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PREFACE

On June 29, 2000, the U.S. International Trade Commission (Commission) received a | etter
from the Committee on Ways and Means requesting that the Commission conduct an investigation
under section 332 (g) of the Tariff Act of 1930 for the purpose of determining the effect of the
utilization of price controls on innovative medicines by the other G-8 countries or other countries that
are signatories to the NAFTA on pricing for such drugs abroad and in the United States. The
Commission was requested to provide the study within 90 days of receipt of the letter, or by September
29, 2000.

In the letter, the Commission was asked to provide the following information for each of the
countries under consideration:

(1) the process by which prescription drug prices are established;

(2) therole of compulsory licensing in setting prices,

(3) adescription of the costs associated with the devel opment of prescription drugs, and a
comparison of the authorized prices in the specified countries; and

(4) whether and to what extent price control systems utilized by such countries impact pricing
for comparable drugs in the United States.

Through subsequent communications with the Committee,* the deadline for the Commission’s
report was extended until December 1, 2000, and the scope of the Committee’s origina request was
modified to address only items 1 and 2 above for each of the countries under consideration; as well as
limiting item 3 to a description of the costs associated with the development of prescription drugsin
each country. The remaining information sought in the original request—a comparison of authorized
prices in the specified countries and whether and to what extent U.S. prices are impacted by foreign
price-control systems—is addressed in the form of a general discussion of conditions of competition in
the pharmaceutical market, a brief review of the literature that addresses the dynamics of the
pharmaceutical market and international price comparisons, and a presentation of the analytical
framework that could be used should additional analysis be undertaken at the request of the Committee
to assess the impact of price-control systems in the specific countries on comparable U.S. prices.
Public notice of this investigation was posted in the Office of the Secretary, U.S. International Trade
Commission, Washington, DC 20436, and published in the Federal Register (65 F.R. 45998) of
July 26, 2000.

The information and analysisin this report are for the purpose of this report only. Nothing in
this report should be construed as indicating how the Commission would find in an investigation
conducted under other statutory authority.

! Chairman Koplan letter of July 21, 2000, and Chairman Archer letter of August 9,
2000.
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Executive Summary

On June 29, 2000, the U.S. International Trade Commission (Commission) received a
letter from the House Committee on Ways and Means (Committee) requesting that the Commission
conduct an investigation under section 332 (g) of the Tariff Act of 1930 for the purpose of
determining the effect of the utilization of price controls on innovative medicines by the other G-8
countries, or other countries that are signatories to the NAFTA, on pricing for such drugs abroad
and in the United States. The Commission was requested to provide the study within 90 days of
receipt of the letter, or by September 29, 2000.

Through subsequent communications with the Committeg, it was agreed that the deadline
for the Commission’s report would be extended until December 1, 2000, and that the report would
provide information on the following for each of the countries under consideration:*

D the process by which prescription drug prices are established;

2 the role of compulsory licensing in setting prices,

3 a description of the costs associated with the development of prescription drugs; and

4 ageneral discussion of conditions of competition in the pharmaceutical market, a brief
review of the literature that addresses the dynamics of the pharmaceutical market and
international price comparisons, and a presentation of the analytical framework that could
be used should additional analysis be undertaken at the request of the Committee to assess
the impact of price-control systems in the specific countries on comparable U.S. prices.

Innovative medicines, the products of interest to the Committee, are generally patented prescription
products in dosage form. Patented prescription pharmaceutical products are used, either alone or in
conjunction with other healthcare system components, to prevent, diagnose, alleviate, treat, or cure
disease. Pharmaceuticals are generally produced in two major manufacturing stages: (1) the
production of pure pharmacologically active chemicals (also called “active ingredients’) in bulk
form, either by conventional methods or through use of bioengineering procedures, and (2) the
formulation of these concentrated, pharmacologically active components into dosage-form products
(e.g., pills, capsules, and tablets).

A comparison of selected information regarding the pharmaceutical industries and marketsin the
countries under consideration is provided in the table at the end of this Executive Summary.
Highlights of the investigation are presented below:

Global Trends

a The global pharmaceutical industry is multinational, highly regulated, capital intensive,
and driven by large research and development (R& D) expenditures. In 1998, the top
10 pharmaceutical companies worldwide invested amost $18 billion in R&D, or aimost
50 percent of global pharmaceutical R& D expenditures; in the United States alone,
companies reinvested an estimated 21 percent of their 1999 revenues. Ten of the top

! The countries under consideration are Canada, France, Germany, Italy, Japan, Mexico, Russia, and
the United Kingdom.



20 firmsin the global industry in 1998-99, as ranked by sales, were based in the United
States. Of the remainder, 8 were based in Europe, and 2 in Japan.

a The world pharmaceutical industry underwent significant consolidation during 1985-2000.
Reasons for consolidation included continuing increases in the cost of R& D and shorter
product life cycles; increased developmental testing for products intended to treat chronic
ailments; increased marketing costs; efforts to increase access to global markets; and
increased “ cost-containment pressures’ worldwide. Given this environment, consolidation
allows firms to share the risks and costs of bringing new products to market and to fill in
any gaps that might exist in their product development pipeline.

a According to IMS HEALTH,? the world market for pharmaceuticals was valued at about
$337 hillion in 1999. The following markets, ranked by size, were the top 10 marketsin
1999 and accounted for about 80 percent of the total: the United States, Japan, Germany,
France, Italy, the United Kingdom (UK), Spain, Brazil, China, and Canada.

The Process by Which Prescription Drug Prices Are Established
Pricing

a The large variety of pharmaceutical products, different medical practices and patterns of
pharmaceutical use among countries, and different classes of purchasers within countries
make international price comparisons difficult. Factors that make such comparisons
difficult include, among other things:

e consumption patterns,

» dosages, concentrations, strengths, pack sizes, and units of measurement;

»  courses of therapy;

e nature of distribution chains;

e taxesand subsidies;

» theavailability of many products in patented and generic versions; and

» the use of exchange rates or purchasing power parity for currency conversion.

a All measurements of overall drug prices, including those surveyed for this report, require
choices about relevant samples and means of weighting prices, among other things. Such
choices depend on the judgment of researchers in the context of specific analyses, and
significantly affect the findings. A single, definitive, and unbiased measure of
comprehensive price differences does not exist.

a Studies reviewed in this report indicate that U.S. prices for prescription products generally
tend to be higher than those in most of the countries under consideration, though the
magnitude of the gap is difficult to measure. The GAO found that prices at the ex-
manufacturer level for an aggregate market basket of 121 drugs were 32 percent higher in
the United States than in Canada. The U.S. House of Representatives Minority Staff
Internal Report concluded that average retail pricesin Maine averaged 72 percent higher

2 According to information available on their website, IMS HEALTH supplies “market research,
business analysis, forecasting and sales management services to the global pharmaceutical industry.”
“About Us,” found at http://www.ims-global.com/about/about.htm and retrieved on Nov. 22, 2000.
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than those in Canada and 102 percent higher than those in Mexico. The Public Citizen
Health Research Group found that average acquisition prices to pharmacists for
antidepressant and antipsychotic drugs were 1.7 to 2.9 times higher than pricesin Canada,
Mexico, and European countries. Danzon and Kim, and Danzon and Chao examined
prices at the manufacturers’' level in the United States, Canada, and Europe and generally
found smaller price differences. (For more information regarding the various types of
pricesused in individual studies, see chapter 2.)

a Severa factors are involved in the pricing of pharmaceutical products, including, among
other things, costs of production, costs of regulation, profit, and perceived therapeutic
value. Promotional spending, especialy in the United States, also plays arolein pricing
decisions.

a The price paid by any one type of consumer (e.g., patients, hospitals, large health plans)
within a country varies, depending on factors such as the provisions of individua private
insurance plans; the provisions of national healthcare providers; pricing negotiations
undertaken by the larger insurers and prescription benefit plans; and national price controls
or cost-containment programs implemented in a given country.

The large variety of purchasersin a given market allows that market to be segmented such
that consumers are grouped by specific criteria with different prices charged in different
segments. Such price segmentation, whether across a given domestic market or across
multiple world markets, allows producers to cover their costs but also allows consumersin
various market segments access to products that they might not be able to afford if
uniform pricing across the entire market was the rule.

| There are, however, market factors which diminish total market segmentation, including
the occurrence of paralld trade in pharmaceuticals, international reference pricing, or
uniform pricing strategies by drug companies in response to the threat of parallel trade or
reference pricing.?

National Patent Systems and Compulsory Licensing

a Patents confer upon the innovator companies a period of market exclusivity for
pharmaceutical products, generally extending the period before price competition from
generic products can occur. This period of market exclusivity allows innovative firms an
opportunity to recoup some of their R& D expenditures, some of which, in turn, can then
be used in the devel opment of other innovative products. The duration of national patent
terms appears to be converging, perhaps as aresult of various multilateral agreements
implemented in the last two decades. The usual term of such patentsin the United States
and in each foreign country under consideration is 20 years. However, the UK allows for
the possibility of a different term, and for patents issued before October 1, 1989, Canada
setsaterm of 17 years from the filing date of the application for patent (see chapter 3 for
information regarding a World Trade Organization dispute settlement case).

8 Paralle trade is the importation of products from countries with low cost by countries with higher
costs. Reference pricing is defined as “a system for determining the maximum reimbursement amount for
approved categories of pharmaceutical products prescribed by physicians.”
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During the 1980s, the effective patent terms for individual products (i.e., the patent term
remaining after the product is granted national marketing approval) became considerably
shorter in many counties, given increases in the time needed to bring new products to
market. Patent restoration programs enacted in the United States and Japan (and the
intellectual property principle of the Supplementary Protection Certificate implemented in
the European Union (EU)) have helped offset this erosion in the period of market
exclusivity. Except for Canada and Russia, al of the countries under consideration allow
for either the extension or restoration of a patent term or the issuance of supplementary
protection certificates.

The Committee also asked about the relationship between compulsory licensing and prices.
Canada’ s experience may provide some insights in this regard. Canada is the only country
under consideration that has actually applied compulsory licensing to pharmaceuticals.
Canada commenced compulsory licensing of patented pharmaceuticals in 1923 and
extended the requirement to imported patent pharmaceuticals in 1969. However, in 1987,
Canada began the process of phasing out compulsory licensing. Legislation in 1992
completed the process with additional amendments to the Patent Act, in conjunction with
the intellectual property rights provisions of NAFTA. Although there remain qualified
circumstances in which compulsory licensing may be applied by the Canadian
Government, no such instance has yet occurred.

Industry sources in Canada have stated that the Patented Medicines Price Review Board
was responsible for setting prices while compulsory licensing was in effect and that the
system had no direct effect on prices. They state, however, that compulsory licensing
requirements had a significant negative impact on investment levelsin the Canadian
pharmaceutical industry, particularly investment by research-based companies; subsequent
increases in investment levels coincided with the progressive removal of compulsory
licensing beginning in 1987.

Price Controls and Cost-Containment Programs

A variety of public and private health plans are offered in each country, with many of the
countries offering increasing amounts of national healthcare to their citizens, including
coverage of prescription drugs. Many of the national plansincreasingly call for patient
copayments as away to offset some of the costs.

Countries use a variety of programs and regulations to control public expenditure on
drugs, and, sometimes, to promote macroeconomic policy goals, such as employment and
growth. The programs implemented vary by country but include, anong many other
things, direct and indirect price controls, profit controls, reference pricing, physician
budget constraints, and copayment schemes. Although pharmaceuticals are considered by
many to be cost-effective in that, at times, they may be used instead of more costly
healthcare options such as hospitalization, the number of countries which have
implemented price controls or cost-containment programs, or both, has increased in recent
years, largely in response to increased national expenditures on pharmaceuticals.

The amount of pharmaceutical expenditures generally increased during 1992-97 in the

countries under consideration. In addition to increases in the prices of many of the
pharmaceutical products, especially the newer ones, other reasons for the increased

Xii



expenditures included (depending on the country) increased prescribing of medications for
growing national populations and the increasing number of senior citizens therein (senior
citizens are more likely to develop and need treatment for chronic ailments as they age);
new generations of medications, many of which are more expensive than older products,
and are entering the market at a faster rate; and, in the United States, increased budgets for
advertising products directly to consumers.

The impact of the price controls and/or cost-containment programs implemented by each
country varies, depending on perspective (i.e., whether that of the implementing
government, domestic and foreign producers, or consumers). Such programs can have a
significant impact on the industry, particularly in regard to R& D expenditures, because
they often result in decreased revenues to the companies. Another reported effect of the
cost-containment programs in some countries is the increased likelihood that older, lower
cost products would be prescribed rather than newer, more innovative products.

In comparison to the other countries under study, the U.S. market is considered to be
relatively free of government-mandated price controls or cost-containment programs, and
patients generally have access to any approved prescription pharmaceutical product on the
market, usually within a short time after the product’ s launch. Although the

U.S. pharmaceutical industry can price its products freely in the U.S. market, participation
in many Federal and State buying programsis said to require various forms of price
controls, including rebates, discounts, price caps, and limits on price increases. Currently,
however, such programs are said to account for only 13 percent of the U.S. market. A
recent study, which examined such policies in most of the countries under consideration in
this report (with the exception of Mexico and Russia) cites Germany, the United States,
and the UK as countries with “relatively less’ government intervention in the domestic
markets and France as a country with “considerable market intervention.”

Costs Associated With the Development of Prescription Drugs

On average, the development of a pharmaceutical product requires R& D expenditures of
$500 million or more, depending on the world region; can take 10-20 years to bring to
market; and involves alarge degree of risk in the form of failed products. The process
generaly starts with the basic research needed to identify potential products, progresses to
extensive clinical trials of promising products, and culminates in national approval by the
appropriate approval body. In the United States, sources suggest that only 1 of about
5,000 compounds initially evaluated as potential products is actually approved.

Whereas the clinical trial segment of R&D is said to occur in amost every country,
primary research is concentrated in a few areas of the world-the United States, Europe,
and Japan. Industry sources indicate that, of the countries under consideration in this
report, the United States accounted for 45 percent of 152 globally-marketed products
developed during 1975-94; the UK, 14 percent; Germany, 7 percent; Japan, 7 percent; and
France, 3 percent. R& D spending on a national level varies, depending, in part, on the
competitiveness of the industry.
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Methodology for Further Research

The request letter asks that the Commission propose a methodology to be used in future
studies to further analyze determinants of prescription drug prices and the “question of
whether and to what extent price-control systems utilized by other countriesimpact pricing
for comparable drugs in the United States.” Currently available research has generally not
addressed this question. If the Commission were requested to undertake additional work on
the determinants of prescription drug prices and the influence of foreign price controls on
U.S. prices, the following issues could potentially be explored, but it is not clear that a
precise answer could be found. First, a data-intensive international price comparison study
could attempt to provide an updated comparison of drug prices in the United States and
abroad, although likely at a significant cost to the Commission. Second, an industry survey
could be attempted to provide a more extensive assessment of market segmentation in the
pharmaceutical market. In addition, future research could use quantitative and qualitative
methods to analyze parallel trade and reference pricing, and may give an indication of
whether this breakdown in market segmentation provides away for foreign price controls
to affect U.S. drug prices. Finaly, it should be noted that such work, because it involves
acquiring a data base, surveying the industry, and preparing econometric models, would
take considerable time to complete.
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Table ES-1
Pharmaceuticals: Selected information

Country Domestic Prescription Annual Length of | Length of Compulsory Price controls/cost-containment systems currently implemented
market’s products’ share | R&D time for patent licensing
share of of total national | outlays, national term; possible?
world health 1998 approval patent
market, spending, 1997 process, term
1998 1999* restoration
or SPC?
(millions of
(percent) (percent) dollars) (months) (years)
United 36 7.3 17,223 About 122 20; No In general, pharmaceutical companies operating in the United States can
States Yes price products freely. However, participation in some Federal and State
buying programs requires some controls , including rebates and discounts.
Many private-sector programs (e.g., managed-care programs) reportedly
negotiate their own price discounts. Although U.S. patients generally have
access to any pharmaceutical on the market, some organizations (including
the U.S. Department of Defense and the U.S. Department of Veterans
Affairs) have reportedly implemented the use of formularies (i.e., listings of
medicinal substances and formulas), which can restrict the products patients
receive.
Canada 2 10.8 879 18-19.4° 17 or 20% Yes Pharmaceutical companies are technically “free” to set their own prices for
No ° drugs. However, the suggested prices of patented medicines must
be reviewed by the Patented Medicine Prices Review Board.
EU:
France 6 13.9 2,718 7-24° 20; Yes Prices have historically been controlled directly by the Government on
Yes a product-by-product basis. Decisions on reimbursement and prices are
negotiated between the Comite Economique du Medicament (which includes
representatives of economic ministries and outside experts)
and the individual companies.
Germany 6 @) 3,092 7-24° 20; Yes A reference pricing system is used with the groupings decided by the
Yes Federal Association of Physician and Sickness Funds (excluding the
industry).The Federal Association of Company-Based Insurance Funds
then fixes reference prices after taking expert, including industry, views
into account. At least some patented products are excluded from regulations
on the basis of this scheme.
Italy 4 @) 851 7-24° 20; Yes The licensing, classification, and reimbursement of new medicines is
Yes overseen by the Ministry of Health (with the advice of the Drug Commission).
Parties are tied to the average of prices in France, Spain, Germany, and the
UK, adjusted for purchasing power parity. Italy does
not control the prices of pharmaceutical products it does not reimburse.
It also does not control the price of OTC drugs, although OTC prices
cannot be raised more than once a year.
UK 3 11.2 4,144 7-24° 20; Yes The pricing of new medicines is free of regulation, subject to a control
Yes on profits from sales to the National Health Service embodied in the
Pharmaceutical Price Regulation Scheme. Companies can apply for
permission to raise prices only if their profits are below a given level.

See footnotes at end of table.




Table ES-1 (continued)
Pharmaceuticals: Selected information

Country Domestic Prescription Annual Length of | Length of Compulsory Price controls/cost-containment systems
market’'s products’ share | R&D time for patent licensing
share of of total national | outlays, national term; possible?
world health 1998 approval patent
market, spending, 1997 process, term
1998 1999* restoration
or SPC?
(percent) (millions of
(percent) dollars) (months) (years)
Japan 14 15.3 5,200 30-48 20; Yes The Ministry of Health and Welfare fixes the introductory price of every
Yes new prescription brand-name drug through negotiation with its manufacturer.
Japanese physicians generally dispense the drugs they prescribe. The
Government sets the reimbursement price; the dispensing physician or
hospital receives reimbursement from the social insurance program. The
dispensing physician or hospital can thus profit from any margin between the
reimbursement price and the manufacturer’s price.
Mexico @) @) ® 6-8 20; Yes The Mexican Government is the largest producer of pharmaceuticals
Yes in Mexico. The Institute Mexicano de Seguro Social is the largest purchaser
of pharmaceuticals, and can impose its prices on drugs
sold in the public sector. In the private sector, retail prices are limited by
SECOFI's Department of Standards and Acquisition. The Government must
approve all final retail prices.
Russia @) @) ® 6 20; Yes A price-control system for certain essential pharmaceuticals was introduced
No in Russia by decree No. 347, “On Measures for State

Control over Pricing on Medicines,” effective March 29, 1999. The decree
provides Government control over market prices, setting an

upper limit to the selling price. Prices are registered at the Federal

level, but it is up to local officials to implement the controls.

* These data may also include approval times for generic products. Generic products are generally approved on a faster basis than innovative products. The approval time is
intended to represent the time taken by the national agency to review and approve new drug applications. This time is not considered to include the time taken to perform clinical trials.
2 Defined by the U.S. Food and Drug Administration (FDA) as the median approval time. According to an FDA representative, FDA's goals are to act on new drug applications in
either 6 months for priority applications or 10-12 months for standard applications. This action could be in the form of either approving the drug, not approving it, or approving it conditionally while
seeking more information from the applicant.
% According to a representative of Canada’s Research-Based Pharmaceutical Companies (Rx&D), the difference in approval times can be attributed to the fact that the data were obtained from
different sources using different survey data. Rx&D obtained the estimate of 19.4 months by surveying its members (i.e., innovative companies); the Therapeutic Products Programme of Health
Canada ‘s estimate of 18 months was reportedly obtained from a survey of a broader group of companies.
4 The term of a patent based on an application filed before October 1, 1989, is 17 years, measured from the date that the patent was issued. The term of a patent based on an application filed
on or after October 1, 1989, is 20 years, measured from the filing date of the application.

® The term of any individual patent may be extended by an Act of Parliament, but that is rare.

¢ According to a representative of EFPIA, although the EU mandates that member States have 210 days to nationally authorize a drug, the actual times may vary; no data are reportedly
available regarding actual times. Commission staff telephone interview with a representative of EFPIA on Oct. 25, 2000.
7 :
Not available.
8 Most R&D is conducted at the Mexican Centre of Pharmaceutical Development & Research (a joint government/industry venture funded by hospitals, universities, and research centers).
° Most Russian companies reportedly do not conduct primary research.

Sources: FDA (U.S. approval times); IMS HEALTH (1998 market data); OECD Health Data, 2000 (prescription products’ share of total health spending); and national trade organizations (annual
R&D outlays). The various sources for the remaining data are noted in chapters 3 and 4.




CHAPTER I
INTRODUCTION

Purpose and Scope of Study

On June 29, 2000, the Commission received a letter* from the Committee on Ways and
Means requesting that the Commission conduct an investigation under section 332 (g) of the Tariff
Act of 1930 for the purpose of determining the effect of the utilization of price controls on
innovative medicines by the other G-8 countries or other countries that are signatories to the
NAFTA on pricing for such drugs abroad and in the United States.? The Commission was
requested to provide the study within 90 days of receipt of the letter, or by September 29, 2000.

In the letter, the Commission was asked to provide the following information for each of
the countries under consideration:

D the process by which prescription drug prices are established;

2 the role of compulsory licensing in setting prices,

3 a description of the costs associated with the development of prescription drugs,
and a comparison of the authorized pricesin the specified countries; and

4 whether and to what extent price control systems utilized by such countries impact
pricing for comparable drugs in the United States.

Through subsequent communications with the Committee, the deadline for the
Commission’ s report was extended until December 1, 2000, and the scope of the Committee's
original request was modified to address only items 1 and 2 above for each of the countries under
consideration as well as limiting item 3 to a description of the costs associated with the
development of prescription drugs in each country. The remaining information sought in the
origina request—a comparison of authorized prices in the specified countries and whether and to
what extent U.S. prices are impacted by foreign price-control systemsis addressed in the form of a
general discussion of conditions of competition in the pharmaceutical market, a brief review of the
literature that addresses the dynamics of the pharmaceutical market and international price
comparisons, and a presentation of the analytical framework that could be used should additional
analysis be undertaken at the request of the Committee.

Public notice of thisinvestigation was posted in the Office of the Secretary,
U.S. International Trade Commission, Washington, DC, and published in the Federal Register (65
F.R. 45998) of July 26, 2000. Public notice of the extension, and the subsequent extension of the
Commission’s deadline for written submissions, was posted in the Office of the Secretary, and
published in the Federal Register (65 F.R. 51327) of August 23, 2000.*

! The request from the Committee is reproduced in full in appendix A.

2 The countries under consideration are Canada, France, Germany, Italy, Japan, Mexico, Russia, and
the United Kingdom.

3 Chairman Koplan letter of July 21, 2000, and Chairman Archer letter of August 9, 2000.

“ The noticeisincluded in appendix E.

1-1



Study Approach and Organization

The Commission obtained information from a variety of sources. In addition to conducting
aliterature search of industry and Government publications, the Commission conducted tel ephone
interviews to obtain firsthand information about the pharmaceutical industry and market in the
United States and each of the countries under consideration.® These telephone interviews were with
representatives of (1) domestic and foreign companies that produce pharmaceuticas; (2) principal
trade associations around the world;® (3) U.S. and foreign governments; (4) major private and
governmental research groups; and (5) representatives of various insurance groups and a coalition
of healthcare providers. The Commission aso obtained information from submissions from
interested parties, as well as from consulting firms and from testimony presented at various
congressional hearings. Given the short duration of the study and the number of countries
examined, some data were not readily available or were not aggregated at the level of patented
prescription drugs only.’

The remainder of this chapter presents comparative data for the world pharmaceutical
industries and markets covered in this report, as well as a brief discussion of some of the data.
Chapter 2 presents a general discussion of conditions of competition in the pharmaceutical market
and a brief review of the economic literature that addresses the dynamics of the pharmaceutical
market and international price comparisons. The chapter also includes a brief discussion of the
analytical framework that could be used should additional analysis be undertaken at the request of
the Committee to assess the impact of price-control systemsin the specified countries on prices of
pharmaceutical products in the United States.

® The data and information presented for each country’sindustry generally include the operations of
foreign-based firms operating in that country. It is not possible to break out information for each country
strictly on the basis of the operations of domestic firms.

® Information was obtained from the following trade associations representing research-based
pharmaceutical companies: Pharmaceutical Research and Manufacturers of America (PhRMA represents
pharmaceutical companies operating in the United States); European Federation of Pharmaceutical
Industries and Associations (EFPIA represents pharmaceutical companies operating in Europe);
Association of International Pharmaceutical Manufacturers (A1PM represents international research-based
pharmaceutical and medical equipment companies operating in Russia); Japanese Pharmaceutical
Manufacturers Association (JPMA represents companies operating in Japan); and, in Canada, Canada’'s
Research-Based Pharmaceutical Companies (Rx& D) represents the research-based companies operating in
that country. The National Chamber of Pharmaceutical Industry (Canifarma) is a nonprofit autonomous
organization that represents and protects the interests of pharmaceutical companies operating in Mexico.
According to its website, Canifarma cooperates with the Secretariat of Commerce and the System of
Information for Mexican Companies within the boundaries established by the laws and regulations of the
Mexican Government.

Within the EU, member trade associations of EFPIA that represent research-based companies
include France's Syndicat National de I’ Industrie Pharmaceutique (SNIP), Germany’s Association of
Research-Based Pharmaceutical Companies (V erband Forschender Arzneimittelhersteller (VFA)), Italy’s
Associazione Nazionale dell’ Industria Farmaceutica (Farmindustria), and the United Kingdom’ s
Association of the British Pharmaceutical Industry (ABPI). Another German trade association, the
Association of the German Pharmaceutical Industry (Bundesverband der Pharmazeutischen Industrie,
(BPI)), a“founder member” of EFPIA, notesin its website that it represents research-based companies as
well as manufacturers of generic products.

" In some cases, especially when official statistics are not available, broadly aggregated data from
several sources and, sometimes, several time-frames, are presented for purposes of comparison.
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Chapter 3 examines product development in the countries under consideration; in addition,
synopses of selected aspects of the national patent laws are presented. Chapter 4 discusses, on a
country-by-country basis, national healthcare programs and coverage; the process by which prices
for prescription pharmaceuticals are established; and national price-control and cost-containment
programs. Although the United States is not one of the specified countries, brief discussions
regarding U.S. development of, and pricing practices for, prescription pharmaceuticals are also
presented to alow for comparisons in chapters 3 and 4, respectively.

Although focused in terms of severa broad topics, these discussions differ on a country-
by-country basis because of the wide range of healthcare and pricing practices used by the
countries under consideration and, in some cases, the limited amount of information available,
either for pharmaceuticals overall or for patented prescription products specifically. Moreover,
given the short duration of the study; the high costs associated with obtaining data for national
industries; the fact that the national trade associations in many of the countries often represent and
provide data regarding the pharmaceutical industry in the given country; and that economic
research in thisfield is concentrated among a few individuals, data sources were of necessity
limited and many are cited frequently in the report.

The economic methodology is presented in appendix F. Appendix G contains submissions

from interested parties. Additional information regarding the patent system in each of the countries
under consideration is presented in appendix H, and appendix | consists of a glossary.

Product Coverage

Pharmaceutical products are one component of a comprehensive healthcare system that
also includes other forms of treatment, including hospitals, outpatient facilities, and clinics.
Pharmaceutical products are used, either alone or in conjunction with other healthcare components,
to prevent, diagnose, alleviate, treat, or cure disease in humans.® At times, pharmaceutical products
are used instead of costlier options such as hospitalization.

Pharmaceutical products include preparations available by doctor’ s prescription, whether
patented or generic products,’ and over-the-counter preparations (OTC). Innovative medicines, the
products of interest to the Committee, are patented prescription products in dosage form. The
development of such products requires large research and development (R& D) expenditures,
estimated at $500 million or more™® on average by various sources,™ depending on the region of the
world, and involves a large degree of risk in the form of failed products. (For more information, see
chapter 3.)

8 Stedman’s Medical Dictionary, 23rd edition, 1976, p. 423. Pharmaceuticals may also be used to treat
animals; the discussion in this report, however, will concentrate on products used for humans.

° Generic products are introduced once the patent on the original innovative product expires.

1 The $500 million isin terms of 1990 dollars. A higher estimate of $635 million for average R&D
costsin the EU isin terms of 1997 dollars.

" Numerous economists and organizations have made estimates over the years regarding the cost of
developing pharmaceutical products, including, but not limited to: Hansen, 1979 estimate; Wiggins, 1987
estimate; Di Masi et. al., 1991 estimate; Office of Technology Assessment, 1993 estimate; Meyers &
Howe, 1997 estimate; and the Office of Health Economics & Lehman Brothers, UK, 1999 estimate.
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Pharmaceuticals are generally produced in two major manufacturing stages. The first stage
is the production of pure pharmacologically active chemicals (also called “active ingredients’) in
bulk form, either by conventional methods or through use of bioengineering procedures. The
second stage is the formulation of these concentrated, pharmacologically active components into
dosage-form products. Dosage-form products, typically the pure active ingredients plus inert
substances such as diluents or extenders, are available in several forms, including pills, capsules,
tablets, creams, and lotions.

Pharmaceutical products can be grouped in terms of therapeutic use. Mgjor therapeutic
groupings include antihistamines, antineoplastic agents (i.e., anticancer drugs), cardiovascular
drugs, central nervous system agents, gastrointestinal drugs, analgesics and anti-inflammatory
agents, hormones, and vitamins.

Global Industry and Markets

The global pharmaceutical industry is multinational, highly regulated, capital intensive,
and driven by large R& D expenditures.** Ten of the top 20 firmsin the global industry in
1998-99, as ranked by sales, were based in the United States.™® Of the remainder, 8 were based in
Europe, and 2 in Japan. R& D expenditures by country are presented in table 1-1.

In 1998, the top 10 pharmaceutical companies worldwide invested amost $18 hillion in
R&D, or amost 50 percent of global pharmaceutical R& D expenditures.™ These R&D
expenditures represented a reinvestment of almost 20 percent of their sales revenue. In the United
States alone, the industry reinvested an estimated 21 percent of company revenuesin 1999 and an
estimated 20 percent in 2000.1

2 Company R&D costs also include certain fixed costs (e.g., salaries and benefits of permanent
employees; rent; equipment; utilities; taxes; and depreciation) and management/administrative costs (e.g.,
services provided by non-R& D personnel). Bert Spilker, Multinational Drug Companies: Issues in Drug
Discovery and Development, Raven Press, New Y ork, 1989, pp. 486-487.

B EFPIA, The Pharmaceutical Industry in Figures, 2000 ed., Brussels, p. 13. The U.S. firms cited as
among the top 20 in 1998-99 were Merck & Co., Bristol-Myers Squibb; Pfizer; American Home Products;
Eli Lilly; Johnson & Johnson; Schering-Plough; Pharmacia-Upjohn; Abbott; and Warner-Lambert.

¥ There are potential comparability problems for the various types of data presented in table 1-1, given
the multiple sources, product definitions, and, in some cases, years, of the individual data sets. As noted
by IndustryCanada, for example, in regard to its presentation of data for the U.S. and Canadian
pharmaceutical industries on their website, comparison of data across countries is difficult because oneis
comparing: (1) different economies of scale between countries; (2) a different product mix produced in
each country; (3) differing industry cost structures; and (4) differing locations and levels of processing and
R& D performed in the subsidiary country, which, in turn, are often determined by the parentage of the
company. “Chapter 1-Definition and Inter-industry comparisons,” Pharmaceutical and Medicine
Industry—(SIC 3741), June 23, 2000, found at http://strategis.ic.gc.ca/SSG/io37412e.html, retrieved
Aug. 3, 2000.

5 EFPIA, The Pharmaceutical Industry in Figures, p. 15. The worldwide R& D expenditures cited are
defined by EFPIA asthe total of R&D expenditures in the United States, Europe, and Japan.

* PhARMA, Pharmaceutical Industry Profile 2000: Research for the Millennium,” Washington, DC,

p. 21.
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Table 1-1
Pharmaceuticals:! Certain industry statistics for the United States and the eight countries under consideration, 1998

R&D as a

Number of Apparent Domestic Imports-to- Exports-to- percent R&D

Country companies? Production Imports Exports ___consumption® market® consumption _production of sales expenditures
Million dollars-------===========mmememmee e Percent--------------- Million dollars

United States ......... 42 107,692 17,847 11,944 113,595 4111,146 16 11 21.2 17,223
Canada .............. 60 3,370 2,801 1,006 5,165 44,961 54 30 15.5 879
France .............. 300 23,885 5,077 7,925 21,037 417,709 24 33 16.2 52,718
Germany ............. 341 19,833 8,377 14,218 13,992 418,378 60 72 16.7 3,092
taly ................. 285 13,955 5,812 5,275 14,492 410,963 40 38 7.9 851
Japan ............... 82 44,600 3,737 1,909 46,428 443,558 8 4 8.0 5,200
Mexico .............. 6149 @) 85,360 83,738 @) @) @) @) ® ®
Russia .............. 1050 111,000 11766 140 1,726 111,800 44 4 * *
United Kingdom . ...... 375 18,556 5,667 9,715 14,508 410,245 39 52 334 4,144

* The scope of data provided for most countries is broader than patented prescription products and may include generic and OTC preparations.

2 The 1998 data for Germany, Canada, and Japan are the number of companies that belong to the individual national pharmaceutical trade associations in that year. Most of the
companies operating in the countries under consideration are multinational. In comparison, Japan and Russia reportedly have fewer multinationals operating in their domestic markets.

% Apparent consumption data are derived from production and trade data (production plus imports minus exports). According to a recent report, the value of “out-of-hospital” sales of
patented prescription and generic products in each of the countries in 1999 was as follows: the United States: total prescription sales of $112 billion, of which generic products accounted for
approximately $7.7 billion; Canada: total prescription sales of $5.6 billion, of which generic products accounted for approximately $541 million (on an ex-factory sales basis); France: total
prescription sales of $19.6 billion (including OTC products), of which generic products accounted for approximately $400 million to $600 million; Germany: total prescription sales of $24.6
billion (including OTC products), of which generic products accounted for approximately $7.9 billion; Italy: total prescription sales of $14.1 billion, of which generic products accounted for
approximately$141 million; Japan: total prescription sales of $44.7 billion, of which generic products accounted for approximately$3.6 billion; and the UK: total prescription sales of $9.8
billion, of which generic products accounted for approximately $2.3 billion. Elaine Last and Neil Turner, Ed., Pharmaceutical Pricing & Reimbursement 2000: A Concise Guide, 2000,
Cambridge, UK, various pages.

“ Data provided to the Commission by IMS HEALTH via e-mail dated Oct. 6, 2000. According to information found on the IMS HEALTH website regarding similar data for 1999,
such data were obtained by collecting data from a sample of representative companies (e.g., retail pharmacies and drug stores) and then using the data to project an overall total for the
country. They state, however, that products mainly used in hospitals or clinics may not be included in their entirety. “World-wide Pharmaceutical Market, 1999,” found at http://www.ims-
global.com/insight/world_in_brief/review99/year.htm and retrieved on Sept. 26, 2000.

® 1997 data.

® Includes research-based and generic firms.

" Not available.
8 “The Pharmaceutical and Pharmochemical Industries in Mexico and the Federal District,” Sept. 24, 1999, found at www.un.org.mx/cepal, retrieved Aug. 4, 2000.

° For domestic companies, R&D is conducted largely at the Mexican Centre of Pharmaceutical Development and Research which is a joint government/industry venture
funded by hospitals, universities and research centers.

101999 data. Represents the number of AIPM members in 1999, including companies that produce medical devices. However, according to the Russian Ministry of Health,
as of August 10, 2000, the Ministry had registered prices on 5,699 pharmaceuticals from 343 manufacturers. Of these, 162 were domestic producers.

* Pyrabelisk, “Russian Drug Market,” company located in London, contact at http://www.pyrabelisk.com.

2 Most Russian companies reportedly do not conduct primary research.

Sources: EFPIA (French, German, Italian, and UK production, trade, and research expenditures); PhRMA (U.S. member companies and U.S. research expenditures); IMS HEALTH
(domestic sales for all countries except Mexico and Russia); AIPM (Russian member companies); Pyrabelisk (Russian production, trade, and sales statistics as reported in their report
"Russian Drug Market”); Rx&D (Canadian research expenditures and percent of sales); IndustryCanada (Canadian production and trade statistics); JPMA (Japanese member companies and
Japanese production, trade, and sales statistics and research expenditures); official statistics of the U.S. Department of Commerce (U.S. pharmaceutical production and trade statistics); the
Commerce and Industrial Development Secretariat ((SECOFI) the number of pharmaceutical firms in Mexico); and Commission estimates.

The R& D process generaly starts with the basic research needed to identify potential products, progresses to extensive clinical trids, and
culminates in national approval by the appropriate approval body. Whereas the clinical trial segment of R& D is said to occur in almost every



country, primary research is concentrated in a few areas of the world.*” In 1997, the mgjority of
company-financed R& D was conducted in the United States, Europe, and Japan (see figure 1-1).8
Of the countries under consideration in this report, the United States accounted for 45 percent of
152 globally-marketed products developed during 1975-94; the UK, 14 percent; Germany,

7 percent; Japan, 7 percent; and France, 3 percent.’® The U.S. industry was also considered by
industry sources to be more successful than the European or Japanese industries in marketing new
products on a global basis.*® During 1984-98, 22 percent of new products developed by the U.S.
industry were launched globaly (i.e., in the United States, Europe, and Japan), compared with 13
percent of those developed by European companies, and 6 percent of those devel oped by Japanese
companies.

Figure 1-1
Company-financed pharmaceutical R&D, as a share of world total, by country,
1997

United States 36.0%

Japan 19.0% /

Other 8.0%

Italy 3.0%
Sweden 3.0%

Switzerland 5.0%

France 9.0% United Kingdom 7.0%

Saurce: Obtained from PhRMA (Phamaceutical Industry Profile 2000, p. 89) and used with their permission. The
original source was Centre for Medicines Rasearch, U.K., 1999. Graphic presentation reamranged by the
Commissian.

Another characteristic of the world pharmaceutical industry has been its ongoing
consolidation during 1985-2000, generally in the form of mergers or strategic alliances between
firms of all sizes, including some of the largest firmsin the global industry (figure 1-2 and table 1-
2).This consolidation is attributable to several factors, including—

¥ Commission staff telephone interview with an industry representative, July 26, 2000.

8 PhRMA reports that several overseas companies are moving their research operations into the United
States. Commission staff interview with representatives of PhARMA on July 13, 2000.

¥ PhRMA, Pharmaceutical Industry Profile 2000, p. 88.

2 |bid., and EFPIA, The Pharmaceutical Industry in Figures, p. 23. A global drug is generally defined
as one marketed in the United States, Japan, France, Germany, the UK, Italy, and Switzerland.
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continuing increases in the cost of R& D and shorter product lifecycles;

efforts to maintain continued productivity and uniform flow in product pipelines,?

efforts to obtain increased access to global markets;

increased “ cost-containment pressures’ worldwide;?

increased developmental testing for products to treat chronic ailments, particularly those
intended for the growing senior citizen populations worldwide,?* so asto fully understand the
mechanism of these conditions;® and

(1 increased marketing costs, including promotiona spending, particularly for products that may
become “megabrands.” %

coodod

Figure 1-2
Increasing frequency of strategic alliances, 1986-98
800

700
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Note.--Strategic alliances range from marketing agreements to agreements to share the products of
research in specified areas; individual companies may enter into multiple strategic alliances.
PhRMA has stated that “these alliances are diverse in nature and may involve domestic and foreign
pharmaceutical companies, biotech firms, university research centers, contract research
organizations, or other parties.”

Source: Graphic obtained from PhRMA and used with their permission. The original source cited for
the data was Windhover’'s Pharmaceutical Strategic Alliances, 2000.

2 A “product pipeline’is aterm used to refer to the progress of new drugs through the discovery,
development, and marketing phases. A drug may fail at any stage in the pipeline and be eliminated from
the firm’s portfolio of potential new products. Several drugs can be in the pipeline simultaneously.

Z PhRMA, Pharmaceutical Industry Profile 2000, p. 70.

3 Chronic ailments include circulatory problems, heart disease, arthritis, and cancer.

2 “Qutpatient Pharmaceuticals and the Elderly: Policiesin Seven Nations,” Health Affairs, May/June
2000, p. 259. According to the article, “ Although the nations [Australia, Canada, Germany, Japan, New
Zedland, the UK, and the United States] vary greatly in the percentages of their populations over age
sixty-five, all arerapidly aging.”

B USITC, Global Competitiveness, publication 2437, pp. 1-4, 1-5, and 4-13.

% |_ehman Brothers International (Europe), The Trend Towards Pharmaceutical Megabrands, Nov. 15,
1999, p. 1. As stated in the article, AstraZeneca s definition of a megabrand is: (1) the product has
reached $1 billion in annual sales by the second year after launch and will likely earn severa billion
dollarsinitslifetime; (2) it isintroduced and marketed in as many as 60 countries during the first 2 years
after launch; and (3) significant marketing expenditures are required. AstraZeneca reportedly estimates
that marketing expenditures amounting to $450 million to $1 billion will be incurred just in the first
2 years after launch with about 25 percent of that commitment needed before product introduction. The
article states that these marketing expenditures are most likely in addition to development expenditures.
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Table 1-2
Mergers and acquisitions in the pharmaceutical industry, 1985-99

Year Companies

1999 ... ... Monsanto and Pharmacia & Upjohn

1999 ... ... AHP/Warner-Lambert and Pfizer/Warner Lambert (pending)
1999 ... ... Roche and Genentech

1999 ... ... Warner-Lambert and Agouron

1998 ... Hoechst AG and Rhone-Poulenc Rorer

1998 ... Sanofi SI and Synthelabo

1998 ... Zeneca and Astra

1997 . Hoffmann-La Roche and Boehringer Mannheim
1997 . Nycomed and Amersham

1996 ... . CibaGeigy and Sandoz

1996 ... . Elan and Athena Neurosciences

1995 ... Knoll and Boots

1995 ... Glaxo and Burroughs Wellcome

1995 ... Gynopharma and Ortho-McNeil

1995 ... Hoechst-Roussel and Marion Merrell Dow
1995 ... Pharmacia and Upjohn

1995 ... Rhone-Poulenc Rorer and Fisons

1995 ... Schwarz Pharma and Reed & Carnrick

1994 ... American Home and American Cyanamid
1994 ... Hoffmann-La Roche and Syntex

1994 ... Pharmacia and Erbamont

1994 ... Sanofi and Sterling (prescription drug operation)
1994 ... SmithKline Beecham and Sterling (over-the-counter pharmaceutical unit)
1991 ... SmithKline and Beecham

1990 . ... Boots and Flint

1990 . ... Pharmacia and Kabi

1990 ... . Rhone-Poulenc and Rorer

1989 ... American Home and A.H. Robins

1989 ... Bristol-Myers and Squibb

1989 ... Dow and Marion

1988 ... Kodak and Sterling

1986 ... Schering-Plough and Key

1985 ... Monsanto and Searle

1985 ... Rorer and USV/Armour

Source: Obtained from PhRMA (Pharmaceutical Industry Profile 2000, p. 71) and used with their permission. The
original source was Windhover's Health Care Strategist, 2000.



Consolidation, whether in the form of mergers or acquisitions or strategic alliances,*” such
asjoint ventures, allows firmsto share the risks and costs of bringing new products to market and
to fill any gapsthat might exist in their product development pipeline. For example, smaller
companies who have identified potential new products may prefer to form strategic alliances by
licensing out or codevel oping products rather than carry the full development costs.?® Consolidation
also allows firms, particularly those wishing to enter the U.S. market, to expand their geographical
reach and balance their product portfolios.

The world market for pharmaceuticals was valued at about $337 billionin 1999.% As
shown in the following tabulation, in 1999 the top ten world markets accounted for about
80 percent of the world total (in billions of dollars):*

United States . . .. $130 United Kingdom .. $ 11
Japan.......... $ 54 Spain........... $ 7
Germany ....... $ 19 Brazil .......... $ 6
France......... $ 18 China........... $ 6
tay .......... $11 Canada ......... $ 6

The situation was similar in 1998, when the U.S., European, and Japanese markets accounted for
approximately 81 percent of the total. Figure 1-3 shows the relative sizes of the markets in major
world regionsin 1998.%

According to the European Federation of Pharmaceutical Industries and Associations
(EFPIA), the U.S. market grew faster in 1999 than any other market in the world, increasing by
about 17 percent. In comparison, EFPIA states, the European market increased by only 7.2 percent
and “between 1990 and 1998, the U.S. market grew twice as fast as the European and Japanese
markets in real terms.”*? Reasons cited for this growth, particularly in the latter half of the decade,
include: increased numbers of prescriptions dispensed; “record sales’ of new

% There are numerous forms of strategic alliances, ranging from marketing agreements to agreements
to share the products of research in specified areas. Moreover, individual companies may enter into
multiple strategic alliances. USITC, Global Competitiveness, publication 2437, p. 4-13.

According to PhRMA, “these aliances are diverse in nature and may involve domestic and foreign
pharmaceutical companies, biotech firms, university research centers, contract research organizations, or
other parties. Strategic alliances often allow pharmaceutical companies to draw upon others' research
expertise, bring products to market more rapidly, and more effectively commercialize products after
approval by FDA.” PhRMA, Pharmaceutical Industry Profile 2000, p. 70.

% Shearson, Lehman, Hutton Securities, Pharmaceutical Profiles, Feb. 1990.

2 “World-wide Pharmaceutical Market, 1999,” found at http://www.ims-global.com/insight/
world in_brief/review99/year.htm and retrieved on Sept. 26, 2000. According to IMSHEALTH, a
healthcare information company, data collected from a sample of representative companies (e.g., retail
pharmacies and drug stores) within a country were used to project an overall total for the country. They
state, however, that these data do not provide “comprehensive coverage” for products mainly used in
hospitals or clinics.

%0410 Largest Pharmaceutical Markets in the World,1999,” found at http://www.ims-global.com/
insight/world in_brief/review99/largest.htm and retrieved on Sept. 26, 2000.

% PhRMA, Pharmaceutical Industry Profile, p. 89.

%2 EFPIA, The Pharmaceutical Industry in Figures, p. 19.
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Figure 1-3
World pharmaceutical market, 1998

United States 39.6%

"w Australasia 0.6%
lﬁ N Middle East 0.9%
: Africa 1.0%
Canada 1.9%

Southeast Asia & China 7.0%

Latin America 7.5%
Japan 15.4%

Source: Obtained from PhRMA (Pharmaceutical Industry Profile 2000, p. 89) and used with their permission. The
original source was IMS HEALTH, 2000. Graphic presentation rearranged by Commission staff.

products; a“steady stream” of new products entering the market; and the changing mix of
products.®

Pharmaceutical Development, Pricing, and
Expenditures

The development of pharmaceuticals, as well as their subsequent pricing, is affected by
numerous factors.® As stated in the Commission’s 1991 study on pharmaceuticals, for example,
the level of innovativeness of the pharmaceutical industry in a given country depends on the
industry’ s level of R& D spending and its reinvestment of sales revenuesin R&D. Domestic or
foreign government policies that reduced such revenues and, therefore, R& D expenditures may

%3 PhRMA, Pharmaceutical Industry Profile, p. vii. PARMA cites IMS HEALTH as the source of this
information.

% For example, in 1995, under the Uruguay Round Agreement, the United States and 16 other
countries agreed to eliminate their most-favored-nation duties on about 7,000 pharmaceuticals and
chemical intermediates used primarily for the production of pharmaceuticals, maintaining the option to
review and update the list of products periodically. This duty-elimination could potentially affect the
prices of pharmaceuticals if any portion of the eliminated duties are put to this use. As of the
Commission’s last examination of this subject matter, however, it was found that “ The duty elimination
resulting from the zero-for-zero agreement in pharmaceuticalsis difficult to link directly to the various
industry changes that have occurred during 1995-96 because of the likely impact of other economic factors
during the period.” USITC, “The Uruguay Round Elimination of Duties on Pharmaceuticals:
Developmentsin the 2 Y ears Since Implementation” Industry, Trade, and Technology Review, Oct. 1997,

p. 1.
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potentially weaken the competitiveness of the pharmaceutical industry in a given country and,
therefore, affect the global pharmaceutical industry.®

Representatives of the pharmaceutical industries in the United States and Europe have
expressed concerns about the impact of government programs on the industry’ s ability to maintain
innovative research programs.® For example, the Pharmaceutical Research and Manufacturers of
America (PhRMA) stated that “the United States' reliance on free market pricing has . . .
established its clear leadership in pharmaceutical innovation.”*” They state, however, that “in most
foreign markets, PhRMA member companies are confronted by a variety of government actions
that stifle market-based competition from innovative products and limit patient access to new
pharmaceuticals.”*®

In Europe, where price-control and cost-containment programs have been in effect in most
countries for many years, several industry sources consider the pharmaceutical industry as
becoming less competitive. According to a recent statement by EFPIA:

The best guarantee of the European pharmaceutical industry’s long-term
competitivenessisits ability to pay for R&D. This ability largely depends on the
success of products aready on the market, and in particular on Europe’ s attitude
toinnovative products. 1n many European countries, the launch prices of patented
products have been driven so low that they no longer generate a sufficient return
to enable companies to recoup all their research costs before the patent expires.
This is one of the root causes of the dow but steady erosion of European
pharmaceutical industry competitiveness over the years.>

National patent systems also affect the development and pricing of pharmaceuticals.”’
Patents allow for a period of market exclusivity for a given pharmaceutical product, during which
the innovative firm has the opportunity to recoup some of its R& D expenditures. These funds
reportedly can then be used either in the development of other innovative products or for other
purposes. During the 1980s, however, the effective patent terms for individual products (i.e., the
patent term remaining after the product is granted national marketing approval) became
considerably shorter in the United States, Western Europe, and Japan, given increases in the time
needed to bring new products to market. Patent restoration programs enacted in the United States

% USITC, Global Competitiveness, publication 2437, pp. 1-2, 1-4-1-5. Examples of government
policies examined in that report as potentially reducing an industry’s competitiveness included national
price controls and cost-containment programs. It was noted in the study that, when assessing
competitiveness, “because the pharmaceutical industry relies heavily on R& D [and] product innovation,
assessments of the industry often focus on R& D productivity as well as output measures such as the
number of globally-successful [new chemical entities].”

% This issue has been of ongoing concern to the U.S. and foreign industries. For example, the
Commission’s earlier study on thisissue noted that the relatively “unencumbered U.S. economy,” which
allowed for continued high levels of R& D investment, was one of the main reasons for the U.S. industry’s
continued competitiveness. USITC, Global Competitiveness, publication 2437, pp. 1-4-1-5.

¥ PhRMA' s submission of information in investigation No. 332-419, Aug. 4, 2000, p. 4 (see
appendix G).

% |bid., p. 2.

% EFPIA, The Pharmaceutical Industry in Figures, p. 21.

“ The duration of national patent terms appears to be converging, perhaps as a result of various
multilateral agreements implemented in the last two decades.
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and Japan (and the intellectual property principle of the Supplementary Protection Certificate
implemented in the European Union (EU)) have helped offset this erosion in the period of market
exclusivity. (For more information on this topic, see chapter 3.)

One effect of improved intellectual property rights and a freer market climate in a given
country can be increased investment in that country. For example, according to PhARMA and Canada’s
Research-Based Pharmaceutical Companies (Rx& D), the relatively high ratios of R& D expenditures
to salesin Canada and Germany in 1998 were largely the result of improvements in the individual
market climates for pharmaceuticals in the two countries. The level of R& D spending in each of the
two countries reportedly decreased while compulsory licensing* wasin effect in Canada and reference
prices™ were used for all products in Germany. Once compulsory licensing ended in Canadaiin the
early 1990's and once patented products approved in Germany after January 1, 1996, were excluded
from reference pricing while under patent, R& D spending increased in each country. In Canada,
subsequent to the passage of Bill C-91 and the strengthening of the national patent system, the
effective patent term for pharmaceuticals increased from about 6-7 years to 10 years.”®* R&D
expenditures increased by over 700 percent during 1987-98, and the ratio of R& D spending to sales
doubled during the same period * (For more information, see the sections in chapter 4 on pricing in
Canada and Germany).

In general, overall healthcare expenditures have been increasing in many of the countries
under consideration *° and, as many sources indicate, so has the share of the total accounted for by
prescription pharmaceutical s (see table 1-3 and figure 1-4). Different demographics and prescribing
trends in each of the countries also contribute to the higher expenditures. Spending, whether on
prescription pharmaceuticals as a percentage of overall healthcare costs or on a per-capita basis,
varies significantly between countries and is generally higher in countries considered by severa
sources to be higher consumers of pharmaceuticals (see table 1-4). However, although many consider
pharmaceuticals to be a cost-effective tool used to treat and, in some cases, reduce the disabling
effects of many health conditions, as well as possibly reducing the need for hospitalization,*® many
countries are increasingly seeking ways to contain costs related to national consumption of
pharmaceuticals.

“ Compulsory licensing is defined as “ permission to use intellectua property, compelled by the
Government in order to accomplish some political or social objective. Compulsory licensing forces an
intellectual property owner to alow others to use that property at afee set by the Government.” J.
Thomas McCarthy, McCarthy’s Desk Encyclopedia of Intellectual Property, The Bureau of National
Affairs, Inc., 1991, pp. 51-52.

“2 Reference pricing is defined as “a system for determining the maximum reimbursement amount for
approved categories of pharmaceutical products prescribed by physicians.” “ Reimbursable products are
placed in clusters or groups of drugs that have ‘interchangeable’ chemical characteristics or are
considered to be ‘therapeutically equivalent’ when prescribed for a particular medical condition. Each
group of productsis given asingle ‘reference’ price which then becomes the mandated average or
maximum price at which all products in the group are reimbursed.” William Looney, The Costs and
Consequences of Reference Pricing: A Flawed Experiment in Drug Payment Reform, PARMA, Mar.
1999, pp. 6-7.

