), 2000
Country

Reimbursement
level (%)

Relative average
total treatment
cost per patient
(US = 100)

US
Japan*
France
Germany
Italy
Spain
UK

n/a
100
65
100
50
60
100

100.0
n/a
15.0
22.3
19.6
19.6
33.1

Proportion of
migraine patients
receiving Imigran
(%)

Proportion of
major 7 market
sales (%)

30
4
11
27
22
16
21

87.1
0.8
0.1
2.0
1.7
0.8
7.6

NB: Treatment costs (based on ex-manufacturer prices) are calculated using an average dose of
50mg per attack and 1 attack per month.
* Imigran is the only triptan available in Japan and only as an injection formulation.
n/a = not applicable
Reuters Business Insight

Source: Delphi Pharma

Proportion of diagnosed migraine patients
receiving Imigran (%)

Figure 7.23:Relationship between price, prescription rates and sales of
Imigran (somatriptan), 2000
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The cost of Imigran in the US is extremely high relative to other markets, with a
monthly dose of 50mg costing more than $250 per patient for one year. By comparison,
in France, the cheapest market, the same dosing regimen is priced at an 85% discount to
the levels found in the US. Even this price level is relatively expensive compared to
other migraine treatments, such as NSAIDs.

In France, Imigran was not reimbursed at all until relatively recently. Since 1999, the
product has been partially reimbursed at 65%. This explains the low prescribing rate of
11% for Imigran in France, compared to around 20–30% in the other Western markets.
In Spain and Italy, where Imigran is reimbursed at 60% and 50%, respectively,
treatment rates are also low at 16% and 22%, respectively. Although the UK only had a
21% prescribing rate for Imigran, this is due to general cost restrictions and a relatively
high annual treatment cost per patient, rather than being related to Imigran’s
reimbursement status. Since relatively low prescribing levels could have been expected
in the UK due to the highly cost constrained healthcare system, GSK may have directly
sought to offset the low volume sales by setting a high price for the product. This
strategy appears to have proved successful, as Imigran’s UK sales are higher than those
in the other European markets. In Germany, where Imigran is fully reimbursed, the
prescribing level is higher at around 30%, despite a high treatment cost second only to
the UK in Europe. The moderate medical need associated with migraine is a
contributing factor to the relatively low prescribing levels both in markets with partial
reimbursement, where patients have to take on a part of the cost, and in cost contained
healthcare systems.

Second-generation statins
In a number of therapeutic areas the development of novel therapeutic classes has led to
considerable improvements in the therapeutic choice offered to physicians and patients.
Recent examples include the angiotensin II receptor antagonists (AIIAs) in
hypertension and fast acting insulins in diabetes. Within such novel classes, second or
third generation products have often emerged leading to increasing competition not
only within the overall therapeutic market, but also within individual classes. In this
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case, the prescribing decision is often more complex than in markets with a lower
degree of competition, due to the availability of similar treatment alternatives from the
same class. The statin market provides a good example of this, and illustrates the
impact of product positioning and price on the prescribing dynamics.

The size of the antihyperlipidemia market is considerable, with market size driven by
high prevalence in the Western world, including over 300 million people suffering from
hyperlipidemia in the seven major markets. Although the condition is not immediately
life-threatening, it has potentially serious co-morbidities and consequences, such as
diabetes and coronary heart disease. As a result, the condition is often treated
pharmacologically. The statins drug class comprise the majority of the global
antihyperlipidemia market. Within this class, there are several drugs that are
specifically recognized for their therapeutic efficacy and long-term benefits. However,
two products especially illustrate the key factors that determine the success within this
highly competitive market: Merck & Co.’s Zocor (simvastatin) and Pfizer’s Lipitor
(atorvastatin).

Zocor was launched by Merck & Co. in Europe, its first market, in 1989 and became
the global best selling statin in 1994 as its indication range expanded and prescription
uptake increased. Although simvastatin remains the treatment of choice in many
markets, the launch of Pfizer/Warner-Lambert’s second generation statin Lipitor in
1997 has gradually eroded Zocor’s market share. This trend is particularly evident in
the US, where Lipitor is now the most popular choice in the treatment of first line
hypercholesterolemia, the most dominant form of hyperlipidemia. In Europe, Lipitor’s
sales are also rising, and the drug is set to become the most popular choice for first line
therapy of hypercholesterolemia in a number of key markets, such as Spain and France,
in the near future. Furthermore, the threat to Zocor’s global market position is no longer
isolated to the Western markets, as Lipitor was launched in Japan in May 2000.