“ Rx&D, Annual Review, 1999-2000: Patients are Our Purpose,” 2000, Canada, p. 13.

“ Ibid., p. 14.

“ The Organisation for Economic Co-operation and Development (OECD) dataset contains data
through 1999; data for recent years, however, are not available for as many countries asin 1997.

“6 Elizabeth Helms, International Patient Advocacy Association, Testimony Before the Senate
Committee on Health, Education, Labor and Pensions on “Prescription Drugs: What Drives Increases?’
on July 18, 2000, p. 2; The Boston Consulting Group (BCG), Ensuring Cost-Effective Access to
Innovative Pharmaceuticals: Do Market Interventions Work?, April 1999, p. 2; and EFPIA, The
Pharmaceutical Industry in Figures, p 37.
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Table 1-3
Healthcare and prescription pharmaceutical expenditures and the share of the population 65 years of
age and older, by country, 1992-97

Country 1992 1993 1994 1995 1996 1997

Value (million dollars)

Healthcare expenditures:

United States . .. ............ 822,359 884,009 931,862 976,565 1,022,278 1,070,366
Canada ................... 57,902 55793 53,707 54,465 55590 56,490
FIance . ...........oouen... 124,474 123,783 130,521 151,578 151,249 135,280
Germany . ................. 195,617 189,988 205317 251,238 253,585 221,636
ALY .« oo 103,754 84,435 84,992 86,690 98,463 96,378
JAPAN . oo 235,578 282,498 323348 370,739 326,387 311,251
MEXICO -« v eveeeeeeeaean s 16,231 18,045 19,586 14,063 15132 18,939
RUSSIA -« veveeeeeeeeeens @) @) @) @) @) @
United Kingdom . .. .......... 73535 66,100 72,780 78,640 82,883 88,389

Prescription pharmaceutical
expenditures:

United States . .............. 46,598 50,632 55,189 61,021 68,890 78,545
Canada ................... 4,982 5,045 4,864 5,319 5,535 6,096
France .................... 16,784 17,103 17,912 21,342 21,159 18,810
Germany .................. A A A A A A
taly ....... ... . A A A A A A
Japan............. ..., 39,070 48,593 52,685 61,723 53,909 47,727
MexiCo .. ..........oo..n. A A A A A A
RUsSia ...........ccovonn. A A A A A A
United Kingdom ............. 7,179 6,715 7,463 8,298 8,786 9,902

Quantity (percent)

Prescription pharmaceutical
expenditures as a share of total
healthcare expenditures:

United States .. ............ 5.7 5.7 5.9 6.2 6.7 7.3
Canada ................... 8.6 9.0 9.1 9.8 10.0 10.8
France ................... 135 13.8 13.7 14.1 14.1 13.9
Germany .................. Q) Q) Q) Q) Q) Q)
taly ....... ... .. ... ... Q) Q) Q) Q) Q) Q)
Japan ......... ... 16.6 17.2 16.3 16.6 16.5 15.3
Mexico . .................. Q) Q) Q) Q) Q) Q)
Russia ................... Q) Q) Q) Q) Q) Q)
United Kingdom ............ 9.8 10.2 10.3 10.6 10.6 11.2

Share of population 65 years of
age and older:

United States .. ............ 12.5 12.5 12.6 12.6 12.5 12.5
Canada ................... 11.6 11.7 11.8 12.0 12.1 12.3
France ................... 14.5 14.7 15.0 15.2 15.4 15.7
Germany . ................. 15.1 15.1 15.2 15.2 15.4 15.7
taly ..................... 15.1 15.4 15.7 16.1 16.4 16.7
Japan ............ ... . ..., 12.8 13.3 13.7 14.2 14.7 15.1
Mexico ................... 4.1 4.1 4.2 4.3 4.4 4.4
Russia ................... A A A A A A
United Kingdom ............ 15.8 15.8 15.8 15.8 15.8 15.8

! Not available in the Organisation for Economic Co-operation and Development (OECD) dataset.
2 Not available.

Source: Compiled by the Commission using data in the CD-ROM database developed by OECD and the

Centre de Recherche, d'Etude, et de Documentation en Economie de la Sante (CREDES), OECD Health Data
2000: A Comparative Analysis of 29 Countries.
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Figure 14

Prescription pharmaceuticals® share of healthcare expenditures, 1992-97
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Source: Compiled by the Commission from data contained in OECD Health Data 2000.

Table 1-4

Healthcare spending as a share of GDP in the countries under consideration and prescription

pharmaceuticals on a per capita basis, 1997

Healthcare spending

Prescription

as a pharmaceuticals on a per

Country share of GDP capita basis
Percent

United States . .. ............. 13.6 $293
Canada .................... 9.3 203
France ..................... 9.6 321
Germany ................... 10.5 ®
taly . ........ ... .. .. 8.4 ®
Japan ........ ... 7.4 378
MeXiCO . ..o 4.7 ®
RUSSIA . .o oo e @) ®
United Kingdom . ............. 6.7 168

! Not available in the OECD dataset.
2 Not available.

Source: Compiled by the Commission using data in OECD Health Data, 2000.
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Many industry observers, including consumers, believe that increased expenditures for
prescription pharmaceuticals in the United States are largely the result of price inflation. Others,
however, have indicated that the higher prescription drug expenditures and their higher share of
total healthcare expendituresin the United States are not necessarily just the result of
pharmaceutical pricing, and increases thereof, but are also the result of additional factors,
including:*

a increased prescribing and accessibility of medications (see figure 1-5) for a
growing U.S. population in general as well as for the increasing number of senior
citizens;*®

a new generations of medications, many more expensive than older products,
entering the market at a faster rate;*® and

a increased budgets for advertising products directly to consumers.

For example, senior citizens are increasingly likely to develop chronic conditions (e.g.,
cardiovascular disease and osteoporosis) as they age. This has had the dual result of increased
prescribing of existing products and increased efforts by innovative companies to develop new
products to better manage such diseases. In addition to potentially developing more chronic
conditions, the number of senior citizensis aso increasing worldwide (see table 1-3). In the United
States, the number of people 65 years and older is expected to increase by 17 percent during 1995-
2010, from 33.5 million to 39.4 million; by 75 percent, to over 69 million, during 2010-30; and
then by 14 percent, to about 79 million, during 2030-50.%° Japan, however, has perhaps seen the
largest rate of increase to date; the percentage of the total Japanese population

47 Elizabeth Helms, Testimony before the Senate Committee on Health, Education, Labor and Pensions
on July 18, 2000, p. 2; Carlos Ortiz, Director of Government Affairs, CV S Pharmacy, Inc., Testimony
before the Senate Committee on Health, Education, Labor and Pensions on “ Prescription Drugs: What
Drives Increases?’ on July 18, 2000, p. 1; and Stanley S. Wallack, Ph.D., Executive Director, Brandeis
University, Schneider Institute for Health Policy, Testimony before the Senate Committee on Health,
Education, Labor and Pensions on “Prescription Drugs. What Drives Increases?” on July 18, 2000, p. 2.

In Europe, market growth is largely attributed to the increasing level of national healthcare coverage
provided within countries, as well as to the introduction of new products that can cure previously
“incurable” diseases and “ socio-economic factors’ (e.g., growth in the size of the national populations and
the increasing number of people older than 65). EFPIA, The Pharmaceutical Industry in Figures, p. 39.

“ According to the BCG study, “Tight control of one aspect of drug spending fails to address the other
drivers of spending and may even encourage inappropriate prescribing as many observers have suggested
of the Japanese system (in which physicians also dispense drugs).” The authors caution that the
inappropriate use of pharmaceuticals, or overprescribing (i.e., either the prescription of inappropriate
medicines, the prescription of the wrong dose(s), or both; antibiotics are cited as an example of a product
grouping that can be overprescribed) can result in increased overall healthcare spending. This results from
the costs of the products themselves and potential associated increases in other healthcare costs. As such,
the study states that “the ‘ appropriate’ use of pharmaceuticalsis a critical component of any health
system.” BCG, Ensuring Cost-Effective Access to Innovative Pharmaceuticals, pp. 4-5, 19.

* See also IMSHEALTH, “Five Y ear Forecast of the Global Pharmaceutical Markets,” Market
Report, found at http://www.ims-global.com/insight/report/global/ na_europe.html and retrieved on Sept.
26, 2000. IMS HEALTH also cites “volume gains resulting from increased prescription drug coverage for
Medicare and Medicaid recipients under managed care programs’ as growth factor.

% “ Demographic Changes: Growth of the Elderly Population,” Aging Into the 21st Century, dated
May 31, 1996, found at http://www.aoa.dhhs.gov/aoalstats/aging21/demography.html and retrieved on
Sept. 26, 2000.
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Figure 1-5
U.S. prescription pharmaceuticals market: Total sales growth rates, 1990-99
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Note: Prior to 1993, market includes only retail pharmacy and nonfederal hospital distribution channels. From 1993-
1998, market includes six audited channels: retail pharmacies, nonfederal hospitals, staff-model HMO's, clinics, long-
term care, and federal facilities. Growth rates reflect percent change in sales dollars for specified calendar year
versus previous calendar year.

Source: Obtained from PhRMA (Pharmaceutical Industry Profile 2000, p. 58) and used with their permission. The
original source was IMS HEALTH, Retail and Provider Perspective™, 2000.

over 65 years almost doubled from 9.0 percent in 1980 to a projected 17.1 percent in 2000. During
1992-97 alone, the share of the Japanese population accounted for by senior citizens increased by
2.3 percentage points compared with changes in the other countries under consideration ranging
from zero (United States and the UK) to 1.6 percentage points (Italy). (For more information, see
the section on Japanese pricing of pharmaceuticals in chapter 4).
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CHAPTER 2
FOREIGN MARKETS AND
U.S. PRICES

Introduction

The global markets for patented pharmaceuticals are characterized by producers who have
agreat deal of market power derived from the temporary monopolies granted by the patent system;
by an array of purchasers who can also influence prices; and by regulatorsin a wide range of
markets exerting different degrees of control over product quality, marketing, and pricing. The
patent system allows firms to recover the costs of developing their products and to reward the risks
associated with such investments. Purchasers range from individuals filling their prescriptions at a
local pharmacy (which may be an independent outlet or part of anational chain) to hospitals to
large prescription benefit plans or national insurance providers. Finaly, regulators in different
countries and different segments of the health services system have a say in the devel opment and
testing of drugs, advertising, and (in some cases) the pricing and delivery of products. Further,
governments are involved in the system not only as regulators, but as providers of basic research
and as purchasers of drugs through military and government employee health plans, national health
services, and other channels.

A major characteristic of the pharmaceutical industry is the large fixed cost of research
and development (R& D) of innovative drugs. (For more information, see chapter 3.) More
specifically, pharmaceutical R& D isaglobal joint cost, meaning the fixed cost is the same
regardless of the number of users served worldwide, and hence cannot be rationally allocated to
individual users. Other industries that are commonly subject to price regulation, including
telephone, gas, and electricity, are aso characterized by large fixed costs. For these industries,
however, such capital costs are generally local to the country and more easily assigned to
consumers within that country.

The high product development costs in the pharmaceutical industry require some long-term
means by which devel opers can recover these costs. Patent monopoly power, which alows firmsto
set prices above marginal cost, is one such means, though not necessarily the only one; various
forms of subsidy, for example, help defray these costs. The variety of purchasersin the market, in
turn, allows the market to be segmented (with different prices charged in different segments) in
ways that, on the one hand, alow producers to cover their costs, and on the other hand, allow
markets to be served that might not be served if global uniform pricing was the rule. In addition,
regulatory systems create market segments by establishing different national or subnational
treatment and marketing regimes. In some cases, regulators have sought to eliminate distinctions
between market segments.

This chapter examines the determinants of pharmaceutical prices in markets structured by
patent monopolies and segmented purchasers, explores the role of regulation, and reviews the
literature on methodol ogies applied to assess the possible linkages between foreign regulation and
U.S. prices. Thereview is presented in three sections: (1) a discussion of the economic
determinants of pharmaceutical prices, including market segmentation, price discrimination,
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regulatory behavior, and other issues; (2) adiscussion of methodological issuesin measuring
pharmaceutical prices, and (3) a methodology proposal for future research.

Studies reviewed in this chapter indicate that U.S. prices for prescription products
generally tend to be higher than those in most of the countries under consideration, though the
magnitude of the gap is difficult to measure.* The U.S. General Accounting Office (GAO) found
that prices for an aggregate market basket of 121 drugs were 32 percent higher in the United States
than in Canada. The U.S. House of Representatives Minority Staff Internal Report concluded that
retail pricesin Maine averaged 72 percent higher than those in Canada and 102 percent higher than
those in Mexico. The Public Citizen Health Research Group found that U.S. prices for
antidepressant and antipsychotic drugs were 1.7 to 2.9 times higher than pricesin Canada, Mexico,
and European countries. Danzon and Kim, and Danzon and Chao examined prices between the
United States, Canada, and Europe and generally found smaller price differences.

All measurements of overall drug prices, including those surveyed for this report, require
choices about relevant samples and means of weighting prices, among other things. Such choices
depend on the judgment of researchersin the context of specific analyses and can significantly
affect the findings. A single, definitive, unbiased measure of comprehensive price differences does
not exist.

The large variety of pharmaceutical products, different medical practices and patterns of
pharmaceutical use among countries, and different classes of purchasers within countries make
international price comparisons difficult. Other factors that make such comparisons difficult
include—

* international differencesin consumption patterns;

* internationa variations in dosages, concentrations, strengths, pack sizes, and units
of measurement;

* various courses of therapy;

« the nature of distribution chains;

e taxesand subsidies;

» therelative weights given to various consumption patterns;

» theavailability of many products in patented and generic versions; and

» the use of exchange rates or purchasing power parity for currency conversion.

1Severa international price comparison studies have been completed, with varying results.
A more detailed review of economic literature on international price comparisons follows later in
this chapter.
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Economic Deter minants of Phar maceutical Prices

The international market for pharmaceuticals, and the determination of prices across

countries in the global market, are influenced by the following key factors.

a

Large fixed costs of research and development, which are global in nature

According to industry sources, about 20 percent of the value of U.S. sales of research-
based pharmaceuticals is expected to be devoted to R& D in the year 2000, compared with
4 percent for al U.S. industries.? Another study indicates that among EU countries, R&D
spending as a percentage of total production varied from about 9 percent in Italy to amost
17 percent in the UK in 1993.2 These R& D expenditures represent costs on aglobal basis,
that is, R&D expenditures remain the same regardless of how many consumers or
countries are served by the product. Because these costs cannot be easily attributed to any
particular consumer or country, the pharmaceutical industry faces the problem of how to
assign costs to the different countries they serve.

Market power granted to producers through patent protection

On the supply side, the government grants patents to pharmaceutical producers to help
maintain product innovation. Patents help drug firms cover the fixed costs of research and
development by providing significant market power to individual firmsin setting prices.

Buying power of large purchasers versus smaller ones (monopsony power)

On the demand side, large and small purchasers have varying degrees of market power.
For example, large consumers such as HMOs, PBAS, government programs, or other such
groups arguably have maore bargaining power in drug purchases than do individual retail
purchasers.

Different price controls and other regulations across countries

Market regulations affect both the supply and demand sides, and vary significantly across
countries. Direct and indirect price controls limit the amount of reimbursements available
to drug producers, and other controls limit profits, coverage, and other factors affecting
prices. Discussion of specific price control and cost-containment programs in each of the
G-8 countries and Mexico is provided in chapter 4. Studies reviewed in this chapter
indicate that such regulations affect prices within the home country, but thereisless
evidence that regulations in one country directly affect pricesin other countries.*

2PhRMA, Pharmaceutical Industry Profile 2000, p. 20.
3 A. Earl-Slater, “ Pharmaceuticals,” in P. S. Johnson (ed.), European Industries, Edward Elgar, 1993.

Cited in W. Duncan Reekie, Prescribing the Price of Pharmaceuticals (IEA, London: 1995), p. 14.

* For example, see U.S. General Accounting Office, “Prescription Drugs: Companies Typically

Charge More in the United States Than in Canada,” GAO-HRD-92-110, Washington, DC, 1992, p. 2.
Also see Patricia M. Danzon and Jeong D. Kim, “International Price Comparisons for Pharmaceuticals:
Measurement and Policy Issues,” Pharmacoeconomics, 14, Suppl. 1, 1998, p. 123.
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As discussed below, two possible ways in which regulations in one country may affect
pricesin another are parallel trade® in drugs and the use of international reference pricing.®

a Segmentation of markets (by private market, government program, or internationally)
Because they have market power, drug firms are able to sort customers by different criteria
(segmentation) and charge different prices to each group (price discrimination).
Segmentation can take place aong many lines. Thisis one way consumers can be
segmented, but not the only way. Criteria separating consumers in one market from those
in another can include—

the relative size of the buyer (monopsony power);

* the sengitivity of consumersto changein price (price easticity of demand);
* national regulatory regimes;

patent protections;

* geography and customs restrictions;

the point of purchase aong the distribution chain;

branded-drug purchases versus generic drug usage;

« chronic versus acute illness; and

* cash versusinsurance sales.

A complex combination of al these factors influences pharmaceutical prices. The most
extensive discussion in this report centers on how market segmentation occurs and how different
prices can be charged to different groups of consumers. If consumers in different market segments
can be totdly isolated from each other, there islittle economic reason why pricesin one segment
would affect pricesin another—for example, why prices in one country would affect pricesin
another. Theoretically, reference pricing systems and parallel trade appear to be factors that can
break down the ability of afirm to segment markets across national borders and allow indirect
transmission of prices from one country to another. Another mechanism for breaking down
segmentation is a uniform pricing strategy, where in response to parallel trade, a pharmaceutical
firm may choose to charge the same price for all countries, thus affecting the prices around the
world. Systematic parallel trade currently exists mostly within the EU; in the United States,
recently introduced legidlation would permit parallel imports to enter the United States.

The Economics of Price Discrimination and Market Segmentation’

For market segments to be preserved as distinct markets, it must be possible for afirm to
practice price discrimination, i.e., to sell essentially the same product to different customers at
different prices that are not directly related to the supply cost. This ability depends on severa
conditions? The first is that the seller must have some market power, or ability to influence prices

5 Parallel trade is the importation of products from countries with low cost by countries with higher
costs. This practice is discussed more fully later in this chapter.

® International reference pricing occurs when prices in one country are controlled in away that makes
them equal or proportional to prices in another country or to the average price in a set of countries. This
practice is discussed more fully later in this chapter.

" Much of the following discussion is based on F. M. Scherer and David Ross, Industrial Market
Structure and Economic Performance (Boston: Houghton Mifflin, 1990), pp. 488-516. See aso Hal
Varian, “Price Discrimination,” Handbook of Industrial Organization, Volume I, edited by R.
Schmalensee and R.D. Willig, Elsevier Science Publishers, B.V., 1989, p. 598.

8 Because different prices can reflect varying transportation or other costs and because price

(continued...)
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conditions? The first is that the seller must have some market power, or ability to influence prices
charged in the industry—a firm with market power can raise prices without losing al of its
customers. Second, the firm must be able to segment its market into groups that respond to changes
in price differently (different effective demand elasticities). And third, arbitrage must be limited;
low-price customers ought not to be able to resall the product to high-price customers. These
criteria are generally met for the markets in patented pharmaceuticals.

Price Discrimination and Fixed Costs

There are two types of production costs a pharmaceutical firm tries to recover when
pricing drugs: variable costs and fixed costs. Variable costs depend on the amount of output a drug
company producesH.e., the labor and materials required to produce given quantities of drugs.
Fixed costs are expenditures that are the same regardless of whether alarge quantity of output is
produced or none at al. Fixed costs for innovative pharmaceuticals are large because of theinitial
research and development required to put a new drug on the market.

At the beginning of this chapter the connections between high fixed costs, patent-protected
monopoly power, and the ability to segment markets and price discriminate were described.
Appendix F provides more details on how afirm may set priceswhen it is able to price
discriminate. (The appendix also discusses a particular, socialy efficient, form of regulated price
discrimination known as “Ramsey pricing.”) As aresult of such price discrimination—

Consumers most sensitive to price changes (i.e., those with elastic demand) will pay
less than those who are not as sensitive (those with inelastic demand);®

The large fixed costs of research and development will be covered;

Profits will be higher than with uniform pricing; and

Compared with uniform pricing, some forms of price discrimination may be
advantageous on a social welfare basis because it assures that some low-price sales
would take place in markets that otherwise would likely not be served at all.

|

Appendix F also discusses the dynamic nature of this pricing strategy in the
pharmaceutical industry. Competition in the pharmaceutical industry is based not only on price,
but also on the introduction of new patented drugs—as well as on the expiration of patents on older
drugs. With the ability to charge different prices to different market segments, the introduction of
new drugs provides drug firms with new or changing market segments.’® As consumers react to this
changing availability of new and older drugs, producers have the incentive to adjust their pricing
strategies among changing market segments. Their optimal pricing scheme, however, will remain
market segmentation and price discrimination.

®Because different prices can reflect varying transportation or other costs and because
price discrimination can be present even if all consumers are charged the same price, a better way
to describe price discrimination would be the sale of two or more similar goods at pricesthat are in
different ratios to marginal costs.

See Frank J. Ramsey, “A Contribution to the Theory of Taxation,” Economic Journal 37
(March 1927), pp. 47-61. A discussion appears in Scherer and Ross (1990), pp. 498-499.

Duncan Reekie, “ The PPRS: Regulations Without a Cause?’, Should Pharmaceutical
Prices Be Regulated? The Strengths and Weaknesses of the British Pharmaceutical Price
Regulation Scheme, Institute of Economic Affairs Health and Welfare Unit, 1997, p. 31.
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Market Segmentation in Pharmaceuticals

With a degree of market power,™* pharmaceutical producers can group their customers by
amultitude of criteria™? (or find them grouped by geographic, regulatory, or other circumstances)
and more or less effectively price discriminate, preventing each group from making purchases from
another group’s market.” It is for this reason that the same price for a given drug is not charged to
all consumers.** International market segmentation—or grouping consumers country by country—is
only one of many ways drug markets are segmented. This section briefly discusses some of the
criteria used to segment drug markets.

Within a given country, segmentation can be based on criteria found within private
markets or within government benefit programs, as well as by other criteria such as branded versus
generic drug use or chronic versus acute illness.® Internationally, markets might be segmented on
the basis of different regulatory regimes, patent protections, consumer demand elasticity,
geography and customs restrictions, and the role of doctors and insurance companies.

Segmentation in the private market

In the United States, the private market includes retail (comprising chain drug stores, mass
merchandisers, independent pharmacies, supermarket pharmacies, and mail-order pharmacies);
wholesale; hospital; HMOs and other managed care organizations and providers (such as clinics,
long-term healthcare facilities, nursing homes, outpatient facilities, and physician offices); and the
Internet.*® Nationwide, there are more than 30,000 pharmacies operated by chain pharmacy
companies, supermarkets, and mass merchants. In addition, there are another 20,000 independent
pharmacies.'” Mail-order pharmacies account for about 12 percent of the total retail prescription
market, including sales from Internet pharmacies.'®

Segmentation by size of buyer is apparent in drug sales to insurance companies, hospitals,
HMOs, and other managed care organizations. These ingtitutions arguably have their own market
power, the ability to bargain more advantageoudly with large sellers than do small groups or
individual consumers.*®

"The producer must not be a price-taker, asisthe case in perfect competition. With some
monopoly power, a producer has the ability to raise prices without losing all of its market share.

2F M. Scherer and David Ross, Industrial Market Structure and Economic Performance,
p. 489.

B¥Hal Varian, “Price Discrimination,” p. 599.

14James M. Henderson and Richard E. Quandt, Microeconomic Theory: A Mathematical
Approach, Third Edition, McGraw-Hill Publishing Company, 1986, p. 182.

BNational Health Policy Forum, Issue Brief: Pharmaceutical Market Dynamics, brief No.
755, Wednesday, May 31, 2000.

18 1hid.

National Association of Chain Drug Stores, Industry Facts, found at
http://www.nacds.org/ industry/industry fr.html and retrieved July 28, 2000.

N ational Health Policy Forum, Issue Brief: Pharmaceutical Market Dynamics, brief No.
755, Wednesday, May 31, 2000.

¥Congressional Research Service (CRS), The Library of Congress, CRS Report for
Congress, Prescription Drugs: Factors Influencing Their Pricing, updated Feb. 3, 1998,
p. CRS-7.
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Segmentation related to Government programs

A pharmaceutical producer may find its market segmented through various Government
benefit programs. For example, in the United States, the Federal market includes such programs as
the Federal Employees Health Benefits program, the Department of Veterans Affairs and its
Federal Supply Schedule, Medicaid, and various public health service programs. Other
U.S. Government programs have legislated drug pricing and reimbursement methodologies.® With
bargaining power similar to that of alarge private buyer, the U.S. Government can influence drug
prices by requiring drug manufacturers to provide rebates to States for Medicaid and the
U.S. Department of Veterans Affairs drug purchases.® This market power creates a market
segment separate from that of consumers with no such influence.

International market segmentation

According to severa studies, prices for pharmaceuticals can differ significantly across
countries,? reflecting differences in healthcare systems as well as in income and other factors.®
Trade barriers might be a cause of market segmentation; however, in the EU, drug price
differentials between member States have remained despite the removal of tariff barriers.®
Segmentation can be based on differences in regulatory regimes, patent protections, consumer
demand elasticity, consumption patterns, geography and customs restrictions, the role of doctors
and insurance companies, and other criteria

Regulatory differences between countries mean that drug producers can sort customers by
the effects government restrictions have on drug demand. A possible reason for higher pricesin the
United States is that Canada, Mexico, and most European countries have government systems for
negotiating drug prices or controlling costs. There are fewer such regulations in the United States.
Various forms of market regulation include direct price regulation, manufacturer-specific budgets
(revenue limits), internal reference price limits on reimbursement, rate-of-return regulation,
physician drug budgets, patient copayment systems, and managed care systems.”® These differences
across countries provide criteriafor drug producers to use in segmenting markets internationally.

Patent and intellectual property rights protection also varies between countries. Patent
regimes can vary in terms of the application process, clinical trials, approval time, duration of
patent, strength of patent laws, level of patent enforcement, patent expiration rules, role of brand-
name substitutes, role of generics, and other factors. Market segmentation can focus on these
differences. (For more information, see Chapter 3.)

“National Health Policy Forum, Issue Brief: Pharmaceutical Market Dynamics.

ZCRS, Prescription Drugs: Factors Influencing Their Pricing, p. CRS-8.

ZAs discussed earlier, international price comparisons of pharmaceuticals are subject to a
number of difficulties. The number and nature of these problems suggest that comparisons should
only be used with extreme care if at all. Duncan Reekie, Should Pharmaceutical Prices Be
Regulated? The Strengths and Weaknesses of the British Pharmaceutical Price Regulation
Scheme, p. 21.

Zpgtricia M. Danzon, “The Economics of Parallel Trade,” Pharmacoeconomics, 13(3),
1998, p. 294.

ZPpatricia M. Danzon, “Price Discrimination for Pharmaceuticals: Welfare Effectsin the
US and the EU,” International Journal of the Economics of Business, Val. 4, No. 3, 1997, p. 302.

Zpgtricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global
Interests, The AEI Press, Washington DC, 1997, p. 16.
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Breakdown of Market Segmentation

If apharmaceutical firm is not able to maintain or create market segments, there is reason
to believe that regulations in one market or country could affect prices in another segment or
country. As mentioned above, anything that diminishes the ability to sort customers by group, by
product, by individual,® or to prevent resale or arbitrage between segregated groups,?” may result
in a breakdown of market segmentation.?®

Market segmentation of pharmaceuticals may be diminished by a number of factors. Two
of these include parallel trade?”® and reference pricing.* Parallel trade takes place where a good has
significantly different pricesin two or more different markets. Traders buy in low-price markets
(such as France or Greece) and resell in higher price markets (such as the United Kingdom,
Germany, and the Netherlands). It is aform of arbitrage that helps pricesin different countries
converge.® Parald trade has been upheld by the European Court of Justice as consistent with
principles of free trade within the EU. Opportunities for parallel trade might be increasing owing
to, among other factors: (1) the 1995 launch of the European Agency for the Evaluation of
Medicinal Products, which can grant simultaneous approval of new drugs throughout the EU, and
(2) the accession to the EU of lower-price countries and the growing links with Eastern Europe.®

In the United States, parallel trade is the subject of recent legidlation that considers
allowing U.S. druggists and wholesalers to import drugs. In 1999, U.S. Representatives Bernie
Sanders of Vermont, Jo Ann Emerson of Missouri, and Marion Berry of Arkansas proposed abill
entitled the International Prescription Drug Parity Act. A modified version of the bill, allowing
pharmaceutical companies the right to decide whether or not to reimport drugs, was signed into law
as part an agriculture bill in October 2000.%

Paralld trade diminishes a drug producer’s ability to segment markets because consumers
in one segment are making purchases from another. As supply increases in the high-price segment
and decreases in the low-price segment, the gap in prices would tend to decrease. Similar effects
are redlized from the use of reference pricing, in which levels of reimbursement to drug producers
are fixed for a particular product or group of products.® The government or insurer sets asingle

%F.M. Scherer and David Ross, Industrial Market Structure and Economic Performance,
p. 489.

2'Hal Varian, “Price Discrimination,” p. 599. This source states that several common
mechanisms can be used to prevent resale in various industries: some goods, such as services or
electric power, are difficult to resell because of the nature of the good; tariffs, taxes, and
transportation costs can impose barriers to resale; afirm can contractually restrict resale, asisthe
case with software manufacturers who offer educational discounts to students who sign an
agreement not to resall; and a firm can modify its product, making consumers in one market
segment “self-select” the version they prefer and reject versions sold to different segments.

%Commission staff interview with Patricia M. Danzon on July 24, 2000.

®pgtricia M. Danzon, “The Economics of Parallel Trade,” p. 293.

*®Duncan Reekie, Should Pharmaceutical Prices Be Regulated? The Strengths and
Weaknesses of the British Pharmaceutical Price Regulation Scheme, p. 76.

Mpid.

*pgtricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global
Interests, pp. 84-85.

#Washington Post, “Clinton Signs $80 Billion Agriculture Bill,” October 29, 2000, p. A5.

*Duncan Reekie, Should Pharmaceutical Prices Be Regulated? The Strengths and

(continued...)
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reimbursement (reference) price for al productsin a cluster. In theory, the manufacturer is free to
charge a price above the reference price, but in that case, the patient must pay the difference as an
excess out-of-pocket charge.®

Reference prices can be set in a number of ways. For example, in 1996, Italy imposed a
form of reference pricing which limits reimbursement to the price of the cheapest product in a
given therapeutic class.*® Other countries have used reference prices based on existing generic
equivalents. Of importance to market segmentation is reference pricing that establishes alimit on
reimbursement based on the average foreign price of the same drug.

Paralld trade " exports’ low prices from low-price countries to other potentialy higher-
price countries. Reference pricing has been argued to have the same effect because it reduces prices
“across the board” to foreign price levels. Reference pricing has been described as an equivaent to
100 percent parallel trade.*’

Other Related Issues

Welfare Implications of Price Discrimination

When adrug producer charges different pricesin different market segments, it may not
only maximize profits but also have significant welfare effects on consumers. If al consumers are
charged the same price, the price-sensitive consumers will reduce their demand by more than the
price-insengitive consumers, and the result will be alossin welfare relative to the segmented
market situation. The most price sensitive consumers, generally those least able to pay, may drop
out of the market altogether, even though they might have been willing to pay a price sufficient to
cover the marginal costs. Their consumption at a marginal-cost price would not add to the joint
fixed costs of a producer. More simply stated, the literature suggests that if a uniform priceis
charged for all markets and all countries, some markets might end up with no innovative drugs at
al.®

Free-Rider Issue and Total Revenues

Since price discrimination based on price elasticities means that pricesin drug markets are
set according to consumers' willingness to pay, consumers (or their insurers, or national regulatory
bodies) might benefit from concealing their willingness to pay. There may be “temptation and
leverage for regulators and major purchasers to force prices down to marginal cost.”* A country
might impose regulations that limit prices to cover operating costs within the country, but not
provide any contribution to the global joint costs of research and development. Such consumers

3(...continued)
Weaknesses of the British Pharmaceutical Price Regulation Scheme, p. 76.

*patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global
Interests, p. 19.

*Duncan Reekie, Should Pharmaceutical Prices Be Regulated? The Strengths and
Weaknesses of the British Pharmaceutical Price Regulation Scheme, p. 76.

$"Patricia M. Danzon, “The Economics of Parallel Trade,” p. 294.

%¥Seg, for example, Scherer and Ross, Industrial Market Structure and Economic
Performance, pp. 494-496.

*patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global
Interests, p. 13.
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and countries can be viewed as free-riders. These practices do not necessarily cause any change in
the prices charged in other countries, but the resulting decrease in total revenues for the drug firm
will likely mean less innovation and fewer new drugs introduced on the market.

According to one expert, cost-shifting (the argument that low prices in one market are
shifted into higher pricesin other markets) is generally unlikely.® A profit-maximizing firm will
choose optimal pricesin separate markets. A change in conditionsin one market will not
necessarily change the conditions, or optimal prices, in another.

Welfare Effects of Parallel Trade and Reference Pricing

Asindicated earlier, parallel trade and reference pricing create “ spillovers’ of pricesin one
market segment (or country) to prices in another. The regulation of pharmaceutical pricesin one
country can directly affect the revenues of research-based pharmaceutica firms, regardless of their
country of origin. According to some literature, in addition to this direct effect on revenues,
possible indirect effects can occur when low prices in one country spill over to affect pricesin
other countries. These spillovers can cause a cross-national multiplier effect, where stringent price
regulation in one country can reduce the total revenues of multinational drug firms by a factor
larger than the direct effect in the country that initiates the regulation.**

Although price discrimination across market segments is considered to be more profitable
than a uniform pricing policy, in the long run, a drug producer’s best strategy when faced with the
threat of parallel trade or international price comparisonsisto set a uniform pricein all countries
that are linked either by such trade or price comparisons. Thisis essentialy a market
acknowledgment that the distinction between two segments has been broken, that there isnow in
effect a single segment, with a single price. The revenue loss for the firm would be smaller under
uniform pricing than would occur if differential pricing were attempted and defeated by parallel
trade or reference price linkages.* The resulting uniform price should lie between the prices that
would have been charged without the threat of parallel trade or reference pricing.

In this situation, consumers in the traditionally low-priced country are worse off because
they now face a higher uniform price. The short-run effects of uniform pricing would seem to
benefit consumersin the higher priced country, as the price they face would be lower (though the
lower prices of goods bought through parallel trade would likely accrue to intermediaries such as
parallel traders, wholesaers, and retail pharmacists, while consumers would continue to pay the
higher, regulated price).* As mentioned earlier, however, the long run effect would seem to be that
all consumers could be worse off if lower total revenues for pharmaceutical firms mean less
research and development, and thus fewer new drugs on the market.*

Ol pid.

“bid., pp. 84-85.

“?Pgtricia M. Danzon, “The Economics of Parallel Trade,” p. 299.

“3patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global
Interests, p. 86.

“Ibid., p. 87.
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costs of research and development.* This framework is widely used in economic literature to
describe the drug industry, but there are other possibilities. One adternative is that drug companies
maximize total revenues. There is an economic distinction between maximizing revenues and
maximizing profits.

According to a study by Sager and Socolar, drug manufacturers “do not set prices to cover
research costs. They set prices as high as they can, in hopes of maximizing revenue. When they
face little pressure from competing manufacturers, as when they enjoy a monopoly or an oligopoly,
they are able to set very high prices.”*® According to this study, the causes of high pricesin
pharmaceuticals include government inaction in the face of price regulation in other countries, lack
of competition, high profitsin the U.S. pharmaceutical industry, manufacturers pricing strategies,
and market conditions that exacerbate income inequalities by favoring large buyers over out-of-
pocket purchasers.*’

Foreign Regulatory Behavior and Foreign Prices

There are many types of pharmaceutical market regulation seen across the G-8 countries
and Mexico. The United States appears to have higher prices than most countries’ and less
regulation,* and some of the countries with the strongest regulations appear to have among the
lowest prices (France and Italy for example). This suggests that price controls have an effect on
prices within a given country. More complete discussion of individua countries and price control
or cost-containment programs is provided in chapter 4.

Governments cite several reasons for drug market regulation. First, governments use
regulations as a means to reduce public expenditures on health.® A second objective is to promote
industrial policy goas of domestic employment, investment, and international competitiveness.>
Additionaly, the third-party payment characteristic of prescription drug consumption is cited as

“ Commission staff interview with Patricia M. Danzon on July 24, 2000.

“ Alan Sager and Deborah Socolar, Boston University School of Public Health, Access and
Affordability Monitoring Project, Affordable Medications for Americans: Problems, Causes, and
Solutions, for Presentation to the Prescription Drug Task Force, United States House of Representatives,
July 27, 1999, p. 9.

“8 Patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global Interests,
p. 31. The difficulty of international price comparisons was discussed earlier in this chapter.

“ U.S. General Accounting Office, “Prescription Drugs: Companies Typicaly Charge Morein the
United States Than in Canada,” GAO-HRD-92-110, Washington, DC, 1992, p. 10.

% Michadl L. Burstal, Bryan Reuben, and Anthony Reuben, “Pricing and Reimbursement Regulation
in Europe: An Update on the Industry Perspective,” Drug Information Journal, Vol. 33, 1999, p. 669.

*! Patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global Interests,
p. 15.
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justification for regulation—patients consuming drugs or the doctors that prescribe them often have
afinancia stake in consumption decisions.>> Some methods of pharmaceutical regulation include—

(d  direct control of prices for new and/or existing medicines on a product-by-product
basis;

indirect price control by limiting reimbursement, and operating a reference pricing
system;

| profit controls; and

O  mandatory cuts or freezesin medicine prices generally.

Supply-Side M easures

Cost-containment measures can be divided into supply-side and demand-side policies.
Supply-side policies affect the manufacturer and distributor, and may involve reference pricing,
positive and negative lists, price controls, and profit controls, among other things.®

Direct price controls in France, Italy, Spain, and other countries require that prices of new
products and changes in the prices of existing products be approved if they are to be reimbursed by
the social insurance system. Several criteria can be used to regulate prices: internal comparisons
with existing products, therapeutic merit, or contribution to the domestic economy and labor force.

Reference pricing has been introduced in many countries, including Germany (1989), the
Netherlands (1991), Sweden (1993), and Denmark (1993). Health authorities establish a“reference
price” that will be reimbursed for different single products or therapeutic classes. Patients who
prefer more expensive products are required to pay the difference. Reference pricing can create
competition between products within a cluster of drugs for prices above the reference price.
However, some studies question the effect on those products priced below the reference price.
According to pharmaceutical industry representatives, prices of those products with market prices
which would be below the reference price are usually raised to the reference level because thereis
less incentive to charge alower price.®® The impact of reference pricing on drug spending depends
on how broadly the product clusters are set, and how the reference prices are set.

Positive and negative lists are used to classify drugs according to their igibility for
reimbursement. Drugs on the positive list are reimbursed; those on a negative list are not. An
objective of these ligtsis to eliminate “useless’ drugs, or those of questionable efficacy.> A
problem encountered has been the difficulty of denying popular drugs, even if they are seen as not
medically effective.

%2 Michadl L. Burstal, Bryan Reuben, and Anthony Reuben, “Pricing and Reimbursement Regulation
in Europe: An Update on the Industry Perspective,” p. 669.

% National Economic Research Associates (NERA), Market Segmentation: A Report for ESPG of
EFPIA, London, Mar. 1996, pp. 2-4.

% Patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global Interests,
pp. 19-20.

® PhRMA, Written Submission, Aug. 4, 2000, p. 4.

% Michadl L. Burstal, Bryan Reuben, and Anthony Reuben. “Pricing and Reimbursement Regulation
in Europe: An Update on the Industry Perspective,”p. 669.
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Rate-of -return regul ations such as the Pharmaceutical Price Regulation Schemein the
United Kingdom regulate profits instead of prices. In such a system, companies themselves can
determine the launch prices of new drug products, but they face a constraint on tota rate of return
on capital for their total portfolio of different products being reimbursed by the government.
Although this system of profit control more explicitly recognizes the need to cover the large fixed
costs of research and development, one argument suggests that it creates other potentialy distorting
effects, such asincentives for creative accounting and distorted incentives for real resource use to
maximize the base on which returns are calculated, and thus the allowed profits.®

Demand-Side Measures

Demand-side pharmaceutical regulations target the prescriber and the patient. Such
measures include patient copayments, budgets for doctors, incentives to prescribe generic
equivalents or paralle imports, transfer of products from prescription to over-the-counter (OTC)
status, and advice and guidelines for doctors and other prescribers. Some of these are described
below.

Patient copayment schemes have a number of effects. Firgt, they transfer some of the
burden of drug expenditures from the socia insurance system to the patient. In addition,
copayments may reduce the overal level of drug consumption.® The United Kingdom operates a
system of fixed copayments, where the consumer pays the same fee irrespective of the product
purchased. Such a scheme might favor consumers buying expensive drugs or large packs.

Physician drug budgets place physicians directly at risk for the financial consequences of
their prescribing habits. Doctors, who generally do not directly profit from dispensing drugs, may
nevertheless have an incentive to use prescriptions as a means of stimulating additiona patient
visits.® Physician drug budgets aim to remove such incentives. In the United Kingdom, the
National Health Service disseminates information on drug prices and notifies individual physicians
when their prescribing costs exceed the norm for their given specialty. Such restrictions have had
success in reducing drug expenditures, though it has proven difficult to enforce collective sanctions
on doctors.®

*"Patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global
Interests, p. 21.

*Michadl L. Burgtall, Bryan Reuben, and Anthony Reuben. “Pricing and Reimbursement
Regulation in Europe: An Update on the Industry Perspective,” p. 675.

*patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global
Interests, p. 24.

“Michadl L. Burgtall, Bryan Reuben, and Anthony Reuben. “Pricing and Reimbursement
Regulation in Europe: An Update on the Industry Perspective,” p. 675.
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Methodological Issues in Measuring Pharmaceutical
Prices

Comparing pharmaceutical prices in the United States with those in other countries first
reguires an accurate measure of the prices to be compared. Numerous studies have evaluated
global drug prices, but the results vary significantly. This section describes some principles that
should be used in making drug price comparisons, the complexities involved in such an exercise,
and areview of severa price comparison studies found in the literature.

Price Comparison Principles

International drug price comparisons are sensitive to measurement methods. Different
choices can reverse the relative price ranking of two countries. For a price comparison to be
meaningful, it should—

compare similar products in similar markets at similar times;

use a representative sample of the drugs on the market of the countries to be
compared,

be based on a similar point in the distribution process;

be based on actua transactions that account for discounts, rebates, tied sales, or
other factors that influence price; and

address issues related to currency conversions such as exchange rates or purchasing
power parity measures.

O did OO0

Some key components of price comparisons are briefly discussed below.
Similar Products in Similar Markets at Similar Times

Pharmaceutical usage varies across countries because of differencesin medical problems,
medical culture, government regulation, and personal preferences. Moreover, although many
products are patented products, others also have generic versions. These differences have resulted
in an extremely large number of pharmaceutical products. Even when products are ostensibly
similar, consumption variesin terms of dosage, strength, packaging, and means of delivery. Drug
products in two countries might match in terms of one or more of these criteria, but likely not all of
them. All of these factors may affect the price of the final product. The great variety of products
across countries makes identifying similar products for comparison very difficult.

One approach to the diversity of products isto compare the price of the molecule, which is
the volume-weighted average of prices charged by al manufacturers of the basic compound. This
approach makes comparisons possible when there may only be overlap between the productsin
different countries at the active-ingredient level, and it may be the only feasible procedure in some
cases. Nevertheless, it blurs some distinctions, such as differences between brands, between generic
and brand-name drugs, and between OTC and prescription drugs. Sometimes other characteristics
can be combined with the molecule-based approach. For example, prices could be gathered on a
certain molecule in a particular type of package.
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Part of the similar-product issue is defining the precise quantity unit about which to gather
price information. Possible quantity units include price per pill, price per daily dose, price per
course of therapy, and price per gram of active ingredient. Differences among countriesin
dosage forms, package sizes, strengths, and other factors imply that the choice of a quantity unit
affects prices.

As previously discussed, prices may vary in different market segments within the same
country. Thisis particularly true when part of the market is private and part is public or controlled
by government regulation or when there are large institutional purchasers and small purchasers.
One approach would be to compare the prices in similar market segments across countries;
however, markets may be segmented differently in different countries. Price data should be
collected in away that corresponds to the amount of salesin different market segments within a
country. This approach will permit a determination of whether price differences are due to
differences in the same market segments across countries or to a different mix of market segments
in the countries.

Almost al studies compare prices across countries at approximately the same point in
time. Because changes can occur in adrug’s patent status, in price regulations, and in foreign
exchange markets, studies based on multiple time periods provide more robust results. Time-series
data permit an examination of trends in relative prices and correlations with other causative
factors. However, the difficulty in gathering data has precluded such an analysis of price trends
and therefore, most studies have only analyzed data at a single point in time.

Representative Samples

The goals of the study dictate the type of sampling procedures to be used. Some specific-
issue studies have gathered price data only on a small subset of the pharmaceutical market. If the
study’ s purpose is national policy analysis, then a more comprehensive approach is needed. In this
case, prices should be gathered for products that are representative of the entire set of products
available in the countries under comparison, and, as previously mentioned, prices should be
gathered for a representative sample of the market segments within a country.

A full welfare analysis, which would evaluate how a representative domestic consumer
would fare if he or she faced prices in a comparison country for some group of goods, would
require information about the demand characteristics for the goods under comparison. Price
indexes approximate the actual welfare change and only require information about prices and
guantities, which are used to weight the prices according to their importance in expenditures of one
of the countries. The Laspeyres index uses the base period/country quantity weights, and the
Paasche index uses the comparison period/country quantity weights. The Fisher and Divisia
indexes use an average of the observed quantities as weights. For example, in a price comparison
between the United States and Canada, the Laspeyres index weights each price by the volume of
consumption in the United States, while the Paasche index uses Canadian weights. The Laspeyres
index is appropriate if the policy question is what the costs of medicines would beto U.S.
consumers if they faced Canadian prices. This assumes that U.S. consumers would not switch to
Canadian consumption patterns even if faced with Canadian prices. Because consumption patterns
vary from one country to another, the use of different indexes and their various weighting schemes
can reverse the price ordering between two countries.
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A representative sample of pharmaceutical productsis aso likely to be large given the
large number of products. A price index is a convenient way to summarize the resultsin which the
prices are weighted by some combination of expenditure shares in the countries under comparison.
If asmple unweighted average of price comparisonsis caculated, it implicitly assumesthat all of
the products are weighted equally, an often unrealistic assumption.

Pharmaceutical products can be classified in a variety of ways, such as patented versus
generic, generic versus brand name, OTC versus prescription, or innovative versus mature product.
Certain classifications are more important for some countries than others. For example, generic
products accounted for nearly half of the drug prescriptions in the United Statesin 1998, though
this fraction is lower in many other countries.’* To be fully representative, the sample should
include drugs from these different classes in proportion to their prevalence in nationa expenditures.

A tradeoff exists between the need to compare only similar products and the need to have a
truly representative sample of a country’s pharmaceutical market. If products under comparison
are required to match in al dimensions (active ingredient, brand, type of dose, strength, pack, and
so forth), the sample size could be very small and not representative of the available drugsin the
given country.

Point on Distribution Chain

Prices for pharmaceuticals can be measured at different points along the distribution chain:
the ex-manufacturer price, the ex-wholesale price, and the retail price. Theretail price differsfrom
the ex-manufacturer price because of the wholesale and retail distribution markups. Further gaps
are created by value-added taxes, other fees, and transportation and handling costs. These factors
can vary across products, manufacturers, and countries of origin and destination. If retail price
comparisons are to be used to make inferences about ex-manufacturers’ prices, information on
wholesale and retail marginsis required. To be meaningful, comparisons must be made at the same
distribution point or account for margins and any relevant costs such as transportation and handing
costs.

Actual Transactions

Actual transaction prices frequently vary considerably from published price lists and from
prices that traders report if simply asked to state a transaction price. Also, many firms offer price
discounts that might be based on volume purchased over some long period of time, promptness of
payment, class of customer, location, or on other factors. For these reasons, studies based on
actual transaction prices adjusted for any discounts, rebates, and so forth, are more reliable than
those based on published price lists, orally reported prices, and secondary sources. Owing to the
large number of transactions, pharmaceutical price comparisons have often relied on non-
transaction price data; some studies have even compared data obtained by one method in one
country with data obtained by another method in another country.

&1 Patricia M. Danzon,"Price Comparisons for Pharmaceuticals: A Review of U.S. and
Cross-National Studies,” The AEI Press, Washington, D.C., 1999, p. 11.
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Foreign Currency Conversions

Because exchange rates deviate from purchasing power parity (PPP), conversions made on
the basis of exchange rates will differ from those made on the basis of PPP. While PPP
conversions are arguably more apt for comparisons at the final consumer level, exchange rates are
better suited for regulatory purposes. Exchange rates determine a producer’ s actua revenues from
foreign salesin terms of domestic currency. Most international price comparisons have used
exchange rates at the time of the study to convert prices to a single currency.

Review of Price Comparison Studies
The following list represents some recent pharmaceutical price comparison studies—

U.S. General Accounting Office, 1992

U.S. House of Representatives Minority Staff International Report, 1998%
Public Citizen Health Research Group, 1997%

Danzon and Kim, Pharmacoeconomics, 1998%

Danzon and Chao, Journal of Health Economics, 2000%

ooodoo

The results of these studies vary considerably and are influenced by the methods used to collect and
analyze prices. This section will briefly describe these studies and highlight the significant
differencesin their respective conclusions.

U.S. General Accounting Office, 1992¢

This GAO study found that U.S.-Canadian price differences at the ex-manufacturer level
varied widely. U.S. prices ranged from 44 percent lower to 967 percent higher than the Canadian
prices. Most drugs studied were found to be more expensive in the United States. Of the drugs
compared, 98 were priced higher in the United States and 23 were priced lower. Almost half of the
121 drugs studied were priced over 50 percent more in the United States than in Canada.®® The
aggregate basket of 121 prescriptions would cost 32 percent more in the United States than in
Canada. The study concluded that the price differences are largely attributable to actions taken

€21.S. Genera Accounting Office, “Prescription Drugs: Companies Typically Charge
More In the United States than in Canada,” GAO-HRD-92-110, Washington, DC, 1992.

®Minority Staff International Report, Committee on Government Reform and Oversight,
U.S. House of Representatives. “Prescription Drug Prices in the 1% Congressional District in
Maine: An International Price Comparison,” October 24, 1998, p. 1.

®public Citizen Health Research Group, International Comparison of Prices for
Antidepressant and Antipsychotic Drugs, Washington, D.C., 1997, p. 1.

®patricia M. Danzon, and Jeong D. Kim, “International Price Comparisons for
Pharmaceuticals: Measurement and Policy Issues,” p. 115.

%patricia M. Danzon, and Li-Wei Chao, “ Cross-National Price Differences for
Pharmaceuticals: How Large and Why?’ Journal of Health Economics, Vaol. 19, 2000, p. 1.

7U.S. Genera Accounting Office, “Prescription Drugs: Companies Typically Charge
More In the United States than in Canada,” GAO-HRD-92-110, Washington, DC, 1992.

% |bid., p. 12.
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by Canada s Federa and Provincial governments to restrain drug prices, not to any differencesin
manufacturers costs between the two countries.”

The study purported to compare the manufacturers: component of the prices of drugs
bought by retail pharmacies in the United States with the prices of similarly purchased drugsin
Canada. The GAO obtained U.S. ex-manufacturer prices from the Wholesale Acquisition Cost
(May 1, 1991), as marketed by Medi-Span, a private firm that gathers pharmaceutical information.
Canadian prices were the Best Available Price as reported in the Ontario Drug Benefit Formulary,
February 1991. U.S. drug prices were listed for specific package sizes, but most Canadian prices
were unit prices (per tablet or capsule), almost always based on the largest package of a given drug
sold in Canada. The Canadian unit price was converted to a price per package by multiplying by
the number of unitsin the U.S. package. The quantity unit was the package that represented the
typical U.S. package size.

The GAO initially selected the 200 most frequently dispensed drugs by U.S. drug stores,
these represented 54 percent of al prescriptions dispensed in 1990. It matched 121 drugs by brand
name, manufacturer, dosage strength, and dosage form in both the United States and Canada. The
remaining 79 drugs were excluded because of differences in dosage, prescription versus
OTC usage and availahility in both countries, and because some generic drugs sold in the United
States were manufactured by a company with no affiliate in Canada.” The study used the May 1,
1991, exchange rate to convert Canadian pricesto U.S. dollars.

The GAO study compared both the prices of individual drugsin Canada and the United
States and an aggregate cost of purchasing a common prescription for all 121 drugsincluded in the
study. GAO was unable to weight individual drug price differences by relative sales volume
because U.S. sales information was not available for each drug.” The GAO was reasonably
successful at comparing similar products. For each selected drug, it matched brand, strength,
dosage form, and prescription versus OTC. Nevertheless, the Canadian prices appear to be based
on alarger package size than the U.S. package, which implies alower Canadian unit price.

A sample that includes 54 percent of the prescription market appears comprehensive, but
Danzon criticized it for being based on only small, unrepresentative samples of leading brand
prescription drugs sold by the same originator company in all countries.”? The GAO did not place
any error bounds on either itsindividual or aggregate estimates, so it is difficult to provide a
definitive assessment of sample adequacy. It did, however, exclude manufacturers’ discounts to
Medicaid, many managed-care programs, and mail-order pharmacies, which are important
segments of the U.S. market, and it appears that OTC drugs were not included in the sample.
These factors bias the U.S. prices upward.

Theinahility to create a price index based on quantity makes the estimate of the aggregate
pharmaceutical market basket suspect because all drugs are equally weighted regardless of their
prevalence in expenditures. Not knowing the details behind the data collection methods of the
secondary sources used for the price data makes it difficult to assess whether the prices are at the
same distribution point. The prices were not, however, actual transaction prices, and how they

®lbid., p. 2.

lbid., p. 10.

“bid., p. 11.

2pgtricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global
Interests, p. 32.
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accounted for discounts, transportation and handling costs, and other factors cannot be discerned.
The reported information indicates that U.S. prices were likely biased upward owing to sample
selection issues, and Canadian prices were likely biased downward owing to the package size issue.

U.S. House of Representatives Minority Staff International Report, 19987

The 1998 Minority Staff International Report concluded that the average price in Maine to
retail customers who buy their own drugsis 72 percent higher than the average price in Canada,
and 102 percent higher than the average price in Mexico.” The study concludes that “drug
manufacturers appear to be engaged in * cost-shifting.” They charge low pricesto consumersin
Canada and Mexico and appear to make up the difference by charging far higher pricesto senior
citizens and other individual consumersin the United States.” ™

This study is based on prices of 10 patented nongeneric drugs with the highest annual sales
to older Americansin 1997. The sample is based on a survey of six independent pharmacies and
three chain storesin Maine' s First Congressiona District, four pharmacies in Canada, and three
pharmaciesin Mexico. The study used the same strength, dosage form, and package size asthe
GAO study when possible. If the drugs were not included in the GAO report, the study used the
most common dosage, form, and package size asindicated in the Drug Topics Red Book.

Several drugs from Mexico were unavailable in the same dosage and form. When dosage
did not match, comparisons were based on linear equivalents. For example, the report compared
the cost of sixty 5-mg. Zocor tablets in the United States to thirty 10- mg. tabletsin Mexico. This
type of adjustment of the quantity unit could have biased the results.

Another potential source of biasis the study’s reliance on a small sample of only
10 products, which were all brand-name products and market leaders by dollar volume of
U.S. sdles. Prices were reported for individual retail sales and may exclude sales through HMOs
and insurance plans that use their market power to lower drug costs to participants; thus some
important market segments may have been ignored. Also, data were gathered from a small number
of pharmacies and may not be representative of total salesin the countries involved.

The method of price-indexing is another issue in the study. The 10 drugs were weighted
equaly, ignoring differencesin market shares. The price differences for individua drugs ranged
between 23 percent and 136 percent for the United States versus Canada and between 20 percent
and 280 percent for the United States versus Mexico. Because consumption levels are not taken
into account, the reported average price differences between countries is very sensitive to adding or
deleting drugs from the sample.”

“Minority Staff International Report, “Prescription Drug Prices in the 1% Congressional
Didtrict in Maine: An International Price Comparison.”

“1bid., p. 2.

“Minority Staff International Report, “Prescription Drug Pricesin the 1% Congressional
Didtrict in Maine: An International Price Comparison.” p. 2.

"6 Patricia M. Danzon, Price Comparisons for Pharmaceuticals: A Review of U.S. and
Cross-National Studies, p. 29.
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The reported prices appear to be at asimilar distribution point—.e., retail sales. The prices
appear to be based on oral reports of pharmacists instead of on actual transactions. A currency
conversion using exchange rates was used. In summary, the small sample size severely limits the
generality of the conclusions reached in this study.

Public Citizen Health Research Group, 19977

This study concluded that the average acquisition costs for eight innovative antidepressant
and antipsychotic drugs were 1.7 to 2.9 times higher in the United States than in the other countries
involved.™ In this study, the price of the average acquisition costs to a pharmacist of a 30-day
supply were compared for these drugs. The data were obtained in 1997 from English-speaking
pharmacists willing to participate in the study from Canada, Mexico, the United States, and all
countriesin the EU. U.S. wholesale costs were obtained from the Nationa Prescription
Audit—1996.

In this narrowly defined study, care was taken to compare similar products. Besides
matching the molecule, packaging had to conform to the 30-day-supply criterion. Pointsin time
were similar but not exactly the same. The distribution point (pharmacist acquisition cost) was
similar in each country; Greece was eliminated when researchers were unable to obtain data at that
level. Costs in other currencies were directly converted to U.S. dollars using the exchange rate at
the time costs were collected. The authors did not elaborate as to whether the costs were based on
actual transactions and adjusted for any discounts or other requirements. The sample of eight drugs
is considered to be an extremely small sample of more expensive innovative drugs and not likely to
be representative of the overall pharmaceutical market. Similarly, the foreign data used are based
on the report of a single pharmacist in each country and may not be representative of the overall
prices for those products in those countries. These sample selection concerns severdly limit the
generality of the conclusions of this research.

Danzon and Kim, 1998

Danzon and Kim presented a study of relative drug pricesin the United States and eight
other countries: Canada, Germany, France, Italy, Japan, Switzerland, Sweden, and the United
Kingdom.®® This study explored different price-indexing methods, product definitions, and quantity
units; it generally found smaller price differences and, in some cases, foreign prices that were
higher than U.S. prices. The study concluded that international drug price comparisons are
sensitive to methodological issues, such as sample selection, quantity unit, and the relative weight
given to consumption patternsin the countries being compared.

The data were from Intercontinental Medical Statistics (IMS) for sales of single- molecule
cardiovascular products between October 1991 and September 1992. Sales were at the
manufacturers’ level and did not include sales to large purchasers, such as managed care
organizations, HMOs, and non-pharmaceutical outlets. Sales did, however, include generics and
some OTC products.

""Public Citizen Health Research Group, International Comparison of Prices for
Antidepressant and Antipsychotic Drugs, p. 1.

8 Ibid.

"Patricia M. Danzon and Jeong D. Kim, “International Price Comparisons for
Pharmaceuticals: Measurement and Policy Issues,” p. 115.

®pid., p. 123.
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Products were defined either by International Product Name (1PN) or by molecule and
therapeutic category (MOL/ATC). IMS assigns two drug products the same IPN if two of three
conditions are met: (1) the same chemical composition or (2) the same brand name, or (3) produced
by the same corporation, including majority-owned subsidiaries. MOL/ATC definitions identify
drug products by their active ingredient (molecule) and 4-digit anatomical therapeutic class. Two
separate quantity units were used: IMS standard units (SU), which consist of one tablet, one
capsule, 5 ml. of liquid, or other proxies for a single dose, and number of grams (KG) of active
ingredient. Because average strength per dose can vary significantly across countries, these two
measures can yield dissimilar results. Strength per dose is higher in the United States than in many
countries, so comparisons based on SU showed a greater price difference between the United States
and other countries than did comparisons based on KG. Thiswas especidly true in the case of
Japan, where doses are reportedly weaker than in other countries.®

The report presents three indexes (Laspeyres, Paasche, and Fisher) and unweighted
relative prices.®? As noted above, the use of different indexes influences the resulting price
comparisons. For example, depending on the price index used, pharmaceutical pricesin Canada
could be as much as 6.9 percent lower than in the United States, but as much as 116.6 percent
higher (see table 2-1). Also, foreign prices appear lower when price indexes are based on foreign
consumption weights. This phenomenon is known as the Gerschenkron effect, areason for which is
that countries consume relatively more of the products that are relatively inexpensive.

The IPN or MOL/ATC product definitions result in similar products being compared in
most product dimensions. The use of the IMS standard unit and the number of grams is preferable
to using package size, which has shown much variation across countries. The sample from the
United States included 354 products based on IPN definitions and 105 based on molecule
definitions. Using the IPN definitions, matching products accounted for less than half of salesin
the United States for five of the eight countries; the share was generally over 90 percent when
using the MOL/ATC definitions.

Coverage included generics and some OTC drugs, athough some discount sales were
eliminated. Although coverage in this study was one of the broadest, the sample consisted entirely
of cardiovascular drugs, which limited its generality. The distribution points were manufacturers
prices, athough the details of IMS's data gathering process were not presented in detail, precluding
a determination of whether the data were based on transaction prices.

&bid., p. 124.
8The Laspeyres index uses U.S. quantity weights; the Paasche index uses foreign quantity
weights, and the Fisher index is the geometric mean of the Laspeyres and Paasche indexes.
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Table 2-1
Price indexes relative to the United States, single molecule cardiovascular drugs, all dosage forms,
1992

Index us Canada Germany France Italy Japan Switzerland Sweden UK
Matched by

IPN

Laspeyres-KG 1.000 1.062 0.816 0.426 0.611 2.789 0.625 0.718 0.720
Laspeyres-SU 1.000 0.969 0.754 0.620 0.865 0.713 0.791 0.653 0.686
Paasche-KG 1.000 1.046 0.542 0.378 0.418 0.987 0.574 0.562 0.606
Paasche-SU 1.000 0.973 0.308 0.447 0.488 0.555 0.688 0.542 0.620
Fisher-KG 1.000 1.054 0.665 0.401 0.505 1.659 0.599 0.635 0.661
Fisher-SU 1.000 0.971 0.482 0.526 0.650 0.629 0.738 0.595 0.652
Unweighted- 1.000 1.009 0.888 0.398 0.566 1.157 0.727 2.277 0.791
KG

Unweighted 1.000 0.948 0.824 0.459 0.651 0.498 0.743 0.780 0.707
SuU

N# 354 68 41 37 48 33 39 37 68
Matched by

MOL/ATC

Laspeyres-KG 1.000 1.166 0.882 0.502 0.704 1.191 0.747 0.871 0.646
Laspeyres-SU 1.000 0.954 0.828 0.659 0.920 0.740 0.885 0.694 0.587
Paasche-KG 1.000 1.016 0.560 0.449 0.504 0.868 0.644 0.677 0.459
Paasche-SU 1.000 0.908 0.587 0.595 0.656 0.620 0.833 0.667 0.463
Fisher-KG 1.000 1.088 0.703 0.475 0.596 1.017 0.693 0.768 0.544
Fisher-SU 1.000 0.931 0.697 0.626 0.777 0.677 0.859 0.680 0.521
Unweighted- 1.000 2.166 1.940 0.636 0.961 3.728 1.389 1.184 0.805
KG

Unweighted 1.000 1.672 1.865 0.707 1.080 0.877 1.566 1.027 0.795
SuU

N# 105 52 64 54 57 59 45 43 62

Note-N refers to the number of distinct dosage forms, strengths, not the number of molecules; IPN = International Product
Name (IMS); KG = kilogram; Laspeyres = US quantity weights; MOL/ATC = molecule and therapeutic category; Paasche =
foreign quantity weights; and SU = standard units (IMS).

Source: Patricia M. Danzon, and Jeong D. Kim, “International Price Comparisons for Pharmaceuticals: Measurement and
Policy Issues,” Pharmacoeconomics, 14, Suppl. 1, 1998, p. 115.
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Danzon and Chao, 20002

Danzon and Chao undertook a similar approach, comparing drug sales through retail
pharmacies between October 1991 and September 1992 for seven countries. The study uses the same
IMS database to compare the U.S. prices with those in Canada, France, Germany, Italy, Japan, and
the United Kingdom. The sample included al molecules that are available in the United States and the
comparison countries; the bilateral subsamples ranged from 365 molecules
for the United States-Japan comparison to 438 molecules for the United States-Germany comparison.

The Laspeyres price index for the larger sample shows smaller price differences than were
reported in other studies. Laspeyres indexes for Canada and Germany were 2.1 percent and
24.7 percent, respectively, higher than for the United States; those for Japan, Italy, the United
Kingdom, and France were 11.6 percent, 12.9 percent, 16.6 percent, and 32.2 percent, respectively,
lower than the United States. With the Paasche indexes, al countries had lower prices than the United
States. The SU and KG quantity units also led to significant differences among countries owing to the
systematic differences in grams per standard unit (see table 2-2, published in arelated study by
Danzon). The main factors lowering prices in other countries were lower prices for older molecules
and for therapeutic value. These factors were strongest in countries with strict price regulation, such
as France, Italy, and Japan. Competition by generic drugs is effective in lowering prices in the United
States and in other less regulated markets, such as Canada, Germany, and the United Kingdom.

Table 2-2
Price indexes in selected countries, relative to the United States, 1992
(all single-molecule drugs, matched by MOL/ATC, outpatient pharmacy)

Country Laspeyres- Laspeyres- Paasche-KG Paasche-SU N
KG SuU

United States 1.000 1.000 1.000 1.000 922
Canada 0.870 1.030 0.664 0.447 458
Germany 0.972 1.273 0.521 0.368 471
France 0.570 0.701 0.416 0.326 412
Italy 0.739 0.907 0.331 0.465 406
Japan 1.282 0.923 0.486 0.448 396
Switzerland 1.049 1.444 0.657 0.465 308
Sweden 0.811 1.089 0.566 0.370 261
United Kingdom 0.678 0.761 0.479 0.465 453

Note.—N refers to the number of distinct dosage forms, strengths, not the number of molecules; IPN = International Product
Name (IMS); KG = kilogram; Laspeyres = US quantity weights; MOL/ATC = molecule and therapeutic category; Paasche =
foreign quantity weights; and SU = standard units (IMS).

Source: Patricia M. Danzon, Pharmaceutical Price Regulation: National Policies Versus Global Interests, The AEI Press,
Washington D.C., 1997, p. 31.

8patriciaM. Danzon and Li-Wei Chao, “Cross-National Price Differences for
Pharmaceuticals: How Large and Why?’, p. 1.
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This study, which used the most comprehensive sampling procedure of all studies reviewed,
although the data are 9 years old, points to some of the limits of international price comparison. The
diversity of products, prices, and volumes, makes generalization difficult. Again, depending on the
methodology chosen, differences between prices of drugs in foreign countries and prices in the United
States can be large, small, positive or negative.

Methodology for Further Research

Currently available research has generally not addressed the question of whether and to what
extent price regulations in other countries influence the price of comparable drugs in the United
States, although Danzon and Chao, in previously discussed research, have examined some of the
determinants of pharmaceutical prices within different countries. If the Commission were requested to
undertake additional work on the determinants of prescription drug prices and the influence of foreign
price controls on U.S. prices, the following issues could potentially be explored, but it is not clear that
aprecise answer to the question could be found. First, a data-intensive international price comparison
study could attempt to provide an updated comparison of drug prices in the United States and abroad.
Second, an industry survey could be attempted to provide a more extensive assessment of market
segmentation in the pharmaceutical market. Finally, future research could use quantitative and
gualitative methods to analyze parallel trade and reference pricing, and may give an indication of
whether this breakdown in market segmentation provides away for foreign price controls to affect
U.S. drug prices.

Further research in this area by the Commission would be costly (given the size of the
Commission’s budget), and it cannot be determined in advance the extent to which future research
would be able to definitively answer specific questions about the international linkages between
national pricing policies and their effect on prices in other countries. The Commission is aware of only
one source of data for international drug price comparisons. These data are proprietary and would
have to be purchased at a significant cost and their suitability for the intended research has not been
fully assessed. It should be noted that any price comparison would remain subject to the difficulties
highlighted in the price comparison section of this study (e.g., the selection of market baskets and
index numbers, with definitions of specific commaodities to be measured and markets to be compared).
Simple measures of overall price differences are inherently oversimplifications, and cannot be
expected to be smultaneously definitive, unbiased, and comprehensive. However, taken in the context
of carefully formulated questions or comparisons, price comparisons may provide meaningful
information.

An assessment of the degree of market segmentation would require a survey of
pharmaceutical drug manufacturers and purchasers and the results would be dependent on the quality
and quantity of responses to such a survey. Markets for paralel imports—gray market goods—are by
their nature difficult to measure, but a small number of studies have used surveys of exportersto
guantify the extent and significance of parallel trade. Such survey data, if available, might allow an
assessment of breakdowns in market segmentation in the pharmaceutical industry.

Econometric modeling could be attempted to further analyze why international price
differences exist, provided the required data are available. Such modeling would consist principally of
updating the work aready done in the literature cited above. Such a model might be able to assess the
extent to which cross-national price differences reflect differencesin product characteristics, as well
asin regulatory regimes. Asfar as the Commission is aware, research by
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scholarsin this subject area has not examined whether and to what extent regulatory regimesin
certain countries may have affected pricesin other countries.

Finally, it should be noted that such work, because it involves acquiring a data base,
surveying the industry, and preparing econometric models, would take considerable time to complete.
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CHAPTER 3
PRODUCT DEVELOPMENT

The drug development process from

discovery to market can take as long as -
. igure 3-1

12-15 years (OI”I average), dependl ng on the The average cost (EU) to bring pharmaceutical products to market, 1978-39
country involved. The process generally starts
with the basic research needed to identify
potential products, progresses to extensive
clinica triads, and culminates in nationa To0
approval by the appropriate approva body.* P

Substantial levels of R&D expenditures are §

reportedly needed, estimated to average about 8 50
$500 million (1990 dollars)* or more per & |
product for U.S. firms conducting global .gm
research compared with about $635 millionfor s 300
European Union (EU) firms (1997 dollars; see  § "

figure 3-1).> Moreover, there is aso a great
deal of risk involved, primarily in the form of 100-
failed products. In the United States, only 1 of

about 5,000 compounds initialy evaluated as °

potential products is actually approved. 1978 1967 1891 193 1097 199
Moreover, “on average, only three out of ten Years
generate revenues that meet or exceed average
costs.”* The devdopment processes and the Source: EFPIA, The Pharmaceutical Industry in
. h of th . Figures, p. 21. Reprinted with permission from EFPIA.
paten_t WStemS In each of the Cquntrles ae Converted to dollars by the Commission.
described bel ow; table 3-1 summarizesdatafor
each country.

! In the European Union (EU), one of three routes for approval can be followed-the centralized
procedure at the EU level, the mutual recognition procedure, or the national procedure (for more
information see the section on product approvalsin the EU).

2PhRMA, Written Submission, Aug. 4, 2000, p. 1.

3 EFPIA, The Pharmaceutical Industry in Figures, p. 23; Lehman Brothers, The Trend Towards
Pharmaceutical Megabrands, Nov. 15, 1999, p. 2; and “Recent Estimates of the Cost of Developing New
Drugs,” PAREXEL’s Pharmaceutical R& D Statistical Sourcebook 2000, p. 65. EFPIA cites the following
sources for the data: Hansen, 1979; Wiggins, 1987; Di Masi et. a., 1991; Office of Technology
Assessment, 1993; Meyers & Howe, 1997; and the Office of Health Economics & Lehman Brothers, UK,
1999.

According to The Trend Towards Pharmaceutical Megabrands, in addition to the $500 million for
R&D, Astra-Zeneca estimates that an additional $250 million is needed for marketing if a megabrand
product is to be created. Thiswould result in combined R& D and marketing expenditures of about
$750 million. The PAREXEL reference includes the following quote (Nov. 1998) from Dr. Joseph
DiMasi, Director of Economic Analysis, Tufts Center for the Study of Drug Development: “Thereis every
reason to believe that the cost [of drug development] is higher for drugs coming onto the market
now—$500-$600 million or moreis not an unreasonable estimate for the cost of drug devel opment.”

* PhRMA, Written Submission, p. 1; and PARMA, Pharmaceutical Industry Profile 2000, p. 29. This
result was based on products introduced during 1980-84.
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Table 3-1

Pharmaceuticals: Selected information

Country Domestic Prescription Annual Length of time | Length of Compulsory Price controls/cost-containment systems currently implemented
market's products’ share | R&D for national patent term; | licensing
share of of total national | outlays, approval patent term possible?
world health 1998 process,1999" restoration
market,1998 | spending, 1997 or SPC?
(millions of
(percent) (percent) dollars) (months) (years)
United 36 7.3 17,223 About 12 2 20; No In general, pharmaceutical companies operating in the United States
States Yes can price products freely. However, participation in some Federal and State
buying programs requires some controls, including rebates
and discounts. Many private-sector programs (e.g., managed-care
programs) reportedly negotiate their own price discounts. Although
U.S. patients generally have access to any pharmaceutical on the market,
some organizations (including the U.S. Department of Defense and the
U.S. Department of Veterans Affairs) have reportedly implemented the use
of formularies (i.e., listings of medicinal substances and formulas), which
can restrict the products patients receive.
Canada 2 10.8 879 18-19.4° 17 or 20;* Yes Pharmaceutical companies are technically “free” to set their own prices
No ° for drugs. However, the suggested prices of patented medicines must be
reviewed by the Patented Medicine Prices Review Board.
EU:
France 6 13.9 2,718 7-24° 20; Yes Prices have historically been controlled directly by the Government on
Yes a product-by-product basis. Decisions on reimbursement and prices
are negotiated between the Comite Economique du Medicament (which
includes representatives of economic ministries and outside experts)
and the individual companies.
Germany 6 @) 3,092 7-24° 20; Yes A reference pricing system is used with the groupings decided by the
Yes Federal Association of Physician and Sickness Funds (excluding the
industry).The Federal Association of Company-Based Insurance Funds
then fixes reference prices after taking expert, including industry, views into
account. At least some patented products are excluded from regulations
based on this scheme.
Italy 4 @) 851 7-24° 20; Yes The licensing, classification, and reimbursement of new medicines is
Yes overseen by the Ministry of Health (with the advice of the Drug
Commission). Parties are tied to the average of prices in France, Spain,
Germany, and the UK, adjusted for purchasing power parity. Italy does
not control the prices of pharmaceutical products it does not reimburse.
It also does not control the price of OTC drugs, although OTC prices
cannot be raised more than once a year.
UK 3 11.2 4,144 7-24° 20; Yes The pricing of new medicines is free of regulation, subject to a control on
Yes profits from sales to the National Health Service embodied in the
Pharmaceutical Price Regulation Scheme. Companies can apply for
permission to raise prices only if their profits are below a given level.

See footnotes at end of table.
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Table 3-1 (continued)
Pharmaceuticals: Selected information

Country Domestic Prescription Annual Length of time | Length of Compulsory Price controls/cost-containment systems
market's products’ share | R&D for patent term; | licensing
share of of total national | outlays, national patent term possible?
world health 1998 approval restoration
market, spending, 1997 process,1999" or SPC?
1998
(millions of
(percent) (percent) dollars) (months) (years)
Japan 14 15.3 5,200 30-48 20; Yes The Ministry of Health and Welfare fixes the introductory price of
Yes every new prescription brand-name drug through negotiation with its

manufacturer. Japanese physicians generally dispense the drugs
they prescribe. The Government sets the reimbursement price; the
dispensing physician or hospital receives reimbursement from the
social insurance program. The dispensing physician or hospital can
thus profit from any margin between the reimbursement price and the
manufacturer’s price.

Mexico @) @) ® 6-8 20; Yes The Mexican Government is the largest producer of pharmaceuticals

Yes in Mexico. The Institute Mexicano de Seguro Social is the largest purchaser
of pharmaceuticals, and can impose its prices on drugs

sold in the public sector. In the private sector, retail prices are limited

by Mexico’s Department of Commerce and Industrial Development’s
(SECOFI)Department of Standards and Acquisition. The Government
must approve all final retail prices.

Russi @) @) ® 6 20; Yes A price-control system for certain essential pharmaceuticals was introduced
a No in Russia by decree No. 347, “On Measures for State

Control over Pricing on Medicines,” effective March 29, 1999. The decree
provides Government control over market prices, setting an upper limit to
the selling price. Prices are registered at the Federal level, but it is up to
local officials to implement the controls.

* These data may also include approval times for generic products. Generic products are generally approved on a faster basis than innovative products. The approval time is intended to
represent the time taken by the national agency to review and approve new drug applications. This time is not considered to include the time taken to perform clinical trials.

2 Defined by the U.S. Food and Drug Administration (FDA) as the median approval time for new drug applications (does not include the approval time for generic products). According to an FDA
representative, FDA's goals are to act on new drug applications in either 6 months for priority applications or 10-12 months for standard applications. This action could be in the form of either approving the
drug, not approving it, or approving it conditionally while seeking more information from the applicant.

% According to a representative of Canada’s Research-Based Pharmaceutical Companies (Rx&D), the difference in approval times can be attributed to the fact that the data were obtained
from different sources using different survey data. Rx&D obtained the estimate of 19.4 months by surveying its members (i.e., innovative companies); the Therapeutic Products Programme
of Health Canada ‘s estimate of 18 months was reportedly obtained from a survey of a broader group of companies.

4 The term of a patent based on an application filed before October 1, 1989, is 17 years, measured from the date that the patent was issued. The term of a patent based on an application filed on or
after October 1, 1989, is 20 years, measured from the filing date of the application.

® The term of any individual patent may be extended by an Act of Parliament, but that is rare.

& According to a representative of EFPIA, although the EU mandates that member States have 210 days to nationally authorize a drug, the actual times may vary; no data are reportedly
available regarding actual times. Commission staff telephone interview with a representative of EFPIA on Oct. 25, 2000.

” Not available.

8 Most R&D is conducted at the Mexican Centre of Pharmaceutical Development & Research (a joint government/industry venture funded by hospitals, universities, and research centers).

° Most Russian companies reportedly do not conduct primary research.

Sources: FDA (U.S. approval times); IMS HEALTH (1998 market data); OECD Health Data, 2000 (prescription products’ share of total health spending); and national trade organizations
(annual R&D outlays). The various sources for remaining data are noted in this chapter and in chapter 4.



United States

Various sources note that the U.S. pharmaceutical industry’s high level of
innovation, fostered by factors such asthe industry’s level of R& D spending
and the “ market-driven competition” in the U.S. market which encourages
such investment, has allowed it to remain globally competitive.

Most new drugs may not be commercially marketed in the United States unless
they have been approved as safe and effective by the U.S. Food and Drug
Administration (FDA). According to an FDA representative, FDA’s goal isto
act on new drug applications in either 6 months for priority applications or
10-12 months for standard applications. This action could be in the form of
approving the drug, not approving it, or approving it conditionally while
seeking more information from the applicant.

R& D Costs and Expenditures

The U.S. industry has traditionally maintained a strong position in the world
pharmaceutical market, largely because of the level of innovation maintained by the industry.®
During 1975-94, for example, the U.S. industry developed 45 percent of the 152 drugs launched
globaly.® The U.S. industry attributes its ability to maintain this level of innovation despite the
high cost of developing pharmaceuticals and the high product-failure rate to several factors,
including itslevel of R& D spending and the “ market-driven competition” in the U.S. market which
encourages such investment.” During 1990-2000, annual R& D spending by the U.S. industry
increased from $6.8 billion to an estimated $22.5 hillion, or by about 231 percent.? The percentage
of revenues reinvested in R& D also increased during these years, from 18 percent to 21 percent.

The development of patented prescription drugs in the United States, whether discovered
in-house or licensed from other companies, can take as long as 12-15 years on average from
discovery to marketing. Asin the development process in other parts of the world, severa factors
are taken into consideration when companies decide to pursue research in certain therapeutic aress,
including the degree of information currently available regarding the mechanism(s) of a particular
condition and the current status of research conducted to date in the scientific community on that
condition and on products intended to treat it. Given the often rapid diffusion of scientific findings
among research scientists, a number of firms might start discovery efforts in the same therapeutic
area(s) at the sametime. The first product to reach the market, whether or not a*blockbuster”
product,® usually earns a significant degree of market recognition. Although subsequent products

S USITC, Global Competitiveness, publication 2437, p. 1-4. See also PARMA, Written Submission,
p. 1, and PhRMA, Pharmaceutical Industry Profile 2000, p. 90.

5 PhARMA, Pharmaceutical Industry Profile, 2000, p. 90. A global drug is defined as one marketed in
the United States, Japan, France, Germany, the UK, Italy, and Switzerland.

"PhRMA, Written Submission, p. 1; PhARMA, Pharmaceutical Industry Profile 2000, p. 90; and
USITC, Global Competitiveness, publication 2437, p. 1-4.

8 PhARMA, Pharmaceutical Industry Profile, 2000, p. 114.

? Defined as a product with annual sales of over $1 hillion. Lehman Brothers, The Trend Towards
Pharmaceutical Megabrands, p. 2.The article states that many blockbuster pharmaceuticals have been
introduced in recent years and that such products have accounted for an increasing share of world

(continued...)
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intended for similar use then need to differentiate themselves to gain market share, industry sources
state that many of these latter products are generally more successful in the market because they
are based on more recent scientific discoveries.

The U.S. industry aso participates in “public-private research collaboration” with
National Institutes of Health (NIH).** Cooperative Research and Development Agreements
(CRADAS) exemplify one type of such collaboration. CRADAS, created as part of the 1986
Federa Technology Transfer Act, provide a “forum through which NIH scientists and commercial
firms could expedite the transfer of expertise and technology from NIH laboratories to encourage
the development of improved healthcare products, processes and services.”*?

Government participation occurs largely in the basic research and trand ational research
stages, with the companies generally pursuing the devel opment process. The typical output of a
CRADA issaid to be “new knowledge’®® and it is “ ultimately, the collaborator [who] is
responsible for commercialization of a new product, process or service.”** It was estimated in a
1993 study that 92.4 percent of the new chemical entities approved in the United States during
1981-90 (or about 181 products) resulted from research conducted by private industry; 1 percent
reportedly resulted from Government research programs.™

As noted in figure 3-2, the drug development process has severa distinct phases, each of
which takes severa years to complete. Following completion of theinitial research phase and
preclinical testing (on average about 6.5 years), an investigational new drug application (INDA) is
filed. Three phases of clinica testing then follow, with the patient population increasing
substantially in each phase (total timeis, on average, about 7 years). The final phase in the
development processiis the filing of the new drug application (NDA) with the U.S. Food and Drug
Administration (FDA).*

9 (...continued)
pharmaceutical sales. However, the article further states that many blockbusters would not be considered
megabrands using AstraZeneca' s definition because they achieved the requisite high levels of return in
their first 5-10 years on the market rather than in the first 2.

Y USITC, Global Competitiveness, publication 2437, pp. 4-17 to 4-18.

2 1bid., p. 23.

12 “ Cooperative Research and Development Agreements (CRADAS),” found at
http://Amww4.od.nih.gov/ofm/PRIMER97/cradas.stm and retrieved on Sept. 21, 2000. The website notes
that “CRADAS have been proven to be a cost-effective way for companies to leverage their own research
and development efforts. In turn, the stewardship of public funds for support of biomedical research is
maintained and national economic and social interests are strengthened.”

¥ PhRMA, Pharmaceutical Industry Profile, 2000, p. 25. EFPIA states that “unlike their European
competitors, American companies have for several years benefitted from the U.S. Government’ s growing
interest in leading-edge technologies’ and from a large domestic market for their innovative products.
EFPIA, The Pharmaceutical Industry in Figures, p. 23.

14 Cooperative Research and Development Agreements (CRADAS),” found at http://Amww4.od.nih.
gov/ofm/PRIMER97/cradas.stm and retrieved on Sept. 21, 2000.

1B K. Kaitlin, N. Bryant, and L. Lasagna, “ The Role of the Research-Based Pharmaceutical Industry in
Medical Progressin the United States,” The Journal of Clinical Pharmacology, Vol. 33, May 1993,
pp. 413-414.

!¢ New Drug Approvalsin 1999, p. 18.



Figure 3-2
The drug development and approval process
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Source: PhRMA, New Drug Approvals in 1999, p. 18. Reprinted with permission from PhRMA.

Drug Approval Process

The Federal Food, Drug, and Cosmetic Act (FDCA)* was passed in 1938. The FDCA,
administered by the FDA, is the major statute regulating marketing approval for new drugs on a
Federa level in the United States. Generally, a new, patented drug may not be commercially
marketed in the United States unless it has been approved as safe and effective by the FDA on the
basis of the NDA submitted by the sponsor of the drug.*® The NDA must contain acceptable
scientific data, including the result of the tests performed to evaluate its safety and substantial
evidence® of effectiveness for the conditions for which the drug is offered. Figure 3-3 provides
information regarding the NDA review process.

1721 USC 301 et seq.

18 Generic products are approved through a different process using an abbreviated NDA.

¥ Substantial evidence is defined by the law as “evidence consisting of adequate and well-controlled
investigations, including clinical investigations, by experts qualified by scientific training and experience
to evaluate the effectiveness of the drug involved, on the basis of which it could fairly and responsibly be
concluded by such experts that the drug will have the effect it purports or is represented to have under the

conditions of use recommended, or suggested in the labeling or proposed labeling thereof.” 21 USC
355(d).
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Figure 3-3
The NDA review process
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Source: “The NDA Review Process,” found at http: //www.fda.gov/cder/handbook/nda.htm and retrieved
on July 28, 2000.



According to information provided by FDA, the annual median approval time for all
NDAs during 1998-99 was about 12 months compared with 27 monthsin 1987.% After fluctuating
at levels between 21.8 months and 27 months during 1987-92, annual median approval times
declined steadily during 1992-98. Under the Prescription Drug User Fee Act of 1992, FDA'’s goal
isto act on NDAs in either 6 months for priority applications (i.e., those considered to be an
important therapeutic gain over existing products) or 10-12 months for standard applications.??
This action could be in the form of approving the drug, not approving it, or approving it
conditionally while seeking more information from the applicant. During 1992-99, median
approval times for standards NDAs declined from 30.4 months to 13.8 months;
those for priority NDAs declined from 16.8 months to 6.1 months.® In comparison, the median
length of time needed in 1999 to approve generic products was almost 19 months.2*

Patents?®

The Term of a Patent

“A patent for an invention is the grant of a property right to the inventor, issued by the
[U.S] Patent and Trademark Office [(PTO)]. Theright conferred by the patent grant is, in the
language of the statute and of the grant itself, ‘the right to exclude others from making, using,
offering for sale, or selling’ the invention in the United States or ‘importing’ the invention into the
United States.”* The PTO issues utility patents,” design patents,?® and plant patents.?® Utility

% Data provided to Commission staff by a representative of the FDA on Oct. 19, 2000.

2 According to aletter dated Nov. 12, 1997 from Donna Shalala, Secretary of Health and Human
Services, to Senator James M. Jeffords, Committee on Labor and Human Resources, “Under [the
Prescription Drug User Fee Act of 1992], the additional revenues generated from fees paid by the
pharmaceutical and biological prescription drug industries have been used to expedite the prescription
drug review and approval process.”

2 Commission staff telephone interview with a representative of FDA on July 28, 2000. The FDA
representative stated that under the goals set forth in the Nov. 12, 1997, letter from the Secretary of Health
and Human Services to Senator James M. Jeffords, there are annual incremental increases in the percent
of applications to be acted on within 10 months. Two of the goals for fiscal year (FY) 2002 are that
90 percent of standard original NDA submissions filed in FY 2002 will be reviewed and acted upon
within 10 months of receipt and that 90 percent of priority original NDA submissions filed in FY 2002
will be reviewed and acted upon within 6 months of receipt.

% Data provided to Commission staff by a representative of the FDA on Oct. 19, 2000.

2 |bid.

% Synopses of selected aspects of the patent laws of the United States, Canada, France, Germany, Italy,
the United Kingdom, Japan, Mexico, and Russia are presented in order in this chapter. Owing to the
limited focus of this investigation, these synopses do not summarize the patent provisions of international
conventions, agreements, or treaties to which the United States or the other countries adhere, nor do they
discuss European or Eurasian patents. Much of the patent information for countries other than the United
States was obtained from World Patent Law and Practice (Matthew Bender & Co., Inc. Patent Law and
Practice); from the websites for the patent offices of the Governments of Canada, France, Italy, Japan,
Mexico, and the United Kingdom; from the U.S. Department of Commerce, Commercial Law
Development Program, Office of the General Counsel; and from the U.S. Patent and Trademark Office
(PTO).

% “What Are Patents, Trademarks, Servicemarks, and Copyrights?,” found at http://www.uspto.gov/
web/offices/pac/doc/general/whatis.htm and retrieved on Oct. 19, 2000.

% According to 35 U.S.C. § 101, “Whoever invents or discovers any new and useful process, machine,

(continued...)
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patents, however, are by far the most common and most important patents for the pharmaceutical
industry.*®

A utility patent isissued for an invention consisting of a process, machine, manufacture, or
composition of matter, or an improvement thereof. The term of a utility patent issued under the
current law is 20 years. Although the patent goes into effect on the date that the patent is issued,
the 20-year term is measured from the filing date of the application for patent.>! To keep the patent
in force for its full term, the patent owner must pay maintenance fees 3%z years, 72 years, and
11%> years after the patent is granted.

The term of any individual patent may be extended by Act of Congress, however, thisisa
rare occurrence. In some instances, the term of a patent for certain pharmaceuticals, processes for
using them, or processes for manufacturing them (as well as certain medical devices, food
additives, and animal drug products), all of which are subject to regulatory approval prior to
marketing, may be extended for alimited period through an administrative proceeding at the PTO.
The extension of the patent term generally is equal to the period of delay for the regulatory review.
The length of the extension will not exceed 5 years even if the delay for review lasted longer than
5 years, and the combined unexpired term and the extension will not exceed 14 years. The FDA
assiststhe PTO in determining dligibility for such extensions.

Under certain circumstances, the term of a patent also may be extended if issuance of the
patent was delayed because of a secrecy order, if a proceeding was pending before the Board of
Patents and I nterferences to determine whether granting a patent for a particular invention would
interfere with a pending application or an unexpired patent, or for appellate review. The total
duration of extensions for a particular patent for any of the aforementioned reasons cannot exceed
5years.

7 (...continued)
manufacture, or composition of matter, or any new and useful improvement thereof, may obtain a patent
therefor, subject to the conditions and requirements of thistitle.” Manual of Patent Examining Procedure
(MPEP), Edition 7, Revision 1 (E7R1), February, 2000, found at http://Awww.uspto.gov/iweb/offices/
pac/mpep/27.txt and retrieved on Oct. 19, 2000. Another definition for the type of product covered by a
utility patent is any product made by man that is neither a design or a plant. Commission staff
conversation with representatives of the PTO.

% According to 35 U.S.C. § 171, “Whoever invents any new, original, and ornamental design for an
article of manufacture may obtain a patent therefor, subject to the conditions and requirements of this
title.” MPEP, E7R1.

2 According to 35 U.S.C. § 161, “Whoever invents or discovers and asexually reproduces any distinct
and new variety of plant, including cultivated sports, mutants, hybrids, and newly found seedlings, other
than a tuber propagated plant or a plant found in an uncultivated state, may obtain a patent therefor,
subject to the conditions and requirements of thistitle.” MPEP, E7R1.

% USITC, Global Competitiveness, publication 2437, p. 3-11.

% The term of a utility patent that was in force 6 months after the enactment of legislation
implementing the Uruguay Round Agreements (i.e., on June 8, 1995) is 20 years from the filing of the
application for patent or 17 years from issuance of the patent, whichever is greater. This term also was
extended for any patent whose prosecution at the PTO lasted less than 3 years (i.e., any patent for which
the interval between filing and issuance was less than 3 years).
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Working a Patent and Compulsory Licensing

U.S. patent law does not require that a patent be “worked,” that is, exploited, after it is
granted. Hence, if the patentee fails to work the patent, the law imposes no penalty such as
revocation of the patent. Nor does U.S. patent law provide for compulsory licensing, a
Government-mandated granting to others of the right to use the patented invention at a fee set by
the Government and to accomplish a specified objective. (For more on the U.S. patent system, see
appendix H.)*

% However, statutes make certain technologies, such as those involving nuclear power or space
vehicles, subject to compulsory licensing. Moreover, at least one court has ordered the licensing of a
patent that was not worked.
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Canada

In 1997, R&D expendituresin Canada amounted to $825 million, representing
reinvestment of 15.7 percent of revenues, compared with less than 3 percent in
1979. According to representatives of Canada’'s Research-Based
Pharmaceutical Companies and PhRMA, increases in investment have
coincided with the progressive removal of compulsory licensing, which was
phased out in two steps by the Canadian Government.

R& D Costs and Expenditures

R&D expenditures in the pharmaceutical industry in Canada have been growing steadily
and significantly for over adecade. In 1997, R& D expenditures in Canada amounted to over
$825 million, or 15.7 percent of total pharmaceutical sales,* compared with 6.9 percent in 1988,
and 2.7 percent in 1979.3* Pharmaceutical research spending in Canada increased by more than
700 percent during 1987-98. Much of the R& D conducted in Canadain 1998 was concentrated in
Alberta, British Columbia, Ontario, and Quebec.®

In terms of expenditures, Canada accounted for 1.9 percent of the global pharmaceutical
market in 1998. As a part of Canada stotal healthcare spending in 1997, the most recent year for
which comparable data are available for certain industrialized nations, 13.8 percent was accounted
for by spending on all pharmaceuticals (including prescription and nonprescription products); this
compares with a high of 21.2 percent in Japan and alow of 7.7 percent in Switzerland. In the
United States such spending was moderate, at 10 percent.*®

The development process required to bring a new drug to market in Canada is considered

by industry sources to be “lengthy, complex, and expensive.” It can take as long as 15 years
(including preclinical and clinical research phases) and cost as much as $500 million or more.

Drug Approval Process

Drugs are authorized for sale in Canada once they have successfully gone through the drug
review process. A new drug application is reviewed by scientists in the Therapeutic Products

% Rx&D, Annual Review 1999-2000, 2000, p. 14.

% PhRMA, Pharmaceutical Industry Profile 2000, Chapter 8, p. 108, found at www.phrma.org/
publications/industry/profile00/tocnf.html and retrieved on July 27, 2000.

% Approval Timesin Canada 1999, published by Rx& D, found at www.canadaphar ma.org/en/
whatsnew/index.html and retrieved on July 31, 2000. According to Rx& D, the “brand-name
pharmaceutical industry’s investment in research and development in Canada has grown from just over
$100 million in 1988 to an expected $1 billion in 2000.”

% PhRMA, Pharmaceutical Industry Profile 2000, Chapter 7, p. 93. See also OECD Health Data,
1999. These expenditures include prescription and nonprescription products.

5" Approval Timesin Canada 1999, Rx&D. Rx&D referred to surveys conducted by the Tufts
University Center for the Study of Drug Development in Boston, MA.
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Programme (TPP) of Health Canada (and, on occasion, outside experts) to assess the
safety, efficacy and quality of a drug.® The stepsin the development of pharmaceuticals in Canada
are asfollows:

1 Primary research and discovery of new compounds;

 Initid studiesinvolving tissue cultures and small animals;

1 Preclinica testsinvolving animal and laboratory tests to achieve proper dosage; and
Clinical trials, authorized by TPP upon assessment of sponsor’s application. The
intent of trials is to research and gather information on the drug’ s dosage,
effectiveness, and safety in humans. If the clinical trial studies prove that the drug has
potentia therapeutic value that outweighs the risks associated with its use, the sponsor
may choose to file a New Drug Submission with the TPP.*

The New Drug Submission contains information and data about the drug’ s safety,
effectiveness, and quality. It aso includes the results of preclinical and clinical studies, details
regarding the production of a drug, packaging and labeling details, and information regarding
therapeutic claims and side effects. As part of the review process, the TPP then-

1 Performs athorough review of the submitted information, sometimes using externa
consultants and advisory committees;

1 EBvauatesthe safety, efficacy, and quality data to assess the potential benefits and
risks of the drug; and

1 Reviews the information that the sponsor proposes to provide to healthcare
practitioners and consumers about the drug (e.g., the label and product brochure).

If the benefits outweigh the risks, and the risks can be mitigated, the drug isissued a
Notice of Compliance, as well as a Drug Identification Number, which permits the sponsor to
market the drug in Canada and indicates the drug' s official approval in Canada.** However, if a
drug is not approved, which might happen for several reasons such asinsufficient evidence to
support the safety, efficacy, and quality claims of the drug’s sponsor, the sponsor has the right to
resubmit its submission at a later date with additional information and supporting data, or to
appeal the TPP' sinitial decision.*

The TPP seeks to maintain internationally competitive standards for the time involved in
the review process, though it is dependent upon staff availability and pending workload. Although
Canada has mutual recognition agreements with other countries which allow each country to accept
the other’ s test results to some degree, thereby potentially reducing the development time and costs
for such products,” representatives of the TPP have stated that there is no such agreement between

% “How Drugs are Reviewed in Canada,” Therapeutic Products Programme, Health Canada, Feb.
2000, found at www.hc-sc.gc.ca/hpb-dgps/ther apeut/html eng/fact-sht.html and retrieved on July 26, 2000.
The TPP is the national authority that regulates, evaluates and monitors the safety, efficacy, and quality of
therapeutic and diagnostic products and vaccines available in Canada.

% “How Drugs are Reviewed in Canada,” found at www.hc-sc.gc.ca/hpb-dgps/ther apeut/htmleng/fact-
sht.html and retrieved on July 26, 2000.

“ 1bid.

4 1bid.

“2 1bid.

4 “ Scheme for the Mutual Recognition of Evaluation Reports on Pharmaceutical Products (the PER

(continued...)
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Canada and the FDA.** Thus, products approved in the United States also have to undergo testing
in Canada before being marketed. According to one source, Canada has recognized that its own
limited resources have prevented it from attaining its goal of an approval process as rigorous and
demanding as that of the FDA, and has been looking into establishing a system aong the lines of
that in the EU.*

The TPP states that the current process takes an average of 18 months, from the time of
sponsor’ s submission to the TPP's marketing decision.* The patented pharmaceutical industry’s
trade association in Canada, Rx& D, states that the average time for the TPP to review and
approval new drugs in 1999 was 591 days, or 19.4 months,*’ about 54 percent higher than the
average time of 12.6 months for the FDA. It was the second straight year in which Canadian mean
approval time increased over the low of 549 days achieved in 1997.%

Some drugs may also receive expedited review by the TPP through the Priority Review
Process. If adrug promises to enhance the capacity to treat life-threatening or severely debilitating
conditions, such as cancer, Acquired Immune Deficiency Syndrome, or Parkinson’s Disease, for
which there are few effective therapies, the TPP alows for a faster review of the sponsor’s
submission. Similarly, the TPP' s Specia Access Program (SAP) allows physicians to gain access
to certain drugs that are not available in Canada. After approval for the SAP, a physician may

4 (...continued)

Scheme),” dated September 7, 1990, found at http://www.hc-sc.gc.ca/hpb-dgps/ther apeut/Zfiles/
english/policy/issued/per_e.html. According to the TPP s website, “On February 21, 1990, Canada
became an official member of the Scheme for the Mutual Recognition of Evaluation Reports on
Pharmaceutical Products (the PER Scheme), which is operated under the auspices of the European Free
Trade Association (EFTA). The other members of the PER Scheme are Australia, Austria, Germany,
Finland, Hungary, Iceland, Italy, Netherlands, Norway, South Africa, Sweden, Switzerland and the United
Kingdom. The purpose of the PER Scheme isto facilitate the registration of pharmaceutical products
through the exchange of evaluation reports between members. This eliminates the duplicate evaluation of
scientific data required for registration, and contributes to international co-operation by mutually
recognizing the evaluation efforts of the members.”

“ Commission staff telephone conversations with representatives of the TPP October 26-30, 2000. For
more information on Canada’ s participation in the Scheme for the Mutual Recognition of Evaluation
Reports on Pharmaceutical Products, see http://mww.hc-sc.ge.ca/hpb-dgps/ther apeut/Zfil es/english/policy/
issued/per_e.html.

“ Ullrich K. Hoffmeyer and Thomas R. McCarthy, ed., “Canada,” Financing Health Care, Vol. 1,
1994, p. 286. According to this source, the “limited resources’ applied strictly to “insufficient manpower”
in the Health Protection Branch, which would like to maintain “a * detail-oriented’ approach, such as that
used by the US FDA.” It is further stated in the reference that these limitations have resulted in Canadian
authorities looking to the Europeans as the Canadian approval processis reviewed. However, this source
provides no further discussion of how Canada may use the disparate avenues of EU review as a model.

“ “How Drugs are Reviewed in Canada.”

47 According to a representative of Canada’s Research-Based Pharmaceutical Companies (Rx& D), the
difference in approval times can be attributed to the fact that the data were obtained from different sources
using different survey data. Rx& D obtained the estimate of 19.4 months by surveying its members (i.e.,
innovative companies); the Therapeutic Products Programme of Health Canada’ s estimate of 18 months
was reportedly obtained from a survey of a broader group of companies.

“ Approval Timesin Canada 1999. After exceeding 1,100 days during 1987-93 (reaching a high of
1,163 days in 1991), the average approval time in Canada declined to 682 daysin 1994. Approval times
continued to decline during 1996-97, reaching a low of 549 days, before increasing gradually during
1998-99 to 591 days.
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administer the drug to a patient if conventional treatments have failed or are not promising. The
exceptional drug is released only after the TPP has determined that the need is “legitimate” and the
physician is “qualified.”*

Patents
The Term of a Patent

The term of a patent based on an application filed before October 1, 1989, is 17 years,
measured from the date that the patent was issued.* The term of a patent based on an application
filed on or after October 1, 1989, is 20 years, measured from the filing date of the application. To
keep the patent in force for its full term, the patent owner must pay annual maintenance fees.

The term of any individual patent may be extended by an Act of Parliament, but that is
rare. The Canadian patent statute and the patent rules make no provision for extension of a patent
term to compensate for time consumed by regulatory approval processes.

Working a Patent and Compulsory Licensing®

At any time more than 3 years after a patent is granted, the Attorney General of Canada or
any interested person may apply to the Commissioner of Patents for relief on the ground that the
patent has been abused. The exclusive rights under a patent are deemed to have been abused in any
of the following circumstances:

 If the demand in Canadafor the patented article or the article made by the patented
process is not being met to an adequate extent and on reasonable terms;

“ “How Drugs are Reviewed in Canada.”

% Background information provided in an Office of the United States Trade Representative (USTR)
press release, dated Sept. 18, 2000, states, “On May 6, 1999, the United States initiated a WTO dispute
settlement case against Canada for its failure to amend its patent law to comply with the TRIPs [Trade-
Related Aspects of Intellectual Property Rights] Agreement, which requires that Canada provide a patent
term of at least 20 years from the date that a patent application isfiled for all patents existing on
January 1, 1996. The Canadian Patent Act, however, provides that the term of patents based on
applications filed before Oct. 1, 1989, is seventeen years from the date the patent isissued. On
September 22, 1999, the WTO [World Trade Organization] established a panel to review thisissue. The
final panel report was released on May 5, 2000. Canada filed an appeal with the WTO Appellate Body on
June 19, 2000.” As stated in the body of the press release, the Appellate Body upheld the Panel’ s findings.
USTR, “United States Wins WTO Case Challenging Canada's 17-Y ear Patent Term,” Press release dated
Sept. 18, 2000. See also WTO, Report of the Appellate Body, “ Canada—Term of Patent Protection,” dated
Sept. 18, 2000 (AB-2000-7), found at http://www.wto.org/english/tratop_e/ dispu_e/170abr_e.pdf and
retrieved on Sept. 22, 2000.

L In general, some or all of the compulsory licensing laws discussed in this report apply to patented
inventions, which would include pharmaceutical patents or patented pharmaceutical inventions. In some
instances, countries will also have compulsory licensing statutes that apply exclusively to pharmaceuticals.
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 If, by reason of the refusal of the patent holder to grant alicense or licenses on
reasonable terms, the trade or industry of Canada or the trade of any person or class of
persons trading in Canada, or the establishment of any new trade or industry in
Canada, is prejudiced and it isin the public interest that alicense or licenses be
granted;

 If any trade or industry in Canada, or any class of persons engaged therein, is unfairly
prejudiced by conditions that the patentee has attached to the purchase, hire, license, or
use of the patented article or the article made by a patented process, or to the using or
working of the patented process; or

O If it is shown that the existence of the patent, being a patent for an invention relating to
aprocess involving the use of materials not protected by the patent or for an invention
relating to a substance produced by such a process, has been utilized by the patentee
so asto unfairly prejudice in Canada the manufacture, use, or sale, of any materials.

Two types of relief are the granting of compulsory licensing or revocation of the patent. If
the Commissioner is satisfied that the exclusive rights under a patent have been abused, he may
grant a compulsory license to the applicant. It may include terms such as precluding the licensee
from importing any goods into Canada which, if made by persons other than the patentee or
persons claiming under him, would be an infringement of the patent. If the Commissioner is
satisfied that the exclusive rights under a patent have been abused in the manner designated (4) in
the preceding paragraph, a compulsory license may be granted to the applicant and such of the
applicant’ s customers as the Commissioner deems appropriate. If the Commissioner determines
that the desired objectives cannot be met by compulsory licensing, he can order revocation of the
patent, provided that such revocation is not at variance with any treaty, convention, arrangement,
or engagement with any other country to which Canadais a party. The Commissioner also has the
option of declining to order a compulsory license or revocation of the patent if he concludes that
the desired objectives would not be obtained by those actions.>? All orders and decisions by the
Commissioner are appealable to the Canadian Federal Court.

If the parties consent or if the proceedings require any prolonged examination of
documents or any scientific or local investigation that cannat, in the opinion of the Commissioner,
be conveniently made before him, the Commissioner may refer the proceedings to the Federa
Court for disposition.

In the past, Canadian law contained provisions for the compulsory licensing of
pharmaceuticals specifically. Those provisions were abolished in 1993. (For more on Canadian
compulsory licensing and its national patent system, see the sections in chapter 4 and appendix H,
respectively.)

*2 The considerations by which the Commissioner isto be guided in deciding whether to grant a
compulsory license are the following: (1) He must try to secure the widest possible use of the patented
invention in Canada with the patentee deriving a reasonable advantage from his patent rights; (2) he must
try to secure for the patentee the maximum advantage consistent with the invention being worked by the
licensee at areasonable profit in Canada; and (3) he must try to secure equality of advantage among the
several licensees and, for this purpose, may for due cause reduce the royalties or other payments accruing
to the patentee under any license previously granted.
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European Union

There are three pharmaceutical approval processesin the EU: authorization
at a purely national level for a national market only (national procedure);
authorization at a national level, and afterwards negotiated to be recognized in
one or more other EU member States (mutual recognition procedure); and
centrally, through the EU’s European Agency for the Evaluation of Medicinal
Products (EAEM) (centralized authorization procedure). Products recognized
through the EAEM are automatically acceptable in all EU member States.

Most innovative new pharmaceuticals, and all pharmaceuticals derived from
biotechnology, must be authorized centrally in the EU. In the centralized
authorization procedure, testing is performed by the EAEM; once the EAEM
approves a medicine, it directs the European Commission’s Committee on
Proprietary Medicinal Products (CPMP) to license the product.

EU-Level Regulation of Pharmaceuticals

The EU developed aregulatory regime for pharmaceuticals within the scope of
EU legidation in 1965 with Directive (65/65/EEC),> which set initial minimal standards of
pharmaceutical regulation at the national level. In 1975, one EU Directive (75/318/EEC)
established basic standards of pharmaceutical testing in the member States, another (75/319/19)
addressed minimum testing standards, and a third (75/320/EEC) established an intergovernmental
Pharmaceutical Committee to oversee competition issues.

In 1985, the EU became committed to the ideal of a single market; soon afterwards, single-
market measures began to be applied to the pharmaceutical sector. A 1989 Directive (89/105/EEC)
called for minimum levels of pricing transparency within national frameworks. Also in 1989, the
EU extended its previous Directives that established minimal testing and regulatory standards
(89/342/EEC, 89/343/EEC, and 89/381/EEC). A 1991 Directive (91/356/EEC) established
guidelines for Good Manufacturing Practices (GMP) standards for pharmaceuticals.