The global sales performance of Lipitor and Zocor over the last two years shows a
narrowing of the gap between the two products. In 1999, Merck & Co.’s Zocor
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remained the highest selling statin, with global sales of $4,495m. In comparison,
Lipitor generated $3,732m, up by 70.8% from $2,185m in 1998. However, by 2000
sales, Lipitor was almost on the same sales level as Zocor, with sales of $5,030m
compared to $5,280m for Zocor. In 2001, Zocor continued to dominate the statin class
with global sales of $6,670 million, while Lipitor generated sales of $6,449 million.

Zocor was initially indicated for the treatment of high total cholesterol and high LDL
cholesterol levels. In 1994, data from the Scandinavian Simvastatin Survival Study (4S)
in over 4,000 patients followed up over five years showed that Zocor reduced the
relative risk of death in the study group by 30% and reduced the risk of coronary related
death by 42%. On the basis of these data, and data from other further trials, Zocor
gained the additional indications of:
G

The prevention of myocardial infarction and reduction of mortality in patients with
established coronary heart disease (CHD) and moderate to severe
hypercholesterolemia;

G

reducing the risk of coronary related mortality in patients with established heart
disease.

Data showing benefit in hard endpoints was the main driver of Zocor’s accelerating
growth from 1995 onwards. In 1997, the FDA also approved Zocor for triglyceride
lowering in mixed hyperlipidemia, after Lipitor had already received this indication. In
May 1999, Zocor was approved for reducing the risk of stroke or transient ischemic
attack in patients with established CHD and moderate to severe hypercholesterolemia,
based on further results from the 4S trial. Furthermore, in late 1999, Zocor became the
first statin to be approved for raising low HDL cholesterol.

Following the initial starting dose of 10mg, Zocor has gradually been approved for
higher starting doses at 20mg and, in April 2000, 40mg. Furthermore, Merck & Co. has
gained approval for a higher strength maximum dose of Zocor, 80mg, as opposed to the
previous maximum of 40mg. This is crucial because it addresses some of the benefits
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offered by Lipitor over Zocor. Lipitor is also approved for 80mg per day dosing,
although it is not often prescribed at this dose, due to its high potency in lower doses.
The approval of the new dosing regimens for Zocor has enabled Merck & Co. to show
that maximum strength Zocor is almost identically potent to the most commonly used
high dose of Lipitor, 40mg, in terms of lipid lowering efficacy. The approval of a
higher possible starting dose for Zocor should also serve to increase the number of
patients in whom the drug’s starting dose is effective.

Cost-effectiveness is fast becoming an important factor in the competitive positioning
of statins. Many individual studies have been carried out attempting to demonstrate the
cost-effectiveness of statins, and there have also been a number of comparative studies
between the different agents. Whilst Merck & Co.’s positioning of Zocor on efficacy
grounds has been successful, the company may need to take more note of economic
data which, to date, has shown that Lipitor and other therapies are more cost-effective.

The key driver of Lipitor’s strong growth has been its potency compared with other
statins, thus increasing the effectiveness of its starting dosage. Moreover, the proven
long-term morbidity and mortality benefits of first generation statins has translated into
a class effect working in favor of Lipitor. Lipitor is also indicated for the control of
triglycerides and apo-B, in addition to LDL cholesterol, for which, at the time of its
launch, other statins were not indicated. Lipitor was also the first statin to be approved
for lowering high triglyceride levels in mixed dyslipidemia. Although other statins,
including Zocor, were eventually labeled accordingly, Lipitor’s capacity to treat a wider
range of dyslipidemic patients was conveyed to physicians in advance of other drugs in
the class, which boosted Lipitor’s prescribing uptake considerably.
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Lipitor’s relative success in Europe and the US can be largely attributed to a successful
and intensive promotional campaign by Pfizer, and previously Warner-Lambert. In a
relatively well served market, Lipitor’s rise to leadership has been based on three main
factors:
G

Its potency compared with other statins;

G

the effectiveness of its starting dose of 10mg in approximately 75% of patients;

G

its indication as the first statin for triglyceride lowering, demonstrating its versatility
in treating a wide range of hyperlipidemic patients.

Table 7.12: Relative reimbursement status, price, prescription rates and sales
of Zocor (simvastatin), 2000
Country

Reimbursement
level (%)

US
Japan
France
Germany
Italy
Spain
UK

n/a
100
65
100
100**
60
100

Relative average
total treatment
cost per patient
(US = 100)
100.0
261.9*
34.1
58.9
44.0
23.3
72.8

Proportion of
hyperlipidemia
patients receiving
Zocor (%)

Proportion of
major 7 market
sales (%)

20
23
25
21
28
20
51

69.9
14.0
4.8
3.5
2.0
1.9
3.8

NB: All treatment costs are based on ex-manufacturer prices.
* only pack size available is for 5mg tablets, which explains the high treatment cost.
** the 10mg tablet packs of simvastatin are not reimbursed in Italy.
n/a = not applicable
Reuters Business Insight

Source: Delphi Pharma
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Proportion of diagnosed hyperlipidemia
patients receiving Zocor (%)

Figure 7.24:Relationship between price, prescription rates and sales of Zocor
(simvastatin), 2000
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The reimbursement status for Zocor and Lipitor at the starting doses of 20mg and 10mg
respectively is identical across the seven markets. In Germany, Italy and the UK, both
products are fully reimbursed by statutory insurances, whereas in Spain and France,
only partial reimbursement is offered. Notably, the pack sizes containing 10mg tablets
of Zocor and 40mg tablets of Lipitor are not reimbursed in Italy, whilst all other pack
sizes are. This may be due to the doses lying at the extreme ends of the respective
dosing regimens, thus being of use only in limited patient populations. The yearly
treatment costs have been calculated only on the basis of the 20mg and 10mg pack sizes
for Zocor and Lipitor, respectively.
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Table 7.13: Relative reimbursement status, price, prescription rates and sales
of Lipitor (atorvastatin), 2000
Country

Reimbursement
level (%)

US
France
Germany
Italy
Spain
UK

Relative average
total treatment
cost per patient
(US = 100)

n/a
65
100
100*
60
100

Proportion of
hyperlipidemia
patients receiving
Lipitor (%)

100.0
40.1
55.4
55.9
44.8
63.4

Proportion of
major 7 market
sales (%)

27
20
11
21
20
25

84.4
3.5
4.7
1.6
2.1
3.7

NB: All treatment costs are based on ex-manufacturer prices.
* the 40mg tablet packs of atorvastatin are not reimbursed in Italy.
n/a = not applicable
Reuters Business Insight

Source: Delphi Pharma

Proportion of diagnosed hyperlipidemia
patients receiving Lipitor (%)

Figure 7.25:Relationship between price, prescription rates and sales of Lipitor
(atorvastatin), 2000
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For Zocor, the prescribing rates are highest in the UK, achieving 51% of first-line
prescriptions for hypercholesterolemia. This is followed by Italy, with prescribing rates
at 28% and, in descending order, France, Germany, the US and Spain, with the lowest
prescribing rates lying around 20%. For Lipitor, the pattern is slightly different, with
highest first-line prescribing rates seen in the US at 27%, followed by 25% in the UK,
approximately 20% in Italy, France and Spain. Germany had the lowest first-line
prescribing rates for Lipitor at 11%.

In the UK, Italy, France and Germany, Zocor enjoys higher prescribing rates than
Lipitor, despite a higher treatment cost for Zocor at the equipotent starting dose. The
cost differential is especially pronounced in the UK and Germany. In the UK, a yearly
treatment regimen with 20mg Zocor per day cost more than $600 per patient, compared
to less than $400 for a daily 10mg dose of Lipitor. In Germany, the annual cost per
patient is more than $500 for Zocor and less than $350 for Lipitor.

In Spain, the treatment cost for 20mg Zocor is lower than for 10mg Lipitor, which is in
contrast to the cost pattern seen for the other European markets. This is due to the
availability of Zocor, in 500 tablet package sizes, both at 10mg and 20mg, which offers
a significant discount per tablet over the standard 28 tablet packages generally found in
the other markets.