In 1992, the EU became a single market and EU industry legidlation began to reflect the
EU’ s concerns over pricing and distribution. In pharmaceuticals, this was characterized by five
Directives related to pharmaceuticals: wholesale distribution guidelines (92/25/EEC),
pharmaceutical classification (92/26/EEC), medicine labeling (92/27/EEC), medicine advertising
(92/28/EEC), and further widening the scope of general pharmaceutical regulation overall
(92/73/EEC).

These EU Directives must be implemented nationally, through member-state legidation.
The EU has aso issued a number of Regulations which directly affect the pharmaceutical industry.
The most notable of these was the establishment of the European Agency for the Evaluation of
Medicina Products (EAEM) in 1993 (Council Regulation 2309/93). Other Regulations related to

* The European Economic Community became the European Community in 1985 and the EU in 1992;
throughout this section, “ European Union” denotes the EU’ s previous organizations as well.

% EU directives relating to pharmaceuticals can be found on http://dg3.eudra.org/eudralex/
vol-1/home.htm.
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pharmaceuticals include-

Regulation No. 297/95 (fees payable to the EAEM);

Regulation No. 540/95 (reporting adverse reactions of pharmaceuticals);

Regulation No. 541/95 (honoring nationally based marketing authorizations in other
member States); and

Regulation No. 1662/95 (national implementation of EU marketing authorization
procedures).

In 1996, the EU further expanded its examination procedures for applications for the transfer of
marketing authorizations to other member States (Council Regulation 2141/96).

In addition to influencing regulations regarding pharmaceuticals directly, the existence of
the European single market has caused member States to gradually harmonize many of their
regulations for pharmaceuticals. In cases of dispute between member States over recognition (or a
failure to reach consensus during the mutual recognition period), the EAEM mediates a solution,
thus contributing further to member state harmonization.

Drug Approval Processesin the EU

There are three pharmaceutical approva processes in the EU: authorization at a purely
nationa level for a national market only (national procedure); authorization at a national level,
with subsequent recognition negotiated in one or more other EU member States (mutual
recognition procedure); and centralized authorization, through the EAEM. Products recognized
through the EAEM are automatically acceptable in all EU member States.

Centralized Authorization

The centralized authorization procedure through the EAEM is mandatory for certain
biotech-derived medicinal products and optional for other innovative products.® (Because mutual
recognition of national authorizations can be time consuming,> many pharmaceutical companies
today choose centralized authorization even when they are not strictly required to do s0.*’) In this
procedure, pharmaceutical companies established in the EU submit marketing authorization
applications to the EAEM. The EAEM then coordinates the actions of representatives from all
15 member states, which evaluate the application and conduct clinical trials. Following scientific
evaluation by EAEM, formal political authorization is granted by the European Commission’s
Committee on Proprietary Medicinal Products (CPMP). In the interests of speed and efficiency, the
CPMP has pledged to take no more than 210 days to grant approval and trandate all necessary
documents into the 12 EU languages;™ the resulting single-market authorization is valid throughout
the EU. Speedy approva is particularly important to companies seeking to avoid delaysin
marketing their products in member States where the approval processis dower than average. As
patent durations are standardized throughout the EU, delays in authorization cut into the useful life

of patented drugs.>®

% EAEM authorization may be requested by companies developing innovative new products.

*® ThisisaU.S. industry characterization. Commission staff interview with representatives of PhARMA
and the multinational pharmaceutical industry on Aug. 3, 2000.

5 Commission staff interview with representatives of PARMA and the multinational pharmaceutical
industry on August 3, 2000.

% Commission staff interview with representatives of PARMA on Aug. 25, 2000.

% Companies can still face national delays as member state governments work out reimbursement

(continued...)
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As with the Drug Price Competition and Patent Reform Term Restoration Act (Hatch-
Waxman) legidation in the United States and similar legidation enacted in Japan, the European
Community Council Regulation on the Supplementary Protection Certificate,®® which took effect
on January 1, 1993, was implemented primarily to offset the reduction in the effective patent life of
a pharmaceutical product that resulted from delays in receipt of national marketing authorization.
For example, in the United States, the average effective patent life without patent term restoration
was 8.6 years during 1984-95, compared with 11 years in cases with patent term restoration.®*

Unlike the legidation in the United States and Japan, however, a supplementary protection
certificate (SPC) does not affect the patent term itself but instead provides for an additional period
of market exclusivity,% which allows companies to recoup some portion of their R&D
expenditures. Products in the EU are generally granted a 20-year term from the filing date of the
application. However, since products cannot be marketed until they receive authorization, the
average length of the effective patent life of a pharmaceutical can decrease as aresult of delays
incurred in obtaining market authorizations and by rapid entry of competing generic products once
the patent expires. Decreases in the length of the effective patent life of a product, in turn, decrease
the amount of time during which the innovative company may recover some part of its investment
in the product.®®

% (...continued)
schedules for newly approved drugs; the length of this process varies among the member States.

% Council Regulation EEC No. 1768/92 of 18 June 1992 Concerning the Creation of a Supplementary
Protection Certificate for Medicinal Products (OJ No. L182 of 2.7. 1992, p. 1), dated June 18, 1999, found
at http://dg3.eudra.org/eudral ex/vol-1/pdfs-en/921768en.pdf and retrieved on Sept. 15, 2000.

& Sheila S. Schulman, Joseph A. DiMasi, and Kenneth 1. Kaitin, “Patent Term Restoration: The
Impact of the Waxman-Hatch Act on New Drugs and Biologics Approved 1984-995,” The Journal of
Biolaw and Business, Vol. 2, No. 4, 1999. The study examined the average length of patent term
restoration for products approved by the FDA during 1984-95. The findings are based on 207 approved
applications for patent term restoration out of atotal of 294 applications.

® U.S. International Trade Commission, The Effects of Greater Economic Integration Within the
European Community on the United States: First Follow-Up Report (investigation No. 332-267), USITC
Publication 2268, 1990, p. 6-80, and IMS HEALTH’ s “ SPCs Worth Millions to Pharma Companiesin
Europe,” found at http://mwww.ims-global .conV insight/nws_story 000417a.htm and retrieved on
Sept. 26, 2000.

Many in the industry regard an SPC as a “device” rather than a patent. As noted in the
Commission’s report on economic integration, the implementation of a product other than a patent meant
that the provisions of the Munich Convention did not need to be modified. See also “ Supplementary
Protection Certificates for Medicinal and Plant Protection Products,” found at http://www.patent.gov.uk/
dpatents/ mpp/pdfs/spcs.pdf and retrieved on Sept. 15, 2000; and “ Supplementary Protection Certificates
for Medicinal and Plant Protection Products: A Guide for Applicants (Revised January 1997),” found at
http: //mwww. patent.gov.uk/for ms/supp/pdfs/spctext.pdf and retrieved on Sept. 15, 2000.

SPCs, as utilized in each EU country under investigation, are discussed under the subheading
entitled “The term of a patent and supplementary protection certificates’ in the following sectionsin this
chapter on France, Germany, Italy, and the United Kingdom.

8 According to IMS HEALTH, product sales are at their highest within the five-year period after the
product’ s patent expires. They cite the example of sales of Prozac in the UK, where the product was
introduced in 1986 and the patent expired in 1995, stating that “amost 80 percent of Prozac’s sales[in
the UK] over the last 10 years were accrued in the 5 years covered by the SPC.” “SPCs Worth Millionsto
Pharma Companies in Europe,” found at http://mmw.ims-global.convinsight/ nws_story 000417a.htm and
retrieved on Sept. 26, 2000.

According to information provided by Information obtained by the German Patent and Trade Mark
(continued...)
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An SPC provides up to 5 years of market exclusivity for a product once its patent expires,
the total effective patent period (i.e., the sum of the patent term and the added market exclusivity
period) may not exceed 15 years from the date of the first marketing authorization in the EU.% For
example, if aproduct receivesits first marketing authorization 5 years after patent application,
then the effective life of the patent would be 15 years and no SPC would be granted. if the product
receives such approval 10 years after the application, then the effective patent life would be
10 years and an SPC would add a maximum of 5 years of market exclusivity. If the approval takes
20 or more years, then no SPC would be issued; an SPC cannot be granted if a product’ s patent
expires prior to the first marketing authorization® nor can a second certificate be granted to a
product.® Currently the highest number of SPCs are said to have been granted in the UK (268) and
Switzerland (272);" the numbers granted in France, Germany, and Italy are reportedly low.®
Products aready on the market prior to January 1, 1993, were covered on a country-by-country
basis under atiered schedule.”

National Procedure

Companies seeking authorization for nonbiotechnology or noninnovative medicines might
pursue authorization at the national level. In this procedure, one member state authorizes a
medicinal product for domestic use only. Owing to the limited market of individual member States,
however, few companies today seek solely national authorization;”® a more common course of
action isto seek national authorization and then arrange mutual recognition of that authorization in
other EU member States.

8 (...continued)

Office, “the[EU] Regulation did not have to be particularly implemented and transformed into German
law for it is automatically binding in its entirety and directly applicable in Germany aswell asin every
Member State of the EU.” Information obtained by Commission staff via an e-mail from a representative
of the German Patent and Trade Mark Office received Oct. 13, 2000.

% Council Regulation EEC No. 1768/92; an internal memo prepared by PARMA’ s office in Brussels
describing the provisions of and the total intellectual property protection conferred by an SPC (Council
Regulation 1768/92)and transmitted to PARMA on Oct. 25, 1996; and The Effects of Greater Economic
Integration Within the European Community on the United States: First Follow-Up Report.

% Council Regulation EEC No. 1768/92 and the PhRMA internal memo, transmitted within PARMA
on Oct. 25, 1996.

% Council Regulation EEC No. 1768/92, and World Patent Law and Practice at § 6.01 [3] [d] (rel.
103-12/99 Pub. 055).

% IMSHEALTH, “SPCs Worth Millions to Pharma Companies in Europe,” found at http://Awww.ims-
global.comy insight/nws_story 000417a.htm and retrieved on Sept. 26, 2000.

% |bid., and “Are SPC Filings on the Decline-Now R& D Development Times Are Shortening?”’, found
at http://mww.ims-global .conv insight/news_story/news_story 000417d.htm and retrieved on Sept. 26,
2000. According to IMS HEALTH’ s Patents International Lifecycle service, France and Italy each had
similar programs established by 1992 and, given their differing regulations, their final implementation of
SPCs varied somewhat from the EU’ s procedure. IMS HEALTH also states that in 1999 more than 40
SPCs were granted in Italy, more than 30 were granted in the UK, and over 50 were applied for in
Germany.

® Aninternal memo prepared by PhARMA's office in Brussels describing the provisions of and the total
I P protection conferred by SPCs (Council Regulation 1768/92)and transmitted to PhARMA on Oct. 25,
1996.

" Commission staff interview with representatives of PARMA and the multinational pharmaceutical
industry on Aug. 3, 2000.
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Mutual Recognition Procedure

The mutual recognition procedure is used for most nonbiotechnology pharmaceutical
products. In this procedure, pharmaceutica companies established in the EU obtain a national
marketing authorization in one EU member state, known as the “ champion state” for that
product.” The “champion state” then negotiates mutual recognition individually with one or more
other member States.” In cases of dispute, the EAEM mediates.

™ 1bid.

2 Some sources note that the UK and Germany have the most efficient authorization procedures.
Companies are sometimes prevented from applying for authorization in these countries, however, by the
European Commission, which has mandated that companies must use all member States equally when
using the mutual recognition procedure.
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France

The French pharmaceutical industry has been one of the largest producersin
the EU, with employment in recent years growing annually by approximately
1,000 jobs. According to one source, however, profits (about 5 percent of
sales) have been lower than those in the United States and the UK.

The French industry has continued to consolidate. Two recent large mergers have been the
merger of Sanofi and Synthelabo to form Sanofi-Synthelabo and the merger of Hoechst and Rhone-
Poulenc Rorer to form the company Aventis.” Of the 300 pharmaceutical companiesin France,
approximately 40 percent have a mgjority of French capita; foreign companies (including many
Japanese and U.S. companies) own the remaining 60 percent.” Investment has grown faster than
sales over the past few years. Nevertheless, profitability in the industry has reportedly been only
about 5 percent compared to 10 percent in the United States and the UK."™

R&D Costs and Drug Approval Process

The French trade association Syndicat National de I’ Industrie Pharmaceutique (SNIP) has
stated that the R& D cost of a new drug in Franceis on the order of $244 million. In the process,
the French pharmaceutical industry typically identifies about 100,000 chemicals that are submitted
for preliminary testing, out of which 100 may be eligible for more extensive preclinical testing.
From this number, about 10 are submitted to clinical trials leading to one new drug. SNIP
indicated that pharmaceutical companies take 5 years of in-house primary and preclinical testing
(when receiving positive results) of a potential drug before it is submitted to clinical trials. The
three clinical trial phases can take another 5-6 years to complete (again when receiving positive
results) before the process for approval in the French market starts, which includes price and
reimbursement level negotiations (requiring another 2 to 3 years).”™

Patents
The term of a patent and SPCs

The term of a French patent is 20 years from the date that the application for patent was
filed. To keep the patent in force for its full term, the patent owner must pay annual renewal fees.

% Doris Leblond, “French Revolution,” European Chemical News, Nov. 30-Dec. 6, 1988, pp. 43-44.
Investment has grown faster than sales over the past few years; nevertheless, profitability in the industry is
reportedly low (about 5 percent) compared with 10 percent in the United States and the United Kingdom.

™ Syndicat National de I’ Industrie Pharmaceutique (SNIP), Pharmaceutical Industry, found at
http: //mamw.snip.fr.

® Doris Leblond, “French Revolution.”

6 SNIP, “Research and Development,” The French Pharmaceutical Industry: Facts and Figures ‘99,
p. 33.

3-21



The term of a pharmaceutical patent can be extended by an SPC.”" If the patented
invention relates to a medicament, a process for obtaining a medicament, a product necessary for
obtaining said medicament, or a process for the production of such a medicament, the patent owner
can obtain an SPC, provided the owner is exploiting the patent in France and using it to produce a
proprietary medicina product that has been authorized for marketing in accordance with the Public
Hedlth Code.

According to arepresentative of the Institut National de la Propriété Industrielle (INPI),
two sets of provisions regarding SPCs coexist in France: those of national origin (covered by
French laws implemented in 1990 pending findization of the EU-wide measure) and those covered
by the provisions of the European Community Council Regulation on the Supplementary
Protection Certificate. The representative states that SPCs granted in France since January 1,
1993, comply with the EU provisions; they differ from those originally granted under the
1990 provisions mainly in the way the amount of extra protection is calculated.” Whereas the EU
regulation calls for the addition of a maximum of 5 years based on the time lost during regulatory
approval such that the total effective patent period (i.e., the sum of the patent term and the added
market exclusivity period) does not exceed 15 years from the date of the first marketing
authorization in the EU, SPCs granted under the 1990 provisions can add up to seven years to the
remaining term of the patent and that total protection under the French provisions (i.e., the duration
of the patent and the extra time granted under an SPC) can be calculated in one of two ways:

(1) “The legal duration of the patent (20 years from the date of filing the application) plus 7 years’
or (2) “the difference between the legal duration of the patent (20 years) and a time span of
17 years counted from the date of the marketing authorization, whichever term comes first.”

Working a patent and compulsory licensing

French law imposes a working requirement on patent owners and provides for compulsory
licensing. Three years after the grant of a patent or 4 years after the filing of the application for
patent, a person can apply for a nonexclusive compulsory license under the patent. The license will
be granted if, in the absence of alegitimate excuse, the patent owner (1) has not started to work, or
made effective and serious preparation to work, the patented invention in the territory of the EU
and (2) has not marketed the patented product in a sufficient amount to satisfy the needs of the
French market. A compulsory license a'so may be obtained if working or marketing in France has
been abandoned for more than 3 years.

Compulsory licensing is aso available in the case of interdependent patents. The owner of
a patent for an improvement on an invention patented by athird party may not work his invention
without the consent of the holder of the earlier patent. Conversely, the owner of the earlier patent
cannot work the patented improvement without permission from the owner of the improvement

" World Patent Law and Practice Source (Matthew Bender & Co., Inc., Patent Law and Practice).
Although this topical compilation characterizes an SPC as extending the patent term, other sources view
the certificate as extending a period of market exclusivity.

8 The protection device implemented in France in 1991 was called a Complementary Certificate of
Protection (CCP). According to one source, “CCPs are still available in France for patents granted before
December 31,1991 . . .” Sheila S. Schulman, Joseph A. DiMasi, and Kenneth |. Kaitin, “Patent Term
Restoration: The Impact of the Waxman-Hatch Act on New Drugs and Biologics Approved 1984-995.”

™ Correspondence via e-mail and telephone between Commission staff and a representative of INPI
during Sept.-Oct. 2000.
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patent. If it isin the public interest and the patented improvement congtitutes an important
technical progressin relation to the earlier patent, the owner of the improvement patent may obtain
anonexclusive license under the earlier patent in order to work hisimprovement patent. In
addition, the owner of the earlier patent must receive alicense under the improvement patent.

The application for a compulsory license must be filed in the District Court and must be
accompanied by evidence that the applicant has been unable to obtain alicense to work the
invention from the owner of the patent and that the applicant isin a position to work the invention
in an effective and serious manner. The court will specify the amount of royalties to be paid to the
owner.

French law aso provides for compulsory licensing of the following kinds of
pharmaceutical patents: (1) patents for medicaments or the processes for producing them,
(2) patents for products required for producing medicaments; and (3) patents for processes for
producing such products. These patents may be subjected to compulsory licensing at the request of
the Minister of Public Health when (1) the interests of public health require it and (2) the subject
medicaments are being made available to the public in insufficient quantities or quality or at
abnormally high prices. From the publication date of an order subjecting the patent to the
Government-mandated licensing system, any qualified person may apply for alicense to work the
patent. The license will be granted by the Minister responsible for Industrial Property under
specified terms, except for the royalties to be paid. In the absence of an amicable agreement
approved by the Minister responsible for Industrial Property and the Minister of Public Health, the
amount of the royalties will be determined by the District Court. (For more on the French patent
system, see appendix H.)
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Germany

According to the German pharmaceutical industry trade association, the
German pharmaceutical industry’s expenditures on R&D rank among the
highest in Europe and R& D spending in Germany continuously increased
during 1985-99, reaching $3.2 hillion in 1999. Thirty-one innovative
pharmaceuticals based on new chemical entities were introduced in Germany
in 1999, surpassing the long-term average of 29 per year. Moreover, German-
based companies launched two new pharmaceutical products on a worldwide
basisin 1999.

The German agency responsible for approval of finished medicinal drugs
marketed for human use isthe Federal I nstitute for Drugs and Medicinal
Devicesin Berlin. Industry sources, ranging from trade associations to
representatives of multinational companies, state that pharmaceutical
approval practicesin Germany are considered to be particularly efficient
compared with those in most EU countries, leading many drug manufacturers
which wish to pursue mutual recognition within the EU to seek initial
approval in Germany.

R&D
Costs and Expenditures

The basic process of developing drugs in Germany is smilar to that in the United States
and other EU countries.® The average cost for development of anew drug in Germany is reported
to be about $500 million or more over an average R& D period of 8-12 years.®* Moreover,
thousands of compounds must be screened in order to determine and focus on the development of
one particular drug, which may or may not be successfully introduced into the marketplace.®” Asin
the United States and most other EU countries, the fundamental R& D phases (basic research,
preclinical trias, and three phases of clinica trials) are followed by the market authorization and
approval process.®

The German pharmaceutical industry’s expenditures on R&D rank among the highest in
Europe. R& D spending in Germany increased continuously during 1985-99, athough the rate of
increase slowed over the period. In 1999, the R& D expenditures of 36 research-based
pharmaceutical companies operating in Germany totaled $3.2 billion, representing an increase of
8.3 percent from the previous year. R&D expenditures increased by about 22 percent during
1996-99 compared with afourfold increase in R&D spending during 1985-94. Approximately half
the costs for R& D drug development are incurred during clinical testing.®* Pharmaceutical R& D
spending averaged about $210,000 per R& D employee, or 50 percent more than that in other
German industry sectors.®

8 Commission staff telephone interviews with various private companies and trade groups in Germany.
8 [bid.

8 EFPIA, The Pharmaceutical Industry in Figures, p. 21.

8 Commission staff telephone interviews with various private companies and trade groups in Germany.
8 Jatistics 2000, Verband Forschender Arzneimittelhersteller (VFA), Berlin, July 2000, pp. 25-37.

% |bid., p. 25.
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Thirty-one innovative pharmaceutical s based on new chemical entities were introduced in
Germany in 1999,% surpassing the long-term average of 29 per year. Moreover, German-based
companies launched two new pharmaceutical products on aworldwide basisin 1999. According to
representatives of the German pharmaceutical industry association, Verband Forschender
Arzneimittelhersteller, products launched by the U.S. industry worldwide accounted for about
34 percent of the total (11 products).®

Drug Approval Process®

Pharmaceutical products must be approved for use by the Federal Institute for Drugs and
Medicina Devices (Bundesingtitut fiir Arzneimittel und Medizinprodukte (BfArM)) before they
can be placed on the market in Germany. During the approval process, data concerning the
product’s quality, efficacy, and safety are reviewed. BfArM requires renewal of product
authorizations after 5 years, requiring another application and review.

The review process for product authorization can take anywhere from 7-24 months;
generics are generaly approved in less time than innovative products. Germany’ s pharmaceutical
approval practices are considered to be particularly efficient compared with those in most
EU countries, leading many drug manufacturers who wish to pursue mutual recognition within the
EU to try to seek initial approva in Germany.®

Patents
The term of a patent and SPCs

The term of a German patent is 20 years, beginning on the day after the filing date of the
application for patent. To keep the patent in force for its full term, the patent owner must pay
annua maintenance fees for the third year and each subsequent year after the filing date of the
application. It is possible, however, for payment of the fees to be postponed because of the
patentee’ s financial situation.

Germany has implemented the European Community Council Regulation on the
Supplementary Protection Certificate and thus provides SPCs for patented products that have been
subject to an administrative procedure for market clearance. The same rights, obligations, and
limitations that apply to the patent apply to the certificate. The patent owner must apply for an
SPC within 6 months after obtaining authorization to market the product. The certificate will take
effect at the end of the patent term for a period equal to the amount of time that passed between the
filing of the application for patent and the date of the marketing authorization,

8 According to representatives of the VFA, these new chemical entities refer primarily to new drugs
developed outside of Germany and subsequently approved for use in Germany.

8 Satistics 2000, pp. 25-37.

8 | nformation obtained from Bundesinstitut fir Arzneimittel und Medizinprodukte (Federal Institute
for Drugs and Medicinal Devices (BfArM)) found at http://mww.bfarm.de/gb_ver/drugs/ and retrieved on
July 23, 2000. Information was also obtained from a Commission staff telephone conversation with a
representative of BfArM on Oct. 19, 2000.

8 Commission staff interview with representatives of PARMA and the multinational pharmaceutical
industry on August 3, 2000.
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reduced by a period of 5 years. The duration of the certificate cannot exceed 5 years. Hence, the
protection period for innovative medicinal products can be extended to a maximum of 15 years.®

Working a patent and compulsory licensing

German patent law does not impose arequired term for working a patent before a person
can seek compulsory licensing of the patent. If it is indispensable to the public interest, the
Government can issue a compulsory license for exploiting an invention when the applicant for
patent or the patent holder has refused to permit such exploitation by another person who offered to
pay the patent holder reasonable compensation and to furnish security therefor. German patent law
also provides that, except as otherwise required by an international agreement, a patent can be
forfeited if it isexclusively or mainly exploited outside of Germany. The forfeiture cannot occur,
however, until more than 2 years after afinal decision granting a compulsory license for the patent
and then only if the public interest can no longer be satisfied by the grant of compulsory licenses.**
Proceedings for the grant of a compulsory license or for the forfeiture of a patent must be instituted
by bringing alegal action against the patentee in the Patent Court. Review by the Federal Court of
Justice may be possible. The parties may be digible for legal aid in the proceedings before the
Patent Court and the Federal Court of Justice. (For more on the German patent system, see
appendix H.)

% |nformation obtained by Commission staff via e-mails from representatives of the German Patent
and Trade Mark Office received during Sept.-Oct. 2000. According to one of the e-mails, dated Oct. 13,
2000, “the above mentioned Regulation did not have to be particularly implemented and transformed into
German law for it is automatically binding in its entirety and directly applicable in Germany aswell asin
every Member State of the EU.”

 These restrictions do not apply, however, in the case of nationals of aforeign state that does not
grant reciprocity in this respect.
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[taly

Industry sourcesin Italy state that levels of R& D investment and expenditures
before 1978 were low because Italy had no patent protection for
pharmaceuticals until that year. Once the national patent system was
implemented, however, R& D investments increased by a factor of four during
the next 10 years. Although, according to EFPIA, the industry’s R&D
expenditures increased continuously through 1999, such expenditures are
lower than many of the other countries covered in this study.

Italy began to alter its method of testing new pharmaceuticalsin 1993, and
requirements continue to evolve today. According to one source, products were
often approved before 1993 on the basis of preclinical in-vitro and in-vivo tests
and on clinical evaluation models; currently, evidence-based medicineis
required.

R& D Costs and Drug Approval Process

Italy had no patent law regarding pharmaceuticals until 1978, significantly deterring R&D
investment in the country. As aresult, the Italian pharmaceutical industry generally focused on
producing copies of nonpatented drugs.”? However, R& D has increased significantly since Italy’s
ingtitution of strong patent laws in 1978, when $145 million® was invested in pharmaceutical
R&D. By 1988, over four times as much was invested, and the amount continued to increase,*
reaching about $835 million in 1999.*° Nevertheless, such expenditures were low relative to those
of other EU members® and, as reflected in table 1-2, were among the lowest of the countries
covered in this report.%’

Pharmaceutica products are approved in Italy by the Commissione Unicadel Farmaco
(CUF) in the Ministry of Health, which issues a license known as the Direzione-Generae del
Servizi Farmaceutici. Until the mid-1990s, authorization was granted in an average of
8-10 months, and in some instances could take 2 years. The promulgation of the EU’s 1998

2 Sigma-Tau Pharmaceutical website, found at http://mww.sigma-tau.it/english/Deval .htm and
retrieved on July 31, 2000.

% Using 1978 conversion rates, as reported by IMF International Finance Statistics.

% Farmindustria Indicatori Farmaceutici, 1994, quoted in PhARMA’s Global Industry Patent
Protection, found at http://mwww.phrma.org/publications/industry/profile00/chap8.html#9 and retrieved on
July 27, 2000.

% Over hdf of Italian R&D isinvested in Lombardy, near Milan. European Health Care Systems and
Pharmaceutical Markets, Arzneimittel Zeitung 1995. In 1998, 285 pharmaceutical companies operated in
Italy, many of which were very small operations; of the total, 150 Italian pharmaceutical companies
employed 50 workers or fewer, 50 had over 250 employees. EFPIA, The Pharmaceutical Industry in
Figures, p. 34.

% EFPIA, The Pharmaceutical Industry in Figures, p. 20.

9 R& D expenditure data for Mexico and Russia were not available. However, as noted in table 1-2,
R&D in Mexico is conducted largely at the Mexican Centre of Pharmaceutical Devel opment and
Research, ajoint government/industry venture funded by hospitals, universities and research centers. Most
Russian companies reportedly do not conduct primary research.
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Transparency Directive® was intended to shorten authorization times.* According to a
representative of EFPIA, although the EU mandates that member States have 210 days to
nationally authorize a drug, the actua times may vary; no data are reportedly available regarding
actual times.’®

Italy began to alter its method of testing new pharmaceuticals in 1993, and requirements
continue to evolve today. Before 1993, products were often approved on the basis of preclinical in-
vitro and in-vivo tests and on clinical evaluation models. Currently, evidence-based medicineis
required, and companies which received approval for their products using old methods may have to
provide the CUF with new documents in order to maintain their approval .**

Patents
The term of a patent and SPCs

The term of an industrial invention patent is 20 years, measured from the filing date of the
application for patent. To keep the patent in force for its full term, the patent owner must pay
annual maintenance fees after the patent is granted. If the inventor isindigent, those fees may be
suspended for the first 5 years of the patent term.

Upon application to the Italian Patent and Trademark Office, a patent owner can obtain an
SPC extending the duration of the patent rights for inventions of medicines (or plant health
products) in order to compensate for time lost between the date of the patent application and the
authorization for marketing of the patented product. The period of supplementary protection
provided by the certificate is measured from the expiration of the patent and is equivalent to the
time that elapsed between the date of the patent application and the authorization for marketing of
the product, minus 5 years. The term of the supplementary protection cannot exceed 5 years,
however. An application for a certificate must be filed within six months from the date of the initial
Ministerial Order authorizing marketing of the patented medicine (or plant health product), and
must be accompanied by areceipt for payment of the prescribed fee.

Working a patent and compulsory licensing

Italian patent law requires that an industrial invention patent be worked in the territory of
Italy to an extent that is not disproportionate to the needs of Italy. An exhibition of patented
articles held in the territory of Italy for at least 10 days or for the entire duration of the exhibit (if it
was less than 10 days) constitutes aworking of the patent. However, the introduction into or salein
Italian territory of articles manufactured abroad does not constitute working.

Three years after a patent was granted or 4 years after the filing of the application for
patent, if the latter date expires after the former one, the Italian Patent and Trademark Office can
issue a compulsory license to an interested party who has applied for the license if any of the

% Directive 98/48/EC.

% Financing Health Care, Vol. 1, p. 555.

1% Commission staff telephone interview with a representative of EFPIA on Oct. 25, 2000.

101 Pharmaceutical and Healthcare Industry News Database, 1999, found at
http: //quicksear ch.profound.comv cg...74,FM=0,SEARCH=EW.PharmNewsl etters and retrieved on
Aug. 2, 2000.

3-28



following circumstances exist: (1) The patent has not been worked, or has been worked to an extent
disproportionate to the needs of the country, in production in Italy or importation from EU or
World Trade Organization (WTQO) member-countries; (2) for more than 3 years, the working of the
patent has been suspended or reduced to an extent that is greatly disproportionate to the needs of
the country; or (3) the patented invention cannot be used without prejudice to the rights of a patent
granted on an application of prior date, and the invention of the later patent is a marked technical
progress in the subject matter of the two patents. The applicant for a compulsory license must
demonstrate that he was unable to obtain a voluntary license from the patent owner on equitable
terms and conditions.

The Italian Patent and Trademark Office will not grant a compulsory license if the failed
or inadequate working of the patent was caused for reasons beyond the control of the patent owner
or hislicensee. Lack of financial means and the lack of domestic demand, if the patented product is
traded abroad, are not included among such reasons. If a compulsory license is granted, the
licensee must pay the patent owner equitable remuneration. The decree granting the license will
specify, among other things, the amount and the payment formalities.

An Italian patent can lapse if the patented invention is not exploited, or is not exploited

sufficiently for the needs of Italy, within 2 years of the grant of the first compulsory license. (For
more on the Italian patent system, see appendix H.)
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United Kingdom

In the UK, pharmaceuticals are licensed by the Department of
Health’s Medicines Control Agency. I ndustry sour ces state that the
UK’ s pharmaceutical approval practices are considered to be
particularly efficient compared with those in other EU countries,
leading many drug manufacturers which wish to pursue mutual
recognition within the EU to try to seek initial approval in the UK.

R&D Costs and Drug Approval Process

In 1997, pharmaceutical R& D expenditure in the UK accounted for 8.6 percent of the
globa R&D expenditure, or about $3.8 million.’ In 1998, 375 pharmaceutical companies
operated in the UK, and in 1999 it produced 19 of the world’s 35 largest-selling drugs.’**
Pharmaceutical R& D totaled $4 billion in 1999, accounting for nearly 25 percent of all industrial
R& D spending in the UK 1% In the late 1990s, pharmaceuticals were the UK’ s largest
manufactured export.’® Unlike the status in many manufacturing sectors, the UK maintains a trade
surplus in pharmaceuticals; in 1999, its pharmaceutical trade surplus was $4.2 billion.*”

The UK’ s pharmaceutical licensing body is the Medicines Control Agency (MCA). In
cooperation with the Committee on the Safety of Medicines, the MCA commissions and oversees
clinical trials,*® and ultimately grants product licenses. UK pharmaceutical approval practices are
considered to be particularly efficient compared to other EU countries. Median approval time for
new pharmaceuticals (including clinical trias) decreased during 1995-97, from a median of
18 yearsin 1995 to amedian of 15 yearsin 1997.® Thisrelatively short approval time hasled
many leading drug manufacturers which wish to pursue mutual recognition within the EU to seek
initial approval in the UK.*° In regard to postclinical review and authorization, according to a
representative of EFPIA, the EU mandates that member States have 210 daysto

102 Centre for Medicines Research, International Report: Profile on the UK Pharmaceutical Industry in
1997 and 1998, London, 1999, p. 4.

188 EFPIA, The Pharmaceutical Industry in Figures, 2000.

1% From Canadian Department of Foreign Affairs and International Trade website, found at
http: //mww.dfait-maeci.gc.ca/english/geo/eur ope/84216-e.htm and retrieved on Sept. 20, 2000.

%5 Ibid.

1% Burstall, Michael L., Bryan Reuben and Anthony Reuben, “Pricing and Reimbursement Regul ation
in Europe: an Update on the Industry Perspective,” Drug Information Journal, VVol. 33, 1999, p. 669.

97 From Canadian Department of Foreign Affairs and International Trade website, found at
http: //mww.dfait-maeci.gc.ca/english/geo/eur ope/84216-e.htm and retrieved on Sept. 20, 2000.

108 | ndividual clinical trials are conducted in accordance with those guidelines agreed upon by the EU,
United States, and Japan at the International Conference on Harmonisation, and have been in place
throughout the EU since June 1995. Anne Thyer, Medicines Control Agency, found at
http://mww.socialaudit.org.uk/ 437391GG.htm and retrieved Sept. 20, 2000.

1% Centre for Medicines Research, International Report: Profile on the UK Pharmaceutical Industry in
1997 and 1998, p. 4.

10 Maryann Slater, Foreign Service Commercia Officer, US Embassy, London, telephone conversation
with Commission staff July 27, 2000, and Commission staff interview with representatives of PhRMA and
the multinational pharmaceutical industry on Aug. 3, 2000.
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nationally authorize a drug. The actual times, however, may vary; no data are reportedly available
regarding the actual times.**

One perceived drawback of the UK process, however, isitsrelative lack of transparency.
Section 118 of the Medicines Act 1968 prevents authorities from disclosing any information about
the process, and thus UK doctors are able to receive less information about approved drugs
clinical trial histories than doctors in the United States.**> While there is no proof that doctors
prescribe certain drugs less because they lack this information, the strict confidentiaity of the
UK’s system remains controversial .3

Patents
The term of a patent and SPCs

The term of a UK patent is 20 years, measured from the filing date of the application for
patent or such other date as may be prescribed in a rule approved by resolution of each House of
Parliament. To keep the patent in force for its full term, the patent owner must pay an annual
renewa fee, commencing at the start of the fifth year after the patent was granted. Although the
UK patent statute makes no provision for extension of the term of a patent, the UK does issue
SPCsto allow for an additional period of market exclusivity to offset delays incurred during the
approval process.*

Working a patent and compulsory licensing

Three years after a patent is granted, or such other period as may be prescribed, any
person may apply to the Comptroller of the UK Patent Office for a nonexclusive compulsory
license under the patent.**® The circumstances under which such a license may be granted depend in
part on the nationality or domicile of the proprietor of the patent.

If the proprietor is anational of or isdomiciled in a country that is a member of the WTO,
the following are the permissible grounds for seeking a compulsory license: (1) the patented
invention is a product for which demand in the United Kingdom is not being met on reasonable
terms; (2) the proprietor has refused to grant a voluntary license on reasonable terms and the
exploitation of another patented invention in the United Kingdom involving an important technical
advance of considerable economic significance is being prevented or hindered, or the establishment
or development of commercial or industrial activities in the United Kingdom is being unfairly
prejudiced; or (3) because of conditions imposed by the proprietor on the grant of licenses under

M Commission staff telephone interview with a representative of EFPIA on Oct. 25, 2000.

12 House of Commons Hansard Debates for 15 January, 1993, found at http: //mww.parliament.the-
stationery-office.co.uk/pa/cm199293/cmhansr d/1993-01-15/Debate-4.html on September 20, 2000.

3 “Straw Bill is Little Use Against Drug Secrecy,” The Guardian, September 20, 1999, found at
http: //mww.guar dianunlimited.co.uk/freedom/Sory/0,2763,201196,00.html and retrieved on Sept. 20,
2000.

14« gypplementary Protection Certificates for Medicinal and Plant Protection Products,” found at
http: //mww. patent.gov.uk/dpatents/mpp/pdfs/spcs.pdf, and retrieved on Sept. 15, 2000; and
“Supplementary Protection Certificates for Medicinal and Plant Protection Products: A Guide for
Applicants (Revised January 1997),” found at http://www.patent.gov.uk/forms/supp/pdfs/spctext.pdf, and
retrieved on Sept. 15, 2000.

5 Inventions in the field of semiconductor technology are exempt from compulsory licensing.
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the patent, the disposal or use of the patented invention, the manufacture, use, or disposal of
materials not protected by the patent, or the establishment or development of commercia industria
activitiesin the United Kingdom is being unfairly prejudiced.

A compulsory license, if granted, will be predominantly for the supply of the market in the
United Kingdom and will include conditions entitling the proprietor of the patent concerned to
remuneration adequate in the circumstances, taking into account the economic value of the license.

If a compulsory license is requested for a patent whose proprietor is not a national or
resident of a country that isamember of the WTO, the following are the permissible grounds for
seeking the license: (1) The patented invention is capable of being commercially worked in the
United Kingdom, but is not being so worked or is not being worked to the fullest extent reasonably
practicable;™® (2) the patented invention is a product and demand for it in the United Kingdom is
not being met on reasonable terms or is being met to a substantia extent by importation from a
country that is not a member State of the WTO; (3) the patented invention is capable of being
commercially worked in the United Kingdom, but is being prevented or hindered from being so
worked by the importation of a product from a country that is not a member State or, if the
patented invention is a process, by the importation of a product obtained directly by means of that
process from a country that is not a member State.

A compulsory license also may be sought if, by reason of the patent proprietor’s refusal
to grant alicense on reasonable terms, (1) a market for export of any patented product made in
the United Kingdom is not being supplied,™*” (2) the working or efficient working in the United
Kingdom of any other patented invention which makes a substantial contribution to the art is being
prevented or hindered, or (3) the establishment or development of commercial or industrial
activitiesin the United Kingdom is being unfairly pregjudiced. A compulsory license also may be
sought if the manufacture, use, or disposal of materials not protected by the patent or the
establishment or development of commercia or industrial activities in the United Kingdom is being
unfairly pregjudiced by the patent proprietor’s conditions for the grant of licenses under the patent,
the disposal or use of the patented product, or the use of the patented process.

If the Comptroller is satisfied that the manufacture, use, or disposal of materials not
protected by the patent is unfairly prejudiced by reason of conditions imposed by the proprietor of
the patent on the grant of licenses under the patent, or on the disposal or use of the patented
product or the use of the patented process, he may order the grant of compulsory licenses under the
patent to appropriate customers of the applicant as well as to the applicant.

Decisions on compulsory licensing may be subject to judicial review and may be the
subject of arbitration. The Queen may, by Order in Council, prohibit the Comptroller from
granting a compulsory license, except for purposes of the public interest, if the patented invention

181 the Comptroller believes that insufficient time has elapsed for the invention to be so worked, he
may postpone action on the application for a compulsory license for such period as he thinks will give
sufficient time for the invention to be so worked. In addition, a compulsory license will not be ordered if
the patented invention is being worked in a country that is a member State of the WTO and demand in the
United Kingdom is being met by importation from that country.

17 Any compulsory license granted on this ground will contain provisions that appear to be expedient
for restricting the countries in which any product concerned may be disposed of or used by the licensee.
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is being commercialy worked in any relevant country *8 specified in the Order and demand in the
United Kingdom for any patented product resulting from that working is being met by importation
from that country. (For more on the UK patent system, see appendix H.)

18 A “relevant country” is a country other than a member state or a member of the WTO whose law, in
the Queen’ s opinion in Council, incorporates or will incorporate provisions treating the working of an
invention in, and importation from, the United Kingdom in a similar way to that which the Order in
Council would (if made) treat the working of an invention in, and importation from, that country.
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Japan

Over 400 relatively small manufacturers focus primarily on serving Japan’s
domestic market, the second largest in the world. Exports are small, but in
spite of a difficult business climate, according to PhRMA, Japanese firms
have achieved success in global markets. Their current share of consumption
within the global market is 15 percent.

JPMA states, however, that the recently adopted Good Clinical Practice
guidelines have significantly affected the Japanese medical community’s
ability to conduct acceptable clinical trials. According to one U.S. government
source, the industry’ s immediate response has been to move clinical trial
operations offshore.

In 1998, 82 innovative pharmaceutical companies were operating in Japan,® most of
which were small compared with global competitors. According to PARMA, the Japanese
companies have been perceived to be harder to rationalize and, thus, have been less likely than their
global counterparts to consolidate.®® This is changing, however. Four Japanese companies were
acquired by foreign firmsin 1999 and more acquisitions are expected as foreign companies
strengthen their positions in the Japanese market, the second largest in the world.*?* Japanese
pharmaceutical wholesalers have aso been consolidating in recent years, decreasing from 579 in
1979 to 260 in 1997.*%

R& D and the Drug Approval Process

The Japanese pharmaceutical industry has focused primarily on its domestic market;
products of Japanese origin have consistently accounted for about 60 percent of that market.’ In
the early 1980s, however, the Japanese Government selected Japan’ s pharmaceutical industry for
international expansion as the pharmaceutical industry was considered to be knowledge-intensive
and resource-thrifty.* Despite adverse economic conditions in the early 1990s,*® a difficult
regulatory environment, and the lack of an international marketing infrastructure, Japanese
companies have been relatively prolific in creating new drugs. Of the 265 drugs developed in the
global market during 1970-92, Japan originated 29, second only to the United

9 This is the number of companies belonging to JPMA, the innovative industry trade association.

120 Commission staff interview with representatives of PARMA on July 25, 2000.

12 Benjamin Fulford, “ Shakeout in Tokyo,” Forbes, May 1, 2000, p. 94.

22 JPMA paper, “Distribution System,” found at http://www.jpma.or .jp/12english/05sal es/e-dist.html
and retrieved on July 19, 2000.

23 USITC, Global Competitiveness, publication 2437, p. 4-8. The United States is Japan’s biggest
trading partner for pharmaceuticals and, in 1998, accounted for 36 percent of Japanese exports and
provided 23 percent of Japanese imports. JPMA, Data Book 2000, p. 1-18

24 USITC, Global Competitiveness, publication 2437, p. 3-21.

5 McKinsey Global Ingtitute (MGI), “Why the Japanese Economy Is Not Growing,” retrieved July 27,
2000.

3-34



States during the same period;* drugs originated by the Japanese industry (e.g., Pravastatin and
Famotidine) are ranked among the top-selling drugs globally.**

R& D Costs and Expenditures

In 1998, total R& D expenditures for the Japanese pharmaceutical industry were
$5.2 billion.'® After increasing from $5.1 billion in 1992 to $6.8 hillion in 1995, the industry’s
R&D expenditures declined to $6.1 billion in 1996 and to $5.3 billion in 1997. In terms of
individual company expenditures, Takeda, the leading Japanese pharmaceutical firm, invested
$546 million in R&D in 1998, compared with an average R& D expenditure of $197 million for the
20 leading Japanese firms.**® According to a representative of PhARMA, the average cost of
developing an innovative pharmaceutical product in Japan is about $280 million.**

Drug Approval Process

Review times for NDAs in Japan have been much longer than in the United States or
Europe™! because Japan lacked a standardized review process. Industry sources indicate that in the
past approvals generally took from 30 to 36 months but, in some cases, up to 48 months. Under the
U.S.-Japan Enhanced Initiative for Deregulation and Competition (Enhanced Initiative),’* Japan

126 William P. Looney, Japan’s Health Care System Today: New Challenges and New Opportunities,
Pharmaceutical Research and Manufacturers of America, Aug. 1997, p. 7.

27 PhRMA, “PhRMA Proposal for NHI Drug Pricing Reform-Supporting Arguments,” p. 26.

128 The Japanese Government allocates less to medical research than does the United States but
nonethel ess spearheaded efforts to map the human genome in the late 1980s. Their subsequent research
efforts suffered from underfunded research facilities as adverse economic conditions precluded further
expenditure. Lack of expertise, inflexible funding mechanisms, and bureaucratic rivalries also hampered
progress. Robert Triendl, “ Absent Pioneer,” Far Eastern Economic Review, July 13, 2000, p. 44.

129 Japanese Pharmaceutical Manufacturers Association (JPMA), Data Book 2000, pp. 1-35, 2-19.
Industry sources note that average R& D expenditures for the twenty leading global firms amounted to
$1.7 billion.

0 | nformation obtained by Commission staff via e-mail, dated Sept. 26, 2000, from a representative of
PhRMA.

31 The U.S. pharmaceutical industry continues to express concern about the barriers inherent in the
Japanese pharmaceutical market. According to PhARMA, adrug “lag” has developed in which 130 out of
230 products launched world-wide since 1985 remained unavailable in Japan by 1997. Of the 130
unavailable products, 90 are in the clinical trial process currently, but 40 are not being tested at all. Five
of the 10 top-selling drugs worldwide are not yet available in Japan. See PhARMA, “PhRMA Proposal for
NHI Drug Pricing Reform—Supporting Materials for Presentation” Jan. 29, 1999 p. 14, and MGl, “Why
the Japanese Economy Is Not Growing,” retrieved July 27, 2000, p. 66.

2 Office of United States Trade Representative, 2000 National Trade Estimate Report on Foreign
Trade Barriers, p. 191, found at http://www.ustr.gov/r eports/nte/2000/nte2000.pdf and retrieved on
July 14, 2000. The pharmaceutical industry was included in the U.S.-Japan Enhanced Initiative for
Deregulation and Competition (Enhanced Initiative). The process began in 1997 to address regulatory and
anti-competitive barriers for both foreign and domestic firmsin Japan, and in 1998 the MHW made four
commitments to facilitate market access to be finalized by April 1, 2002. They were as follows: (1) to
recognize the value of innovation so as not to impede the introduction of new, more efficient, cost-
effective products, (2) to ensure impartiality by allowing foreign manufacturers opportunities to state their
opinions in the relevant councils on an equal basis with Japanese manufacturers and by providing
opportunities to exchange views with MHW officials at all levels, (3) to shorten the approval process for

(continued...)
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committed to reduce the approval period to 12 months as of April 2000. Other structural reforms
have been made including the addition of reviewers; institution of a new team-review system that
permits continuous and direct communication between reviewers and applicants; allowance for the
continuation of clinical trials during the review process; and the elimination of the mandatory
number of clinical trials.

The Ministry of Health and Welfare (MHW) isin charge of pharmaceutical regulatory
affairs in Japan. During a reorganization in July 1997, the old Pharmaceutical Affairs Bureau was
replaced by a new regulatory system that includes three parts; the Pharmaceutical and Medical
Safety Bureau (PM SB), the Pharmaceutical and Medical Devices Evaluation Center (Evaluation
Center) and the Organization for Pharmaceutical Safety and Research (Drug Organization).**
Through these groups, the new organization handles activities from clinica trials through new drug
application (NDA) approvals to postmarketing studies. Figure 3-4 summarizes the new,
standardized process of approval for new prescription products resulting from the reorgani zation.
NDAs are filed with the Evaluation Center. The Drug Organization checks the reliability of data
and reviews the application for Good Clinical Practice (GCP) compliance. Next, a detailed review
by an appropriate expert team at the Evaluation Center is undertaken. Applications are forwarded
to the New Drug Expert Committee of the Central Pharmaceutical Affairs Council (CPAC) which
is an advisory council to the MHW. Various committees of CPAC are consulted as required, and
the application is discussed by the executive committee of CPAC. Finaly, the minister of MHW
conducts afinal approval review and grants approval.

In the 1990's, Japan participated with the United States and the EU in the International
Conference on Harmonization (ICH).™** One result of the ICH was to increase the international
utilization of clinical trial data,**® thereby eliminating duplicate effort and allowing for the more
rapid introduction of better drugs. Other topics included maintaining guidelines with the latest
advances in technology and creating common technical documents for new drug applications.**

1% (,..continued)
NDAs to 12 months by April 2000 and to speed the introduction of innovative pharmaceuticals, and (4) to
expand acceptance of foreign clinical tests through the incorporation of ICH guidelines into Japanese
regulations (by August 1998) and adopt an acceptance process that is transparent and void of
inappropriate delays.

13 JPMA, “1999 Pharmaceutical Administration and Regulations in Japan” retrieved July 12, 2000,
p. 1.

¥ Restrictive regulations had in the past limited market access by foreign manufacturers of
pharmaceuticals. This changed, however, as aresult of various bilateral and multilateral initiatives. For
example, the bilateral Market-Oriented Sector Selective (MOSS) talks in the mid-1980s changed
regulationsin place until then that prevented foreign manufacturers from applying for drug approvals on
their own. Subsequent multilateral initiatives, such as the ICH and the Enhanced Initiative, addressed
numerous issues, including clinical trials. For example, until the latter initiatives, foreign firms were
handicapped by MHW requirements that al clinical testing on new drugs be done in Japan on resident
Japanese citizens, which necessitated time-consuming and expensive duplication of clinical trials.

1% JPMA, “1999 Pharmaceutical Administration and Regulations in Japan,” retrieved July 12, 2000,
p. 24.

136 JPMA paper, “ICH Guidelines,” found at http://mwww.jpma.or .jp/12english/O4newdr ug/e-ich.html
and retrieved July 12, 2000.
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Figure 3-4
New Drug Development and Approval
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Source: JPMA, 1999 Pharmaceutical Administration and Regulations in Japan. Reprinted with permission.

The GCP standards promulgated by the ICH in May 1996 and accepted by Japan in
August 1998 have had a negative impact on Japan’s ahility to conduct research and development
and present the Japanese medical community with aformidable challenge.®” The new standards are
completely different from previous Japanese practices for participants and the medical service
providers that conduct such trials. For example, before the GCP standards were adopted,
participants in Japanese clinica trials were alowed to provide informed consent orally. Now,
written informed consent is required.**®

Medica service providers that conduct clinical trials have aready had difficulty meeting
the new standards. Medical providers are now required to hire and train the clinical research
coordinators and technical and support staff needed to conduct clinical trials which meet
GCP gtandards.™ The industry’ s immediate response to the new standards has been to move
clinical trial operations offshore. Larger Japanese pharmaceutical firms (e.g., Takeda, Fujisawa,
and Tanabe) have established clinical trial operations in the United States because medical
facilitiesin Japan are not yet capable of undertaking clinical trials which meet GCP guidelines.**

137 Osamu Ebhi, “Trends in the NDA Review Period and Facilitating Clinical Trials,” Update, Vol. 16,
found at http://www.jpma.or .jp/12english/07publications/up016/e-up16-03.html, and retrieved July 14,
2000.

138 K azutaka I chikawa, “ Recent Changes in Pharmaceutical Regulation,” Update, Vol. 14 found at
http: //imww.jpma.or .jp/12english/07publications/up014/e-up14-04.html, and retrieved July 14, 2000.

1% Osamu Ebi, “Trends in the NDA Review Period and Facilitating Clinical Trials.”

10 Commission staff telephone interview with a representative of the U.S. Department of Commerce on
July 17, 2000.
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Patents
The Term of a Patent

The term of a Japanese patent is 20 years, measured from the filing date of the application
for patent. The patentee must pay annua fees to keep the patent in force for its full term. The fee
congists of aflat rate for each year of the term, plus an additional amount for each claim of the
patent. The annual fee may be reduced, deferred, or waived, however.

With certain limitations and on the basis of an application filed with the Japanese Patent
Office, the term of a Japanese patent may be extended for up to 5 yearsif it was not possible for
the patentee to work the patented invention for 2 years or more owing to the necessity of obtaining
approval or another disposition required by law to ensure safety in the working of the invention.
The extension can be denied if the prescribed requirements are not met or if the requested extension
exceeds the period during which the patented invention could not be worked.

Working a Patent and Compulsory Licensing

If a patented invention has not been sufficiently and continuously worked for 3 years or
more in Japan, a person who intends to work the invention may request a nonexclusive license from
the patentee (or the exclusive license holder, if any). The request cannot be made unless at least
4 years have passed since the filing of the application for patent. If the person and the patentee (or
exclusive license holder) are unable to reach an agreement, the person who wishes to work the
patented invention may ask the Japanese Patent Office for an arbitration decision on the matter. If
there is alegitimate reason for the failure to sufficiently work the patented invention, the Japanese
Patent Office will not grant a license. If the Japanese Patent Office grants the license, it will
specify the consideration and the time and method of payment.

When the working of a patented invention is particularly necessary in the public interest, a
person who intends to work the invention may ask the patentee (or the exclusive licensee, if any)
for anonexclusive license. If no agreement is reached, the person may ask the Minister for Trade
and Industry for an arbitration decision on the matter. If the Minister finds that there is alegitimate
reason for the failure to sufficiently work the patented invention, the Minister will not grant the
license. If the Minister decides to grant the license, he will specify the consideration and the time
and method of payment.

A person a'so may be entitled to a nonexclusive license by virtue of his prior use of the
patented invention. A person is entitled to such alicense if, when the application for patent was
filed, that person had made an invention by himsalf without knowledge of the contents of the
application, or learned the invention from another individual who made the invention by himself, or
was commercially working the invention in Japan or making preparations therefor. (For more on
the Japanese patent system, see appendix H.)
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M exico

According to one study, although domestic and multinational companiesare
involved in most phases of the M exican phar maceutical industry (R&D,
manufacturing, and marketing), the domestic industry typically relies on
product innovation that has been developed and imported by multinational
firms. The Inter-Secretarial Commission of the Phar maceutical Industry is
responsible for overseeing the phar maceutical industry and registering
manufacturers.

In Mexico, prescription productsinclude patented, generic, and “ copy”
products. According to a source in Mexico, generics are considered to be a
rising market; copy products continue to pose a concern for U.S. firms
(especially along the U.S.-Mexican border) asthey continueto drive down
the Mexican prices of prescription drugs manufactured by the original
innovator.

Pharmaceuticals in Mexico

Asin the United States, pharmaceuticals in Mexico are available either by prescription or
as nonprescription (over-the-counter (OTC)) drugs. Many of the prescription products are
patented, or innovative, pharmaceutical products. Generics and so-called copy products, also
available by prescription, also are marketed in Mexico.*** Historically, generics have not had a
large share of the Mexican market, in part because of the relatively low prices of available patented
products, the public’s lack of understanding (and thus trust) of generics, and their reported record
of poor performance; however, these trends may be slowly changing.> Generics are considered a
rising market in Mexico (currently with a small profit margin) and, as aresult of a change in health
legidation in 1997, generics, previoudy only available through the public sector, became
commercially available to the private sector for the first time.**®

Copy products, the result of weak patent protection that existed before 1991, have further
limited the past need for generics. Copy products are very common in the Mexican market,
particularly along the U.S.-Mexican border. They offer competition in the Mexican marketplace
since they are generally offered at alower price than the products manufactured by the original
innovator. Copy products continue to be a major concern for U.S. companies which contend that
they are losing market share because intellectual property rights are being

141 A generic version of an innovative pharmaceutical product can be legally launched following the
expiration of the patent on the innovative product; a copy product is one in which the original innovative
product is still under patent in other countries.

21t isimportant to note that the Mexican Government has not been involved in manufacturing
generics, unlike some other Latin American countries. NERA, Mexico, p. 81.

143 Commission staff interview with U.S. Commercial Service representative (Mexico) on July 24,
2000. In addition to this legislation the Mexican Government is now publishing aregistry (or standard)
that contains new labeling for generic drugs that specifies their claims. The representative further states
that Mexican physicians prescribe a generic drug first (by law) and subsegquently the patented drug.
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violated.* Further, U.S. pharmaceutical companies contend that U.S. citizens are at risk of
jeopardizing their health and safety purchasing drugs which may not be safe or effective.'*

In February 1998, the Mexican government published the Regulation for Health Products
that further describes the guidelines used by the Secretariat of Health (SSA), or the Ministry of
Health, to control the medicaments, vitamin and herbal products, medical equipment, supplies, and
other health related products and services.**® In some cases, vitamins and herbal supplements are
classified as pharmaceuticals in Mexico, subjecting them to more restrictive testing, registration,
and marketing regulations.**’ For example, the Mexican Government requires inspection and
approval of manufacturing facilitiesin order to import and market vitamins, but will not conduct
inspectionsin facilities outside of Mexico.* U.S. companies with production facilitiesin Mexico
can obtain the sanitary license necessary to import and market vitaminsin Mexico. Mexico
continues to offer agood market for U.S. vitamins, nutritional supplements, and herbal products
with atotal estimated market for these products of over $520 million, and estimated annual growth
of 15 percent for the next few years.*

R&D Costs and Drug Approval Process

Since 1991, Mexico has been, for the most part, self-sufficient in pharmaceutical
production.”® Both domestic and multinational companies research, develop, manufacture, and
market pharmaceuticals in Mexico.™ The government of Mexico points out a steady upward trend
of foreign direct investment in the pharmaceutical industry.™

144 Commission staff interview with representatives of PARMA and the multinational pharmaceutical
industry on Aug. 3, 2000.

5 | bid. The author of arecent journal article notes that the Mexican market has had a long-standing
problem with effective regulation and enforcement in the pharmacy sector, leading to concerns over safety
issues for generic products. The author further states the research sector’s argument for tighter controls
over how medicines are dispensed and how pharmacists are trained. Currently there is reportedly no lega
reguirement for pharmacists to have any professional training other than an apprenticeship. Rosalyn
Chan, “Mexico: Striking a Balance Between Price and Innovation,” Pharma Pricing & Reimbursement,
PPR Communications Ltd., England, Jan. 2000, p. 22.

146 Jesus S. Gonzalez, Industry Sector Analysis (Mexico), U.S. & Foreign Commercia Service and U.S.
Department of State, May 1999, p. 5.

147 n the United States, vitamins and herbal products tend to be less regul ated because they are
considered food supplements.

148 U.S. Trade Representative, 2000 National Trade Estimate Report on Foreign Trade Barriers,

p. 287.

9 Gonzalez, Jesus S., Industry Sector Analysis (Mexico), U.S. & Foreign Commercial Service and
U.S. Department of State, May 1999, p. 1.

%0 Cantor, David J., Prescription Drug Price Comparisons: The United States, Canada, and Mexico,
Congressional Research Service Report for Congress, Jan. 23, 1998, p. 4.

31 NERA, Mexico, p. 77. According to the U.S. Foreign Commercial Service, U.S. pharmaceutical
firms have had a presence in Mexico for forty to fifty years. The author of arecent journa article states
that after the passage of the 1997 legislation the number of generic manufacturersin Mexico increased
during 1998-99 from 110 to 160, or by about 45 percent. Rosalyn Chan, “Mexico: Striking a Balance
Between Price and Innovation,” p. 22.

152 Mexico' s Department of Commerce and Industrial Development’s (SECOFI) Office of Directorate
General for Foreign Investment notes that foreign direct investment for pharmaceuticals in Mexico
increased from $118 million in 1995 to $307 million in 1999. SECOFI’ s Office of Directorate General for

(continued...)

3-40



R&D Costs

For domestic companies, R&D is conducted largely at the Mexican Centre of
Pharmaceutical Development and Research which is ajoint government/industry venture funded by
hospitals, universities and research centers.™> The degree of government support, combined with
the relatively low prices of pharmaceuticals in Mexico, provides little incentive for domestic
companies to invest heavily in R&D. Instead, the domestic pharmaceutical industry typically relies
on product innovation that has been developed and imported by multinational firms which
accounted for nearly 70 percent of total pharmaceutical industry investment in Mexico in 1991.
As aresult, most Mexican-owned firms specialize in the manufacture of copy and generic
pharmaceuticals.

The Inter-Secretarial Commission of the Pharmaceutical Industry, a part of Mexico's
Department of Commerce and Industrial Development (SECOFI), is responsible for over-seeing
the pharmaceutical industry and registering manufacturers. On February 4, 1998, the Ministry of
Health issued revised regulations on awide range of health products and services.™® These
regulations explicitly state that in order to manufacture, prepare, mix, package, store, sell, import,
export, prescribe, supply, or transport drugs, all companies must receive authorization from the
Secretariat. The Regulations also describe the responsibilities and procedures for al establishments
involved in all aspects of the manufacture, packaging, and selling of pharmaceuticals.

Drug Approval Process

The Pharmaceutical Control Bureau, under the SSA, is in charge of product registration.
Approval is granted on the basis of avariety of factors, including efficacy, safety, and cost
effectiveness.’® On average, the application and approval processin Mexico takes 6-8 months.™>’
Most drug manufacturers have few complaints about the speed of the overall approval processin
Mexico.'® However, industry concerns about the scientific thoroughness of testing have been
raised; and resource shortages reportedly have, at times, forced the responsible Mexican authorities
to subcontract testing to other ingtitutions or prevented them from evaluating certain submitted
products.™® U.S. firms have also expressed concern about the protection of confidential test data
during this process.'®

152 (...continued)

Foreign investment, Foreign Direct Investment in the Chemical Industry, March 2000, table No. 4.

153 According to NERA, over 90 percent of the funding for R& D performed by domestic companies
comes from the Mexican government, and the total national budget spent on R& D was around $8 million
in 1986. NERA, Mexico, p. 87 and 88.

¥ U.S. International Trade Commission, Potential |mpact on the U.S. Economy and Selected
Industries of the North American Free-Trade Agreement, USITC pub. 2596, 1993, p. 9-1.

% U.S. Foreign Commercial Service and U.S. Department of State Unofficia Translation of Feb. 4,
1998 Ministry of Health Regulations.

1% NERA, Mexico, p. 81.

%7 This estimate by industry sourcesis based on foreign firms that have already had a manufacturing or
distribution facility in place in Mexico for a substantial period of time.

1% NERA, Mexico, p. 81, and Commission staff interview with representatives of PhARMA and the
multinational pharmaceutical industry on Aug. 3, 2000.

19 NERA, Mexico, p. 81.

10 Commission staff interview with representatives of PARMA and the multinational pharmaceutical

(continued...)
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In terms of manufacturing, however, Mexico benefits from a provision of the North
American Free Trade Agreement (NAFTA) stipulating 50 percent local content for drugs
purchased by the Mexican Government,*®* essentially requiring that pharmaceuticals be
manufactured in Mexico in order to be sold in the Mexican market.’* Although this provision
expiresin the 2000-01 time frame, U.S. companies tend to feel disadvantaged by this
requirement. 3

Patents

Mexico implemented its intellectual property laws (Ley de Patentes) in June 1991. Under
this law, patent protection isin effect for 20 years from the filing date, or 17 years from the date
granted upon payment of an annual fee.'® The law did not provide for retroactive, or “pipeline,”
patent protection, meaning that all pharmaceuticals that were registered prior to 1991 are subject to
competition from copy products.

With passage of the NAFTA, Mexican patent laws were substantially strengthened
through regulations that were published in 1994. PhARMA believesthat “the NAFTA, specifically
Chapter 17, represents the highest standard of intellectual property protection ever achieved by the
United States in an international agreement.”*®> NAFTA provided legal protection for
pharmaceutical patents, including pipeline protection for products that were aready patented in the
United States but not yet in Mexico. These protections took effect immediately upon
implementation of the NAFTA. More recently, however, industry sources have stated that alack of
pipeline protection has been evident.*%

The Term of a Patent
The term of a Mexican patent is 20 years, starting from the filing date of the application

for patent. To keep the patent in force for its full term, the patent owner must pay feesto the
government after the patent is granted.

180 (...continued)
industry on Aug. 3, 2000.

181 North American Free Trade Agreement, Texts of Agreement and Implementing Bill, as set forth in
the Statement Of Administrative Action and Required Supporting Statement, House Document 103-159,
Vol. 1, Dec. 8, 1993, p. 1089.

162 Commission staff interview with representatives of PARMA and the multinational pharmaceutical
industry on Aug. 3, 2000. It is also important to note here that although no formal complaint of WTO
obligation violations have been issued against Mexico, asimilar case was brought against Brazil by the
United States regarding narrow provisions in the TRIPS Agreement (WT/DS199). According to the
United States Trade Representative, the United States considers Brazil to be violating the TRIPS
Agreement since it requires patent owners to manufacture their productsin Brazil in order to maintain
full patent rights. This case is currently in the consultation phase under the DSU.

183 Commission staff interview with representatives of PARMA and the multinational pharmaceutical
industry on Aug. 3, 2000.

1% NERA, Mexico, p. 80.

1% Alan F. Holmer, Testimony before the Subcommittee on Trade Committee on Ways and Means,
U.S. House of Representatives, Mar. 18, 1997, found at www.phrma.org/ar chive/2-18-97b.html and
retrieved on July 7, 2000.

166 Commission staff interview with representatives of PARMA and the multinational pharmaceutical
industry on Aug. 3, 2000.
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In the case of pharmaceutical products or processes for obtaining such products, the term
of the patent may be extended for 3 additional years, provided that the patent holder grants a
license to work the patent to a corporate entity with amajority of Mexican capital. The license
must be granted in an agreement within 6 months from the grant of the patent or the date on which
the competent Government authorities grant the sanitary registration alowing distribution of the
product in Mexico, whichever is later.

Working a Patent and Compulsory Licensing

The Mexican patent law does not require that a Mexican patent be worked. However,
3 years from the date of grant of the patent, or 4 years from the filing date of the application,
whichever islater, any person may apply for a nonexclusive compulsory license to work the
patented invention if it has not been worked, unless there are justified technical or economical
reasons for such nonworking. The license will not be granted if the patentee or a voluntary licensee
has been importing the patented product or a product obtained by the patented process. Moreover,
the patentee will be given 1 year to begin working the patent before a compulsory license will be
granted. If such alicenseis granted, the deciding official will determine the amount of royaltiesto
be paid to the patent holder and the compulsory licensee will have 2 years from the grant of the
license to begin working the patent. If the licensee fails, without justification, to satisfy its working
requirement, the Government can terminate the compulsory license at the request of the patentee. In
addition, the patent can lapse if the patentee does not prove that the patent is being worked, or that
thereisajustified reason that it is not being worked, 2 years after the compulsory license was
granted. (For more on the Mexican patent system, see appendix H.)
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Russia

According to one study, development of new pharmaceutical productsin
Russia requires modernization of production facilities, including the
introduction of Good Manufacturing Practice standards. However, the study
indicates that new drugs are not likely to be developed in Russia until the
patent protection system is strengthened.

Pharmaceuticals in Russia

The pharmaceutical sector was one of the fastest growing industries in the Russian
economy, with a compound annua growth rate of 10 percent, prior to the devauation of the ruble
in August 1998.1" In 1999, the pharmaceutical market in Russia was valued at $1.8 billion,*%®
reportedly down from $3.1 billion in 1997.1%° Pharmacies supplied 80 percent of pharmaceutical
salesin Russia, with the Moscow market a one accounting for 20 percent of the total Russian
market.’™ Imports have accounted for a significant share of the market, reaching $1.6 billion in
1997 before decreasing to $1.2 billion in 1998 and $766 million in 1999, attributable in part to the
effects of the devaluation.'™ Also, demand was diminished as real disposable per capitaincome fell
20 percent in 1998-99.12

Nonetheless, demand for pharmaceuticals in Russia outstrips domestic production, partly
owing to the legacy of the former Soviet system, whereby most pharmaceutical manufacturing
facilities were distributed among Council for Mutual Economic Assistance partner countries™™ to
take advantage of speciaizations designed to optimize economies of scale. For example, during the
former Soviet system, finished, dosage-form products came from companies such as Hungary-
based Gideon Richter (which till has a well-established presence in the Russian market), while
Russia made semifinished products (known as substances) used in pharmaceutical production. In
recent years, however, Russian producers have been unable to compete with cheaper substances
from China and India owing to rising costs for raw materials, high energy prices, outdated plant

167 U.S. Department of State telegram No. 0841, “Food and Medical Supplies to the Primorskiy Krai,”
prepared by U.S. Consulate, Vladivostok, Dec. 10, 1998.

188 pyrabelisk, “Russian Drug Market,” company located in London, contact at
http://mww.pyrabelisk.com.

1691 udmila Maksimova, “Financial Crisis Affects Pharmaceutical Market in Russia,” Dec. 1998, found
at http://mww.bi snis.doc.gov/bisnis/bulletin/9812phar.htm and retrieved on July 10, 2000. However, other
reports indicated that an estimate of $3.0 to $3.1 billion for 1997-98 is unjustified. See Pyrabelisk,
“Russian Drug Market,” company located in London, contact at http://www.pyrabelisk.com.

0 Group of Companies Remedium, “Analysis of the Russian Pharmaceutical Market in 1999,”
(translated by Commission staff), found at http://www.rmbc.ru/pbl/market19991.htm and retrieved on
July 12, 2000.

1 Pyrabelisk, “Russian Drug Market.”

72 Group of Companies Remedium, “Analysis of the Russian Pharmaceutical Market in 1999.”

1% Tacis (prepared by Maxwell Stamp PLC), “Advice to the Pharmaceutical Sector as a Component of
the Health Sector,” June 17, 1997.
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and equipment, and inefficient manufacturing processes.*™ About 90 percent of substances
currently used in pharmaceutical production is now imported. Although imports of some
substances have since become more expensive because of the ruble devaluation in 1998, the
Russian industry continues to convert former production facilities for substances into facilities
producing the end-product pharmaceutical products.”

Development of new pharmaceutical products in Russia requires modernization of
production facilities, including the introduction of GMP standards.'” Upgrades to former defense
industry production facilities have begun, and Western pharmaceutica companies have partnered
with Russian firms to promote production of generic products in Russia. However, new drugs are
not likely to be developed in Russia until the patent protection and intellectual property rights
systems are strengthened.'”” Drug development costs in Russia reportedly range from $100,000 to
$300,000.%™

Drug Approval Process

All pharmaceutical products'”® must be registered with the Ministry of Health (MOH),
Bureau of Registration of New Pharmaceuticals and Medical Equipment; however, it isthe MOH’s
Department of State Control Over Medicines and Medical Devices Quality, Efficiency, and Safety
that oversees the process. General registration requires the appropriate documentation and data,
including, but not limited to, the application of the manufacturer or designated representative; list
of medicina components; certificate of quality and quality-control methods; results of preclinical
research, pharmacological and toxicological research, and clinical research; and documents
confirming registration outside of Russia, if applicable.® The general registration process takes 6
months and is valid for 5 years. An accelerated procedure is available for products that are
equivalent to an original medicine already registered, pharmaceuticals included on the list of
essential medicines, and pharmaceuticals received as humanitarian aid;*®* the minimum registration
time period for this procedure is 3 months. Pharmaceuticals that have

Y4 1bid., and V.l. Starodubov, “Measures of State Regulation of Pharmaceutical Support to the
Population of the Russian Federation,” Zdravookhraneniye Rossiyskoy Federatsii, June 30, 1999, pp. 3-9,
trandlated by FBIS.

 ALA. Vespalov, N.V. Trifonov, SA. Bespalov, and K.S. Khadzhibaronov, “ Methodological
Principles of Conversion of Defense Industry Enterprises into Enterprises Producing Pharmaceutical
Materials,” Farmatisiya, vol. 4, No. 4, July-Aug. 1999, pp. 400-442, translated by FBIS.

%6 GMP standards were introduced in Russia on Jan. 1, 2000. See Pyrabelisk, “Russian Drug Market.”

77 Pyrabelisk, “Russian Drug Market.”

%8 Ibid.

1 Includes new drugs, new combinations of previously registered drugs, drugs registered earlier but
manufactured in other medicinal forms, and generic drugs. See Federal Law of the Russian Federation
“On Pharmaceuticals,” adopted by the State Duma on June 5, 1998, and approved by the Council of the
Federation on June 10, 1998 (trandated by FBIS), found at http://199.221.15.211 and retrieved on
July 11, 2000.

180« State Registration for Medical Products, Pharmaceuticals and Animal Origin Productsin Russia,”
July 12, 1999, found at http://mww.bisnis.doc.gov/bisnis/isa/cert.htm and retrieved on July 10, 2000.

181 “ State Registration for Medical Products, Pharmaceuticals and Animal Origin Productsin Russia,”
July 12, 1999, found at http://mww.bisnis.doc.gov/bisnis/isa/cert.htm and retrieved on July 10, 2000.
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been registered with the MOH appear in the State Register of Medicines and can be used for
medical applications.'®

In addition to registration, importers of pharmaceutical products must obtain an import
license approved by both the Ministry of Health and the Ministry of Foreign Economic Affairs and
Trade, and a Russian quality certificate from Gosstandart, the Russian federal agency for
certification of all products sold or used for mass consumption. Prior to February 2000, the United
States and Russia had a Memorandum of Understanding (MOU) that streamlined the certification
procedure for U.S.-produced drugs and biological products.*® Those products already approved by
the FDA theoretically were not subject to clinical trial requirementsin Russia. However, in
practice, U.S. pharmaceutical companies export their product to Russia from facilities in Europe
and thus derive little or no benefit from the MOU. Consequently, there is little interest in renewing
the MOU.*#*

The Government of Russia also requires pharmaceutical producersto obtain
manufacturing licenses that contain alist of the drugs the enterprise is permitted to manufacture,
data on the condition of manufacture, and the names of the persons responsible for production,
quality, and labeling of the pharmaceuticals.*®® Licenses are issued within 2 months of the
application filing date and are valid for 5 years.

Patents

Russia’s 1992 patent law reportedly complies with the norms of the World Intellectual
Property Organization, and includes procedures for deferred examination, protection for chemical
products, and national treatment for foreign patent holders.*®® While the 1992 law provides
protection, new drugs can take at least 10 years to develop, so only afew have been registered
under the new law.

The Term of a Patent

The term of an invention patent is 20 years from the date that the application was filed
with Rospatent. The patent statute contains no provisions for extension of the term.

Working a Patent and Compulsory Licensing

Compulsory licensing may be required if a patent is not used or isinsufficiently used by
the patent holder for 4 years after it was issued. In such circumstances, any person who is ready

182 One source indicated that Russian registration procedures resemble the national procedures of the
EU. Association of International Pharmaceutical Manufacturers (AIPM), “Economic and Legal
Framework for Non-Prescription Medicines,” draft of July 21, 2000, p. 2.

18 59 F.R. 6054 and 61 F.R. 67036.

184 Commission staff telephone interview with USAID officid, July 31, 2000; and Commission staff
interview with representatives of PhARMA and the multinational pharmaceutical industry on Aug. 3, 2000.

185 Federal Law of the Russian Federation “On Pharmaceuticals,” adopted by the State Dumaon
June 5, 1998 and approved by the Council of the Federation on June 10, 1998 (trandlated by FBIS), found
at http://199.221.15.211 and retrieved July 11, 2000.

186 U.S. Department of State telegram N0.14523, “Russia: Investment Climate Statement,” prepared by
U.S. Embassy, Moscow, July 19, 2000.

3-46



and willing to use the patented invention and who has been refused a voluntary license by the
patent holder may apply to the Supreme Patent Chamber for a nonexclusive compulsory license. If
the patent holder fails to prove avalid reason for his nonuse or insufficient use of the patented
invention, the Supreme Patent Chamber must grant the license to the other person and determine
the extent of use and the terms and order of the payments to the patent holder. The amount of the
license payments must not be below the market price of the license.

Russian law also forces licensing in the situation of interdependent patents. If a patent
holder cannot use his patented invention without infringing the rights of another patentee, the patent
holder is entitled to demand that the other patentee enter alicensing agreement with him. (For more
on the Russian patent system, see appendix H.)
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CHAPTER 4

ESTABLISHMENT OF
PHARMACEUTICAL PRICESWITHIN
COUNTRIES

Pricing is considered by some to be one of the “main determinant[s] of margins, research
capacities, and internationalization.”* Several factors are involved in the pricing of pharmaceutical
products, including, among others, costs of production, costs of regulation, profit, and perceived
therapeutic value.? The pricing of pharmaceutical products also provides sales revenues that allow
innovative firms an opportunity to recoup some of their R& D expenditures, some of which, in turn,
can then be used in the development of other innovative products. As aresult, pricing policies and
cost-containment programs implemented by individual countries can have a significant impact on
the industry, particularly in regard to R& D expenditures, because they may result in decreased
revenues to the companies.®

Many countries have implemented price control policies, cost-containment programs, or
combinations of both, to reduce healthcare expenditures, including the countries addressed in this
study (see summaries provided below for each of the countries). Examples of such policies vary by
country but can include reference pricing, international price comparisons, patient copayments,
profit contrals, spending controls, budgets for doctors, volume controls, controls on promotional
spending,” and a shift towards generic products.®> Among other things, these programs are intended
to lower the portion of healthcare expenditures accounted for by pharmaceuticals as heathcare
costs continue to increase in many countries (see table 1-4).

The success of such programs varies, depending on one's perspective (i.e., whether that of
the implementing Government, domestic and foreign producers, or consumers). According to
EFPIA, severa countries have implemented successive programs before the impact of the previous
one(s) has been determined. EFPIA asserts that these programs, “most of which seek

1 “pPharmaceutical Pricing: A Cause for French Concern,” European Chemical News, Mar. 20, 1989,
p. 20.

2 Spilker, Multinational Drug Companies, p. 8.

3 USITC, Global Competitiveness, publication 2437, pp. 3-18 to 3-19.

4 Of the four countries within the EU considered in this report, only France and the UK have
promotional spending controls. Donald Macarthur, Handbook of Pharmaceutical Pricing and
Reimbursement: Western Europe 2000, Informa Publishing Group, London, 2000, pp. 1 and 4; and Elaine
Last and Neil Turner, Ed., Pharmaceutical Pricing & Reimbursement 2000: A Concise Guide, 2000,
Cambridge, UK, pp. 55, 61, 89, and 168. Information available about Canada and Japan indicates that
neither country has controls on promotional spending, although Japan has reportedly imposed some
restrictions on how companies promote products. Pharmaceutical Pricing & Reimbursement 2000: A
Concise Guide, pp. 22 and 99.

® BCG, Ensuring Cost-Effective Access to Innovative Pharmaceuticals, pp. 12-14; Handbook of
Pharmaceutical Pricing and Reimbursement: Western Europe 2000, pp. 1 and 4; and Pharmaceutical
Pricing & Reimbursement 2000: A Concise Guide, various pages.
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only short-term gains,” have a negative impact on the market and the competitiveness of the
industry.®

Various organizations have examined different aspects of price controls and cost-
containment programs (see chapter 2). Included among the more recent studies are one sponsored
by Warner-Lambert and one commissioned by the Federal Ministry of Labour, Health and Socia
Affairsin Austria.” Both state that “ appropriate measures’ are needed and that the effects of price
controls and cost-containment programs are more effective in the short term.® Moreover, according
to the industry-sponsored study, complicated domestic “interlinkages’ exist within national
hedthcare systems and there can be “unintended consequences of market interventions.”® As stated
in the study, their analysis—

suggests that such [market interventions by national Governments] have been
somewhat successful in curbing pharmaceutica costsin the short term, but have
had little effect on longer-term spending trends. It is aso the case that the very
effort of controlling expenditures on pharmaceuticals, which are simply one
component of health-care, results in increases in other cost components and
increased overall spending.®®

The study sponsored by the Austrian Federal Ministry states:

The analyses of theindividual countries show that the control strategies adopted
haveled to a“pendulum” which istypical of many fields of policy: asareaction
to an unsatisfactory situation, a number of fundamental changes are initiated,
which cause the “pendulum” to swing in the opposite direction. When
deficiencies or problems arise the “pendulum” begins to move back towardsthe
initial situation. At present, the countriesinvestigated in thisstudy arein different
stages of this cycle. Some of them have moved back to state intervention, while
others are attempting to attain their goals by means of market instruments. Here

S EFPIA, The Pharmaceutical Industry in Figures, p. 10.

" Respectively, BCG's Ensuring Cost-Effective Access to Innovative Pharmaceuticals and the
Osterreichisches Bundesinstitut fiir Gesundheitswesen (Austrian Health Institute), Pharmaceuticals:
Market Control in Nine European Countries, Vienna, Nov. 1998. The latter study examined pricing and
cost-containment programs in Austria, Denmark, France, Germany, Italy, the Netherlands, Sweden,
Switzerland, and the United Kingdom.

8 Austrian Health Institute, Pharmaceuticals, p. iv and BCG, Ensuring Cost-Effective Access to
Innovative Pharmaceuticals, p. 5. The authors of the Austrian study state that the reason such programs
are generally effective on a short-term basis is the existence of “loop-holes’ in each program. The
effectiveness wanes once “the participants in the market have adjusted to the new situation and have
learned to take advantage of its loopholes.” Austrian Health Institute, Pharmaceuticals, p. iv.

9 BCG, Ensuring Cost-Effective Access to innovative Pharmaceuticals, pp. iii and 14.

9 hid., p. 5. Examples of increased costs in other components of healthcare resulting from restrictions
on pharmaceutical spending include increased referrals to specialists and hospitals; indirect costs include
decreased productivity. One example cited by the study addresses a U.S. State Medicaid program that
limited prescriptions to participants to three in a month. They state that although pharmaceutical
consumption decreased by 35 percent under the program, nursing home admissions doubled. Once the
prescription limitations were ended, pharmaceutical consumption and nursing home admissions reverted
back to previous levels.
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it isthe duty of the policy makersto prevent extreme swings of the * pendulum”
and to find an adequate mix of market interventions.™

Other reported effects of the reduction of national healthcare expenditures in some
countries include a reduction in the revenues accruing to innovative companies, as well asthe
increased likelihood that older, lower cost products would be prescribed rather than newer, more
innovative products.’? Figure 4-1 presents the varying shares of total pharmaceutical sales subject
to national reimbursement programs implemented in individual countries that were accounted for
by patented, or innovative, productsin 1996. Figure 4-2 presents information regarding market
access delaysin individual countriesin 1998. The data, presented for a sampling of new products,
reflect the delay between receipt of local approva and the subsequent market entry of the product.

Figure 4-1
Patented products’ share of reimbursable pharmaceutical sales, 1996

Italy : : : : : . . . A44%
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Source: Obtained from PhRMA (Pharmaceutical Indusiry Profile 2000, p. 95) and used with their permission. The
original source cited was a Merck & Company analysis of 1998 IMS data, published in PhRMA Pricing Review, Dec.
1997. Comparable U.S. data for 1996 are not available.

1 Austrian Health Institute, Pharmaceuticals, p. iv. The study also states, for example, that France
made “repeated attempts” in the 1990s to reduce healthcare and pharmaceutical costs, instituting a
number of reforms.

2 BCG, Ensuring Cost-Effective Access to | nnovative Pharmaceuticals, p. 6, and PARMA,
Pharmaceutical Industry Profile 2000, p. 93.
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Figure 4-2
Market access delays across countries, 1998
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Source: Obtained from Boston Consulting Group (Ensuring Cost-Effective Access to Innovative Pharmaceuticals,
p. 25) and used with their permission. The original sources cited were interviews; EMEA; FDA; PhRMA, 1998
Industry Profile; and BCG analysis. Graphic presentation rearranged by the Commission.

Comparable U.S. data for1996 are not available.®* However, industry representatives
suggest that the share of patented products subject to national reimbursement programs s higher in
the United States than in Europe.* The industry also estimates that whereas patented products
accounted for almost 30 percent of total reimbursement spending in Europe in 1998, they
accounted for more than 60 percent of reimbursement spending in the United States.™® Various
factors may influence the U.S. market’s greater consumption of patented products, whether
reimbursed or not, including: less Government intervention in the domestic market; the ready
availability of new products in the market because of the industry’ s continued innovation; the
willingness of doctors to prescribe innovative products; and increased patient awareness of new
products, in some cases enhanced by consumer advertising.'®

Promotional expenditures, whether intended for doctors or the prospective consumer, have
increased in recent years. The value of one type of promotion, “direct-to-consumer” advertising of
prescription-only drugs, increased during 1989-94 from less than $100 million to about $200

3 The original source of the data, presented in PhRMA’ s Pharmaceutical Industry Profile 2000 on
p. 95, was cited as a“Merck & Company analysis of 1996 IMS data, published in PhARMA Pricing
Review, December 1997.”

14 Commission staff telephone interview with a representative of PARMA on Sept. 20, 2000.

5 | nformation obtained by Commission staff viae-mails, dated Sept. 22, 2000, from representatives of
Merck.

16 BCG, Ensuring Cost-Effective Access to Innovative Pharmaceuticals, pp. 24, 30, and PARMA,
Pharmaceutical Industry Profile, 2000, p. 78. Except for Mexico and Russia, the BCG study looked at all
of the countries under consideration in this report. The study cites Germany, the United States, and the
UK as countries with “relatively less’ government intervention in their domestic markets and France as a
country with *considerable market intervention.”
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million; it then increased steadily during 1995-98 to almost $1.4 hillion.*” Such spending reportedly
amounted to $905 million during January-June 1999."® One source contends that such spending
may be one factor in increased costs of pharmaceuticals.® Controls on promotional spending have
been implemented in several countries, including France and the UK. %

Various options, whether implemented singly or in concert, could be developed to contend
with increasing pharmaceutical and healthcare costs in a given country. For example, one proposed
approach focuses on little or no government-intervention.?* In contrast, another suggests “the
implementation of flexible systems that are continuoudly changed” so as to provide possible
success on a long-term basis.?? The former approach, found in the industry-sponsored study,
suggests that free markets, or the introduction of “market elements’ into healthcare systems while
maintaining “equity” in coverage, can provide positive outcomes; these include incentives for
product innovation and better, more appropriate, uses of the new pharmaceutical products that
result from the increased innovation. The study states that “ approaches that leverage the
economic incentives of al of the players-including pharmaceutical companies and other
suppliers-are essential to ensure the successful outcome of a government policy.”

The Austrian study does not address the impact on innovation. It does, however, suggest
that the latter approach, i.e., the implementation of flexible, changing systems, would include a
combination of measures that would avoid excessive financia burden being placed on patients,
increase the use of generics, and improve doctors prescribing habits.

¥ ehman Brothers, The Trend Towards Pharmaceutical Megabrands, p. 4. The number of products
marketed increased during these years from 10 to 79. In comparison, advertising of OTC productsis said
to be greater than $2 billion.

18 Pharmaceutical Pricing & Reimbursement 2000: A Concise Guide, p. 176.

19 “Prescription to Purchase: s the Marketing of Prescription Medicine Leading to Overpriced,
Overprescribed Drugs?,” dated Sept. 20, 2000, found at http://abcnews.go.com/sectiong/living/ dailynews/
drugcosts000920.html and retrieved on Oct. 3, 2000.

% Handbook of Pharmaceutical Pricing and Reimbursement Western Europe 2000, various pages. The
individual price controls and cost-containment programs in each country will be discussed in later
sections of this chapter. However, according to the Handbook, the overall intent of the control on
promotional spending in France isto reduce the ratio of promotional spending to reimbursable sales to the
following annual maximums: an average of 14-15 percent in 1999; an average of 12 percent in 2000; an
average of 11 percent in 2001, and an average of 10 percent by the end of 2002. The Handbook states that,
in the UK, where the companies’ profits are controlled relative to their sales to the National Health
Service (NHS), the promotional alowance is used to assess the company’s profits. Each such allowance
consists of the following: “a standard element of 6% of NHS sales, a fixed element of £464,000 [about
$748,000], and a product servicing allowance for each active substance with NHS sales of £100,000
[about $161,000] or more in the year that the [company’s annual financial return] relates.”

2 BCG, Ensuring Cost-Effective Access to Innovative Pharmaceuticals, p. 6.

2 Austrian Health Ingtitute, Pharmaceuticals, p. iv.

% BCG, Ensuring Cost-Effective Access to Innovative Pharmaceuticals, p. 6.

2 1bid.

% Austrian Health Ingtitute, Pharmaceuticals, p. iv.
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United States

In general, pharmaceutical companies operating in the United States can
price their products freely. However, according to private- and public-sector
sources, participation in some Federal and State buying programs is subject to
some controls (e.g., rebates and discounts). Moreover, many private-sector
healthcare programs (e.g., managed-care programs) negotiate their own price
discounts. Although patientsin the United States generally have access to any
authorized pharmaceutical, some organizations have reportedly implemented
the use of formularies, which can restrict the products prescribed.

Healthcare Coverage

The U.S. market is served by a variety of insurance plans, many of which are private.
Many of these private plans, in turn, are managed-care plans (e.g., health maintenance
organizations, or HMOs). HMOs reportedly provide prescription drug benefits to about 95 percent
of their enrollees. Public-sector health plans include Medicare (for senior citizens), which does not
provide prescription drug coverage, and Medicaid (primarily for low-income persons),® which
does provide such coverage. Other public-sector plans cover the military (administered by the
U.S. Department of Defense) and veterans (administered by the U.S. Department of Veterans
Affairs).?’

Pricing

The U.S. market isrelatively free of Government-mandated price controls or cost-
containment programs, and pharmaceutical firms can price their products freely. However, current
Federa and State buying programs, many of which cover drugs, are said to require various forms
of price controls, including rebates, discounts, price caps, and limits on price increases.® Such
programs, which reportedly account for only 13 percent of the market,” include Medicaid, buying
programs administered by the Department of Defense and the Department of Veterans Affairs,
Public Health service grantees (e.g., community healthcare centers), and State pharmaceutical
assistance programs for low-income persons.® Various private-sector programs, such as managed-

% According to PARMA, almost 50 percent of all persons covered by Medicaid are in managed-care
programs. PARMA, Pharmaceutical Industry Profile, 2000, p. 78.

% PhRMA, Pharmaceutical Industry Profile, 2000, p. 64, and BCG, Ensuring Cost-Effective Access to
Innovative Pharmaceuticals: Do Market Interventions Work?, pp. 60-61.

% PhRMA, Pharmaceutical Industry Profile, 2000, p. 74, and BCG, Ensuring Cost-Effective Access to
Innovative Pharmaceuticals: Do Market Interventions Work?, pp. 60-61.

% PhRMA, Pharmaceutical Industry Profile, 2000, p. 81. PhRMA states that should Government-
imposed price-control systems be introduced as part of any plan implemented to provide prescription drug
coverage to senior citizens under Medicare, the percentage of the market covered by “Government price
regulation” would increase from the current level of approximately 13 percent to over 40 percent because
“seniors comprise about one-third of the entire U.S. prescription medicine market.”

% “Medicaid Drug Rebate Program,” found at http://mww.hcfa.gov/ medicaid/drughmpg.htm, and
retrieved on Sept. 18, 2000; “Backgrounders and Facts: The Medicaid Rebate,” found at
http: //mww.phrma.or g/publications/ backgrounders/federal/rebate.phtml and retrieved on Sept. 29, 2000;

(continued...)
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care programs, reportedly negotiate their own discounts. Some programs, including those of the
Department of Defense and the Department of V eterans Affairs, reportedly have also implemented
use of formularies.™

The pricing of innovative products in the United States is also affected by generic
pharmaceutical products, which may reduce both the effective patent terms of patented, innovative
products and their market share.* The annual share of the U.S. prescription drug market accounted
for by generics grew continuously during 1984-99, increasing from about 19 percent of the total in
1984 to about 47 percent in 1999.% Sources have stated that the U.S. market for generic products
is more competitive than that in Europe and that generic products in the United States are much
lower priced than those in Europe.® More generic prescription products are expected to enter the
U.S. market during the next 10 years as the patents expire on many of the innovative drugs
currently marketed. Industry sources estimate that during 2000-05 alone, patents will expire on
approximately 152 products, 64 of which are

% (...continued)
and PhRMA, Pharmaceutical Industry Profile, 2000, p. 74-75. According to information provided by the
Health Care Financing Administration, the Medicaid Rebate Program was created by the Omnibus Budget
Reconciliation Act (OBRA) of 1990. This program “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 to receive federal funding for outpatient drugs dispensed to Medicaid patients.” The rebate for
covered outpatient drugs as of January 1, 1996, was, for innovator drugs, “the larger of the average
manufacturer price (AMP) per unit or the difference between the AMP and the best price per unit and
adjusted by the CPI-U based on launch date and current quarter AMP” and, for non-innovative, or
generic, drugs, “11% of the AMP per unit.” The Veterans Health Care Act of 1992 amended the program
such that a drug manufacturer is required to “enter into discount pricing agreements with the Department
of Veterans Affairs and with covered entities funded by the Public Health Service in order to have its
drugs covered by Medicaid.” PhRMA states that an additional rebate is required if a product’s price
increase is greater than the CPI price increase for all items since 1990.

In regard to price discounts, PhARMA states that, as of 1992, “to have their products covered by
Medicaid, manufacturers are required to sell innovator products to the [Department of Veterans Affairs,
the Department of Defense, the Public Health Service] and the Coast Guard at or below Federal ceiling
prices that are 24 percent below the manufacturers average price to wholesalers for non-Federal
customers, including hospitals and HMO'’s.” They state that such discounts are not required for generics.
PhRMA states that discounts offered to PHS grantees are equal to the Medicaid rebates. PhARMA also
states that many of the Government programs, at either the Federal or State level, restrict the types of
products that can be prescribed (i.e., patients would not have access to al products approved for salein
the United States), as well as reimbursement levels.

% BCG, Ensuring Cost-Effective Access to Innovative Pharmaceuticals: Do Market Interventions
Work?, pp. 26-27. Formularies generally restrict access to certain drugs. In this case, the formulary used is
said to be “arestrictive cost-based national formulary [implemented] through a bidding process in which
the low bidder almost always wins.”

% Brand-name, patented, innovative products would not be competing with generic versions of
themselves until their patents expire. However, generic versions of products in the same therapeutic class
are often considered competitive with the patented innovative products.

% PhRMA, Pharmaceutical Industry Profile, 2000, p. 70.

% |bid. and information obtained by Commission staff via e-mails, dated Sept. 22, 2000, from a
representative of Merck.
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considered to be “blockbuster” products. In comparison, patents expired on 83 products during
1995-99.%

Generic versions of many of these products are expected to enter the market during
2000-2005, abeit with a potential time lag resulting from varying patent-related issues (e.g.,
patent-term extensions under the Hatch-Waxman Act).* About 5-10 new generic products are
expected to be introduced annually during 2000-03, compared with about 13-14 in 2004-05.%
PhRMA states that generic products, within the first 18 months of their introduction, gained
47 percent of the market for innovative drugs first facing generic competition during 1989-90,
compared with 72 percent of prescriptions for innovative products whose patents expired during
1991-92.%

% Lehman Brothers, Global Pharmaceutical Sector Roadshow: Patents, Products, and Politics, 1999,
p. 11.

% |bid., pp. 11, 25, and 26. According to the publication, the projected total value of the products
going off patent during 2000-05 will increase to about $43 billion compared with about $11 billion for the
products whose patents expired in 1995-98.

% 1bid., pp. 11, 25, and 26, and a Commission staff telephone conversation with a representative of
Lehman Brothers on Oct. 19, 2000.

% PhRMA, Pharmaceutical Industry Profile 2000, p. 70. PhARMA cites the original source of this
information as a working paper, H. Grabowski and J. Vernon, "Longer Patents for Increased Generic
Competition: The Waxman-Hatch Act After One Decade,” dated June 1995.
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Canada

The Patented Medicines Price Review Board (PMPRB), an independent
guasi-judicial agency, sets price caps at the Federal level for patented
medicine in Canada using a reference pricing system based on an average
of pricesin seven other developed markets (France, Germany, Italy, Sweden,
Switzerland, the United Kingdom, and the United States). I n this way,
according to various sources, the PMPRB ensures that prices remain
“reasonable” and not “excessive.” Sources indicate that Provincial
authorities, which bear a greater budgetary burden for healthcare than
the Federal Government, retain the right to impose additional price control
and/or related policies, such as reimbursement prices, that establish an
effective price below the maximum price set by the PMPRB.

Healthcare Coverage

Because the Provinces incur afinancial burden when paying for healthcare in Canada, the
Provincial authorities are allowed discretion to construct and fund Provincial plans as they seefit.
Consequently, there is awide range of public healthcare coverage available across the Provinces,
and within these general plansis asimilarly wide range of prescription drug plans available to
specific groups of the population.

At the Provincid level, there are a variety of cost-containment measures including generic
substitution, and limits on the products to be reimbursed (as detailed in Provincial formularies).
Among these plans are four common methods of keeping prices down for the qualifying citizen.
They include deductibles, copayments, reimbursements, and maximum limits put on professiona
fees. Some Provinces, however, make themselves the exception by not requiring deductibles or
copayments (e.g., in the Y ukon, neither is used).*

The impact of such systems varies, however. Although some price comparisons have
indicated that prices for pharmaceuticals are lower in Canada than in the United States (see
chapter 2), other sources state that Canadian price controls and the use of formularies have had a
negative impact on patients. One example cited is that of “forced” changesin the medicines
prescribed for patients in British Columbia resulting from “year-to-year changesin the Provincia
formulary,” which, in turn, result from reference price changes.”® Canadian patients are also
reportedly subject to market access delays for new, innovative pharmaceuticals, in some cases

% National Pharmacare Cost Impact Study, Rx&D, found at http://mwww.canadaphar ma.org/en/
publications/special/pal mer/e-appendix-b.html and retrieved on August 22, 2000.

“ PhRMA, Written Submission, p. 19. According to PnARMA, a 1997 survey of physicians found that
90 percent of their patients “were forced to change medications as a result of reference pricing” and that
“the reported health implications of these shifts included adverse effects, worsened symptoms, and
hospitalizations.” PhRMA provides the following cite for this information: Canadian Association of
Retired Persons, “CARP Survey: BC's New Drug Plan Hurts,” Fifty Plus Net - CARP in Action, May 14,
1997.
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because of tandem price negotiations at the Federa and Provincial levels.** Moreover, according to
arecent StatisticsCanada report, “ concerns have been expressed that efforts to control costs
through copayments or by eliminating some drugs from formulary plans will reduce the use of
medically necessary drugs. Several studies have shown that patients may reduce or abruptly
terminate their use of prescription drugs when deductibles or copayments are required.”*

Deductibles

A deductible is the most inconsistently offered cost-containment measure used by
Provincia prescription drug plans in Canada. Of the 11 Provincia plans, 6 do not use deductibles
under their most popular qualified-coverage programs that usually include seniors and those
receiving socia assistance.”®

Copayments

Copayments are more common in Provincial prescription drug plans than deductibles.
They are dmost invariably applied as a percentage of the actual cost, ranging from 10 percent to
35 percent. Ontario, New Brunswick, and Prince Edward Idand use a flat copayment scheme for
seniors. Only the Y ukon and Manitoba do not use copayments in their coverage. However, as with
deductibles, conditional exceptions exist in some Provinces. In Prince Edward Idland and in
Newfoundland/Labrador, for example, there is no copayment required of recipients of social
assistance. Furthermore, there are no copayments in Alberta for citizens falling under the plans for
social assistance recipients, or for those receiving long-term care.*

Reimbursements and Professional Fees

Each of Canada s Provincial plans includes reimbursements to those who qualify for
public health coverage and they each establish maximum limits on professional fees. The public
cost allowance in each is determined by aformulary (i.e., alist of drugs for specific therapeutic
classes). Each Province has also determined for itself how to limit professional fees (e.g., whereas
some maintain flat fee limits, others determine the maximum fee allowed based on actua costs of
drug acquisition). In Alberta, for instance, the maximum fee is broken down into three possible
levels, based on a step, or ratchetlike, process: $9.70 for costs up to $74.99; $14.70 for costs
between $75 and $149.99; and $19.70 for costs higher than $150.*

British Columbia’s Plan

Understanding the diverse details of the 11 independent Provincia health plans may be
made easier by a brief discussion of the Provincia drug plan in British Columbia. It appears to

“ [bid.

“2 StatisticsCanada, “Prescription Drug Insurance,” Health Reports, Spring 1999, Catalogue No. 82-
003-XIE, Vol. 10, No. 4, p. 19.

“ Rx& D, National Pharmacare Cost Impact Sudy.

“ Ibid.

* [bid.
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be not only the Province covering the largest portion of its population with specific and individual
plans, but also the Province with the most comprehensive plan.*

British Columbia s drug plan offers coverage to avariety of specific groups. Eligibility is
extended differently to (1) seniors over 65, (2) residents in long-term-care facilities, (3) recipients
of social assistance, (4) cystic fibrosis patients, (5) medically dependent children, and (6) al other
Provincia residents.

Deductibles and copayments are available only to seniors and medically dependent
children. Seniors are alowed an annua $200 deductible. There are no deductibles or copayments
for any person falling in groups 2, 3, 4, or 5 mentioned above. All other Provincia residents have a
$600 annual deductible, and must pay 30 percent of any remaining costs up to $2,000, at which
point the government accepts al additional costs.

Reimbursements are available through the Low Cost Alternative Drug Listing, which
limits reimbursements for drug costs to the actual acquisition cost of low-cost aternatives. The
purchase of any higher priced drug of the same therapeutic class requires the patient to pay the
difference between that drug and the low-cost aternative listed in the Provincia formulary.

In addition, the Provincia authorities cap professiona fees for regular prescriptions at
$7.55. The actua feeis determined by the individual pharmacy. Despite the cap, fees that do not
exceed the Provincia average by more than 15 percent are still accepted.*’

Pricing

The pricing system in Canada is a two-tiered system that relies on negotiated prices rather
than on market forces. The Patented Medicines Price Review Board (PMPRB) first negotiates a
final price for new (or “breakthrough”) prescription drugs,* which acts as a price cap for the
prices negotiated by each individual Province or Territory.* The intent of the PMPRB is that the
price of a new patented drug at launch should not exceed the average price established by taking
into account the pricesin seven other markets (France, Germany, Italy, Sweden, Switzerland, the
United Kingdom, and the United States™).>* Subsequently, prices are allowed to increase in step

“6 \Various Commission staff interviews with representatives of the industry and the PMPRB.

4" Rx&D, National Pharmacare Cost Impact Sudy.

“ Advertising to the consumer reportedly plays less of arolein the pricing of prescription drugsin
Canada than in the United States. According to one source, direct-to-consumer advertising of prescription
drugsis not allowed in Canada; advertising is intended for health providers only. Pharmaceutical Pricing
& Reimbursement 2000: A Concise Guide, p. 22.

4 “PMPRB's Compendium of Guidelines, Policies and Procedures,” found at http:/Aww.pmprb-
cepmb.gc.ca/comp-e.html and retrieved on Nov. 1, 2000. See also “ Canadian Laws Control Prices and
Limit Patients Rights,” GlaxoWellcome Public Policy & Advocacy Department.

% The Canadian measurement of the U.S. price level used in its International Price Comparison
recently changed. According to the PMPRB, International Price Comparisons will include the Federal
Supply Schedule as afactor in establishing effective U.S. reference prices, effective Jan. 1, 2000, for all
new and existing medicines. PMPRB Newsletter, Jan. 2000.

% PMPRB's Compendium of Guidelines, Policies and Procedures. On the PMPRB website, also see
http: //mww.pmpr b-cepmb.gc.ca/pdf/broch-pri-e.pdf. See also BCG, Ensuring Cost-Effective Access to
Innovative Pharmaceuticals, p. 51.

4-11



with the rate of inflation according to the Consumer Price Index.> For drugs with minor or no
innovative therapeutic effect, prices are tied to those of existing drugs with similar effects.®®

In addition to the Federal-level work of the PMPRB, prices are controlled through another
mechanism at the Provincial and Territorial level. In British Columbia, for instance, areference
pricing regime applied by the Provincial authority limits prices at the Provincia level below those
established by the PMPRB.> Under such a policy, the Provincial government sets a reimbursement
price (reference price) for al products that are grouped in a specified therapeutic classification.
This leaves the manufacturer free to charge any price below the PMPRB price, but it requires the
individual patient to pay the difference between the Provincia price and the PMPRB price. Asthe
primary burden of healthcare budgeting falls on the Provinces in Canada, rather than on the
Federa Government, regulation of pharmaceutical prices allows the Provinces to manage their
healthcare expenditures more effectively.

Compulsory Licensing and Pricing

Compulsory licensing is*permission to use intellectua property, compelled by the
government in order to accomplish some political or social objective. Compulsory licensing forces
an intellectual property owner to allow othersto use that property at afee set by the government.”%®
Of the countries under consideration, Canadais the only one that has actually applied compulsory
licensing to pharmaceuticas. In Canada, while compulsory licensing was implemented, the “fee’
was actually a percentage paid to the patent holder based on revenue from the sale of the product
manufactured under the auspices of the compulsory licensing system imposed on the patent holder.
(For more information on compulsory licensing in Canada, please see chapter 3.)

Canada commenced compulsory licensing of patented pharmaceuticals in 1923. In 1969,
compulsory licensing of imported patent pharmaceuticals began by virtue of Bill C-102. However,
with passage of Bill C-22 (Amendments to the Patent Act) in 1987, the compulsory licensing
system began to erode. The Canadian Patent Act, “as modified by C-22,” provided patent
protection of 20 years from filing (the international standard); however, such protection was only

%2 PMPRB's Compendium of Guidelines, Policies and Procedures. On the PMPRB website, also see
http: //Amww.pmpr b-cepmb.gc.ca/pdf/broch-pri-e.pdf. See also BCG, Ensuring Cost-Effective Access to
Innovative Pharmaceuticals, p. 51. In principle, these maximum prices are strictly voluntary, but there are
fines and other means available to the Government to ensure that prices, once set by the PMPRB, do not
become “excessive.” It is also worth noting that prices of patented drugs are monitored for the entire life
of the patent.

% Patricia M. Danzon, Pharmaceutical Price Regulation: National Policy versus Global Interests, The
AEI Press, Washington, DC, 1997, p. 17. According to PhRMA, the PMPRB determines whether the
price suggested is “reasonable” by placing the drug in one of three categories: a “breakthrough” product, a
“line extension” product, or a“minor improvement” product. Each category specifies different standards
in determining the “reasonable” price for the new drug. PARMA, Written Submission, pp. 18-19.

% Patricia M. Danzon, Price Comparisons for Pharmaceuticals, p. 28.

% Patricia M. Danzon, Pharmaceutical Price Regulation: National Policy versus Global Interests,

p. 19.

% J, Thomas McCarthy, McCarthy's Desk Encyclopedia of Intellectual Property, The Bureau of
National Affairs, Inc., Washington, DC, 1991, pp. 51-52. The percentage fee referred to amounts to
roughly 4-5 percent of sales revenue in Canada.
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for new pharmaceutical products researched and discovered in Canada.®” For other products,
compulsory licenses could still beissued after 7 years from the date of marketing approval.® The
goa of C-22 was to ease Canada into alignment with international standards. In return for
Canada’ s willingness to compromise, it sought good-faith investment from the outside to raise the
level of investment in Canada from 3 percent to 10 percent by 1996. The level was met by 1992,
though it was unlikely to be sustained without greater measures taken up by the Canadian
government.>®

Subsequently, coinciding with the discussions over NAFTA, Patent Amendment Act of
1992 (Bill C-91) was enacted. Bill C-91 was considered to be away of overcoming the remaining
disincentives to investment and R& D by foreign drug companiesin that it was expected to “adopt
the patent regime proposed under the Uruguay Round of negotiations of the General Agreement on
Tariffsand Trade (GATT) and embodied under the proposed GATT agreement”; it also
established use of the 20-year patent term.®® Although Bill C-91completed the termination of
compulsory licensing with additional amendments to the Patent Act,®* the intellectual property
rights provisions of NAFTA also contributed to the demise of compulsory licensing for
pharmaceuticals in Canada.®? Subsequent to the strengthening of the patent system,
R& D expenditures increased by over 700 percent during 1987-98, and the ratio of R&D spending
to sales doubled during the same period.®®

Some forms of compulsory licensing, however, endure in Canada. First, patented
pharmaceuticals subject to compulsory licensing prior to December 20, 1991, were, in effect,
grandfathered.®* Those drugs sold after December 20, 1991, however, were free from compulsory
licensing. Second, and more currently, Canada retains the right to impose compulsory licensing on
a patented pharmaceutical if the patent-holding company chooses not to market and sell the drug in
Canada. This enables the Canadian Government to ensure that such drugs are available
nonetheless. Reportedly, this is the Canadian Government’ s way of ensuring that products that are
patented are also products that are purchasable.®® It is interesting to note, though, that while
Canada currently reserves the right of compulsory licensing in these particular circumstances, it

5 Potential Impact on the U.S. Economy and Selected Industries of the North American Free Trade
Agreement, p. 9-3.

% Ibid.