The UK provides an illustrative example to help explain the high prescribing rates for
the higher cost Zocor in the four major European markets. On an equal dosage
comparison, Lipitor is slightly more expensive than Zocor at the former’s starting dose
of 10mg, whilst it is then priced approximately the same at the next dosage levels.
However, given that per mg, Lipitor is approximately twice as potent as Zocor, prices at
equipotent doses are significantly cheaper for Lipitor. Therefore, whilst Lipitor might
prove more costly if patients are to remain on the lowest dose of a statin, it is otherwise
a more cost-effective option than Zocor. However, the high prescribing rate for Zocor
may be due, in part, to physicians’ perception of Lipitor as being expensive at its lowest
dose, rather than placing the cost into the context of Zocor’s range of higher starting
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doses. Furthermore, Zocor is an established and effective statin which still benefits
from its first to market advantage in Europe (where it was launched in 1989) compared
to Lipitor (launched in Europe in 1997).

While higher treatment costs for Zocor in comparison to Lipitor have not yet led to
lower prescribing rates in Europe, this effect has been seen in the US. The annual
treatment cost for 20mg Zocor amounts to more than $850 per patient, over 40% higher
than for 10mg Lipitor, at more than $600 per patient. Accordingly, the prescribing rate
for first line hypercholesterolemia treatment was 20% for Zocor, compared to 27% for
Lipitor.

In view of the higher global 2000 and 2001 sales for Lipitor than for Zocor, the
prescribing pattern seen in the US is a blueprint for future trends in Europe. Although
Lipitor was launched simultaneously in the US and the UK in February 1997, the gap
between Lipitor’s and Zocor’s market entry is smaller in the US, where Zocor was
launched in 1992, three years after its first European launch. Therefore, Lipitor had to
overcome less established prescribing habits in the US than in Europe, which partly
contributes to the differences in prescribing patterns seen in these two regions. In the
future, Lipitor is likely to see strong growth in Europe and the US, both in terms of
prescription share and total sales. In Europe, cost containment efforts by national
governments is also set to contribute to a shift towards first line prescriptions for
Lipitor, as it offers a cost saving over the comparable starting dose of Zocor.

ACE inhibitors
The angiotensin converting enzyme (ACE) inhibitors drug class provide a good
example of how reference pricing can affect products with many competitors. ACE
inhibitors have been marketed since the early 1990s and are used to prevent
hypertension and heart failure. BMS’ Capoten (captopril) was the first ACE inhibitor
on the market, and was launched in 1980 as a twice-daily treatment for hypertension.
Captopril is indicated for hypertension, CHF, post-myocardial infarction use and
renoprotection, making it beneficial in a large patient group. Merck & Co.’s Vasotec
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(enalapril) was launched in 1985, 5 years after Capoten. It was long acting and,
therefore, suitable for once-daily dosage. It is indicated for the treatment of
hypertension, congestive heart failure (CHF) and asymptomatic left ventricular
dysfunction. Zestril/Prinivil (lisinopril) is subject to a joint marketing arrangement
between Merck & Co. and AstraZeneca. Merck developed the product and sells the
drug as Prinivil, and licensed it to AstraZeneca for marketing in Europe. AstraZeneca
markets the drug as Zestril. Lisinopril is indicated for the treatments of hypertension,
CHF, post-myocardial infection use, diabetic nephropathy in type I diabetes, and
hypertensive type II diabetics.

Capoten is priced below the other ACE inhibitors because after its patent expired in
1998, prices dropped due to competition with generic brands and through reference
pricing against generics with the same active ingredient. The other ACE inhibitor drugs
have not yet faced generic competition. However, when they do their prices are likely to
fall accordingly. France, Italy and Spain have lower prices for ACE inhibitors because
of the price controls set in the respective countries such as external reference pricing.
France references Portugal, Spain, and Ireland, Italy compares prices of two pricecontrolled countries and two non-controlled countries and Spain compares prices of the
country of origin and the lowest price in the EU and, therefore, is one of the lower
priced countries for ACE inhibitors. The price differentials between ACE inhibitors in
different countries vary dependent on how each country prices drugs. France, Italy, and
Spain use internal reference pricing as well as external reference pricing for patented
drugs, resulting in closely related prices for the ACE inhibitors. Reference pricing has
affected effective products with many competitors by leveling the prices between
different ACE inhibitors.