% |bid. See also PARMA, Pharmaceutical Industry Profile 2000, p. 105, found at www.phrma.org/
publications/industry/profile00/tocnf.html, as of July 27, 2000, and PMAC Annual Review, 1998-99.

% Potential Impact on the U.S. Economy and Selected Industries of the North American Free Trade
Agreement, p. 9-3; and “ Stronger Patents and Curbs on Pricing in Canada,” SCRIP Magazine, Sept. 1992,
p. 55.

® Found at www.canadaphar ma.org/en/about/gener al history-rxd.html and retrieved on July 31, 2000.
By 1987, Rx&D membership had risen to 71 companies.

2 Potential Impact on the U.S. Economy and Selected Industries of the North American Free Trade
Agreement, p. 9-2.

% Rx&D, Annual Review 1999-2000, 2000, p. 14.

% Margaret Smith, “ Patent Protection for Pharmaceutical Products,” Background Paper, Library of
Parliament, BP-354E, Nov. 1993, p. 8.

% While compulsory licensing was in effect in Canada, the patent holder was generally paid aroyalty
rate of 4 percent of the net selling price of the drug in final dosage form. Potential Impact on the
U.S Economy and Selected Industries of the North American Free-Trade Agreement, Jan. 1993, p. 9-2
(footnote).
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has not acted on this option.® Industry sources, however, have expressed concern about the
potential reinstatement of compulsory licensing for such products.

Canada’ s experience with compulsory licensing may provide some insightsin regard to the
role of compulsory licensing in setting prices. Industry sources in Canada have stated that the
PMPRB was still responsible for setting prices while compulsory licensing was in effect and that
the system had no direct effect on prices. They state, however, that compulsory licensing had a
significant negative impact on investment levelsin the Canadian pharmaceutical industry,
particularly investment by research-based companies.®” After declining while compulsory licensing
was in effect, investment levels began to increase substantially once compulsory licensing was
eliminated. According to Rx&D, the “brand-name pharmaceutical industry’ sinvestment in
research and development in Canada’ grew from about $100 million in 1988 to about $1 billion in
2000.%8

% Conference hosted by the American Enterprise Institute at the Rayburn House Office Building on
July 25, 2000. The comments are in reference to the presentation made by Neil Palmer, a Canadian
consultant with expertise in Canadian health policy and a principal in the firm of Palmer D’ Angelo.

5 Commission staff telephone interview with a representative of Rx& D on Oct. 11, 2000.

% Approval Timesin Canada 1999, published by Rx& D, found at www.canadaphar ma.org/en/
whatsnew/index.html and retrieved on July 31, 2000.
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European Union

Whileit isthe EU’s stated goal to create an internal market in the pharmaceuticals sector,
this has not yet been achieved.®® Although the EU has ingtituted a centralized authorization
procedure for pharmaceutical products, it has generally not taken action on pharmaceuticals
pricing. Instead, the EU has preferred to let member states retain their diverse health care systems
and the pharmaceutical pricing and reimbursement policies that are controlled by national
departments of health.” This has generally resulted in price differentias throughout the EU,
leading to parallel trade. As noted in chapter 2, parallel imports are lega within the Union,™
though the EU takes a strong line against parallel imports from non-EU countries.”

Some incidental costs associated with EU membership such as the value-added tax (VAT)
and patenting fees al so affect pharmaceutical prices. Although Directive 92/77/EEC mandates a
minimum 5 percent VAT on pharmaceuticals, the EU allows many sectoral and national
exceptions, until such atime as the EU implements a common VAT regime.”

% n 1998, the EU’s Internal Market Council reiterated its desire to create a single internal market and
started to draw up proposals for common pricing rules for OTC, generic, and patented pharmaceuticals.
These proposals were echoed the following year, when the European Parliament endorsed themin a
resolution calling for changes in pharmaceuticals trade regulations. So far, however, these proposals have
not become law and national pricing and reimbursement policies remain in place in the different member
states.

" According to the Financial Times, the EAEM has taken the initial step of internally ranking the cost
effectiveness of drugs, a move that has raised industry concerns that such rankings might be tied to
pricing or reimbursement policies, as is the case in countries such as Italy. Financial Times, June 22,
2000.

™ Specificaly, the EU’ s stance on parallel imports has been developed since 1974, when it ruled in
favor of parallel trade in pharmaceuticals. In the mid-1970s, Roche sold Valium in the Netherlands for 24
percent less than in the UK. When a consortium of EU manufacturers requested the European
Commission to intervene and stop this practice, the Commission refused. The resulting court case,
referred to the European Court of Justice from the Dutch national courts, found that parallel trade was
acceptable under the EU’ s founding Treaty of Rome (Centrafarm BV and Andriaan De Peijper v
Winthrop BV, ECJ 16/74). See also, discussion in Joseph Weller, “Introduction to the Law and
Institutions of the European Union,” Harvard Law School and European University Institute’ s Academy
of European Law Online, found at website http://mww.law.harvard.edu/programs/

JeanMonnet/cour se99w/Units/unit12.html and retrieved on Aug. 2, 2000.

2 Commission staff interview with representatives of PARMA and the multinational pharmaceutical
industry on Aug. 3, 2000.

# EFPIA, The Pharmaceutical Industry in Figures, p. 45.
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France

The French National Health systems covers virtually the entire French
population for at least part of medical costs. According to one source,
supplemental insurance, to cover the cost of non-reimbursable expenditures, is
offered by private insurance companies. Approximately 83 percent of total
sales are of reimbursable drugs. Reimbursement for pharmaceuticals depends
on the type of products purchased and the illness of the beneficiary.

According to EFPIA, the current system of price and expenditure regulation
began in 1994 with a “ framework agreement,” the details of which vary over
the years. In general, the government negotiates price reductions with
companies on individual products. The government also sets annual limits on
the level of expenditure that is reimbursable, and controls the amount of
pharmaceutical advertising.

Healthcare Coverage

The French healthcare system, which covers virtually the entire population, is administered
by severa Government agencies and funded by the Social Security program. The Socia Security
program is funded by employee and employer contributions, which cover approximately 74 percent
of healthcare expenditures.™

Pricing

Historically, healthcare has been decentralized; the French population has had the
opportunity to choose their doctors, and doctors have had the right to dispense and charge what
they want for pharmaceuticals. However, drug prices for products that are eligible for national
reimbursement are tightly controlled, making French drugs among the lowest priced drugs in
Europe.” In response, large quantities of drugs were used, helping to make France one of the
largest consumers of drug products. In the early 1990s, partly in order to comply with the
Maastricht regulations necessary for entrance into the EU, partly to deal with arecession and large
deficit, and partly at the direction of aright-center government, France began the process of
controlling national healthcare expenditures that is currently in effect.”

™ The remaining 26 percent of health expenditures are funded by copayments at the time of medical
purchase. Approximately 80 percent of the population is covered by supplementary private insurance used
to assist with copayments. The Economist Intelligence Unit (EIU) Limited 1999, EIU Healthcare Global
Outlook: France, 1999, pp. 200-212. The EIU noted that the system has been replaced with a quasitax,
the “ Contribution Sociale Generalisee” (CSG), applied to the adult population at large.

® Furthermore, since the early 1970s, France has, at one time or another, used most of the price
controls and expenditure-reducing procedures used in the EU. BCG, Ensuring Cost-Effective Accessto
Innovative Pharmaceuticals, p. 13.

8 Victorine Carre and Jean-Phillippe Cantan, “French Pharma Policy-A Revolution in Progress,
CRIP Magazine, May 1996, pp. 6-8.
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Based on 1998 data collected by EFPIA, France was both the second largest producer and
the second largest consumer of pharmaceuticals in the EU.”” During 1992-97, prescription
pharmaceuticals share of total health expenditures increased from 13.5 to 14.1 percent (see table
1-3) before decreasing to 13.9 percent in 1998. A U.S. Embassy study of the French
pharmaceutical industry noted that the increase during the early 1990s and that of earlier years was
due, in part, to a growing and aging population, and the introduction of newer innovative, more
costly, products.™

Prior to 1993, generic drugs were not a large portion of the market, owing primarily to the
fact that primary drugs were priced very low, and there were no incentives for physicians or
pharmacists to prescribe generic substitutes. The U.S. Embassy study stated that generic products
had a value of $1.1 billion in 1996 and accounted for about 20 percent of hospital sales and
4 percent of pharmacy sales.” According to the study, a number of domestic and foreign
companies were positioning themselves to produce generic drugs in France and that it was possible
that generic products could gain a 10-percent market share by the year 2000. Another more recent
source estimates that during the next 10 years more than 50 percent of the French market could be
replaced by generic products as the patents on over 300 products expire.2’ But, according to the
U.S. Embassy study, some sources believed that in order for this to occur generic products should
be priced 30 percent lower than patented drugs and that doctors and pharmacists should have the
correct incentives to substitute generic products for patented drugs.®* As of 1999, French laws
were modified so that pharmacists were allowed to substitute generic products for brandname
products, reportedly resulting in expansion of the generic market.®

French pharmaceutical expenditure and pricing regulations have evolved since 1984.
Often, aregulation affecting many drugs will take a number of years to complete, and the origina
intent of the regulation may well have changed as well.® The current regime of price controls
began in 1993, when the French Government set up a drug pricing committee, the Comité
Economique du Médicament (CEM).# The Committee had responsibility for, among other things,

" In addition to pharmaceuticals, the French population generally consumes large amounts of medical
services, including primary care doctor visits, hospital visits, special medical treatments, and specialty
doctors. 1n 1998, French healthcare spending as a share of GDP was 9.6 percent (fourth only to the
United States, Switzerland, and Germany), which represented an increase from 5 percent of GDP in 1970.
Nevertheless, French expenditure on pharmaceuticals also appears to have increased. See EIU ,
“Healthcare Global Outlook: France,” p. 216.

8 Alain Levy, “Industry Sector Analysis: Pharmaceuticals,” U.S. Embassy France, Aug. 1997, p. 5.
The companies cited in the 1997 report included Bayer, Merck, Rhone-Poulenc Rorer, and Sanofi.

” 1bid., p. 11.

8 “Over 50% of French Pharmaceutical Market Could Be Lost to Generics Over Next 10 Years,” found
at www.ims-global .comVinsight/news_story/0008/news_story 00080 and retrieved on Sept. 26, 2000.

8 Alain Levy, “Industry Sector Analysis. Pharmaceuticals,” U.S. Embassy France, Aug. 1997, p. 11.
The companies cited in the 1997 report included Bayer, Merck, Rhone-Poulenc Rorer, and Sanofi.

& Pharmaceutical Pricing & Reimbursement 2000: A Concise Guide, pp. 53-54. According to this
source, such substitution is limited to certain products.

8 For example, early in 2000, the French labor minister, Martine Aubry, requested French
pharmaceutical companies to reduce the prices of 658 drugs which did not qualify for a social security
refund. However, the Government plans to negotiate reductions with each company over a number of
years, and it is not obvious which products will actually be affected and what will be the size of the price
cut. “French Set To Cut the Cost of Drugs,” European Chemical News, Aug. 7-20, 2000, p. 8.

% As of January 1, 2000, the committee' s name changed to Comité Economique des Produits de Santé.

(continued...)
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negotiating with the pharmaceutical companies initialy through the French trade association SNIP
“an agreement which would define the criteria on which decisions would be based. These rules
were intended to give the pharmaceutical companies the security of clearly defined rules, and
transparency for the future.”®

In 1994, the industry and the Government concluded a “framework agreement” which has
been extended and modified every few years.® Under the agreement, individual companies
voluntarily negotiate pricesin exchange for limiting supply based on medicaly justified quantities
and pharmaco-economic justification. Companies were also to limit promotional expenses. By
October 5, 1995, 110 agreements had been signed. The Government also set limits on the growth
of sales of reimbursable drugs sold in pharmacies. For example, in 2000, the rate of growth was to
be 2 percent.” Moreover, the French Social Security Financing Law could impose alevy of 1.3
percent on 1999 sales of reimbursable products in order to finance social security budget overruns.

Pharmaceutical companies may set prices at any level they wish for prescriptions and
generic drugs, but the prices of reimbursable drugs are extensively negotiated between the
Government and the company. Approximately 83 percent of total sales are of reimbursable drugs.
Then, the Government, through the CEM, negotiates prices with the individual pharmaceutical
companies. To be considered for reimbursement, the companies must provide information on costs,
promotion expenditures, and pharmaco-economic validity. If accepted, the drug is placed in one of
the following reimbursable schedules: 100 percent for irreplaceable medical products; 35 percent
for disorders that are generally not serious; and 65 percent for other products.

When adrug is accepted for reimbursement, then wholesale, pharmacy and hospital
markups are also controlled. The VAT isset at 2.1 percent for reimbursed drugs and 5.5 percent
for nonreimbursed drugs (compared with the country average VAT of approximately 20.6 percent
in 1998). Pharmaceutical companies sell their drugs through the following vendors:
wholesalers-80 percent; direct sales to pharmacists-5 percent ; and direct sales to hospitals—

15 percent. Wholesalers add about 12 percent to the cost; pharmacies and hospitals, some

20 percent; and the VAT can add another 2 to 5 percent. In 1996 there were 331 full-line
wholesaers, and they distribute throughout the EU .28 According to aNERA study, by 1997, the
three largest firms controlled 75 percent of the market.®® The general population purchases all
drugs (branded, generic, and OTC) through pharmacies and hospitals.

8 (...continued)
Comité Economique Médicament: Rapport d’ Activité Année 1999, p. 1.

& Victorine Carre and Jean Phillipe Castan, “French Pharma Policy-A Revolution in Progress?,” Scrip
Magazine, May, 1996, pp. 6-8.

% EFPIA, The Pharmaceutical Industry in Figures.

8 PhRMA, Written Submission, p. 20.

8 Michael L. Burstall, Ed., Pricing and Reimbursement in Western Europe 1998: A Concise Guide,
PPR Communications Ltd., Dorking, Surrey, England, 1998, p. 24.

8 Michael L. Burstall and Konrad Wallerstein, ” Chapter 5: Health Care Systemsin France,” Remit
Consultants, p. 381.
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Advertising is controlled in many ways. For example, a significant element in the 1994
framework agreement (which replaced State price regulation) was that the pharmaceutical
companies would begin to commit themselves to limit advertising costs to inform the doctors on a
rational use of the item in question. This voluntary restriction was a prerequisite for a higher
sdlling price.® Advertising is also taxed, depending on the level of advertising; the tax rate ranges
from 9 to 20 percent.™*

% Ingrid Rosen, et a, Pharmaceuticals: Market Control in Nine European Countries, Austrian Health
Institute, Vienna, Nov. 1998, pp. 71-72. Discussed also in European Health Care Systems and
Pharmaceutical Markets : Facts and Trends, 1996, p. 34.

% “France,” Facts and Trends: European Health Care Systems and Pharmaceutical Markets, Artze
Zeitung Verlagsgesellschaft, 1996, pp. 31-34. Also see Donald Macarthur, Handbook of Phar maceutical
Pricing and Reimbursement: Western Europe 2000, p. 39.
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Germany

Various publications indicate that approximately 90 percent of German
citizens are covered under the statutory health insurance (SHI) system, while
the more affluent are typically covered under private plans. The employee
contribution to SHI health plans amounts to about 12-13 percent of salary
with a maximum salary cap; the employee and employer each pay 50 percent.
According to the publications, citizens over 65 pay less and coverage extends
to outpatient drugs, unlike the U.S. system where slightly more than one-third
of senior citizens reportedly have no coverage. Patients also make copayments
based on the package size.

I ndustry sources indicate that pharmaceuticalsin Germany are subject to

a two-tiered pricing system which utilizes both reference pricing and free
market pricing. According to the trade association for the German industry,
approximately two-thirds of all prescription pharmaceutical pricesin
Germany were regulated by reference pricesin 1998-99. Newly innovative
patented drugs launched after December 31, 1995, are excluded from the
reference system until patent expiration.

Healthcare Coverage

Germany is the largest pharmaceutical market in Europe, and along with France ranks at
the top of the EU countriesin terms of production.®> The German healthcare system provides
universal healthcare for all citizens and is decentralized as far as finance and delivery of services
are concerned. It is reportedly based on between 450-1,000 sickness funds™ through the statutory
health insurance (SHI) system, which are self-governing nonprofit insurance funds organized on a
local, company, occupational, or national basis and funded by employee/employer contributions
and general taxation. In 1996, the average contribution rate ranged from 12 to 13 percent of
monthly salary levels; employers and employees each carry 50 percent of these rates.** The SHI
must accept al who qualify, together with dependents and pensioners, including the unemployed.
The sickness funds cover about 90 percent of the population; persons whose income exceeds a
certain level (i.e., about $2,900-$3,400 per month) are allowed to opt for

% n 1998, Germany’ s pharmaceutical output was about $20 billion. In addition, according to VFA,
Germany succeeded in increasing its lead as the world’ s largest exporter of pharmaceuticals to
$14.5 billion, of which $3.4 billion (23 percent) was shipped to the United States, Germany’s most
important market. VFA, Statistics 2000, pp. 10, 16-17.

% Pharmaceutical Pricing & Reimbursement 2000: A Concise Guide, p. 57; D. Macarthur, Handbook
of Pharmaceutical Pricing and Reimbursement: Western Europe 2000,” Informa Publishing Group, 2000,
p. 44; and Michael L. Burstall, Ed., Pricing and Reimbursement in Western Europe 1998: A Concise
Guide, p. 27.

% Covered benefits, in addition to payment for pharmaceuticals, include hospital care; outpatient care;
dental treatment; care for the disabled and infirm; and maternity services. Arzneimittel Zeitung,
European Health Care Systems and Pharmaceutical Markets, An Overview, 1996, pp. 37-42.

4-20



private insurance instead, and about 8 percent do so. The density of primary care doctorsis
somewhat below the EU average.®®

Germany also provides universal access to inpatient prescription drugs for people over age
65, much like Medicare coverage in the United States. In Germany, however, such coverage
reportedly extends to outpatient drugs, unlike the U.S. system, where “dightly more than one-third
of al elderly U.S. residents have no coverage whatsoever for outpatient drugs.”® Senior citizensin
Germany pay an annual premium for outpatient drugs based upon their ability to pay; thereis no
deductible, and copayments are limited to pack size”” asin the reference price system. Maximum
copayments for the elderly are reported not to exceed 2 percent of patient annual income. Those
with chronic disease are limited to 1 percent of total income, while welfare recipients and those
with incomes below a specified amount pay nothing.®

Long-term financial problems of the SHI system said to remain unresolved include high
unemployment rates and the steady increase in life expectancy, which isincreasing more rapidly in
Germany than in other industrialized nations. The problems reportedly will continue to place a
burden on the SHI system in the coming years.®

Pricing

The German prescription drug market is presently governed by a two-tiered reimbursement
system that utilizes both reference pricing and free market pricing.*® In 1998 and 1999,
approximately two-thirds of all prescription pharmaceutical pricesin Germany were regulated by
reference prices;'™ generic drugs accounted for about 40 percent of all prescriptions.’® Reference
price regulation is a cost-containment system applying to drugs that are prescribed by doctors and
dispensed by private pharmacies.’® Individual patients are then reimbursed by the statutory
sickness funds. Reference prices are revised frequently, usually on an annual basis. Generic

% Michael L. Burstall, Ed., Pricing and Reimbursement in Western Europe 1998: A Concise Guide,
“p. 27.

% D.A. Freund, D. Willison, G. Reeher, J. Cosby, A. Ferraro, and B. O’ Brien B, “Outpatient
Pharmaceuticals and the Elderly: Policiesin Seven Nations,” Health Affairs, May/June 2000, p. 261.

9 “pack size” is generally defined as the number of units dispensed under a prescription that combine
the same level of active ingredient. If pills were dispensed, for example, the number of pills would
determine the size of the “ pack”for copayment purposes. A “large” pack would contain more pills than a
“medium” pack which, in turn, would contain more than a*“small” pack.

% D.A. Freund, D. Willison, G. Reeher, J. Cosby, A. Ferraro, and B. O’ Brien, “Outpatient
Pharmaceuticals and the Elderly: Policiesin Seven Nations,” Health Affairs, May/June 2000, p. 262.

P VFA, Satistics ‘99, p. 39.

1% Commission staff telephone interviews with various private companies and trade groupsin
Germany, including Aventis, Pharma AG, Frankfurt; Bayer AG, Leverkusen; and the VFA,
Bundesverband der Pharmazeutischen Industrie eV. (BPI), Frankfurt, and PARMA July/August 2000.

101 \VFA, Satistics ‘99, p. 53, and Satistics 2000, p. 64.

102 \VFA, Satistics ‘99, p. 53, and Statistics 2000, p. 43. Germany’s statutory health insurance system
is dominated by reference prices which reportedly place downward price pressure on prescription drugs
and encourage the use of lower priced generic products.

103 1n 1996, there were more than 20,000 community pharmacies in Germany, or about 1 for every
4,000 inhabitants, the EU average. Their numbers are not controlled, and they have a monopoly on
dispensing prescription-only products. Chain pharmacies are forbidden. Products used in hospitals are not
subject to reference pricing.
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manufacturers, in turn, may lower prices below reference prices and accept 1osses in revenue to
maintain their price advantage relative to those on-patent drugs which have been reduced to
reference price levels. The on-patent manufacturer may have one relative advantage, however, in
that the original price advantage of generics and parallel imported drugs may potentially be
reduced, leading to stabilization of market share for on-patent drugs.**

The reference price concept was introduced as part of the Health Care Reform Act
implemented on January 1, 1989. Reference prices, as originally introduced, applied to patented
and nonpatented pharmaceutical products. The system was changed in 1996, however, such that
innovative patented drugs approved after December 31, 1995, were removed from the reference
pricing system and reimbursed according to free market conditions.™® According to present
regulations, when these newly patented prescription drugs go offpatent they will reportedly again
be subject to the reimbursement provisions of the reference system.'® The market share of
pharmaceuticals with patented substances, whether subject to reference pricing or not, was about
22 percent of the total German market in 1999.%%"

Reference prices are fixed reimbursement levels devel oped by managed hedlthcare
providers (also known as the sickness funds) for various groupings of drugs established by a
committee of physicians and the sickness funds under Germany’s SHI system.’® The system for
developing reference pricesis very complicated and is based in part on regression analysis.
However, in principle, reference prices for prescription drugs should not be higher than the upper
limit of the lower third of the existing product price range for the appropriate product grouping in
Germany, and the patient should be required to copay the difference between the market price and
the reference price.’®® According to some sources, reference prices are generally about 30 percent
below the market price of the innovative pharmaceutical product.™*°

In practice, however, according to one source, it has reportedly not been feasible to sell
products at prices higher than the reference price because the insured patients were generally not
willing to copay out-of-pocket expenses, and doctors have been reluctant to prescribe drugs priced
above the reference price.™™ Thus, reference pricesin practice typically represent the fixed upper
limit of reimbursement from the sickness funds, as well as a de facto upper limit of prices.*
German pharmaceutical manufacturers are reported to be negatively impacted by reference prices
because, in practice, they must lower their quoted prices to reference price levels established by the

%4 U. Vorderwiilbecke, The German Reference Price System, EU Pharmaceutical Law Forum 1999,
Brussels, March 11-12, 1999.

1% Commission staff telephone interview with a representative of VFA, July 2000. BCG, Ensuring
Cost-Effective Access to Innovative Pharmaceuticals, p. 54.

16 Commission staff telephone interviews with representatives of VFA, July 2000.

W7VFA, Satistics ‘99, p. 53.

108 U, Vorderwiilbecke, The German Reference Price System.

1% 1bid.

10 Arzneimittel Zeitung, European Health Care Systems and Pharmaceutical Markets: An Overview,
1996, p. 41, and discussions with a representative of the VFA, Sept. 2000.

™ The doctor is the patient’s main source of information about products. Reportedly, no advertising of
pharmaceuticals is allowed in Germany. OTC drugs in some instances may be prescribed. About
80 percent of the total retail market for pharmaceuticals was prescribed by doctors for the treatment of
SHI patientsin 1999. VFA, Statistics 2000, p. 53.

12 U, Vorderwiil becke, The German Reference Price System.
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sickness funds to remain competitive.*® In 1999, 94 percent of the reference-priced drugs were at
or below reference price levels.'* Figure 4-3 shows trend lines for reference prices, the prices of
pharmaceuticals not subject to reference pricing, and the cost of living in Germany during
1992-99.

The change in the reference price system in 1996 was reportedly one of several results of
joint efforts between the German Government and industry to address rising unemployment in the
mid-1990s, a perceived reluctance by the industry to invest in Germany, and the threat of “de-
industrialization.”**> The effort, known as “Investment Location Germany,” resulted in four major
decisions reportedly in favor of the research-based pharmaceutical industry beginning in 1996:

(1) The exclusion of newly patented drugs launched after December 31, 1995, from the system of
reference price clusters until patent expiration; (2) the cessation of mandatory dispensing of drugs
brought into Germany by parallel imports; (3) the abandonment of plansto create a“positive list”
as ascreen for reimbursement by SHI; and (4) the encouragement (instead of discouragement) of
biotechnology investment in Germany. Interim plans for healthcare reform based on an evaluation
of new Government policy, however, have reportedly called for a*“return to solidarity,” or areturn
in part to the cost-containment policies of the past.**® The new free market pricing system raised
costs to healthcare providers, but reduced hospital costs.*’ It is uncertain how much of an effect
this new system may have had on German physicians, who are required to operate under a
regulated prescription drug budget system.™8

Copayments

Beginning in 1994, patients were required to pay aflat amount per item based on package
size. This cost has gradually risen and, since July 1997, the patient has been required to pay $5-$8
to the pharmacist depending upon package size, up to the cost for the drug itself; the difference
between patient copayments and the actual drug price is paid as reimbursement to the pharmacist
by the managed sickness fund or by private providers.*® Payments based on package

13 patricia M. Danzon, Pharmaceutical Price Regulation, National Policies Versus Global Interests,
p. 19. The profile of 1997 retail prices of pharmaceuticals across Europe shows that German
manufacturers received the lowest share of prices in Europe (54.8 percent). The markup ex-factory priceis
roughly twice as high in Germany asin the UK. VFA, Satistics ‘99, p. 23.

14 U. Vorderwiilbecke, The German Reference Price System.

15 Correspondence via e-mail between Commission staff and a German industry representative on
Aug. 3, 2000.

18 1bid.

17 | nformation based on Commission staff interviews with industry sources in Germany, July/August
2000.

118 “Since 1994, Germany has had regional global budgets for prescribed medicines. Overruns were to
be deducted in part from doctor’ s fees. Global budgets are now being replaced by indicative budgets for
individual practices. They will be based on the number of patients treated by the physician, their age
structure and the incidence of particular diseases. Doctors who exceed their budgets by more than
15 percent will be audited; those who exceed by more than 25 percent will have to repay the excess to the
sick fund or face delisting.” Michael L. Burstall, Ed., Pricing and Reimbursement in Western Europe
1998: A Concise Guide, p. 29. Despite the increase in VAT from 15 to 16 percent on April 1, 1998,

SHI pharmaceutical market prices increased by only 0.4 percent. VFA, Statistics ‘99, p. 21.

9 Michael L. Burstall, Pricing and Reimbursement in Western Europe 1998: A Concise Guide,

pp. 28-29. Children under 18 and pregnant women are exempt, and concessions are made to the poor, the
(continued...)

4-23



Figure 4-3
Price trends of pharmaceuticals with and without reference pricing
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Source: VFA, Statistics Handbook 2000, p. 45. Reprinted with permission from
VFA.

size placed a greater relative price burden on the patient, especially for those prescriptions under
reference pricing where the cost of the drugs is lower.”® The share of reference price products in SHI
prescriptions rose from 44.4 percent in 1994 to 63 percent during 1997-99, resuiting in an annual cost
savings to the SHI of $1.7 billion in 19991

19 (. .continued)
elderly, and the chronically sick. Another regulation increased copayments by about $0.60 for every
0.1 percent increase in patient contributions to the sick funds.

2 Conversely, under the new free market pricing system, the healthcare provider is likely to experience a
heavier relative cost burden as the difference between fixed patient copay and prices for new innovative, patented,
approved drugs widens.

2V VA, Statistics 2000, p. 64.
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Italy

The Italian Department of Health reimburses patients for the cost of many
prescribed drugs. According to various publications, Italy’s Department of
Health controlsthe prices of pharmaceuticals that are reimbursed, according
to a pricing system referenced against a basket of 12 EU member States.
Publications indicate that prices are determined in negotiations between the
Department of Health and pharmaceutical manufacturers, and are also
affected by the degree of innovation, estimated sales, cost-benefit analysis,
efficiency, therapeutic value, market forecasts, the economic impact on a
company, and potential savingsto the Italian health service overall.

Healthcare Coverage

The Italian population is provided healthcare coverage by the Servizio Sanitario Nazionale
((SSN); or the National Health Service).'? Patients are reimbursed for the cost of many prescribed
drugs.

Copayments were introduced in Italy in 1991 to control spending, following a gradual
increase in the National Health Service™ expenditure on pharmaceuticals.** Since 1996,
copayments have been made in three categories. Class A drugs (1,450 drugs in 1995'%), deemed to
be the most efficient, are reimbursed fully; Class B drugs (290 drugsin 1995), which are less
efficient, are reimbursed at 50 percent; Class C drugs (approximately 1,647 drugsin 1995), the
least efficient, are not reimbursed at al. Nearly al drugs are Class A or Class C (44.5 percent and
49.9 percent, respectively).'® In 1995, Class A and B drug prices were reduced 2.5 percent. A
limit of $45 is applied to copayments per prescription. In addition, flat-rate fees are charged to
patients (with some exceptions): $1.95 for one prescription item, and $3.90 for two or more items.
In addition, general practitioners (GPs)**" have some guidelines about what they can prescribe.

Pricing

The Italian market is overwhelmingly namebrand. In 1999, less than 1 percent of the
prescription market in Italy consisted of generic products.*® This results in significantly higher

2 BGC, Ensuring Cost-Effective Access to Innovative Pharmaceuticals, p. 54, and Handbook of
Pharmaceutical Pricing and Reimbursement Western Europe 2000, p. 66.

12 The SSN was created as a bureau within the Department of Health in 1978, replacing the Social
Health Insurance System.

124 Spending on pharmaceuticals was 14.0 percent of total health spending in 1989 and 15.2 percent in
1991 Financing Health Care, Val. 1, p. 552.

125 European Health Care Systems and Pharmaceutical Markets, Arzneimittel Zeitung, 1995.

26 Michagl L. Burstall, Bryan Reuben and Anthony Reuben,” Pricing and Reimbursement Regulation
in Europe: An Update on the Industry Perspective.”

127 GPs are comparable to American primary care physicians.

28 1bid.
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costs, both for the Italian taxpayers who support the national health system in Italy and for
individua patients who generally are not prescribed cheaper generic drugs.*

The cost of Italian pharmaceuticals has been rising since the late 1980s and early 1990s.
In 1988, retail medicine pricesin Italy were estimated to be 72 percent of the EU average; in 1989,
80 percent; and in 1991, 94 percent.™* Various methods of cost containment are employed in Italy,
including control of reimbursement prices, the publishing of “positive” and “ negative” lists of
efficient and inefficient drugs in order to encourage or discourage their use, and the use of patient
copayments. Italy directly controls only the prices of pharmaceuticals that are reimbursed
according to areference pricing system. (Nonreimbursed and OTC drugs have no price controls,
though the companies manufacturing them may not raise OTC prices more than once ayear.)

Italy alows domestically produced pharmaceuticals to command higher costs. Until the
1993 overhaul of its pricing system, Italy regulated drug prices on the basis of costs. In 1994, the
amount of reimbursement could not exceed a European “average,” based on the prices of agiven
drug in France, Germany, Spain, and the UK. One problem reported with this system was
determining exchange rates according to the Purchasing Power Parity rates of exchange, which
were seen by many to be too low. ™!

The four-country averaging system was ruled illegal under European law in February
1997, and a new method of price reimbursement came into effect on July 1, 1998. All prices above
the European average were lowered to it immediately, and all prices below the average were to be
raised to it within 6 years. The new system uses real exchange rates and reflects an average of
pricesin 12 countries. Price negotiations for pharmaceuticals approved through the EU’s
centralized procedures were also extended to those approved via the decentralized procedure. This
meant prices were to be fixed according to criteria such as degree of innovation, estimated sales,
prices applied in other EU countries, and cost-benefit analysis. At the sametime, Italy ingtituted
direct negotiations with drug companies, and began to take into account efficiency, degree of
innovation, therapeutic value, market forecasts, the economic impact on a company, and the
potential savings to the Italian health service overall, in setting price reimbursement levels.*

Currently, Italy reimburses qualified prescription drugs whose prices reflect approved
profit levels.** For drugs approved in Italy, wholesaler margins are fixed at 10 percent of the
manufacturer’s price. For drugs approved centrally through the EU, the wholesaler’ s price depends

2 Financing Health Care, Vol. 1, and Commission staff interview with representatives of PhARMA and
the multinational pharmaceutical industry on Aug. 3, 2000.

0 Financing Health Care, Vol. 1, p. 555.

31 The EU threatened to invoke the infringement procedure against Italy because the average price
system renders some imports unprofitable to market in Italy. In February 2000, the Italian Department of
Health proposed that Italy retain its average price system but, in cases where this renders foreign products
unprofitable, they will be able to determine pricing through a negotiation system. EFPIA, “Pricing and
Reimbursement,” March 30, 2000.

2 Michagl L. Burstall, Bryan Reuben and Anthony Reuben,” Pricing and Reimbursement Regulation
in Europe: An Update on the Industry Perspective.”

138 Sources state that generic products have to be priced “at least” 20 percent below the reimbursed
origina innovative product to be eligible for reimbursement. Pharmaceutical Pricing & Reimbursement
2000: A Concise Guide, p. 82, and Handbook of Pharmaceutical Pricing and Reimbursement: Western
Europe 2000, p. 71.
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on the product price.** Pharmacy margins for reimbursed drugs are 40 percent of manufacturers
prices. In 1995, the manufacturer selling price was fixed at 50.9 percent of the consumer price. In
addition to this, wholesalers are allowed a 17.8 percent margin, and pharmacists are allowed a
35.7 percent margin. VAT was lowered to 4 percent for drugs in 1995 (from 19 percent for OTC
drugs and 9 percent for prescription drugs).

¥ BCG, Ensuring Cost-Effective Access to Innovative Pharmaceuticals, pp. 41 and 54.
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United Kingdom

In the UK, the National Health Service (NHS) provides universal health
coverage. I n turn, according to various publications, the UK’s Department of
Health regulates NHS expenditure on pharmaceuticals primarily by
controlling the profits that drug manufacturers are allowed to make on sales
to the NHS. The profit control program, called the Pharmaceutical Price
Regulation Scheme (PPRS), is renegotiated every 5-6 years by the Department
of Health and the Association of the British Pharmaceutical I ndustry (ABPI).

Various sources indicate that, under the PPRS, companies enter into yearly
confidential dialogues with the Department of Health. Profits are determined
by companies’ level of long-term risk, investment in the UK, rate of return on
capital, overall relationship with the NHS, and levels of exports.

Healthcare Coverage

The UK’s National Health Service (NHS) provides comprehensive healthcare to all
UK residents. Because the NHS pays for most drugs prescribed in the UK, it isin the
Government’ sinterest to strictly control the cost of pharmaceuticals. Costs are contained in a
number of ways, including price controls, profit controls, encouraging the use of generics and
patient copayments, publication of “negative lists’ of inefficient drugs to discourage and contain
their use, issuing a“ Selected List” of minor drugs that are not paid for by the NHS, and enlisting
doctor participation to control drug expenditures. Since 1991, for example, GPs have the option of
becoming “fundholder practices,” which encourages further conservation of resources, including
expenditures on pharmaceuticals.**® Since its introduction, over half of UK GPs have opted to
become fundholders, and have reduced spending on pharmaceuticalsto alevel up to 9.4 percent
less than that of nonfundholding practices.*

In regard to copayments, UK patients either pay a standard fee for each prescription or a
yearly fee that covers unlimited prescription costs. Spending by GPsis calculated monthly by The
Prescription Analysis and Cost System (PACT). The copayment for prescribed drugs since April
1998 is $9.28 per item; this favors patients who are prescribed expensive and/or large amounts of
pharmaceuticals. Many exceptions are granted; in 1997, 85 percent of prescription were free to
patients.**®

% The NHS does not reimburse pharmaceuticals that are directly exported, OTC drugs, those sold
outside the NHS, and those on a “ negative list” of eight therapeutic categories.

% Fundholder practices receive a set amount of operating funds, determined by the National Health
Service Executive, each year. Any excess funds at the end of the year can be appropriated by the practice.
Practices which overshoot their budget can apply for extra money from the NHS.

137 Spending habits of fundholders are surveyed by the UK Audit Commission; these results are cited in
W. Duncan Reekie, Medicine Prices and Innovations: An International Survey, The Institute of Economic
Affairs (London: 1996, p. 16.).

% Michagl L. Burstall, Bryan Reuben and Anthony Reuben,” Pricing and Reimbursement Regulation
in Europe: An Update on the Industry Perspective.”
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Pricing
Profit control

The UK isunigue in the EU in controlling not only the prices of pharmaceuticals but also
the profits allowed to manufacturers which sell their pharmaceuticals to the NHS. Price control
began in 1957 with manufacturer participation in the Voluntary Price Regulation Scheme to
control excess profitmaking. This form of cooperation between manufacturers and the Department
of Health to limit the health budget was renamed the Pharmaceutical Price Regulation Scheme
(PPRS) in 1978. Participation in the PPRS is not mandatory, though al firmsthat sell to the NHS
do participate in PPRS negotiations.** The terms of the PPRS are periodically reviewed and target
budgets of health spending are renegotiated between the Department of Health (which administers
the PPRS) and the Association of the British Pharmaceutical Industry (ABPI). This normally takes
place every 5 or 6 years, the last such negotiation took place in 1998-89.14°

Through the PPRS, the Department of Health sets companies profits according to three
factors: level of long-term risk, investments in the UK (including R& D), and the rate of return on
capital. Additiona factors that are examined include a company’s overall relationship with the
NHS, levels of exports, and the amount of manufacturing that is carried out in the UK.** The
terms of the PPRS also regulate corporate tax deductions that pharmaceutical companies can claim
for R& D expenditures, and deductions companies can claim for sales promotion expenditures.
There are no established guidelines governing the level or inter-relationship of all the
aforementioned factors and prices; observers have been unable to determine a consistent set of
determinants about the profit decisions made under the PPRS.**?

The primary oversight mechanism used by PPRS committeesis review of yearly
confidential submissions (i.e., the Annual Financia Return (AFR)) with the Department of Hedlth,
required by all companies with annual sales to the NHS of over $31 million. In the AFR, revenue
generated by sales to the NHS is distinguished from other sales revenue, so that profit allowances
may be determined. The AFR a so enables the Department of Health to calculate R& D rates; these
are capped at 20 percent of sales to NHS for the industry in a given year, overal.**® Although the
rate of return on “alowable” capital varies between 17 and 21 percent, an automatic allowable
margin tolerance of 25 percent also exists.*** Companies whose salesin a year are 375 percent or
higher than the capital invested in a given product reach the PPRS's profit ceiling. Because these
companies capital bases are assumed to be relatively small (this particularly affects subsidiaries of

¥ Richard T. Rapp and Adam Lloyd, “* Civilized Pharmaceutical Price Regulation: Can the U.S.
Have It Too?’, NERA Consulting Economists, found at the NERA website (http://www.nera.cony
search/searf.html) and retrieved on Aug. 1, 2000.

140 Generic prices are set by the Department of Health's Drug Tariff each month.

141 According to industry, requirements that companies invest in R&D in the UK do not encourage real
investment, but instead induces artificial and distorted investment for the sake of investment.
Commission staff interview with representatives of PhRMA and the multinational pharmaceutical
industry on Aug. 3, 2000.

12« Civilized" Pharmaceutical Price Regulation: Can the U.S. Have It Too?’

43 Medicine Prices and Innovations: An International Survey, p. 15.

14 This used to be known as a“grey aread’ and is now called a“margin of tolerance.” Currently set at
25 percent, the margin of tolerance means that companies are able to earn a profit up to 25 percent greater
than their target range of profit; they are not allowed to raise prices unless their profit falls 25 percent
below their target range of profit.
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foreign companies), these companies are alowed to earn a profit based on their levels of sales
instead of their capital base, limited to a 4.5 percent return on sales, with a 25 percent margin.

Initial launch prices of pharmaceuticals are not controlled. However, once manufacturers
set aninitia price, they must obtain officia permission to raiseit. If acompany’stotal profits on
branded sales to the NHS exceed the PPRS limit, a company can be forced to reduce prices, if
profits fall below an approved level, the company may be alowed to increase product prices. If
companies exceed their alowed profit, they must either repay the excess profits directly to the
PPRS, or lower existing and future prices. Promotional spending is limited to a finite percentage of
sales to the NHS.

Price controls

In addition to controlling profits and limiting price increases through the PPRS, the
Department of Health periodically encourages comprehensive price restraint through unilateral
freezes or reductions of the total health budget. A recent period of major price restraint occurred
during 1990-92, during which pharmaceutical prices were frozen; prices were then lowered by 2.5
percent in 1993. In 1999, prices were lowered by 4.5 percent.**

The Department of Health also controls distribution costs. Wholesalers which sell to the
NHS receive a 12.5 percent discount from the manufacturers' price. Pharmacies receive a standard
dispensing fee for each prescription they fill; thisis reimbursed at the wholesaler’ s list price. There
isno VAT on NHS prescriptions, the VAT on OTC drugs and private prescriptionsis 17.5
percent.

In afurther attempt to ensure that inexpensive pharmaceuticals are purchased by the NHS,
the Department of Health encourages pharmacists to buy parallel imports when they are cheaper
than domestically produced pharmaceuticals.*® Since 1991, pharmacists have been allowed to keep
the difference between the listed reimbursement price and the price paid for imported
pharmaceuticals. As noted by one source, the use of generic pharmaceuticalsin the UK is
increasing overall.*’ In 1999, the consumption of generic products was valued at about
$2.3 billion, or about 23 percent of the prescription pharmaceuticals market.*

5 This was modified in February 2000 by aregulation freezing prices on branded pharmaceutical
products at January 20, 2000, levels for companies with sales of under £1 million (or about $1,540,000) in
the 12 months to October 2000. The regulation also required the 4.5 percent price decrease for companies
with sales to the NHS greater than this amount. The pricing freeze and pricing levels will be reevaluated
in 2001.

148 W. Duncan Reekie, Medicine Prices and Innovations: An International Survey, p. 18.

4 BCG, Ensuring Cost-Effective Access to I nnovative Pharmaceuticals, p. 41.

148 Pharmaceutical Pricing & Reimbursement 2000: A Concise Guide, 2000, p. 166.
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Japan

Various sources note that Japan’s rapidly aging population threatens its
system of universal, national healthcare (NHI). Annual expenditures grew by
4.9 percent per year since 1980 and totaled $204 billion in 1998. Recent
economic declines have reportedly added pressure to contain the cost of NHI.

Sources have also indicated that with the increased pressure to control NHI
costs, the system by which the MHW sets pharmaceutical pricesin Japan has
come under increased scrutiny. To date all plans for major reform to the
system have been shelved.

Healthcare Coverage

The origin of the present day Japanese Nationa Health Insurance (NHI) program dates
to the passage of the Health Insurance Law of 1922 which provided insurance coverage for major
occupationa groups.**® Gradual revisions to the law added those initialy excluded, and the intent
of the 1958 revision was to provide universal health insurance coverage. Unlike previous laws that
focused on employment, the 1958 law focused on residence and mandated that al residents must
join a health insurance plan. By 1961, a universal-access health insurance system was in place.
This system, which is still in effect today, provides a comprehensive set of uniform benefits. It is
financed by employer-employee contributions to either private employer-based or government
insurance plans but provides government subsidies for certain groups. A persistent deficit has
plagued the system as annual healthcare expenditures have risen steadily.™ In spite of subsequent
revisonsto the law (most recently in 1997) that increased premiums and added or increased
copayments, deficits have continued.

During the last two decades, the age distribution of Japan’s population shifted
significantly. The percentage of the total population age 65 and older amost doubled from
9.0 percent in 1980 to a projected 17.1 percent in 2000."* (This contrasted with other
G-8 countries which have experienced much more moderate shifts.) Already, approximately one
third of Japan’stotal healthcare bill is spent on services for the elderly,®* and yet the shift is
forecast to continue with the percentage of the population age 65 and older reaching 26.2 percent in
2020.%%3 As the population has aged, demand for medical services has increased. Since 1980,
annual expenditures for healthcare grew by 4.9 percent per year, and in 1998 the Japanese
healthcare expenditures totaled $204 billion.** The aging population also squeezes NHI revenues
which are financed by premiums that are tied to wages. The dow growth and turmoil of the

19 | aurene A. Graig, Health of Nations-An International Perspective on the U.S. Health Care Reform,
3" ed. (Washington DC: CQ Press, 1999) p. 98.

%0 JPMA, “1999 Pharmaceutical Administration and Regulationsin Japan,” found at
http://mww.jpma.or .jp/12english/01guide and retrieved July 12, 2000, p. 72.

13! Gerald F. Anderson and Peter S. Hussey, “Population Aging: A Comparison Among Industrialized
Countries,” Health Affairs, vol. 19, No. 3 (May/June 2000), p. 192.

%2 Graig, Health of Nations, p. 95.

153 Anderson and Hussey, “Population Aging: A Comparison Among Industrialized Countries,” p. 192.

% JPMA, Data Book 2000, p. 3-8.
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Japanese economy during the last decade have added to the chronic deficits and have increased
pressure to contain the cost of NHI.

Measures both to increase revenues and contain costs have been taken. In 1997, the
financial burden borne by patients increased, as copayments doubled and premiums increased.**
Some of the resulting cost containment measures have not been effective. For instance, according
to areport by the Boston Consulting Group, overall spending on drugs increased by 59 percent
between 1980 and 1993 in spite of the fact that Japan’s price control mechanism drove
pharmaceutical prices down by more than 60 percent over the same period. Increased spending was
driven by increased prescribing volumes and the higher price levels of new drugs.™® It should be
noted that increased spending for pharmaceuticals did not keep pace with the increased healthcare
spending, however. Pharmaceutica spending as a percent of total healthcare expenditures has
declined steadily since the early 1970s.’

Pricing

Drugs containing new chemical entities (NCEs) are added to the NHI drug price list four
times annually in March, May, August, and November.*>® The MHW through the Special
Committee on Drug Prices (part of the Central Social Insurance Medical Council or Chuikyo) fixes
the introductory price of every new ethical brand name drug through negotiation with the
manufacturer. Generaly, the price of a“comparator” product which is already on the market will
be considered, and overseas prices in four countries (United States, United Kingdom, Germany,
and France) are a so taken into account. If a comparable product doesn’t exist on the market or if
the manufacturer wants to avoid the comparator-based system, it may seek to have the new drug
price based upon cost calculation, but MHW reserves the final decision regarding the actual
method used.

Drugs are also classified by usefulness and market size; the criteriain each of the
categories are summarized in the tabulation below. Five of the categories allow a premium to be
awarded to the new drug in question. Since 1997, 47 new drugs have been introduced, but none has
received an innovation premium. ™

Classification Based on Usefulness Classification Based on Market Size

A Innovative new drugs (standard premium:

40%; priority allocation: 20-60%) Al New drugs with extremely small markets

(standard premium: 40%; priority

1m0
B1 Useful new drugs| (standard premium: allocation: 5-15%)

10%; priority allocation: 5-15%) A2 New drugs with small markets (standard

B2 Useful new drugs Il (standard premium: premium: 3%; priority allocation: 1.5-4.5%)

3%; priority allocation: 1.5-4.5%) B Other new drugs (no premium)

C Other new drugs (no premium)

% Graig, Health of Nations, p. 95.

% BCG, Ensuring Cost-Effective Access to Innovative Pharmaceuticals, p. 19.

" PhRMA, “PhRMA Proposal for NHI Drug Pricing Reform-Supporting Arguments,” Jan. 29, 1999,
p. 61.

%8 JPMA paper, “Calculation of Drug Price” found at http://mwww.jpma.or .jp/12english/03drug/e-
calc.html and retrieved July 12, 2000.

1% Draft PARMA report, July 25, 2000.
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An additiona factor is the R-zone (reasonable zone) which is the allowable margin
between amedical facility’s acquisition cost and the reimbursement price. Unlike the European
Union and the United States, where the separation of the prescribing and dispensing of ethical
drugs (bungyo) is well-established, medical facilities in Japan both prescribe and dispense ethical
drugs.*®® According to JPMA, about 80 percent of ethical drugs in Japan move from
pharmaceutical wholesalers to medical ingtitutions (either hospitals or clinics).*®* Therefore, the R-
zone (aso known as the yakkasa) historically has been an important source of income for clinics
and hospitalsin Japan. This financial incentive led to the widespread practice of over-prescription
of drugs in Japan,'®® but bungyo appears to be increasing as the R-zone has decreased.*®®

Prices are generally reviewed biennidly by the MHW with the goa of bringing NHI prices
closer to market prices. Drugs are subject to repricing if principal indications, efficacy, dosage
levels, or market size change. Revised reimbursement prices are determined using aformula
developed by the Chuikyo in 1991.%%* |f the discount for the wholesale price of a drug is more than
the R-zone, the price will be cut by the amount of the excess. In addition to revisions for specific
drugs, from 1992 to 1998 the R-zone itself was reduced from 15 percent to 5 percent.*®® During
this period prices were revised in three consecutive years (1996, 1997, and 1998). A new Drug
Price Organization was established in October 2000. It is designed to provide the MHW with
expert advice on the appropriate comparator to use and appropriate premiums to apply, if any.'%

The use of generic drugs in Japan has been limited for three major reasons. As outlined
above, pharmaceuticals are reimbursed based on a fee-for-service system; Japanese doctors are
brand conscious and uncertain of the quality of generic drugs, and Japanese pharmacists cannot
substitute drugs.*®” Also, it should be noted that because of Japan’s universal healthcare system,
Japanese patients are not sensitive to the cost of pharmaceuticals.

Two sources estimate that the share of generic drugs in Japan in 1999 was approximately
7.5-8.0 percent, by value, of the total prescription market.'*® The share of generic drugsis expected
to increase as the pressure to contain costs continues to intensify. Prices for generic drugs are listed
on the NHI drug price list at 80 percent of the price of the origina drug unless another generic has
already been listed. If that isthe case, the priceis set at that of the cheapest existing generic drug.

180 Although promotional spending is reportedly not controlled in Japan, some restrictions have been
implemented on how companies promote pharmaceutical products. Pharmaceutical Pricing &
Reimbur sement 2000: A Concise Guide, p. 99.

181 JPMA, “Distribution System,” found at http://mww.jpma.or .jp/12english/05sal es/e-dist.html and
retrieved July 19, 2000.

162 Graig, Health of Nations, p. 115.

183 JPMA, “Bungyo,” found at http: //mww.jpma.or .jp/12english/05sal es/'e-bung.html and retrieved
July 19, 2000.

184 JPMA, “1999 Pharmaceutical Administration and Regulations in Japan,” retrieved July 12, 2000,

p. 74.

1% 1bid.

166 Commission staff interview with representatives of PARMA on July 25, 2000.

7U. S. & Foreign Commercial Service and U.S. Department of State, Generic Drugs—Japan,
(Industry Sector Analysis), 1999, p. 6.

188 | bid., p. 6, and Pharmaceutical Pricing & Reimbursement 2000: A Concise Guide, p. 98. One of the
sources, the Ethical Manufacturers' Association, is a Japanese organization of small to medium-size
manufacturers of ethical and OTC drugs which is generally known as the organization of the generic drug
producers.

4-33



Pricing Reform

On August 29, 1997 the ruling codlition parties Health Insurance System Reform
Committee announced a reform plan entitled “National Health Insurance for the 21% Century: Plan
for Preserving Quality Medical Care and the Universal Insurance System.”'*® The plan called for
the existing NHI drug pricing system to be abolished and replaced with a Japanese version of
reference pricing systems of the sort found in Europe. The proposal was not supported by
industry*™ and ultimately was scrapped at the meeting of the LDP Research Council on Basic
Medical Issues on April 13, 1999.'* A market-based pricing reform proposa had been made by
the industry through PhRMA in December 1998 but was likewise rejected in April 1999.
Subsequently, the Japanese government announced that it is not prepared to undertake
comprehensive restructuring of the reimbursement pricing program. Chuikyo, through the
dedicated Committee on Drug Pricing Issues, has been reviewing the current NHI pricing system.
Two main issues are the status of the R-zone method and pricing of long-term listed drugs.

189 Reform of the NHI Drug Price System found at http: //imww.jpma.or .jp/12english/03drug/e-
reform.html and retrieved July 12, 2000.

0 Osamu Kido, “ Review of 1998: The Japanese Economic Recession and the Pharmaceutical
Industry,” Update, Vol. 15, found at http://mww.jpma.or.jp/12english/07publications/up015/e-upl5-
01.html and retrieved July 14, 2000.

1 Mitsuo Yashiro, “Trendsin NHI Price Reform and Outlook for the Future,” Update, Vol. 17, found
at http://mww.jpma.or.jp/12english/07publications/up017/e-up17-03.html and retrieved July 14, 2000.
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M exico

Mexico's General Law of Health, implemented in 1984, guarantees the right
of all Mexican citizens to healthcare. Approximately half of Mexico’'s
population is covered by its social security system, while the other half is
uninsured (but has the option of using Federal and State government
services). Per capita spending on healthcare in 1997 in Mexico was $202.

Sources in Mexico have stated that the I nstitute Mexicano de Seguro Social is
the largest purchaser of pharmaceuticalsin Mexico and can impose prices on
drugs sold in the public sector. According to a recent publication, retail prices
in the private sector are limited by SECOFI’s Department of Standards and
Acquisition. Although the latter process has reportedly been relaxed over the
past few years, the Government must approve all final retail prices.

Healthcare Coverage

In 1984, Mexico implemented the General Law on Health (Ley Generd de Salud). This
law guarantees the right of all Mexican citizens to healthcare and describes the roles and
responsibilities of all participants, including the federal and state governments, healthcare
providers, and patients. According to arecent study, “the healthcare system in Mexico is
comprised of three distinct segments:

the social security system, paid for by employers, workers and tax payers,

the governmental health system, financed by tax payers and users through
copayments; and

the private sector, which relies on out-of-pocket payments from users and
insurance premia.” "2

Approximately half of Mexico’s population, typically the middle and upper class, are
covered by public insurance under Mexico's socia security system.*”® Some individuas
supplement this public coverage with private insurance. The second half of the population is
uninsured, but can use Federal and State funded government services, usualy in the form of
copayments based on an individua’sincome.*™

When comparing pharmaceutical development and pricing in Mexico versus the United
States it should be noted that Mexico “is at aless advanced stage of economic development, has
lower real wages and per capitaincomes, and has lower prices for many goods and services.”*” In
1997, per capita spending on healthcare in Mexico was $202, compared with $3,998 in the United

72 National Economic Research Associates (NERA), Financing Health Care: The Health Care System
in Mexico, August 1998, p. 1.

% |bid., pp. 4 and 18.

4 1bid., p. 18. NERA estimates that about 10-15 million people do not have any access to healthcare
services, mainly because of poverty, combined with alack of education and/or lack of nearby facilities.

7 patricia M. Danzon, Price Comparisons for Pharmaceuticals: A Review of U.S. and Cross-National
Sudies, The AEI Press, Washington, DC, 1999, p. 32.
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States.”® In recent years, pharmaceuticals have accounted for a higher percentage of total
healthcare spending in Mexico than in most Organisation for Economic Co-operation and
Development (OECD) countries.*’”

Pricing

Overall, the Mexican Government is the largest domestic purchaser of pharmaceuticals.*™
In essence, there are two separate markets for pharmaceuticals in Mexico, the public and the
private sectors. In the public sector, generic and copy drugs'” are sold for low prices which are
essentially set by the Government.’® The Ingtituto Mexicano de Seguro Socid is the largest
purchaser of pharmaceuticals, and as such has the power to impose its prices on drugs sold in the
public sector.’® Patented products are mainly sold in the private sector, but retail prices are till
limited by SECOFI’ s Department of Standards and Acquisition. Although this process has been
relaxed somewhat, and manufacturers have been permitted to increase prices when they choose
instead of during 3-month intervals as before, the Government must still approve all final prices.'®
Wholesale and retail margins are also set by agreement and through negotiations between the
Government and the manufacturer; however, manufacturers are permitted to discount their
prices.’® In neither sector are pharmaceuticals subject to the VAT.

Pharmaceutical prices are substantially lower in Mexico than they are in the United States,
although the gap has been narrowing somewhat since the 1980s. A recent report prepared by
minority staff of the Committee on Government Reform of the U.S. House of Representatives
found that the average prices for the top five drugs for senior citizens in the United States were 83
percent higher than the prices that Mexican consumers pay.'®* According to this report, the
difference in price for certain brand-name products ranged from 3 percent for Zoloft to 262 percent
for Prilosec. As aresult of these lower prices, U.S. citizens reportedly have been traveling to
Mexican border towns in rising numbers to purchase pharmaceuticals.'*

176 Organisation for Economic Cooperation and Development (OECD), “ Health Data 2000: A
Comparative Analysis of 29 Countries,” OECD CD-ROM, 2000, France. NERA's estimate for Mexico's
per capita spending on healthcare for 1998 was $185 as compared with OECD’ s estimate for the United
States of $4,178.

77 According to NERA, pharmaceutical's accounted for around 30 percent of total healthcare spending
in Mexico in 1995 as compared with the United States, in which pharmaceuticals accounted for under
9 percent of total expendituresin that year. NERA, Mexico, p. 77.

178 Cantor, Prescription Drug Price Comparison, CRS-5.

1 As noted in chapter 3, a copy product is one in which the original innovative product is still under
patent in other countries.

180 | n addition, the author of arecent journa article states that 20,000 Mexican pharmacies began to
sell generic productsin 1999, resulting in a 30 percent decrease in drug pricesin that year. Rosalyn Chan,
“Mexico: Striking a Balance Between Price and Innovation,” p. 22.

181 According to the U.S. Commercia Service (Mexico), about 80 percent of the Mexican population
receives pharmaceuticals from the IMSS. Commission staff interview with U.S. Commercia Service
(Mexico) representative on July 24, 2000.

2 NERA, Mexico, p. 82.

18 1bid.

8 Minority Staff, Special Investigations Division, Committee on Government Reform, U.S. House of
Representatives, Prescription Drug Pricing in the 7" Congressional District of Massachusetts:
Overcharging Compared to Mexico and Canada, 2™ report, Jan. 5, 2000, p. 8.

18 According to PARMA, approximately 25 percent of products purchased by U.S. citizens at the

(continued...)
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The reasons for the price differences between pharmaceuticals sold in the United States
and in Mexico are varied and often hotly debated. A CRS report attributes the differential mainly
to international income inequality and the lower value of the peso.'®® According to CRS, the very
prevalent role of the Government in the Mexican healthcare system further explains the lower
prices for pharmaceuticals in Mexico. The Mexican Government, in an effort to provide broad
access to pharmaceuticals, establishes maximum prices for these products. In addition, the
Mexican Government, as the largest domestic purchaser with significant power, sells
pharmaceuticals through its social security system, which could be further construed as public
assistance to Mexican consumers.’®” (For more information about the CRS report, see chapter 2.)

Also, in 1992, industry sources contended that prior to the passage of NAFTA the public
tendering or Government procurement system in Mexico discriminated against foreign-based
pharmaceutical companies that sold patented products.’® Chapter 10 of the NAFTA specified that
Government agencies should work toward opening the government procurement market for
pharmaceuticalsin Mexico to U.S. and Canadian companies.'®® Although price controls have been
relaxed and the Government procurement market for pharmaceuticals is more open in Mexico,
prices for pharmaceuticals in Mexico reportedly continue to be lower, on average, than in the
United States as a result of these combined Government actions.

Another reason cited for the price differences between Mexico and the United States isthe
fact that Mexico did not enact patent protection for pharmaceuticals until relatively late, and in
such away that resulted in a proliferation of copy products. Danzon notes that such copy
pharmaceuticals have not been devel oped through expensive R& D, are less expensive, and weaken
demand for the original, patented product.’®® As aresult, a manufacturer that holds a patent on a
particular pharmaceutical that is subject to copies must reduce its priceif it isto compete. Finaly,
NERA reports that many prescription drugs are available in Mexico without prescription;'**
Danzon states that in such cases consumers can directly influence their choice of drug, as opposed
to the choice being made for them by a doctor’ s prescription.’®> Other experts note that retailers
(such as pharmacies) may offer pharmaceuticals at prices below the maximum Government price
printed on the package.'*®

185 (,..continued)
border may not be effective or meet minimum standards and, therefore, may “pose important health risks
to the patient,” and about 75 percent of those products that are not approved by the FDA are manufactured
in facilities that are not certified by the U.S. Food and Drug Administration. Commission staff interview
with representatives of PhRMA on July 13, 2000, and PhRMA, Written Submission, p. 29.

188 Cantor, Prescription Drug Price Comparisons, CRS-3.

7 1bid.

188 pharmaceutical Manufacturers of America, press release, “Impact on the Pharmaceutical Industry of
the North American Free Trade Agreement,” Sept. 10, 1992.

8 As of Jan. 1, 2002, all Mexican Government agencies are to fully open procurement procedures for
pharmaceuticals. USITC, Potential Impact on the U.S. Economy and Selected Industries of the North
American Free-Trade Agreement, pp. 9-2 to 9-3.

1% patricia M. Danzon, Price Comparisons for Pharmaceuticals, p. 34.

¥ NERA, Mexico, p. 77.

1% patricia M. Danzon, Price Comparisons for Pharmaceuticals, p. 34.

1% NERA, Mexico, p. 94.
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Russ a=

Various sources indicate that the Russian pharmaceutical market is supplied
largely by generic products because of their cost relative to that of innovative
medicines and because of their long-term presence in the market. Budget
constraints of local governments reportedly hinder the use of expensive,
innovative medicines devel oped overseas because funding for reimbursable
pharmaceutical products comes from local budgets.

Generic pharmaceutical products account for 83 to 91 percent of the pharmaceutical
market in Russia, of which 70 percent are considered “old-generation” products, according to a
recent report.’* Prior to 1992, Russian patent law protected only the manufacturing process rather
than the fina product; as a result, many Western drugs have not been competitive owing to the
existence of copies in the Russian market.*® Old-generation products are relatively less expensive
than newer generic products or innovative medicines, and doctors and patients alike are more
familiar with these products.*” Although most pharmaceutical products are sold on an OTC basis,
prescriptions are used to identify drugs for specific ailments and dosages, and are required to
obtain reimbursable drugs. Medical carein Russiais costly, prompting many people to go directly
to a pharmacy for reliance on established OTC products and companies that are well known to
them.™® Pharmaceutical needs are funded by consumers, local budgets, and mandatory health
insurance funds.**®

A price-control system was introduced in Russia by decree No. 347, “On Measures for
State Control over Pricing of Medicines,” effective March 29, 1999, on medicinesincluded in the
“list of essential and most important medicines’ digible for reimbursement.?® The decree provides

1% Commission staff contacted the Government of Russia and other entities viafax on July 24, 2000.
Faxes were sent to the State Duma, Ministry of Public Health, Department of Licensing, Russian Agency
on Patents and Trademarks, the Chamber of Commerce and Industry of the Russian Federation, and the
All-Russia Market Research Institute. The Commission has since received two responses, one dated
September 15, 2000, from the Ministry of Health of the Russian Federation, Department of International
Cooperation and the other, dated Sept. 29, 2000, from the Russian Agency for Patents and Trademarks.

% Gregory Feifer, “Locals Raise Production of Generic Medicines,” The Moscow Times, Apr. 4, 2000,
found at http://today.newscast.com and retrieved on July 14, 2000.

1% Mikhail Minkevich, “Drugs and Pharmaceuticals in Northwest Russia,” Sept. 1998, found at
http: //mww.bi snis.doc.gov/bisnis/isa/9809phrm.htm, retrieved July 10, 2000.

%7 One source reported that “the lack of information about new drugs and their prohibitively high
prices encourage many doctors to resort to prescribing older, more familiar drugs, even if they are less
effective than newer options.” Oksana Y ablokova, “Drug Rush Dizzies Doctors, Patients Alike,” The
Moscow Times, Apr. 13, 2000 found at http://today.newscast.com and retrieved on July 14, 2000.

1% Oksana Y ablokova, “Drug Rush Dizzies Doctors, Patients Alike,” The Moscow Times, Apr. 13,
2000 found at http://today.newscast.com and retrieved on July 14, 2000.

V1. Starodubov, “Measures of State Regulation of Pharmaceutical Support to the Population of the
Russian Federation,” Zdravookhraneniye Rossiyskoy Federatsii, June 30, 1999, pp. 3-9, translated by
FBIS.

20 The list of essential and most important medicines was established by decree No. 478 of the
Government of the Russian Federation, Apr. 15, 1996. Loca governments develop their own lists based

(continued...)
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for Government control over market pricesin order to increase transparency of price formation in
the regions of Russia,®* and applies to all organizations holding licenses to manufacture, store, or
sell medicines®® The registered price sets an upper limit to the selling price; price contral is
achieved by curbing trade mark-ups and limiting the number of suppliersin the distribution
chain.® Prices are registered at the Federal level by the manufacturer or designated representative,
but it isup to loca officias to implement the controls on the basis of the guidelines outlined in the
decree. Asof August 10, 2000, the Russian Ministry of Health had registered prices on 5,699
pharmaceuticals from 343 manufacturers, of which 162 were domestic producers and 181 were
foreign producers.®*

The Ministry of Economics and the Ministry of Health are the Federal agencies
responsible for monitoring the price-control system. The Ministry of Economics reviews and
approves proposed prices, while the Ministry of Health registers prices, issues certificates, and
communicates the prices to local officias. Prices of domestically manufactured products are
registered in rubles, and imported pharmaceuticals are registered in foreign currency and in
rubles.”®® Prices can be reregistered by repeating the registration process. Proposed prices can be
submitted without a cost breakdown if they can be linked to reference prices in European
countries.®®

While markups vary across regions, one report indicated that, generally, wholesale prices
are 10 to 15 percent higher than manufacturer prices; retailers add another 20 to 30 percent. Local
authorities compile their own lists of essential medicines based on the Federal list of essentia
medicines and the specific needs of the region. Further, retail prices can vary depending on whether
the product was obtained from distributors or manufacturers. Final selling prices are not required
to meet the registered price plus markup, and pharmacies can and do sall products below the
maximum allowed.?”

Thelist of essential medicines dligible for reimbursement contains up to 10,000 different
products (based on 394 active ingredients™®). The list largely includes generic products; however,
some patented prescription medicines do appear on the list. Approximately 30 million Russians are
eligible for discounted medicines; pharmacies receive reimbursement from local agencies,
depending on the eigibility of the patient and the regional healthcare budget.

20 continued)
on the Federal list of essential medicines.

2! The Association for International Pharmaceutical Manufacturers (AIPM), “Introduction and Initial
Findings of the Price Control System in Russia,” presentation by Irina Stafeeva, Deputy Director, undated.

22 pharmaceutical products not considered “ essential medicines” still must be registered with the
Ministry of Health, but are not subject to price controls outlined in decree No. 347.

23 AIPM, “Introduction and Initial Findings of the Price Control System in Russia,” presentation by
Irina Stafeeva, Deputy Director, undated.

24 Ministry of Health of the Russian Federation, Department of International Cooperation, written
submission to the Commission, Sept. 15, 2000.

%5 The exchange rate is based on the Russian Federation Central Bank rate on the date of registration.

26 A1PM, “Economic and Legal Framework for Non-Prescription Medicines,” draft of July 21, 2000,
p. 3.

27 Pyrabelisk, “Russian Drug Market.”

28 Forty-seven percent of the 394 active ingredients are not produced in Russia. See V..l. Starodubov,
“Measures of State Regulation of Pharmaceutical Support to the Population of the Russian Federation,”
Zdravookhraneniye Rossiyskoy Federatsii, June 30, 1999, pp. 3-9, translated by FBIS.
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Currently, pharmaceutical products are not subject to a VAT; however, the Russian
Government recently proposed eliminating the VAT exemption for pharmaceuticals, except
essentia medicines.®® The new draft tax code seeks to establish a 20-percent VAT on
pharmaceuticals, active substances, and medical devicesin order to increase revenues.?® The
Association of International Pharmaceutical Manufacturers (AIPM)*! predicts that this proposal
could (1) raise pharmaceutical retail prices by at least 20 percent; (2) adversely impact domestic
producers, which import up to 90 percent of their raw materials, leading to supply shortages; and
(3) increase the possibility of corruption.?*? The Russian Government’s response to AIPM’s
concernsis not known at thistime.

29 “Russia Proposes 20% VAT for Medicines,” SCRIP, No. 2556, July 12, 2000, p. 6.

20 |hid.

21 AIPM represents over 50 international pharmaceutical companiesin Russia

22 AIPM, press release “International Pharmaceutical Producers are Concerned About Possible
Introduction of 20% VAT for Medicines,” July 11, 2000.
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Appendix A
Request L etter From the
Committee on Ways and Means of the
U.S. House of Representatives,
Dated June 28, 2000
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The Hoporable Stephen Koplsn
. Cheirman
TJ.5. Intemanional Trade Commission
504 E Street 5W
Washmgton, DC 20435

Drzar Chairman Koplan:

{rnder the axthority of sectton 332{g) of the Taxff Aect of 1930, 19 US.C
E1332(g), | om requestng that the Commission institute a fact-Anding mvestigation

&« Ul

-ﬁf—"g L b oy

COMMIOTTEE ON WAYS AND MEANS

LS HOUSE OF REMAESENTATIVES
WASHINETON. DC 205158244

hme 28, 2000
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relatmyg to pricing of prescriptien drugs by certain U5, wadmg parmers. Specifically,

would like the Controssion to determme the effect of the nilizaten of price controls on
innovative medicines by the other G-8 counines or pther couninies that are sopatones to
the NAFTA on pricing for fuch dougs abroad and in the Unfted States,

The Commmssion’s review should mnslude the followinp:

(1) the procees by which prascnplion drug prices are established,

(%) the rale of compulsory licensing in setting prces;

(3} & descripnon of the coste associated wnth the developroent of

prescription drugs, and a compenson of the authonzed prices 1o the specified

countnes; and

{4} whether and o what extent price control systerns utilized by such
countries impact pricing for comparable d_.mgs 10 the Unijted-States.
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The Cooouttes wonld appremaic receiving the study no later than 20 days after
r=:=1pt of this lett=r. Thenk you for your attention to this important matter.

With best pmnz regards,

B:T.I] ﬁr‘..]::r



Appendix B
Commission’s Response L etter
to the Committee on Ways and Means,
Dated July 21, 2000






CHAMRMAMN

UNITED STATES INTERWATIONAL TRADE COMMISSION

WASHINGTOM, DC. 20436

July 21, 200

The Hanorable Bill Archer

Committes on Ways and Means
United States House of Representatives
Washinglon, DC 20515-6348

Dear Chairman Archer:

fn respamse o your tetter of June Z8. 2000, the U_E. Intemational Trade
Commission has ingtituted, pursuant to saction 3152(e) of the Teriff Act of 1930,
an investigation eatitied “Pricing of Presoription Drogs.™

Enclas=d for your aformation is a copy of the Commission’s natice announcing
inztitution of the investigation, which is being published in the Federaf Regtoer.
The Commission expeets t submat its report ta you by September 29, 2000, as
requasted.

Wt have [ooked elosafy ar the 1ssues raised in your request and belicve that a
comparison of the suthorized prices i the specihed countres, and a
comprehensive and in-depth analysis of the impact of foreign price cotteals on
L& prices, would require 8 significantly fonger study period.

Aceordingly, the Commission will provide a teport in ™) days that will address, in
descriptive terms, the process by which prer.gri.ptinn drug prices are established;
the role af compulsery [icensing in setting prces; a descoption of the costs
associaied with the development af prescopiiom dreps; and provide a review of 1he
litecarure that addrezses the dynamics of 1hs pharmeceuticsl markel and tross-
country comparisons. Further, we will provide a deseription of the anolyticat
metheds {and possibly an analytical framework) that could be used to analyes the
question of whether and fo what catent price control aystems wtilized by other
epuntnes impast priceng for comparable drups in the United States, However, due
to the complexity of the task, the Commisszion will rot be eble to respond fully to
yolt request in a H-day investigation.

The Commission i willing (o undertake this additiona) anatysis if you belizve 1hat
it would be of assistance to the Committee. Any such investigation witl require

E-1



further consultation berween Cainmines staff and Commission staff as o its
scope, lerms of reference and duration.

Please continus to call on us whenever we can be of assistanee 10 you. -

g e,

scerely,

Sil:ph:n Foplan
Chairman

Enclosure
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Faderel Regisier/Vol. 85, No. 144 /Wednesday, July 26, 2000/ Notices

DEPARTMENT OF THE INTERICR
Hatlanel Park Sarviee

Drefi Laglslativa Environmantal Impact
SHElamend, Tivmblehe Shaahone
Homsand In and Around Death Yalkey
Hationsl Park: Naotee of Second
Extenglan of Publlc Commenl Perkod

- gumuaryT Fuctvant to £ 10212 )[C} of the
Maetiorel Envirpnmental Polley A of
£960 {P.L, 81-1%} a5 amended], the
Mational Park Service, Department of
the Intesior, has praparsd & Dealt
Legislatize Environmental lmpan
Statement [TELE) Hﬁ'&u:? potential
impacts of Congresst establishing o
rropnsed Timb:sba Shoshoge Triba]

"Homeland in ang arrund Death Valiey
Mutional Fatk, Catifomia, The Draft
LFS identifiac parcels of land sultehle
Eor the Timhlahe Shoshone Indlan Trbe
ba establish a prrmagend] hameland. fg
tefarence to pablic mterest expressed to
dats from local povemmerntal agencies,
organteatione, and athar intecestad
parting, the criginal B0-day public
carrment pariod has bean axtendad far
& 1al of 30 calendar days from the
ariginal July 22, 2000 deadline-

SUPPLERMENTARY BFORMATION: Intrrrested
individuals, organizatdons, end apencies
are encauragad to provide written
cocnmenks—ir be cobsl derad any
response musl new be pustmarked no
leter than August 21, 2000,

All pzsponses should ba addressed G
the Supcrigipodent, Death Valley
atieoal Park. PA). Bax 578, Deqth .
. ¥alisy, California 92324 It'md;hmduaia
puimiting comments request that thate
neme afend address be withhald Fram
public dlszlagure, it will be boaared to
the excient allowable by law. guch
requests must be slated prominently in
the bapinning of the comments. There
alag may be circumatances whersls the
NPE wilt whibbeld & raspondent s
ideptity as allowable by Jaw. As always:
MPE will make srailabla to public
inspection all submisaions Fom
creanteatinns o Mizivetz=t and from
persons identifying tbemsalves as
repoesentatives ar officiabe of
arganizations and businesses; and,
AT EOmHenis may oot ba
caang idered.

To obtaip & mpnﬁ of the LEIS please
comtact Battin Biaka at (FED] FEE—3243.
All othar guestions can be directod to
Joan Drelzraff al {780] 255=2030,

Datod: fuly 1E. 2000,
lones K. Shavotk,

Acting fiegiorenl Directar, Prelfte Wil Hegion,
IFR. Doc. n0-18841 Filed 7—25-00; &:a5 am)
ERLNG COD6 4D-TF -

 DEFARTMENT OF THE SNTERIOR

Hational Park Servies

Galden Gate Nalkoral Rbcreafion Aras;
Correction b Notice of Prapoaed Year-
Round Ciosure 21 Fort Funxtan and
Raquest 1o Cotitnarts

COREECTTON: Public comments o
thiz notoe must be recetvad by
Septemibet 18, 200 -

Dgtec: July 17, 2000,

Twpeld Maznsal,

Atthls Fuperint=rdem, GEVRA.

|FR. Dioc. ti-1mp4z2 Filar® 7-25-40; E:45 pem)
BULH £ABE @10--u

INTERRATIONAL TRADE
COMMISSION

Minvealigations Kow TA1=-TA=IST A=D
Raview]]

Hanvy Forged Hapdteals From Chine

Determinatons

O the basis of the record * dﬂralnpad
in (Fe subject Eve-vaar reviews, the
Unlted Siatest lnterpztional Trade
Lommission detemnines, pursuant to
gection F5L[ch of the Tarlff Aot of 1930
[ 05 ﬁ'ﬂﬂ] [tEE- Adl, th;:l
mevocaticn antidumgping duty
orders on heavy forged handtocls o
China would ba Hkely to lead 1o
contnuation or Aewreore of malecal
Injury to an tndustry ip the Ligited-
Stated within a reasopably loresocsbie
time-

Background

Tha CommEzalon brestiiated (e
retriews ab fuly 1, 19849 (G4 FR 25683
and determined oo Qotober 1, 19949 that
it wonld eondunt hall reiawe {64 FE
53858, October 15, 16939). Motee of the
echeduling af the Commission’s avinws
and of m public hearing to be beld in
conoection tharewith was given by
pogting coplas of thy notes in e Offcs
of the Secrrelary, 0.5, Intemoational
Trade Commission, Washingien, DC
aod by the nates in the
Federal Regitlet on February 10, 2000
(65 FR. 6626}, The kearine was held in
Washington, DG, on May 16, 2000, and
all persons whe cequested the

oppoTunity were parmitted to appear in

parson or by counesl

The Commisrion transmitted its
determinetions in these neviews to the
Secretary of Comemetee ot July 19, 2000,
The views of the Gommission are
containgd in USITC Publication 3322

LTha recamd ls defmed Lo § 207,217 of the
Commisdenta rulac of mﬁpmﬁdmun
CFR 20T -miL practic

CG-1

{Faly 200081, antitled Haswy Farpad
from Ching: Investigations

Mex. 731=TA—287 LA-D) (Raview].

By opder of the Cammizsiom

Datad: Juby 21, 2004
TDvonna B K eshimrbos,
Sarretamyn.
IFR Do B-1842% Fikad 7=25-00; .45 am|
BELHIG SABE Moz

INTERMATIOKAL TRADE
COMMIZSION

[rvestigalion 332-418]
Pricing of Frg.mrlptlnn Crugs

MIENTY: United States mternational
Trade Comrmitting.

ACTION: lastitution of investigation,

EFFECTIVE DATE: Julv 2§, 2000.
FUMMARY: Followtog recalpt of & request
on Juma 28, 2000, froew the Coonm Eiee
oo Wavs and Megns (the Comenities) o
the Trmited States House of
Fepreseatativas, the Cammission
insdtiad inwestlgation Mo, 332—419,
Peleing of Preterjption Drugs, undec
s=ttiog 332[gl of Taxiff Act of 1930
{18 U.5.C. 1332z,

EOR FLRTHER INECRAMATION CTOMTALT:
Elgabeth E. Meshitt, Project Leader
[202-205-2255] or Baymond L, Caotrell,
Daputy Fraject Leadear [202-295-3362),
Ui e of Indpatriag, or hilchaal Barry,
Daputy Propact Laader (202—205-3246),
Offies af Ersoemics. 1§ ninrpatisnal
Trade Commission, Washington, DG
20436, For information oo the legal =
aspects of this inveatigstion, contact
Williemn Gaarhar of the Offirs of tha
zansral Counasl {202~ 06=300011.
Hearing impaired individualy are
advisad that information on this matter

" can be obtained by contacting the TDD

termine] om (2041 2051810,

- A ERO L Tl Enmmmmtaﬂ

that the Commission's report i
the following informaeticn for Cansda,
Prance, Garmany, haly, Tapan, Mescic,
RFuscia, and the Uoited Kingdom;

» The process by which pescription
drug prlees are astablished:

'll?hla tole |:|f mmpulsnry liceosing in

aattlng

= A ﬁ'unpnun of the cosis
azsociaked with the development of
praceriptlon druge. end & comperisen of
the au joed prices In the specifind
countrias; end

= Whalhar and tn what soctent price
contral systems utitiped hfj';:ut'h
countries impact pricing for comperable

_dm,qhs Lt the Tiniteet States,
T.

0 Commission plans o subowli jis
rapott to TJ:B Committes h].r September

- 20, 1000,
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1#'rttan Submissone: A hoering will  INTERHATICNAL TRADE m;rmnu wre advised thy
ool ba hald, Inslad, inteteatad partiet  COMMISSION A E: nntlt:a mntt&r can ks
are invited 1o submit written stements | we snr Ta gz ehtained by contacting the
[oriping] #0d 1¢ copies) coactming the [ime. Na Comumiwtlen's TOT termbnal on 202—

‘matters o be pddressed by the
Comralasion in its repest n Hhis
investigation. lm additon to gencral
informativn regarding prices and priciog
practiens pravelent in eech of the
eoumtries under considararicn, dhe
Commisston bs perticulaniy intarested ia
¢omments ragarding the quastion risad
by the Creoemithes in thrir tequest
tegarding the meent 1o which price
control sysseme utilized by the countries
under considerstion bopast priciog for
comparahble dmgs n the Uoltad States.
Commercial or financial informatios
that » peraon desires tha Commission to
tragt 85 confidential must be submitted
on separate sheats of paper, each elearly
roaricad "Coofidentlal Business
Infegmation * gt the top, Al submissisne
raquesting confidential trastmoent mus
conform with the requircmenis of

% 2016 of the G-ummiﬂsi?n'smruéﬁ of ]
practice agd procadurs [19 20.6).
All wiriman mibmicsions Must conform
with the provisiond of § 201.8 ofibe
Committhon's Fules. All written
submissicns, exctpt for confidentisl
buriness information, will be wade
nvatlable in the GEice of the Seoretary
of the Commission for inspecton by
imterested parties To b assuredof -
considerailon by the Gommisalon,
writtan statcmenis relating w the
Commlegion’s eport shoudd ba
gubmitted to the Commissicn at the
parlinet pracfical dete and shoald be
receitvad no leter thao bhe close of
business an Aaguat 4, 2004, All

¢ rhmiasians should be addressed to the
Spcrelary, TInibed States Intemational
Trads Commission, 500 E Strast W,
Wathington, DT 20438, The
Commission's muiae do not euthorize
filing submissinns with the Sacrstary by
facsimila or aipctronic means-

Persons with mebility impeirmante
who will need spacial assictance ity
painlng access tothe Cammicalon
should eontact the Offics of te
Sacretary gt 202=205-~3000. Genarel
imforroation concerning the Commission
may also be obtained by accessing i
Intrrme=t server {hitpd faew, w5l g,

Lict of Subjecta: Presoiplios drugs,
Price contralt, Compulaory licansing,

Darsd: july &1, 2009

By order af Lhe Coramissian.

Conna K. Eouhnka,

Berretarey.

[FE Dar Op=189:4 Filad 7—Z5—0; 8:45 am
FLLMG GO Tiaa-ns-k

Hotlce of Commizskan Delermmation
Hot To Reavisw an Inftisl Deteriiretion
Tarminating tiw Investigation Bazed
an Withdrawsl of tha Complaint

In 1= mancar of cameln ipdnal grill prodocts
ingluding dusted fans and comupondnts
iheeead,

AGENCY: 1158, Irnarnatienal Trade
Commission,
ALTON: Motics

2051810, General information
copeeening tha Commteslon may alao be
obtained by acocessing its [mlemel seacver
(s iy, ualic,gov).

By crier of the Commiysion.

Datad: july 20. 2000
Demme R. Eoehoke,
Sacratery,
178 Doc. 00—189235 Flled T-25=00; #:93 a|
WL SODE THG=EeP

gurmaRy: Metice is hareby given that
tha 1.5. Ipteroatinnal Trade
Commissicn bas detesminad not to
review the initia} determinalion (D) &f
the praziding edminigtrative law judge
(ALLl termlnatiag the shove-captionad
immetigatine on Lba bacts of
complainant’s withdwal of it
enmplalat,

FOR FURATHER INFORMATHN CONTACT:
Donmetie Rimmar, Esq,, Office of the -
Ganeral Counsel, .57 intarneticnal
Teade Commission, telephots 202—-205—
i1z

SUPPLEWFNTARY BFORNATIC, The
Commissivg nstituted thic investigaion.
on January, 26, 204, bosd o0 &
complaint fled by Vornadn Air
Groulation Syseeene, lnc of Andover,
Kanses {"Yorpada™). B5 FR £2640,

Ox [uns 3, 2000, Veroada Bied o
moticn to bermitate the Inverdration
without prefudice hasad on withdrawal
of §ts complaiot. On June 12, 2000,

vodants, Tha Helmes Greowp, Ine., of
;I-_;Emd, kiazsarhusetts, Holmes
Produrcts [For East) Ltd (Hoog Kongl,
and Holmes Produets [Far Enst) Ltd,
[Tedwan), (coblectivaly “Rolmas”), and
the Cpmeission ivvestigavive attomey
Bied separle submissnne in support wf
complainent's motion Lo Werminats the
invettigatdon Om June 16, 2004, the

- prasidiog AL lssusd an DY prandisg

complainant's motios.™

Mo petitions Lor raview of the I wemn
filed.

This action is takea wndar the
authority of secticn 137 of tha Tariff Act -
of 1930, 19 1.5.C 1337, aod
Commission rule 1104200}, 18 CFR
2i0.42[R).

Copies of the public veadon of the I,
and all ather noncenfidential
documents filmd g coanection with s
investgaton, are or will be avalinhle for
inspection during official businmis
heurs [£:45 am. 1o 5:15 pom.] in the
Offire of the Secrelary, 15
lateraatlonal Teade Commission, SO0 E
Streat SW, Wachinglon, IC 20436,
telephooe 202 205=2000. Haarng-

G=1

BITERMATIONAL THADE
COMBMISSION

Sunshine Act Maaling

AGEHCY HOLMWG THE MEETING: Uinited
Sitata Internatirnel Trade Coommiselon
TIME AND DATE: Aupust Z, 2000 &t 2 p.m,
fLasE: Bapm 101, 500 E Streat 5.0,
Washington. D 20436, Talephone:

" [ZOZ) 2052000,

ETATUS: Opan to the pubtic.

.MATTERE TO BE COMNSDERED,

1, Apande for futore meatitts Dok,

Z »hnues,

1. Robfiention Liat, -

4, lov. Mos. F21-TA—860 (Pinat¥Tin-and
Chrymlum-Coated Steet Shear from Japan}=—
briefing #ud woes, (The Commimion is
mgrantly sthaduded Lo trenemit 11
tatermination to the Secretary of Commertd
L] §, 2L _

5, 1nT, Mo F51-TA=820 [Final) (Certaln
Aol um ireie from Rucdn}—hriofing
and vota, [The Dammispiao is ourraslly
apheduwled 10 tranamit 1ta delerminsiing o
\hg Sacretary of Comeness OB A0EWS" 14,
ZxM,] ’

8. Dutatendlng sctlon jackets: £004-

Ir eceardancs with Cemmission pelicy.
Fubia=t mntier 1igled slwove, pot dispoaed af
gt the scheduled meating, may e curied
ovas b tne egendo of tha Foliowiog meobing.

lzund: ]l:].'lff' 21, 200,
By croer of the Cacnwelaalon:
Donna K, Koahoke,
Brorelory,
PR fmc. 0019036 Filed F—24=00; 3:31 pm]
BILLING RAOE FEO-A2-F )

DEPARTMENT OF LABCH

Employmant mnd Training
Adrnimlairaion

Propossd Collectian of iha ETA 205,
Prelimnery Etimates of Averege
Emplcysr Comrhuiion Rates;
Cormnmnt Fegquest

ACTON: MNotica.
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MANCE | AN COWEEIGIT  eAam . COVHE FEARSTAAL COMMITTEE OM WAYS AMD MEAN
ANy d G4 TR, ALY Gk A A S
W T HORG . CA_FORHA i miam 1 BRI, WAMLAT
T ot o e Firo b g i L5 HOUSE OF AEPRESENTATVES
TR RRMETAD, K IWRERET, JOHN Ll e "
. u.:ul.:n'l.:.-n * AErALD B MEAL M ralH P FTTR WASHIMGTOM, DD 208 15-0%20
Tra 12 et g, TEcat rCHLIL BT R TT. S TR
St Ln et H R CIGH mTLIesl 1 f L
M DO, e R JGHY 4, TasRER, TEMNLEET
ey FOAT A, CR A4EA it EayF IR, Augest 9 2000
ML © EHOESL, MHhEntkds  FAREH b 1 Py, SN DL 1
wird waTLall Akt s 070 OOGE=T. TERAS
1.5, LA T AT DG L
JTHE LER LN
BELAT B SelE, W 0L
T LM GLARATS

R B EENTLEEY
AL ALY FUHE A

A1 oG LA The CHOF OF STAFF

JAREE Wl AT S BT CoL RS

Ths Honorable Stephen Koplan
Chairman

.5, Intemationz] Trade Cnmrmssmu
SO0 E Strect 5W

Washingtom, DC 20436

Dear Charrman Koplan:

This iz in further reference o the une 28, 2000, request by the Commities on Ways
and Means for 4 section 332 study on prescription dmgs and the Commission’s July 2}
respomse Jetter o the Committee, which sugpests an initial teport and 2 possible follow-zp
siudy 1o address the more complicated issues.

We recognize that our request {or a comprehensive study in 90 days provides a very
compressed tme-frame given the number and complexity of the issues involved.  After
discussion between our staffs reparding the scope of tha study and the resources required,
we believe 1t 15 in our memg] interest to defer the delivery date of the Commission’s initial
repert until December 1, 2000, This date should provids the Commission sufficient tme
g research and prepare the minal repont a5 desenbed mits July 21 ketter. Our staffs will
coatinue to discuss the various aspects, timing, and resource requirements of any additionat
follow-on work which msy be requested.
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J13I7

INTERMATIONAL THADE
COMMISSICN

Diny. Ka. E7=TA~115]

Cartaln Intagraled Rapasiers, .
_Ewitchas, Transceivars, and Producls
Contalning Sams; Inveslpation

AGENCY: T.5. Inlemsational Trads
Commiseion.

AcTiame lastitusdon of investigation
pursuaat o 19 U.E.C 1337,

ELMARTE Miotoa is herehy given thal 2
ooplalnt was Bled with the 115,
Iiernatonsl Trade Comemission m jul
20, 2000, wadar section 337 of the Ta.ri.é
Act nf 1930, o amendad, 19 T.5.C,
1337, pn bebalf of 1atal Corporation,
2200 Missivn Callege Bovlavard, Sania
Clare California 95052, znd Lowe] Ope
Comenunlcatana, Inc, 3750 Goathe
Frad, Sammmetto. Callfomia G5B27.
The comalaiat afbeges a vialatlan af
gection 337 in the impontation imto the
'I_.ini.tzd Siates, the smle for impertation,
and the sbe within the Unitad States
after impartation o cermin integrated
sopeaiers, switched, Eanaceivars, and

* prodacts mentalning same by regson of
infringemaAnt of clatms 1, 3, ¥=4. 13-19.
axd 2320 of U5, Latters Patant
3.B94,430; clalms 1, 3, 1613, 1515,
and 19 al U5 Letters Patleat 5,608,341,
and claims 1, 3. 5, 10, and 11 af OS5,
Lottacs Pascat 5.7 26,8680, The complaint
further allopes that there amdsts an
industry in the United States as required
by subection (ad(Z) of section 337.

The cornplainants eguest that the
Commrisrpn instmtr an investighlicn
end, after a hearing, issur 3 permanent
excluzion crder end & pannanaut caasa
dnd deslit ceder.
anorzgEEE! The complaint, eweapd for
eny confidential information toatained
taereln, 15 availeble for inEpactiom
during nficlal business hours [6:45 & m
to 515 p.m.] iv the Ofles of the
Sroretary, U5 Iot=roatinng] Trade
Compmission, 500 B Street, 5.0, Foom
112, Washingon, DLG.- 204386, talcphone
202-Z05-200%, Hearing-impeairad
individuals are advlsed that Infrrmeten
om thiz matter can be obtained by
contacting the Commission's TDD
lecraluat ab 203205181 0. Pritans
with mokility impafrments whe will
nead special ascismnee in g BCCEdd

1 the Commiseion shewld caoiact the
Ciice of the Secrotary at 202=20%5=2000,
Ganeral information concerning the
‘Coenrafggyen mey be obtained by
aessiog its interpel semvee (atp:ds
W s e ET,

FOA FLUPTHER MFOAMATHHH CONTACT: Juan,
Crckbum, Offies el UnFir Import

Envertigetlona, U5, Int=rpational Trade
Commizsiem, feiephone 2022052572,
Antharily

‘The 3utherity for mstitmtion of this
investigation is containad o #ectton 337
oof ke TarlH Ard of 1630, ot amepcied,
and in section 210,10 of the

Commission's Bualas of Practica and
Prowwedres, 19 CFR & 210010 t‘.I.QEIB:I.

Scope of Invextigabion

Having congiderad the complaint, the -

115, Iotematiooal Trade Cnmmission,
og Aumgust 16, 7000, srdfered that—

(1] lgt‘rrumt to subsection [b] of
eection 337 af the Tariff Act of 1930, as
amended, an investigation be instituted
to determine whethar thers i e
vinlation of snbsaction (abr)[B] of
Bectink 337 in ihe ioportadon Into the
Unlied Skates, the tale for imnporteton,
ot the tale withio the Doited Seabes after
mpotiztion of orRin ictegated
Tapeaters, 6witches, ttansceivers, or
products containing sama by reason of

erzent of cleims 1, 3, 7—&, 153-18,
ar 25—Fd of 1.5, Tatters Patent .
5.89% 416 ciaims 1, 3, 10=12. 15=16, or
15 af U5, Letterz Fatent 5,608,541; or
clpirmes 1, 3, &, 10, or 11 of 1,5, Lattars
Patent 3,726,660; and whether thare
exizze an jqdusiry in the Taited Steies

as oapuired by subseesion f2)(2) of

sechon 337,
{2) For the purpode of tha
IvvracttEarhon o tined, the followding

are hearaby narmed ag parties upon which,

{his modice af investigabion thali be

LT 8

{a] Tha complainents are—

Intel Corporation, 2200 Misslon Colfeps
Boulevard, Saate Ciara, Callformia
45052

Lewal One Commenicetions, In,, #7150
Goake Road. Secramento,
Califormie 95827

(b} The respondeot is the f2llowin
company alleged to be in viclation of
saction 337, and is the pary upon
wiich the complaint is ta be sarvad:
Altitma Communicatons, lne, 2053

Gateway Place, 3an Joe, Califorala
9511

[c] Juan Cockburn, Esg,, Dfbce of
Umfair lmport Investlpations, 175,
[oternational Trads Commission, 00 E
Strpat. S.W., Room 401-0), Weshington,
D.C. 20436, who shalf e the
Commission investigetive attorney,

T i this invastgation;

3ﬂ-:JIIIP'n:I-r1‘.1:ua| investipation so instituted,
the Homeorzble Paul |. Lockarn is
decigaated s the preslding
administrativa law jodge:

(2] The presi ndmmaunﬂw bawr
Tudys iz authorized to conselidate tny,
Ho. 337-TA—430 and this investipation
if he deams bt appropriste.

E=1

[—

Respontes to the complaint and the
notice of investigatiea must be
submitted br the zamed godeat in
seeotdance with § 21013 of the

- Commission’s Fulas of Practioe and

Frocedure, 160 CFR 210.13, Pursuan; th
19 CFE 201.26[d} and 210.13(a) of the
Cotygission’s Rules, such reapontes
will be conaiderad By the Cosmeabtsiun
if received pot later than 20 days afier
the date of service by the Commission
of the compiaint and the ooties of
investigation. Estepxiomns of tine Jor
rubmittizg rospooses to the complaiat
will oot be pranied unless good cause
therefor is shown,

Fajlure of the respondent to Gle e
timely respoose to sach allegation in the
complaint and in thic notics may be
deamed to conatikte & waiver af the
nght to appesr and sontest the
allegatiops of the compiain and this
notice. and to suthorize the
administrative iaw judge and tha
Cammaleztan, wiihout further ook to
the mospondren:. to End the facts tc bo as
alleped in tha complaint and is notice
and 0 entar bath e inltial
dﬂmnaﬂnncha.nﬁdj] udg:éal ir:ciemmaﬁr:-u
D:mtm.m::g 51 Bs may
ramlt in the eswance of a imited
exel usen ardet or 4 tease and dactst
arder or both directed agatost such
recpoadant,

Tipurd: Sagnet 17, 20000,

Ber order of the Commission.

Demna B Koehnoks,

Fecratars,

|8 Doz, 021489 Filed B—22-00; 545 am]-
EELING SO0E TID-E=N

MTERMATIONAL TRADE
COMMISSION y

(vt gathon $37=119]
Frlckng ol Preacrption Drugs

" ASENCY: United Stetes International

Trade Commiseinm

ACTION: Extanslon of detes for delivary
of the Infttal repert agd for writieo
submistions by intorested parties foz
Inw, Mo, 332—414, Pricing of
Praccription Dregs.

YFFECTIVE DATE: Aupust 17, 2080,
SmmnAY; [o tesponse to 8 raqued oo
August B, 2080, from the Commities on
Waye and beans (Ihg Committes} of the
United States House of Fepretentatives,
the Commission has extendad the date
far raparting the inidat rmlte of its
mwestigatics No. 332—419, Prleing of
Prescription Drugs, unki] December 1.
2o00. The deadline for written:
submistioas by tntereated parties bhes
been extendes 1 Seplember 8, 2000,
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FOf FURTHER HESRIEATHON CONTACT:
Elizabeth R Nashitt, Project Lander
[EDE—EDE-EEIEE] or Reymond L. Cantrell,
uty Project Leader [Z02-205-1362),
ca of indnetrias, or Michae] Bary,
Depurty Project Leader [202—205-3246),
agm of Eeanemics, 175, nteroational
Trade Commisston, Washingten, DG,
2043E. For information oo b Tagal
asprcts of thls investigetion, contect
Willtam CGearhart of Kee OFice of the
fzenaral Coumse] [202-205—5001).
H: impaired individuals am
adwised that infarmation on this matter
tan be obtaiped by contasting the TOD
terrrinad on {202) 205-1810.
WRITTEH SUBMSagns: The deadline far
written pubméssions hes betm exisnded
untll Septembear 8, 2000. [otere=ttod
parties arg invited to submit writkea
" gaternents (original and 14 copies}
concarning (he mattars to be addreccad
by the Ceapntnigsion ib 1ts repart on this
Efvﬁhgatmn. 1o additism to gl!n:iml
Crmabion regerting prices and pricing
prevalent in asch of the
counteies under cancidaration, the
Commission i pardculazly iterested io
comirnants regarding the question raised
by the Commattes it their requast
reparding tae extent to which ptice
contral syatems utifizad by the coumtries
wadeT contidertion impact far
comparable drups in the United States.
Comneercial or Ainanciel information
thal a petsan dediwres the Commisaion ta
- treat as mafdeatial paust be sihmibsd
oL scparate shects of paper, eadh ¢learly

marked "Confdential Business
Wformatisgn” at the top. All sabmissions
raguesting comfid treatmant must

condarm with the requlraments of

§ 2016 of the Commbesion's Rnlea of
trucdice and Procedure= {19 CFR 206t 6]
All written submissiooy must copform
with the provirions of section 201.8 of
the Comriesion's Rules. All writtan
subirdesioms, except for confidential
buslnase intnre: sliom | Wil e made
avatlable tn the Difice of e Secootary
of the Commission for inspaction by
inseressad perties. To be aconred of

considaration by the Coosmgrisslop -

writlen statemegts relatiog Lo the
Comrnission's report ah ba
submitted to the Commiseion at the
aariiact praclicel date apd should be
recaived no later than the close of
busingss oo Saptember 8, 2000, Ad)
rrbmisaions showld be addressed to the
Socrawry, Ugited States Internationsl
Trade Commission, 500 E Streat S,
Washinptan, DT 20436. The .
Commicalon's mles do oot anthorize
Bling sobtnizsions with the Sacratary by

factionile or alectromic maans.

Fersons with mobility bepaimments
who will naed special assistance in

izt to the Commission
gh pontact the Ofce of the
Secrabary at 202202, Genaral

informatico concarning the Commission
Ay aban be obtelned by aopersiog fis
Internel server [bttp:!/ farvew usitc,gov],
Bobce of InsHtntion of the iny o1
was publisked in the Federa] Register of
Taly 26, 2000 {45 FE 45888,

Ligt of Subjecty N
Prascription drugs, Price mntrn]s
Compulsory licensiog, .
By arder of the Camminio,
E=ued: Abpust 17. 2400,
Donna B Eoehoke,
Bereehapy.
[FE Doz, 003159 Flg] A-22-00; B:4S om|
BLLNG COOS TTRé—m-» '

INTERMATIONAL TRADE
COMMISSION

[Investgallons Mes. TA1-Th=A50RET
(Fimady]

Tartein Stainloas Stesd Bott-Wald Pipa

Eltlings From Germany, Haly, Mutayals,
acd the Phillppinas

AGENEY: United Stetes Intarnational
Trads Commiasiom

&CTION: Scheduling of the final pbase of
antidumping invastpations.

SUMMARY: The Commission hereby gives
notles of the acheduling of the Gral
phesr of mmtidurmping isvastigatime
Mos. 731-TA=RR4, BGS, and BET [Fiael)
under section F35b] of the Tariff Act of
1530 {18 IL5.C. 16 7ad(H]] [the Act) m
determine whether an 7 in the
Tmitad Stetes 1s materialby Injored or
threatansd with material infucy, of the
enablishment of ao industry in the
United States iz materiaby ratarded, by
reasom of 1aga-than-fair-value imports
from Garmaany, leaty, and tha
Fhilippines of staindess sheet huti-wald
Pipt , provided for in subheading
Y072 3,00 nItha Harmontzad Tarlff
Echedule ¢f the Llodled Stabes* Sectlan

LFar puoposes of the=e i 5. Commarm
ba= d=Seed 1the subjedt merchandlae we fallmeys:
"Creran mainlauc ergal buni-witld pips Gings ide
tmdar 14 inshes in outride discrkes Thaed co
nomire pipe oze). whethar firasbed or tFmeshed.
The prodon enecepecres 1 gradee of slale o
eeel pod “erssn ity and Vepeciably” Bilimgs.
Srmifiva]ly muctodad froun ther G2fnttson e
threaded grocvad mnd Tedoed #HICgs, acd §
made Foe any esamcigl mehar e wichs N
tha ﬂﬂllng':uuhu;t 10 these inrmatigatioos om
pvnarall sabed mnder specSrates ASTH
A4 AN0ak, 1he sandaed 8 peecifirotfon foe
roughe Avnunlzi; Siinlee: Steel Pipiog Fimisge,
or i fareim sqaivadeais (ag. [N oc A5
J[:lll‘:lEmI.:um:] Tids soedficelon cowers thm
oA’ cusees of , WPand A, o wrnongnt
Anstmiile erateledd kv ﬁﬂ.im of pmninm i

Ermalrpeim cordared oy tha lminst cevisrom

E-2

207 21[h] of the Comeittion’s ralos
provides that, whers the Popartuoat of
Commerce has issued 2 negative
prabiminary detarminaticn, the
Commitaion wil] pet puhihh & matice of
scheduling for the final phase of ite
inyegtoatinn e nnth If pecelyes
Comneroe. Altough s Depasncot of
Commerce. ol o
Commerse hae prelininerily determined
that certain stainless yieel Mub-weeid
pipe Gttinge fram Malaysia are not being
gafd, mor are Likely to ba goid, in the
L'gited Stales al lesa than fape value, for
Eﬁum of efficicncy the Commission
by waives rule 207.210b) end gives
notlca of the scheduling of the final
phewe of the antidumplng investheation
Ma. T53-TA-866 [Finel} under sa-rinn
Faclh) of the Act. The Commissivo is
taking this action so that the final
rphases of the antidumping
nvestations mey procasd
conrurrently io the event that
Commerce makes & fipgl affirmative
amtidgumping determination with respect
to Mafaysia, If Commeares makes o fnal
negative aolidurnping daterminstion

ith resprct to Malavsia, the
Commiacing will terminate its
antidumping inveat under
saction F25[e](2] efthe Aoz (IO LLEL
16730{c2]], mmd section 207.2(d] of tha
Commiasinn's rulas,

For further infarmating copcerning
the conduct of this phese of the
investipations, hearing procedures. and
tules of ganeral epplication, consult the
Commbaaion’s Bulew of Practics exd
Frocedure, part 261, subpart: A through
E {18 CFR part 201), end past 207,
subparts A and C (19 CFE part 207).
ERFECTIVE DATE: Angact 2, 2000
FOA FURTHER BFOAMATION CONTALRT:
Christophar I. Casgiee [202-708-5108],
Ol of Inveastimtione, 1.5,
Intmtmatianal Trade Comtrmissinn, 500 E
Surest 3W, Washiogion, P 20438
Hearing-impairad persons qam oblain
infonmetion on this mattar by contacting
the Compelntian's TDD terminal on 202
205=1810, Porsons with mobidity
impeirments who wilf need special
Agaiaian e bn aooext Lo Lhe
Commisrivn should onlact the Offiar
of the Secxetary et 202—205-20040,
Genaral informeton cone the
Commirsion may alse be shiaioed by
dCCAsEInp its mtam-aumrar (bt
WwwLike.gav].

SUFFLEMEMTERT INFLRMATION:

of AM3] B1c 8. AMIL E10.11,mnd ANEL B1G-2F.
Hpe MtHngs merutarhoad bo spacfiortiom A5 T
A4, or irs foeaign paulelmcs, are slin covesed by
thase inwmatigatinne. Thes I.n.mu..mmu. s
opply bo cast fiHices. Casl muetemitic aminless @] -
pipe BtHngs are coeered b speclS@Hons A35TS
AASIAE, ATAT AT, and AP TSR "
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Marginal Costs and Marginal Revenues

An important economic concept used in thisreport isthat of a“marginal” indicator. Drug
producers (or producers of other products) can equate marginal revenue to margina cost of production, and
maximize their profits. A margina cost is the cost of producing an additional unit of output—that is, given
the amount already produced, marginal cost is how much it would cost a firm to produce one more unit.
This amount can change as more output is produced, and likely increases as output increases.

Similarly, marginal revenue is the revenue a firm receives from selling an additional unit of
output—that is, given the amount aready sold, marginal revenue is how much afirm will receive as
payment if it sells one more unit. Marginal revenue usually falls as output increases because consumer
demand is sensitive to price. For example, assume an automobile manufacturer can sell 10 cars at $10,000
each. Total revenue would be $100,000. However, in order to sell 11 cars, the dealer must lower the price
of al the carsto $9,500. Total revenue would be $104,500. Marginal revenue, the extra revenue the dealer
gets for deciding to sell the 11th car is only $4,500.

Both marginal cost and marginal revenue vary according to output. A profit-maximizing firm
should choose the output level where marginal cost and marginal revenue are equal. Intuitively, it is helpful
to think about the producer if the two are not equal. If marginal revenueis greater than marginal cost,
producing one more unit will mean greater profit. Conversely, if marginal cost is greater than marginal
revenue, it is not smart to produce that last unit of output, and producing one fewer unit will mean greater
profit. Thisis the concept applied to the pharmaceuticals industry in this report.

Price Discrimination and Ramsey Pricing

Price discrimination is present when the same commodity is sold at different prices to different
consumers.* Considering how different prices could reflect varying transportation or other costs, or that
price discrimination could be present even if all consumers are charged the same price, another definition
would be more specific: price discrimination is present when two or more similar goods are sold at prices
that are in different ratios to marginal costs.?

This assumes the ability of the firm to “segment” markets, or sort consumers by some criteria or
set of criteria. Asdiscussed in chapter 3, there are several criteria by which pharmaceutical firms may be
able to sort their customers. If adrug firm has some pricing power in the market, and is able to maintain
separation between groups of consumers, it can maximize its profits by charging different prices to each
group of consumers. In this“third degree” price discrimination, consumers are sorted by their price
eladticities of demand. Higher prices are charged to those consumers least sensitive to price (inelastic
demand), and lower prices are charged to those consumers most sensitive to price (elastic demand). This
pricing strategy can maximize the firm’s profits, but can also have positive effects on total global welfare.
(If one price is charged to al drug consumers, it is possible that some price-elastic countries could end up
consuming no drugs at all.)