Canesten (clotrimazole)
In diseases with moderate medical need, physicians are often likely to prescribe cheap
treatments with a satisfactory level of efficacy, rather than highly expensive drugs with
slightly improved therapeutic benefits. This is most likely when patent expiry on the
original brand has led to lower prices for a previously popular brand. However,
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differential reimbursement levels can lead physicians to prefer newer treatments over
similar low cost drugs, as illustrated by the example of the superficial fungal infections
treatment Canesten (clotrimazole).

Fungal infections can be classified as either superficial or systemic, with superficial
infections being far more common and less serious than systemic infections. In the US
alone, over three million patients suffer from superficial infections annually. Superficial
infections can be further broken down into localized (on average accounting for 70% of
cases) and disseminated infections (the remaining 30%). Superficial infections,
particularly in a localized form, are often treated with clotrimazole, which is available
in a cream formulation and on which the patent has expired.

Clotrimazole is marketed by various companies across different markets, with Bayer’s
Canesten being a commonly used brand. Canesten is also available as an OTC version,
with the prescription version (Canesten Rx) more likely to be given for more extensive
infections. Over recent years, more potent antifungal treatments have become available,
including Pfizer’s Diflucan (fluconazole), which is administered orally and has a very
good side-effect profile. However, the high cost of Diflucan has restricted its use in
several markets for localized superficial, infections. In 2000 and 2001, global sales for
Canesten Rx were less than $100 million, compared to $1,014 million and $1,066
million respectively for Pfizer’s Diflucan.

Overall, Bayer’s Canesten is the most commonly used clotrimazole version throughout
Europe, while Schering-Plough’s Lotrisone is the most popular brand in the US. The
proportion of diagnosed patients with superficial fungal infections in based on the
treatment rates for localized and disseminated superficial infections and the assumption
that the incidence ratio for localized versus disseminated is 70:30.
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Table 7.14: Relative reimbursement status, price, prescription rates and sales
of Canesten (clotrimazole), 2000
Country

Reimbursement
level (%)

US
Japan
Germany
Italy
Spain
UK

Relative average
total treatment
cost per patient
(US = 100)

n/a
100
Fb*
0
60
100**

Proportion of
superficial fungal
infection patients
receiving Canesten (%)

100.0
164.2
109.7
58.8
36.6
104.7

19
0
22
4
7
28

NB: All treatment costs are based on ex-manufacturer prices.
* in Germany, a 20g tube of 0.01% Canesten cream is covered by statutory health insurances up to
$3.26 and a 50g tube to $7.35, which almost equals the ex-manufacturer price. However, due to the
retail margins, there is a co-payment of between 32% and 37% on this brand.
** in the UK, Canesten is listed as an OTC product. However, if prescribed, patients will be fully
reimbursed except for a standard co-payment.
Fb = Festbetrag
n/a = not applicable
Reuters Business Insight

Source: Delphi Pharma

Proportion of diagnosed superficial fungal
infection patients receiving Canesten (%)

Figure 7.26:Relationship between price, prescription rates and sales of
Canesten (clotrimazole), 2000
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In Spain, Italy and Japan, most superficial fungal infection patients will almost always
receive prescription medication rather than OTC products. In these countries, Pfizer’s
Diflucan is the most popular drug for the treatment both of localized and of
disseminated superficial infections. This is largely due to its wide spectrum of use, as it
distributes itself well throughout the body and can, therefore, be used to treat all fungal
infections. In contrast, in the other studied countries, use of Diflucan for localized
infections is limited due to its high cost. For example, the smallest pack of 7x50mg
capsules of Diflucan costs more than 8 times that of a 20g tube of Canesten in the UK.

In the US, Germany and the UK, clotrimazole is the drug of choice for the treatment of
localized superficial infections. In all three countries, physicians are more likely to
recommend the use of an OTC formulation to reduce costs. In Germany and the UK,
physicians are under pressure to limit their prescription expenditure while, in the US,
the use of an OTC formulation reduces the cost for the patient. This has allowed
clotrimazole, one of the most long-standing OTC antifungal products, to dominate
within these markets. After Japan, Germany has the most expensive treatment course
with 20g Canesten. While Canesten is available OTC in all of the studied countries, it is
also at least partly reimbursed everywhere except for Italy, if a prescription is written
for the product. However, due to the relatively low cost of the OTC drug, co-payments
on prescriptions may turn out higher than the cost of the product purchased OTC.

Although the cost of Canesten is relatively low at around $1 per 20g tube, the
prescribing rate of 7% for clotrimazole is low in Spain. This may be due to the
availability of improved therapy options, most prominently fluconazole, which is also
only partially reimbursed in Spain. Moreover, there are neither prescribing budgets nor
are such cost containment policies in place as those in Germany or the UK. In addition,
Canesten’s partial reimbursement status at 60% could make the product less attractive
for physicians to prescribe, as patients have to pay part of the drug cost, which does not
distinguish it sufficiently from the OTC version. An even stronger argument can be
made in Italy, where the product is not reimbursed at all, even if prescribed by a
physician. This is reflected in the low prescribing rate of 4%.
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Amoxil (amoxicillin)
From a long-term cost-effectiveness perspective, it is more valuable to spend healthcare
resources on expensive, but efficacious products that reduce future health expenditure
than on cheap, less beneficial alternatives that can incur higher long-term costs due to
side-effects or lack of efficacy. However, such considerations are not always part of
actual practice, as short-term cost containment pressures, such as those in place in the
UK, may force physicians to prescribe cheap alternatives. In the antibacterials market,
the penicillins provide a clear example of this.

The antibacterial market (covering respiratory tract, urinary tract, food borne and
dermatological infections) is mature with strong generic competition. However, it
continues to grow due to the introduction of innovative products. The development of
these innovative products is driven by several remaining significant unmet needs, the
most important of which is the need to combat drug resistance. Other needs include
improved efficacy, reduced side-effects, ease of administration and fewer drug
interactions.

The penicillins are one of the oldest and most highly genericized drug classes, offering
a broad spectrum of activity at a low cost. The overuse of these antibiotics in the past
has led to the emergence of widespread penicillin resistance. As a result, the response
rate to penicillin treatment has declined, particularly at second line, where a significant
proportion of patients receiving treatment are suffering from multi-drug resistant
infections. Despite this drawback, penicillins continue to be used, particularly in cost
constrained markets.

Amoxicillin is the most widely used penicillin across the seven major markets. The
original brand, Amoxil, was launched by SmithKline Beecham (now GlaxoSmithKline,
GSK) in 1978. Despite strong generic competition, Amoxil is still third in class in
terms of 2000 sales at $215m. The price and reimbursement status for GSK’s original
version wherever available; however, in the UK and Japan, an average price for various
generic versions was used, as GSK is not marketing the product in these countries.
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Due to the genericized and competitive nature of the class, no prescribing rates for
specific products are available. In all markets except Germany, the price and cost are
derived from all pack sizes containing capsules, which tend to be more expensive than
tablets. The German price is based on tablets, as the capsule formulation is not
available. As the average treatment cost for a one week course is highest in Germany,
despite the tablet formulation, this underlines Amoxil’s high cost in this country.

Table 7.15: Relative reimbursement status, price, prescription rates and sales
of Amoxil (amoxicillin), 2000
Country

Reimbursement
level (%)

US
Japan**
France
Germany*
Italy
Spain
UK**

Relative average
total treatment
cost per patient
(US = 100)

n/a
100
65
Fb
100
60
100

100.0
171.9
299.1
433.3
215.8
166.7
79.8

Proportion of
bacterial infection
patients receiving
Amoxil (%)
28
16
38
21
23
14
31

NB: An average daily dose of 1g and a course of 7 days was taken to calculate treatment costs
(based on ex-manufacturer prices).
* in Germany, no capsules of Amoxil were available. Therefore, the average price was derived for
1g tablets. The retail price is equal to the Festbetrag set for Amoxil by GSK, which means that
patients are fully reimbursed for the drug.
** in Japan and the UK, the average price was taken for various generic versions of amoxicillin, as
GlaxoSmithKline is not marketing the product there. In the other markets, the prices are for
GlaxoSmithKline’s version of the drug.
Fb = Festbetrag
n/a = not applicable
Reuters Business Insight

Source: Delphi Pharma
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Proportion of diagnosed antibacterial
patients receiving Amoxil (%)

Figure 7.27:Relationship between price, prescription rates and sales of Amoxil
(amoxicillin), 2000
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Of all antibacterial treatment options, the penicillins are the drug class of choice in the
US, France and the UK, where they are used to treat 28%, 38% and 31% of cases of
bacterial infections, respectively. The cost for a course of Amoxil treatment per patient
is relatively low in all of the studied markets, ranging from around $1 in the UK to
approximately $5 in Germany. In general, Amoxil is fully reimbursed, except for
France and Spain, where it is reimbursed to 65% and 60%, respectively. This is because
bacterial infections generally do not fall under chronic or immediately life-threatening
diseases, which are the criteria used for full reimbursement in these two markets.

Reimbursement status does not appear to play an important role in the decision to
prescribe a penicillin such as Amoxil. Moreover, the magnitude of cost differentials
between countries is a driver for the differences in prescribing rates, as the overall cost
of penicillins is generally low compared to other antibiotics. Instead, the high
prescribing rates in some markets are a function of national cost containment, rather
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than significant cost differentials between countries, leading to dominance of generally
cheap products. This explains the high levels of penicillin use in France, the US and the
UK, despite the disadvantages of this class of drugs relative to newer classes.

In the UK and US, the highly genericized nature of the antibacterial market means that
penicillins are considerably cheaper for physicians to prescribe than newer classes, such
as the quinolones, where the majority of products remain patent protected. In the UK,
where physicians are more cost constrained than those in the US, the lower price point
of the penicillins makes them particularly attractive. In the future, however, pressure
from patients to prescribe newer drugs, which have superior side-effect profiles and
dosing regimens, particularly in the US, will lead to a reduction in the volume of
prescriptions written for penicillins. Instead, physicians in these countries can be
expected to increase their use of newer drug classes, such as the cephalosporins and
quinolones.

French physicians are not as cost constrained as those in the UK, with French patients
receiving the highest volume of prescriptions per head of all European countries.
However, by way of a trade off, French physicians tend to use cheaper drugs, enabling
them to prescribe a high volume of antibiotics without incurring high costs. If, in the
future, French physicians are forced to prescribe more expensive drugs to prevent drug
resistance they are likely to become more judicious when prescribing antibiotics.
Consequently, the volume of prescriptions written for bacterial infections can then be
expected to decline, with newer classes gaining at the expense of the cheaper, but less
beneficial penicillins.
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Primary research methodology
The report’s coverage, analytical approach and key findings have been validated by
primary research sources. The report’s brief was reviewed by 26 different senior pricing
and reimbursement executives from a variety of different pharmaceutical and
biotechnology companies. All suggestions and comments received from the research
sample have been incorporated into the report’s key findings and recommendations
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Glossary
ANDA

Abbreviated New Drug Application, a shortened version of a
new drug application (NDA) submitted instead of an NDA for
approval of a new formulation of an existing drug or
investigational drugs that are similar to already approved drugs
including generics

BIO

Biotechnology Industry Organization, an industry organization
representing the interests of biotechnology companies

Bungyo

the separation of the prescribing and dispensing functions

GDP

Gross Domestic Product, a measure a national wealth

HMO

Health Maintenance Organization, a private health insurance in
the US combining a range of coverages in a group basis

MCO

Managed Care Organization, a healthcare plan designed to
provide medical services through groups of doctors, hospital
and specialty providers

Medicaid

a statutory insurance scheme made available by the US
government to people below a certain income who are unable to
afford private health insurance

Medicare

a federal insurance scheme made available by US states for
people over the age of 65

MHW

Ministry of Health and Welfare, the government department
overseeing national healthcare expenditure in Japan

NHI

National

Health

Insurance,

reimbursement body in Japan
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the

national

healthcare

NICE

National Institute of Clinical Excellence, a Special Health
Authority covering England and Wales producing and
disseminating clinical guidelines, both for medicines and
medical technologies

Parallel imports

the transportation of a pharmaceutical product from its original
market, where it was sold directly by its manufacturer or
marketing partner, to a different market for resale by the
importer

Pharmacoeconomics

the application of economic principles to the use of drug
therapies,

allocating

a

monetary

value

or

qualitative

measurement to alternative treatments and their outcomes in
order to achieve the most efficient allocation of limited
healthcare resources
PhRMA

Pharmaceutical Research and Manufacturers of America, an
industry

organization

representing

the

interests

of

pharmaceutical companies
Yakkasa

the difference between the reimbursement price and purchase
price for Japanese pharmaceutical products
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