1 Hal Varian, “Price Discrimination,” Handbook of Industrial Organization, Volume I, edited by
R. Schmalensee and R.D. Willig, Elsivier Science Publishers, B.V., 1989, p. 598.
2G. Stigler, Theory of Price, New York, Macmillan, 1987.
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In an industry characterized by high fixed costs, such as the cost of research and development in
the pharmaceutical industry, the marginal cost of producing a product remains below the average cost.
Competitive pricing at the margina cost level would be possible if the fixed costs were met out of public
subsidies or by some other mechanism, but the usual way firms are alowed to recover these costsis
through the grant of patent protection for a temporary monopoly in the product. Where it is possible, price
discrimination by a monopolist will be more profitable than a uniform pricing policy. Ramsey showed that
a solution essentially equivalent to third-degree price discrimination is also superior to uniform pricing
from a social welfare perspective.® Briefly, the basic idea of “Ramsey pricing” isthat, if an agency is
regulating the price charged by a monopolist facing a segmented market, and the objective isto alow the
monopolist to set prices sufficiently above marginal cost to recover the fixed costs (or some fraction of
them), then prices in each market segment | should be set so that

1
Pi- MG = R(E) Pi

In other words, the price should be set so that it exceeds marginal cost in proportion to the inverse
of the demand elagticity e. R is set by the regulating agency between zero and one to adjust the outcome
between smple marginal cost pricing (R=0) and the amount by which the monopolist would discriminate
under third-degree price discrimination in the absence of regulation. The result means consumers most
sensitive to price changes (elastic demand) will pay less than those who are not as sensitive (inelastic
demand). Compared with charging the same price to all consumers, this pricing system is advantageous
because it assures that some low-price sales would take place in markets that otherwise would likely not be
served at al.

Dynamic Price Discrimination

Competition in the pharmaceuticals industry is based not only on price, but also on innovation.
With the ability to charge different prices to different market segments, the introduction of new innovative
drugs provides drug firms with new market segments.* Two characteristics of the market become important
in the pricing strategy of afirm:

a Markets with price-elastic demand are charged lower prices than those with inelastic
demand; and
a A firm with anew, innovative drug is likely to face a more inelastic demand than firms

selling older drugs with more competitors.

Price discrimination becomes a dynamic process, where firms adjust prices in market segments to react to
changing demand elagticities. A firm that introduces a new, innovative product with few substitutes can
charge a higher price because the demand it facesis likely to be less sensitive to price (less dastic). This
market power is supported during the life of a patent. When a drug comes off patent and generics are
introduced (or close subgtitutes are found for an on-patent drug), competition will cause sellersto face

3 See Frank J. Ramsey, “A Contribution to the Theory of Taxation,” Economic Journal 37 (March 1927),
pp. 47-61. A discussion appearsin Scherer and Ross (1990), pp. 498-499.

“ Duncan Reekie. “The PPRS: Regulations Without a Cause?’ Should Pharmaceutical Prices Be Regulated?
The Srengths and Weaknesses of the British Pharmaceutical Price Regulation Scheme, Institute of Economic
Affairs Health and Welfare Unit, 1997, p. 31.
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demand that is more sensitive to price. With more price elagticity, alower price will be charged. Market
segmentation remains afocus, but by introducing time into the analysis, this framework emphasizes not
only the role of price in the pharmaceuticals industry, but also describes the importance of R& D, new
products, and the role of changing conditions of competition.
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Dear Ms. Koehnke:

The Pharmaceutizal Research and Manufacturers of America is pleased to
submii its response to the U.S. infernational Trade Commission's reguest for
information regarding pricing practices pravalent in the G- and NAFTA countries
{Investigation 332-419). None of the information comtained in qur submissicn is
considerad by us to be "Confidential Business [nformation.”

We appreciate the opportunity afforded us to submit comments,
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The United States Intemational Trade Commission
Fact-finding Investigation on
Price Controls and Other Market Access Barriers in G-8 and
NAFTA Countries Faced by the American Pharmaceutical

Inciustry

Submissicn of the
Pharmaceutical Research and Manufacturers of America (PRRMA)

‘i seownie places, drug pvaiatiiify depengs on wheltar the lpoa) heafth authoniiles arg
Wilng 1o pay their ghare. I offrer places, the imroduclion of 8 new madicine £ar be helg
up 85 arilg makers sgend months fagging with individus! ELropean govemnments ower
raimblursamant pricas. Elsautane, the state bans stogather drugs i deems oo costy.
The all P fbournad Al 21

Intraduction

Tha Pharmaceutical Research and Manufacturers of America (PhRMA) iz
pleased to have the opportunity to provide comments concerning prica controls
and other market access barrigrs which are facad by our industry in G-8 and
NAFTA cauntties.

PhRMA is a trade arganization representing the country's leading
research-based pharmaceutical 2nd biotechnology companies, which are
devoted to inventing medicines that allow patients to lead longer, happier,
healthier and more productive lives. This year, FhRMA members expect (o
invest over $26 hillion in research and development effarts to identify and bring
to market new drugs. They alao employ almost 3 quarter of a million Americans
in & vanety of high-gkill, high-wape jobs.

The U.5. research-hased industry kads the world in the devetopment of
innovative medicines, currently accounting for about half of all new drugs;
Europe s second. followed by Japan. This distinction rests in large part on the
fact that the U.E. is the anly country in the world that fosters pharmaceutical
irmovatian throwgh market-driven competition. The market environment in this
country provides the incentive 10 invest in the very high cost, high-risk venure of
new drug development. On average, it costs half a billion dollars to develop and
bring to market a new drug Only about 1 in 3,000 compounds tesied ever
becormes & marketed drug, ' and of these, on average, uniy thras out of ten
generate revenues that mest or exceed average costs.”

! DiMesi, J.A,, *Mew Drug Deveiopment: Cost, Risk, and Comphasty”, Drug trfomation Jowmal,
May, 1085

* Grabewsk, H., and Vemon, [, “Rstums o RAD an New Dryg Intmdyctions in the 1980°°,
Journal af Health Economies, Yed. 13, 1954,



LS. patients are the direct beneficiaries of the U 5. markst-driven
environment and the subsiantial investment in R&L0 that it fosters. In the last
two years aione, PhRA members have added over 100 new drugs to the
netion's medicing chest. including important new treatments for cancer, AIDS
and Alzheimer's disease. Right now, our members are developing more than
1,000 new medicings for heart disease, cancer, AIDS and hundreds of ather
diseases.

In most foraign rmarketz, PARMA member campanies are confronted by a
variety of government actions that stifle market-based competition from
innovative products and limit patient access to new pharmaceuvticals. Singe the
.S, research-baged industry is the world leader in the development of new
medigines, our members and their innavative products disproportionately bear
the brunt of these impediments. As a rasuit, U.S. companies are danisd the
opportunity to compete fairly.

L.5. companigs’ sales in foreign markets are affected adversely by
fureign government interventions in several ways. First and foremast, both direct
and indirect price controls dissipate the premium for infovation which the market
would otherwise bestow on 2 medicine with superior efficacy andfor fewer gide
effgcts, At the same time, Ioca| products are often shaiteréd from competition
and subsidized. Moreover, the administrative hurdles erected by foreign
govemments unreasonably delay market access denylng American companies
revenue and the ability to benefi{ fully from inteflectual property rights. These
delays effectively foreshorten the effective patent life of U.S. products and
FhREMA members are denied the opportunity to reallze the fuil commercial value
of a new drug. These interventions also erode intellectual property rights by
reducing the net commercial returmns from WS, products.

While industry recognizes the right of governments to administer public
budrets, the short-term pergpective embiraced by mast G-8 members fetters
market-driven competition in the haalth care industry, with particularly harsh
sansequences for innovative pharmaceuticals, a component heavily representedt
by “*foreign” interests. This approach trades away iong-term sustainability for
near-term expadiency. YWhen foreign governments view cuting-edge innovative
rnadicings as & problem ather than a part of the solubion 0 controliing khealth
care cosis, they eract market access barriers to innovative goods. Given, in
fact, that more and more madicines are disgovered here, these actlans most
often hamper L5, products. This is bad public heafth policy and bad sconomic
palicy. Limiting the avsilabitity of state-of-the-art medicines limits patient accass
to new drugs and risks destroying the fingncial incentive for privately sponsorad
research and development. This approach steps away from the bedrock
principkes of frae trads where Companies compate vigarausly and products gain
ar lose mariket share based on their meriis, not government sslection.



Foreign Barriers to Market Access

A variely of interventions are employed by foreign governments that affect
the prices and volumes of American pharmaceutical products available in their
countries, ranging from outright contrals on prices to caps on saies growth.® All
of these govarnment interventlans have one feature in cammon: they distort free
trade and hamper open competition by impesing a non-market-based approach
to the purchase and consumption of pharmaceuticala. The following are four
comman examples of such governmsent interventions.

Price Controls

Evar mome frequantly, govemments promise universal health care benefits
But budget for far less. CUne of the more common methods used by gavernments
to curtzil health care costs is by directly controlling prices charged by companies for
their products. There are &5 many price control systems as there are govemments
that choose bo contral prices. The divetsity of these mechanisms merely
underscores the fact that none of them work, either atane or it combination.

Europs is caze in point of the acknowledged failure of government-directed
efforts to control phamaceuticsl axpanditures through the imposition of price
controla. This fact was evident at least as far back as 1953, when the formmer
head of the phammaceuticals unit at the Eurgpean Commission. Fernand Sauer,
stated bluntly "maost member states no longer believe that regulating prices is the
. long-terrn angwer,, [they have seen the damage that It can create to their own
industry and even to the social security system. because it fails to solve the
probiem ™ Patients are poorly served, innovation is stifled and Armerican prociuchs
are panalized.

While the specific mechanics of sach price mntrol systern differ from
country to country, the end result is the same; i.e., after invasting on average 3500
millian and spending 12-15 years of effort o discover, develop, and manufacture a
medicing, when it comas time to sell a product, 8 govemmeant bursavcracy
determines its valve rather than doctors and their patients. I the ratum on
investment is dictated or Imited by & government. the high-risk, high-cost joumey
from drug discovery through development and marketing approval becomes much
less attractive.  Entrepraneurs an: willmg to take on high rigks only if they have a
chanee of commensurate financiat reward. In the herce daily reward for capital,
investors will direct their money elsewhere If at the end of the day the successful
drug faces anfl-nnovative public prcing policies,

! Eee Appendiy 2 for a more detiled discussion of the specific mechanisms in place In the G-
and NAFTA countries, excluding s LS.
9*EC: Tna Eura Evolubion.” Phamnscenicel Executive, January 1083, p.36.



Reference Pricing

Anpther form o orice control that has emerged in the last decade is
referance pricing. Inswead of establishing prices for individual producis, a
reference pricing syskem sets ong public reimbursement price for all products
" grauped into a given active ingredient or therapeutic category.” Freguently these
categories are overly braad and may group innovative new products with older
products. In some cases such 33 the Netherlands, many new innovative
medicinas =till under patent recaive the same reference price as off-patent, old
‘W|chnglogy prodects. This practice denws any commsercial premiumn for an
improved product and, therefore, oftan harms the sconomic interasts of U S.

research-based companies more than those of local indusiry.

From the public health perspactive, reference pricing impiicitty aszumas
that all medicines within a2 category are equivalent ar appropriate for any patient
with a specific ilingss. This lgnores differencas in the chemical preparation of an
active ingredient. in the manufacture of and quality of the drug, in dosage form or
appiication. and in efficacy and side effects. These important differences may
have serious implications for patients and most certainly affect both supply and
demand. But governments who adopt reference prices do not allow market
forces to play out, fearing demand for newer, oftan imported, products would
reduce interast in older products offen mada by loczl companies

As for achieving the goal of cast containment, reference pricing does not
work, Such aystems can be bureaucratic and costly to administer tue to the
complexity of defining categories for multitudes of products and administaring
prices. Moreover, establlshing & reference price effectively discourages price
compattion among products. The reference price is in practical terms the
artifictafly established market price. Those products with market prices which
wautd be abowve the raference price (generally innovative products) muest lower
their prices 5o as not to exceed reimbursement rates; those products with
market prices which would be below the reference price {oftan older products)
usually raise their prices to the reference leval. There is no incentive to compete
by lowering prices; consumers ara deprived of potential coat savings. Since
developing a betier medicine resultzs in no addiicnal revenue, ressarch iz
discouraged. Thus, reference prices act simultanecusly as price “ceillngs” on
rmore effective medicines discouraging research, and as price *fioors” on iess
affactive medicines reducing economic savings.

The United States’ reliance on free market pricing has instead established
its clear leadership in pharmaceutical innovation. This has generated
eansiderabie competition among Innovative products in many therapeutic areas,
and, after patent expiration, addilionai strong competition, especially from
generics, ieading to lgwer prices. In Europe, on tha other hand, government

*In many countries, virually all phamaceuticals ars reimburzsad, =0 the govemmeant act of
sefting a lmoursemeant prics os ([@ntamount to astting the ekl poos.



controls have kead to generics being priced significantly higher than in the U5,
Thesa higher prices are essentially industrial subsidies to local generic
rmanufacturers,

Glgbal Budgets

Prassed by the urgent nesd to ¢ontain health care spending ih an
environmant of open-ended entitlerments and fiscal restraint, an increasing number
of govarnments in Europs as well a5 Japan have adopted fixed global health care
budgets. As in the case of referenca pricing above, such measures sheftar cider,
less affectlve and less cost-effective products, by keeping competition fram
innovative medicmas at bay, Since okder madicines are often produced lncally,
these measures indireckly and de facto constitule a trade barrier to U3, preducts,
unduly penalizing nnovation and efficiency.

Twi approaches are papetlar whareby govemments declare at the start of
the year the whole amount of public funds to be expended on drugs, and force the
industry to bear the brunt of the shertfail if governmentis guess wrong. The first and
increasingly favored spproach is o link prices of phamaceutical products to sakes
volumes, Onca sales volumes surpass 3 targetsd kyel, companies are foroed to
decrease prices so that total pubiic expenditure reflects what was budgeted. The
other approach is to require that either the collective phammaceutical industry or
mdividuegl companigs return a partion or all of any budgetary overrun ko the
govermnment it the form of 5 rebste or “clawback.™ Drug budoets are set arbitrarily
without much recognition of the factors {riggering increased drug-consumption. By
requiring compantes to meke up the difference, polticians are insulated from the
consequencas of their upder-budpeting and bureaucrats are insulated from the
consequences of "guessing-wrong'.

Global bhuilgeds impose a disproportionat: butden on research-based
companies because naw, innovative products offer improved therapeutic relief and
thus are the most kely o realize market growth. Threugh inposition of glaba
budgets, innovative companies are pendlied for introducing & new product into the
marketplace that meeis the meadical needs of patients. Moreover, by legisiating
strict volurme controls, governments are, in effect, setting quatas and rgmowving
incentives to compete by freezing or parceling out market share. Govemments are
further imznecting themseblves into the market environment by effectively penalizing
winners and insulating losers, a politically acceptable auteome when mnowvation
comes from abroad as opposed to being home-grown.

The "Cost Effectivaness™ Hurdle to Market Access

An emerging new barmiar ko markst accass for innovative pharmaceutical
procucts s the use of health ocutcomes research, including cost effactivenass
anzlyses, as a conditlon for raimbursemant and thus market access. This



seemingly innocent practice is instead a subtle instrument which acts as g
market barrier {¢ inhovative pharmaceutical products.

: European and national health authorities assess a product's quality,

safety and efiicacy in order to determing wheather to grant it a2 marketing
approval. Fiscal authorities, however, are now aracting yel anather hurdie which
in effect second-guesses the public safety am of govemment by reguiring
manufacturers to demonstrate their products’ “cost effectivensess” in arder to gain
market access. This, of course, puts the cart before the horse since this -
information only comes Lo fight through wide-scale itse in the markatplace. Qnly
through the tough test of real world use by doctors and their patients will a
product's true therapeutic value and cost effectiveness be determined. Yet, this
new approach, as practiced, for exampie, by the UK's Natianal institute for
Clinical Excellence (NICE) and cther groups throughout Eurepe, create an old-
fashioned market barrier while wrapping it in economic modeafing. 10 actuality,
this hurdl= denies patients, or fimits their access o, the newsst drugs that offer
grast therapeutic benefit and refief.

This form of market intervention invariabky will target U.S. develfoped
medicines because of this country's lead in pharmaceutical mnovation. Like
other measures notad above, creation of @ "cost effectiveness” hurdle
foreshertans affactive patent |ife, Also, by delaying the introdoction of new
technology, this type of intervention artificially skews the playing fiefd ir favor of
older drigs, usually manufactured by focal companies.

I n Patant Protaction and R&D

Because of the inherentiy high-risk nature of drug R&D, the United States'
frae market environment 18 a particulady conducive to the research and
development of new medicines. So too is this country's strong intellectual
property rights regime. Strong product patent protection is an important reason
for the [1.5.'s preeminence in high technalogy like pharmaceuticals. This is often
missing, however, in other G-8 and NAFTA countries where full commercial
valuation of U.S. patented phamacsutical products is undarmined throwgh direct
and indirect price contral regimes,

R&D Resks

An extraordinary level of risk is inherent to the pharmaceutical RAD
process. Decisions as to what therapeutic indication to pursua must ke taken
nearty two decades before a praduct may enter the market. VWhen it finally does,
marketplace condltions (and the ahility to realize an adeguate retum on
investment) most assuredly have changed. Research-based phamaceutical
campanies compete vigorously to develop new medicines. As a resutt,
competing products are often introduced faster than ever after tha launch of a
new praduct in a therapeutic ctass. This intensifying competition in the



phamaceutical marketplace is shrinking the period of market exclusivity
traditionattly enjoyed by the inventar of breakthrough medicing as enmpating
innovatore zmive scaner 2nd sooner. Like riding a bicycle, all innovative
companies must consistently push funnrard or risk 1osing their cormmerctal
balance and being iaft hopelessly behind.®

Thiz year, America's research-based pharmaceutical companies wili
invest 326 .4 billion in R&D — a 10.1 percent increass over research spending in
1689,7 PhRMA members have more than tripled their R&D Ee:-r.pen:lrtures SiNce
1980 and have multiplied their R&D investrnent 13-fold since 1980.° This is a
benefit for the American economy and American patient, but & strong concern
for our trading partners — particularly those whose industrigs are failing to invest
in their future.

Since effective patent lifetimes are becoming ever shorter, the window of
ppportunity for reallzing & return on investment is ever narrower. Companies rely
on highly successful products to recoup not onky the R&D investment in those
medicings, but also to cover the costs of the drugs that do not successfully make
it to market, Without tha abillly to realize reasonable returns on RED
invastments, companies will not attract the invesiment capital or generate the
revenues needad to fund angolng research and development.

While computers have eased the screening process of potential
candidates, the actual development process through testing in humans to ensure
a product's safety and efficacy has gotien ever more time and cost intensive.
Vary faw af the products that finally clear all of the regulstory hurdles and resch
the market bacome the sought-after so-called blockbuster products. Indeed, as
noted above, only about 30 percent of the new drugs that reach the market
vltimately produce ravenues that match or excesd average research and
devetopment costs during their period of patent exciusivity.

identifying naw approaches o raat complex dizeases and testing these
potential new therapies to ensure safety and efiicacy is a costiy, risky and time-
consuming progess. While the National Institites of Health (NIH) lz5ds the way
in basic research (with the ressarch-based industry contributing to this effort), i
s the pharmaceutical industry that isads the way in transiating advances in
medical knowledae Imo medicinea that o hefp and heal patients.

Eresign of Abillty ';g Realize the ‘l_.falue af 5 Patent

The R&D risks noted above underacore the critical importance of patent
protection to the reézearch-based industry. Companies nat anly need an effective

® PhAMA Annual Survey, 2000, Industry Profile Figure 55 (sea Appendix 3},

T This rafcts $22.4 bllion spant within the Unliad States by bath U5 -owned and foreign-owned
firree. plus an additionsd £4 bilkon spent abroad by U_S -cwmed firms. )

4 PHRMA Annual Survay, 2000, tndustry Profils Figurs 2-1 (see Appandix 2}



patent life for the new drugs that enter the marketplace, they also need the abiiity
to compet= in a rmarket-driven environment that will determine the value of @ new
medication. Government market interventions abroad undermine the value of
our industry's inteliectual property by aroding effective patent Ife and distorting
the normal market forces of demand, supply, and competition, 50 that the
innovatar never has the opportunity to ascertain the commercial valug of his
innowvative product. tn this country, doctors and patients gat access to new
drugs guickly and they — not government bureaucrats — determine the drug's
warth in the market. If an inmovative new product has 2 unigue thergpeutic
value, doctors and patients will s=ek it out and the market will respand. If the
anticipated demand ks not realized, the market also will respond by not favoering
the product. The free market gives a manufacturer the freedom o succeed or
fail, These are the essential cperating conditions of the market environment in
which high-rigk, Iong-term investment thrives. When these markat highs and
lows are dampened, 50 s Invesiment.

A previous LS. Intermational Trade Commission {ITC) study found that
government intervention in the form of price contrats often restets in decreased
levels of R&D spanding by reducing rvenues that could be reinvested in R&D
pragrams.” The Progresaive Policy tnstitute rainforsed the findings of the ITC by
concluding that "price controls [an medicines vsed primarily by seniors] wouid
discourage the development of drugs and biotechnology praducts for older and
disabled Americans,” and would “undermineg compatition by substituting federaliy
mandated discounts for the hard werk of negotiating prices that regularly occurs
in the marketptace. ™"

Negotiations with governments on imposed prices, reimburgement,
valurme limlte, formulary access or athar interventions also delay market entry,
First and foremost, this is bad for patients waiting for relief. It js also contrary to
our principles of free trade and open markets. Addiionally, as noted above,
since the patent clock is ticking, these delay t2obcs erode the effeciive patent life
of @ product. This in turn eliminates part of the revenue which should be flowing
during the period of market exciusivity, further diminishing the patent holder’s
atlity to realze the full potental for realizing an adequate retem an investment,
Since more and more medicines are discoverad in the LS., these barriers wark,
fn & dispropertionate way, to the detrimant of cur industry's sales abroad,

These delays are not insignficant. For example, the average delay
between marketing approval angd market introduction for new products recently
launchad in Europe ranged from 10 ta¢ 12 months In Greece, Belgium, France
and Switzerland. When, as in the [J.S ., the &ffactive patent fifetime of an
innovative medicine averages lass than 11-12 years, the loss of 2 year is a

1.5, Intemationsl Trede Commission, “Global Compatitvensss of U5, Advanced-Technology
Mandastuning [ndusirtes: Pharmacauticals’, U5, intemational Trede Commisgien, 1891,

* MeNeil. ., and Kandall, D, *Medicare Consumar Coalitions Halping Qldar Armercans Affand
Prascripizon Drugs”, Progrssive Pabey Insthde, KMay 1, 1969,



significant commercial penaky. It aiso expands the period of time where local,
nor-innovative industry remains shwslded from competition.

Compulsory Licensing tn G-8 and NAFTA Ca uﬁtries

The Uruguay Round's Trade-Related Aspacts of intellectual Property
Agreement (TRIPS) recognizes that under very limited circumstances, a
govemnment which has granted a patent can take back this right with appropriate
compensation to the patent holder. This “uze of the subject matter of a patent
without authorization of the right holder,” (Aricle 31) wouid potentially come nto
being if the holder of the patent failzed to make its product avaikable in the markeat.
Vhile TRIPS authorizes this aclivity under very narrowly prescribad
gircumstanees, nane of the countries that are the subject of this study have
invoked the TRIPS compulsory lsensing provisions in order to ensure the supply
of & meadicing or gthenwiss anhance its negotiating position. indeed, |t is
noteworthy that singe the adoption of TRIPS in 1954, no compulsory licenses for
any reason have been iszued for a pharmaceutical praduct in any of the
countries under review. This sheould not come as a surprise givan that all of the
countries, with the exception of Russia, were at the forefront of thosa advocating
a strong international standard of patent protection within the TRIPS agresmant.

Nevarthaless, PhEMA member companies face the thraat of compulsory
ligensing in the contexd of the price-setting process in some foraign markets. For
example, f a company were to disagree with the declsion taken by a government
and, a5 a rasult, decide not ta launch 2 proguct in the country, it coukd then face
campulaory ficensing. TRIPS does recognize the grant fo & third party of a
compulsary ficense for not working a patent locally, in gther words for not placing
a product on the local market afier local marketing approval has been granted.
This threat undermines the negatiating position of a LS. company and its ability
to rezlze the true commercial valua of i innovative product.

Finally, the entire international patent system might be weakened if
actions in tha U.5. encourage G-8 countries to start to use compuisory licensing
of pharmaceutical products. While G-8 countries have not done 5q in the past,
they might do so f U.S. pharmaceutical manufacturers were reluctant to market
prodects in their sountries, becauses thase praducts were reentaring the LS.
market through parallel trade. Any U.5. lepislative or reguiatory actions which
encourage paraliel trade pose this risk which, while hypothetical now, should
raise 3 point of caution among U3, policy makers.

Conclusions
Among the factors explaining the success of the U .5.-based

pharmaceutical industry gre the public policies in this country that encaurage
private-sector investment In drug R&D, decentralize decision-making in



technolagy and capital markefs, and piace valle on ngk-taking entrepreneurship
and diversity, fostering new ideas and innowvation. "

In stark contrast to the U5, the routine gavernmant interventions broadly
practiced in fareign countries erect barriers to U135, innovative medicines and
penalize PhRMA membera for bringlng to market inngvative new drugs. They
categorically fail o accomplish their intended objective of creating substantiat
and sustainable cost savings, but slso harm the interests of patrents and
jeopardize progpedts for advances in health technologies through innovative
~ pharmaceutical research. Without a doubt, they underming the abiltty of the

LIS, research-based industry to compete fairly and to realize the true
commercial value of s products in foreign markets,

The result in Europe, as noted by the Europsan Federation of
Fharmaceutical Industrias and Associations (EFPIA), is that “[p]hamaceutical
innavation is already shifiing from Europe ta the U .S, and the EU could
svantually be reduced o the status of a purely consumer market which degs not
generate its own innovative products.” This is most evident in the medically
promiging bigtechnolagy sactor, where Eurgpe (and Japan) i=g far behind the
U5, The latest data on the location of biopharmacautical development work -
show that £3 parcent of bistechnology-derived medicines arg cumently undes
developrment in the U.5., compared with 25 percent in Eurape

in the United States, aach pharmaceutical company prices its own
preccripfion medicines based on market factors. Under the antitrust laws,
pharmaceutical pricing and gther commercial congiterations are not discussed
by or at the rasearch-based industry's trade association, PREMA, or otherwise
" betwesan companieas.

The freedom for each individuael company to price lts medicines based on
competitive market factors is critical to private-sector discovery and development
af new medicines 10 help and heal sven more patients. Yhiie the new
medicines are invaluable to patients, their families, and society, drug R&D Iz, a2
noted above, time-cansuming, costly and risky.

New medicines benefit patients all aver the warld. Therefore, in
evaluating the nsks of drug research and devetopment, it may be appropriate to
measure its rewards by looking to global revenues since privete investment
requires an opporfunity for a eturn on invesiment commensurate with the nsk
factors. The freedom for each individual company to price the medicines |t
nvants, based on market factors, pravides this oppartunity.

" Eoemomle Dynamism and the Suceess of U5, High Tech”, U5, Sanate, Jrint Ecengmic
Comemittas Stalf Repart, Detobar 1995.
12 A mare in-depit discusaion s set farth in Appandix 4,
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However, in too many foreign markets, and regratiably to a lesser extent
in pars of the UL.5. market covered by government price controlg, such as
Medicaid, federal ceiling prices, Federal Supply Schedule pricing requirements,
and many #tate pharmaceutical assistance programs, govermments control the
prices that a pharmaceutical company can charge. The gavernment thus limits
the pppartunity in the market for a return on investment, but does not firmit any of
the risks of the enterprise. Thiz 2symmetrical intervention in the markeat
discourages private investment in drug R&D and adds layers of administrative
costs and market access delays.”

Beyond thess general staternents, PhREMA is not able to comment an the
spacific effects of such foreign government price controls on each individual
cornpany's pricing practices in the U.5. market. Each company makes its own
decigians regarding its prices, 5o presumably any effects from foreign
govermnment pricé contrels vary from company to company, and perhaps from
medicine to medicine within a company.

Hewever, PHEMA mamber companies, as well as the research-bazed
pharmaceutical companies of Europe, unanimously agree that free markat
forces should govern, rather than the layers of govermment intrusion found in
most 5-8 countries, Moreowver, bargaining for market access with the same
governments that control every other aspect of commarcial activity is not a fair
bargain at all.

* additicnal discuzsion of price differences fs set forth in Appandls 1.

11



APPENDIX 1

Why Pharmacautical Price Differences Exist

12



Why Pharmaceutical Price Differences Exist

Ag in the case of virtually all products, price differences exist for
pharmaceuticals, within markets and across gecgraphic baundaries.
Fharmaceuticals, a5 oppased o steal ar corn ar cotton cloth. often are priced
differently across the G-8 couniries because govermnments, not the markeiplace,
dictate the price. This is done throegh a variety of mechanisms. In all cases,
governments approve a medicing as safe and effective, dictate what can be said
about t and to whom, and determine which products can reach patients by
geterrnining whether it will be reimbursed. Governments exert eNoOMOLS power
when they also set - directly or indiractly - a medicine's price,

Price Diffgrences Across |nternational Markets

Demand in different markets refiects not only different cansumers, but
important econemic, social and political factors, The market for pharmacedtical
products in any given country will depend on that country's income level, its
" disesse patterns, drug prescribing practices, cultural patterns and preferences,
availabifity and efiicacy of altemative therapies, and whether patients and
providers have information about available products.

Supply in difierent countries also refiects a vartety economic, sociat and
palttical factars. Manufacturing and selling phamaceutical products in countries
othar than the Unitad States involve diferant overall production and distribution
costs. Tariffs and taxes, labor costs, transportation casts, customary wholesaile
and retail mark-ups, regulatory reguirements, anticipated lizbility costs, evels of
infrasiructure, and quality standards alf vary h:,r country, resulting in d|ﬁerent
coals across borders.

In a deregulated world, these clusters of demand and supply factors will
converge to determine market prices for every medicine offered to every patient
group in sach cc:untrjr Llnf::rtunataly onty in the U3, does this happen with
sustainzble reguiarrl:,r Pharmaceutical prices in most G-8 couniries are
artificially manipulated through governmaent controls. Outside of the Unifed
States, most governments routinely choose to imterfera in the market and set

hmilts on pharmaceutical prces, particutarly for newer innavetive products, in an
il-coneeived approach 1o comtaining expendltures. They do so because of their
sovereign power. Unfortunately, such practices have not enabled countries to
contral health care expendlteres. Mareowver, these price controls have

" This does not mean that @ single medicine is 304 throughowt the U5 &1 a single price.
Withim the U5, patlents pay different amounts depending upon, for example, whether they are
part of 8 group sich a5 an HWMO, & vnion, or gther private insurancs group which may be abls te
naqatiate kwer prices through volume purchasas or thraugh the provizian of other valuable
sErvices, Indeed, even for gash peying conaumers, wide prics differances can be found dus to
differant pharmacy mark-uns, svsn within the saros gity, (Washinglgn Catsuonar Shsekbook,
sSpring/Swmmer 2009, Yol 11, Ne, 3, af p. 42).



discouraged their local research-based pharmaceutical industry from investing in
the continued discovery and development of innovative and life-saving drugs.

The Fitfalls of Making nternational Gemparisons of Pharmaceutical Prices

As any reader of the newspaper is aware, shapshot cross-border
comparisons of pharmaceutical prices have gained great popularity as
‘demaonstrating” that prices charged in the LS. are higher than those charged
gbroad. Like any still frame out ¢f a movie, these snapshots offen mislead and
fail to teil the whole story. - '

Virtually all existing cross-national compansons of drug pnces have beaen
flawed by favity methodology. Frofessor Patriciz Danzon of the Whartan
School, and Fredrik Andersson and colleagues at the Battelle Medical
Tachnalogy and Policy Research Centre, have published extensively an the
shortcormings of different appraaches for comparing drug prices Intemationally.
They conclude that imtematiconal price compansons are misleading and genearally
baszed on fiawed methodoiogies, and suggest that public policy is all oo often
influenced I:::ay price studies without an ungdserstanding of their technical
Imitations.”

One of the commaon flaws of many price comparisons — perhaps becayse
f I3 easy ta do ~ is camparlng manufacturers’ list phices for drugs in the LS.
with list prices in other countries. This practice leads to srroneous conclusions
singe the actual trensaction price In the U5, 5 often significantly fower than the
[ist price, unlike in many other countries.

Another common flaw reflects the fact that price comparisans are also
typically made an the basis of simpla averages of the top-salling drugs in a given
country fo- which matching products are available in other countries. This often

_results [0 the use of extremely small samples. The studies akso typically make
no attenpt te include the most frequently used drugs in comparator countries,
nor do they attermnpt to weight the prices based on the consumption of drugs in
the countrles examined. '

Anothar majar problem in many comparisans is that the sampled drugs
are not always directly comparable. Differances in package size, dosage forms,
strengths, indications, and dispensing mathods need to be taken into accaunt,
But rarely aré. In short, apples-te-apples Campaisons are tars, 0 eparted
resulis must be viewed with care. '

Converting foreign prices to local prices for comparisen purposes
prociuces ancther type of error, given that changes in exchange rates aver time

create considarable varizbility in price relationships. For exarmple, the price of a

"' Saw w_p. [anzon, P., Pharmaceutical Pdcs Requistion: Nallonal Poligies vergs Ghabal
lotersgig. CAEL Preas; Weashington. DC, 1967).
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drug introduced in the early 19590's at US3 1 and CDNS 1 would now be sold, all
ather things equal, at US$1 but the equivalent of USS0.70 in Canada solaly due
to depraciation of the Canadian dollar. _

This phenomencn is exacerbated by foreign government price setting.
When faced with a devailuation, U.5. exporters of most products try to raise their
price in local currency to keep constant in U.5. dollams. Al one needs to dois
visit a tocal bogkstore to see this phenomenan in action. A Twenty-five dollar
book in the LLS. is actually priced on the jacket 8t CON333. Newspapers
costing $1.50 are also listed as CONE2. But in pharmaceuticals, the price ceifing
imposed in Canada by the Patented Medicine Prices Review Board (PMPRB) -
totally disconnected from exchange rates — has no mechanism which aliows
L8, exparters of medicines to adjust their prices in Canada due to exchange
raie fluctuations.

Many studies have focused on the final prices to patients ar third-parties
rather than revenue received by the manufadtturers. Howevar, in most countries,
pharmaceutical wholesalers and retail pharmacies are reimbursed at foed
percentage mark-ups over the ex-manufacturer price. The margins are sat by
lzw &g differ substantially from one country to another. Many countries also
impose & valua-added tax. Even if a manufacturer were to set & uniform
wholesale price in all majer industrialized countries, the final retall price to
cahsurmers wolld vary by as much as 90 percent due to these mark-pps. I
hypothetically a manufacturer sold a product for 51.00 in Nerth American and
Eurapean markats, the final price to consumers would range from a low of $1,14
in the UK to a high of $2.08 In Finland. The U.S. price would be §1.43, Only the
UK and Sweden would have a consumer price towar than that avaitable to U.5.
CONSLMErs.

Focusing on internaticonal comparisens at the ex-manufacturer level doss
hot guarantee clarity, howewver. A recent study by Or. Danzon focused on drug
prices in ning countries, examining ex-manufacturer prices hetwesn 187 and 454
products, depending on the country studied.' She found that the results were
extremely sensitive to the measure of price used the sample of products
sefected, whether generics were included, and how prices were weighted. For
example, if 1.5, consumption baskets are used and generc products are
included in the camparison, drug prices [n Canada, Germany, Switzerland and
Sweden were found to be higher than those in the LS, But if the comparison
eauntries’ cansumption baskels are used, then U.S. prices weare found 1o be
highar. These results imply that sach couniry consumes kighar quantities of
products that are relatively inexpensive in that country, a pattern which is
consistent with aome degree of price sensitivity In the demand for
pharmaceuticals,

" Banzom, P., and Chag, L., "Prices, Competition 2nd Regulaton in Pheamaceuticals: a Crogs-
MNatlanal Comparigen®, Office of Haalth Econamilce, 2000,
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In summary, there are numercus ways in which “simple” cross-baorder
comparisons resull in inaccurate conalusions. While these probiems may be
well known in academia, they are often missing from the pubfic discaurse.
Finally, on top of the host of lechnical probierms descerlibed, ane must recall that
in the LS., for non-govemment purchases, markst forces set the price, In other
countries, governments, directly or indirectly, sat the price and no government
hureaucracy has ever been able to accurately mimic a market-based price for a
large number of products an a sustalnable basis.
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AFPENDIX 2

PESCRIPTION OF HEALTH CARE SYSTEMS
AND HEALTH CARE FINANCING IN G-8 COUNTR:ES
AND MEXICO



Canada

Health Care Financing: Universal, public health care is available to all residents.
Health care is administered provincially, and is financed thraough fedaral transfer

payments to the provinces and pravincial taxation.

Phamnageutical Market: In 1887, the Canadian pharmaceutical marke! was
valued at USS 4,685 million, less than 2% of the global fotal. Private and public
apendlng on pharmaceuticals comprized 13.8% of total heakh care expenditures
in Canada in 1997 - :

Pricing snd Reimbursement' Pharmaceutical companies are fzchnically “free” to
set their own prices far medicines. However, the suggested prices {both at
launch and subsaquently) of patented meadicines must bs reviewed by the
Patented Medicine Prices Review Board (PMPRE] to determine thelr
“reasonableness.” In this way U.S, producers face a os facko system of
government price controls in Canada. The PMPRB determines whether the
price suggested is "reaspnable” by placing the drug in one of three categories.
The prige of “Dreakthrough praducts” cannot be higher than the median price of
the drug in the LS., France, Gemany, UK, Kaly, Switzerland, and Sweden. The
price of a line extension product must be in the range of the cost of therapy far
existing crugs used o treat the same disease. Other products, deermed of
“minor imprevernsant”, can have a price equal to but no higher than the highest
price of the class in Canada af the time the product comes 1o market. in
addition, products are not parmitted 10 have price [nerazses of graater than the
Consumer Price Index. If the company prices a drug higher than the price
determined by the FMPRE, it mest reimburse the excess to the government.

Reimbursement for drugs in Canada is based on 2 mix of public, private,
ernployer-based and private, out-of-pockat sources. About 12 percent of the
population has ne dug coverage at all. Onca the price of the drug has been
accepted by the PMPRE, individual provinces decids whether it will be placed an
the pravingcial farmulary for reimbursemant. Each provinee has It own rules for
how to determine whe is coverad under the provincial plan, what drugs will get
oiite the farmulary, and at what reimbursement price.

Research and Deveicprnent: In 1998, pharmaceutical sector RED spending in
Canada totaled CONE B79 million (approximately USE 585 million}, Until 1993,
Canada had a campulsary licensing system for pharmaceuticals. Since 1893
when intellectual praperty protection in Canada was Improved and #s abillty to
resaort to compulsory ficensing limited, research spending has nsen by 43 per
cent atthough it remains propartionately far lower than in the U5,

Implications: Canada's system of government price controls on phamaceuticals
toes not serve to guarantes access to medicines to Canadians. Canadian
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citizens suffer from a significant detay in access to innovative therapiss dus to
inefficiency of the: reguiatory agency and since pharmaceutical companies
reguire extra time to obtain a price for a new drug at the federal level fallowed by
a second round of negotiations at the provincial level. Even clearing these
hurdies s no guarantee of unfettered market access. In British Colurnkia, where
there is 2 system of reference pricing in effect which results in year-to-year
changes in the provincial forrnulary, in a 1997 survay physicians reparted that 90
percent af their patients were forced to change medications as a result of
reference pricing. The reported health implications of these shifts included
advarse effects, worsened symptams, and hospitalizations.'” In addition, drug
coverage is nat & universal benefit, and the eligibility and leve| of benefit differs
significantly from province to province. A person receiving a drug in one
province may encounter difficulty accessing the same drug in another province.
Thlz means that the patient may have to undergo difficult, and possibly harmful,
changes in medication # he or she moves,

" Cenadian Associgtion of Retirsd Persong, "CARP Survey. BC's Mew DOrup Plan Hurs " Sy
Fluz hed - CARP m Actlon, May 14, 1597,
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France

Health Care Financing: France's health care system is finanged through
compulzory payroll taxes paid by employers and employeas’ contributions.
Health is administerad thraugh sick funds which do not compete with each other
since they are organized along cccupational lines.

Phamaceyticat Market: In 1888 France's phamacauttcal markat was valued at
€14 850 million {approximately US$ 14 biliion}, of which U.S, research-based
companies comprize 23% of the total tumover. Pharmaceauticals comprized
17.2% of total health ¢ars expendituras in France in 1997,

Pricing and Relmbursement: Tha prices of medicines which are reimbursed by - -
Social Security, and which represent 77.2% of the pharmaceutical turnovar in :
France. arg subject 1o government regulation. Prices are either agread ta by the
pharmaceutical company and the Comits Economigue du Médicamernt
{Economic Commitiee far Medicines, or "CEM") or are fixed by decree by the
Ministries of Economics, Health, and Social Secunty. Drugs are placed inte one
af three reimbursement categorias:
s CT00% for “medicingl products acknowledged as imeplaceable and
particularly expensive”
»  35% for ‘medicingl products primmarily inkended for the treatment of
discrders and dizeases that are generaliy not serious.
+« B5% for other medicinal pradusts.

{(Hten. French employers will insure workers for the cost of co-payments,
meaning that most people pay nothing at all for medicings, Theare are no
controls on ngn-reimbursable drugs and those provided to patients in kospitals.

As part of a broader plan to reducs France's budget defictt, the Govermmeant
fixes annual targets for spanding on major categeories of medicines. The growth
of saies of réimbursakle medicines dizpensed by pharmacies ta fimited ta 2% for
the year 2000, In addition, limitations have also been placed on therapeutic
categories, especially targeting those which experience high growth. In practical
terms. all phamrnacsutical companies must, [n fact, enter e agreements with
the CEM establishing individualized targets and refund obligations for their own
products, A mefund obligation is friggered if a company excesds its individualized
contractual growth rates. If a pharmaceutical company were to refuse to
veluntarily enter inta a CEM agreement, the French government has adopted a
sigtutory *Safeguard ciavse” which automatically exacts rebates from companies
which do not voluntarily enter into a volume/price contract. Manufacturers must
also limit advertising costs, and inform dectors on a "rational vse® of tha drug in
question. Finally, the French Social Security Financing Law aléo provides for the
imposition of a levy on pharmaceutical companies of 1.3% on 1559 salkes of
reimbursable products in order to finance sacial gecurty hudgst overruns,



Research and Development: In 1957, the pharmacentical industry spent US§ 2
tillkon, or 14% of turnover on ressarch and development activities in France.

A study by P. Efierne Barrai shows that there 15 a direct correlation between the
regulatory environment for innovation and the number of breakthrough products
ariginafing in & country. ¥ France, with one of the strictest price enntrol regimes
in Euvrope, has bean subject to a sharp decling a5 & source of new drug
innr:n.r?stinn, and has not been the ariginal source for a breakthrough drug since
1585,

implicatipns: The {imlt on the overall growth rate to 2%, which was determined in
a non-transparent manner, harms the interests particularty of firms that invest
heavily in R&D because saies of innovative products need to grow by more than
2% to allow thess fimns to recover ther investments. Gréowth rales are also
designed to hit those innovative products which experience high growth levels.
Research-based firms are primarily non-French and thus the impact of this
systern on foraign firms is greater than the impact on domestic fims.
Furthermore, companies detarriing thair investments years in agvence based on
current projections of the markat snvironment in the fuiure. Arbitrarily cepping
the growth of the drug budget to 2% has severe competitive consequences
which caouid alsa nullify and impair the vaiue of the investmeants committed to by
the LS. industry under the previous system. Finally, the system favars oider,
less-expensive products, even if they are less effective or craste greater public
haalth risks or overall costs,

in izrge part because French employars tend o insure their employees for the
gost of co-payments, France has one of the highest evels of drug vilization in
the worid, |n addition, this practice tends fo perpetuate the markat life for ald,
legs efficacious praducts, In November 1999, the Transpatancy Committes
eoammended that 252 of these older produsts be delisted from eimbursement
s having little or no therapeutic valus but acticn on the recommendation has
been detayed for months due to political resistance from the manufacturers of

- thesse products, despite the argument that the delistings will free resources for
raimboursement of nrewer medicines.

* P Elienne Barrai, “Twanty Years of PFhameceutical Research Resulis Throughout the Yornld;
'IHE'FEJE!H’, Fhone-Poulens Rarsr Foundedian, 1895,
1 Id. .
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Germany

Health Care Financing: Health care is provided for over 30% of the population by
non-prafit sickfunds (Krankenkassen) funded by 8 compuisoary payrall deduction.
Those Germans with eamnings above a set leve!l may opt for private insurance.

Pharmaceutical Market: Germany is Europe’s largest pharmaceutical market and
the third largest market in the world after the U5, and Japan, valued at €16,524
million {US% 15.4 biliien) in 1228, Of this, Ameritan research-based
pharmaceutical companies reprasent 22% of the tumover, Pharmaceuticals
comprised 12.3% of total haalth care expendituras in Germany in 1997,

Pricing and Reimbursement: For those products intfroduced onto the market affer
January 1, 1886, companies may price their praducts to reflect market
conditions. All drugs prescribed by physicians are eligible for reimbursement as
long as thay are not Ingluded in 2 negative list. Patients have 2 modest variable
co-payment. However, physicians operate under strict budgetary cantrals uncer
which the amounts that they may prescribe for each patient are limited. If
physicians excead this limit by more than 25%, they must generally pay the
difference. Germany maintaing a referenge price system for those patantad
products introdugsd onto the Geman market before December 31, 1985, The
reference price system continues to regquiate the prices of wo-thinds of afl
prescried pharmacenticals although this daclines with each passing year.

Research and Development: The [mposition of reference pricing in Germany in
1988 had a significamt and negative impact on investments in researzh and
devalopment. During the five-year period prior to reference pricing, R&D had
geown At & rate of 54%. After the mitroduction of referanca pricing, RA&D fell by
13% over five years, in 1998, racognizing the negative impact of reference
pricing onh innovation, Germany amendead its policy to exctude from the reference
pricing system patentsd products registerad after Januzry 1, 1886, Since then,
the investmant climate for the research-based industry has improved and more
rasearch is taking place. Between 1095 and 1558, research and development
expendiiures in Germany rose by 12% and now total over OM 5.4 billion {USS
2.5 billion}).

Implicetions: {=ermany has recognized the adverse effect that its reference price
system bad on the climate for passarch and development, and took steps to
cormect this. Howeaver the strict budgetary controls impased upon German
physiciana mean that thay may not akways be in a postiion 0 preacribe the
products that, in th&ir professional opinion, would best suit their patients' needs,
The impact of these budgets bias physiclans' decision-making sway from
innovative therapies that are the most approprizte for tham. Thig translates into
& bias against many American pharmaceuteals.
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In some cases oniy patients who specifically request innovative progducts may
receive-them, while those who do not are prescrbed older, less effective
medicines that do not improve their guatity of life or medical condition as much
as innovative medicines wouid - but do protect the physician against exceeding
the allotied prascribing budgel. However, because of restrictions on diract to
consumer edvertising, patients often lack the information required to request the
innovative therapies best suited for their ¢are. A recent study indicates that 12
percent of patients in the subsidized sickfund insurance systam receive the
rewesl inncvative drugs, while 48 percent of patients in the private system
obtain them. At the same time, in order ta rermain within their sllatied budgets,
physicians are ofien forced {0 transfar their patients 1o more expensiva hospital
and ¢linie-based care,
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Italy

Health Cam Financing: The ltallan Mational Health Service guarantees universal
coverage of the population. The system is financed through payroll taxes,
general taxation, and through patient co-payment far some services. italian
citizena are permitted to cbiain private insurance coverage, but must still pay

. taxes to suppor the pubiic system.

Pharmaceutical Market: The ltalian pharmaceutical market is valued at €3,662
rillion {USS @ bilion), of which L1.E. research-hased pharmaceutical companies
represent 26% of the total turnover, Pharmaceuoticals comprised 19.4% of total
health care expanditures in ltaly in 1837,

Frining and Reimbursement: The Halian Mational Health Service imposes cost-
containmend measunes oh pharmaceuticals. Phamaceuticals which are
included in the formulary detarmined by the Balian government are raimbursed at
100% or 50% levels. The positive list of the formulary covers approximately 48%
of drugs, of which gver 82% are 100% reimbursable. All drugs reimbursed by
the Natlonal Health Service are subject to price reguiations by the State. An
interministerial committes detampines prices. LUnder the currént systam, prices
in kaly cannot be above the European Average Price (EAF) for drugs already on
the markat which wers approved throogh the national registration procedure.

The EAF is curréntly the weighted mean of the prices in twelve EU comparison
couniries. The prices af the three most frequently sold drugs {including
generics) with the same active substance are tompared, using the packs most
slmitar to lalian trade packs. Since July, 1996 upward adjustments to the EAP _
have been made in six yearly tranches.

For new drugs that are approved thraugh European registraiion routes, price and
reimbursement status are negotiated by the pharmacautical industy with
government authorities. These agreements contain price-volume restrictions.

In addition, the Pariament has fixed the ceiling for puklic phammaceuticai
spending for 2000 at [TL 14,421 biliion {approximately US$ 7 billion). The
pharmaceutical industry, wholesalers and pharmacists will have to jointly pay
hack 0% of any spanding cver budget for 1958 and 1928,

Research and Deveiopment: From 1996 to 1228, research and devalopmeant
expanditures in laly roae from €753 million to €759 miilion (approximately USS
702 million to USS U7 million), a rate of 0.8%.

fmplications: ltaky's pricing system sdds substantial administrative costs o the
hegith care system bacause of its compiexity, and has a negative impact on the
guality of care far patients and on R&D investment. Furtharmore by tying the
lslian price io pricas sat by other European govemments, the price faced by



innowative pharmaceutical mapufacturers are twice removed from thase arising
from market conditions,



Japan

Health Care Financing: Health care insurance is mandatory in Japan. The
entire population is coversd by health insurance schemes, managed gither by
employers ar by the Government. Regardless of the insurer, or whether
treatrment is in a public or private medical institutian, a clinic or haspital, g
common tariff rate, set for the National Health Insurance {NHI) scheme, applies.
Only products in the NHI tarlff lists can be prescribed, with reimbursement
limited to listed tariff rates.

Pharmageyiical Markat: Annual per capita congumption is the highest in the
world. BDrug costs (LSE G5 billion in 199%) at the NH| leve| constituted 21.2% of
the total cost of health care. Japan is the world’'s second largest nationafl
pharmmaceutical market after the Linited States, LS. companies acsount for
12% of s5ales in the Japanese markst. If licensed-in products are incfudad in this
mix, the U.5. compani&s: enjoved & 19% share of the Japanese market in 1989
Docters and hospitals receive @ margin on the difference betweaen the fixed
reimbursement fee and the ex-wholesaler price. The Japanese Government has
made efforts to elirminate that margin but difficulties remain.

Pricing ang Reimbursement. The Ministry of Healih & Welfare (MHW) fizes the
introductory price of every new prescription brand-name drug through negotlation

with i manufacturer. |n principle, a naw product receives the game Mational
Heatlth Insurance price as a similar "comparator” praduct already estabiished on
the mariket For a variety of administrative/regtlatory reasons, a0 therg arg very
few cpportunities for the new product to receive a “pramium" price over the
existing “comparator” drug. Since 1937, 47 new drugs have been introduced and
none has received the tap — of Sthnavation” — premigrm,

Drugs with changes in principal indications, efficacy, dosage levels, ar market
gize are subject to special price revisions, MHW attempts, in annuat price
ravisions, {o reduce tariff prices closer to market levals, through a survey of the
curtent markat in specific dreg cateqaries. A new Drug FPrice Crganization,
which will advige MHYY on comparators and premiums, will be estakiished in
Cctober 2000, MHW is also evaluating other components of the current NHE
drug price system, and iz aiming at significant reform of this systern by April
2002,

Research & Develppment; The introduction of innovative drugs has been
delayed in Japan. Of 230 glabal products launched since 18985, 130 were nat

availabke in Japan by 1987,

Implizations: The impact of various price controls in Japan has been to deny or
.delay Japanes& patient access to innovative medicines that are normatly made
avaitable to patients in the LS. and Europe; reduce overall incentives for
mnovation; comptlicate business pianning by pharmaceutical company
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executives in Japan; delay the introduction and launching of New Chamical
Entitizs and make most Japanese companies less competitive and less able to
invest in overseas markets,



Mexico

Heslth Care Financing: Health care in Mexico is financed through a mix of public
and private sources, Dne-half of the population 15 ¢ovared by insurance, either
through the social security system, or through private insurance funced by
employers. Privala insurance in the private sector is relied on as an alternative
or complement to the social securiy systemn. The Government finances and
provides care directty for many of the remainder of the population, including the
poorest citizens aod thase living in the most geographicaliy remote sectors of the
country. For these services, palients must pay a co-payment.

Pharmaceutical Market: In. 1985, total expenditure at ex-wholesaler prices was
about 201,000 millicn pesos, or approximately USS 3 billian. 1.8, companies

enjay a market share of 37 12%

Pricing and Reimburszemant: It is important to distinguish between the public and
private markets for phammaceuticals. Providers of pharmaceuticals to the public
markat must fallow specific bidding procedures which, in effect, set the price in
the puhiic sphers. |n this market, low-priced copy products which have not been
authorized by the Health Department as "exchangeable generic products™ offen
appaar. Doctors who prescribe in the public sector must limit their prescriptions
t0 @ formulary of approximately 800 unbranded {copy or ganeric) products.
Coctors are required to Include the generic name of a2 medication, but they are
permitted to write a branded namae as well. The pharmacist is then prohibited
from filling the prescription with a generic drug.

In the private market, innovative patented praducts are aald, Although prices in
the private markat must be approved by tha Mexican Government, this
requirgmeant has been significantly relaxed recently, and price requests are
generafly granted readily. The de facio reauk s that pharmaceuticals are priced
according to market condition. Manufacturers are allowed to increase prices
whan they choose,

Fasearch angd Daveiopmant. The pharmaceutical industry spends 5 percent of
revanue gn research and development in Mexico nearly exciusively in the form of

clinical research done in cooperation with organizetions such as medical schools
and clinics. Although bMexico has an intellectual praperty rghts law that provides
full patent protectian to pharmaceuticals, the ability of the research-basad
miustry to capitalize on its protections is hampered by lax adminlstration and
enforcement.

implicattons: Important divisions exist hetwean the treatment of the insured and
uninsured popuiations, Because lowesi-price, rather than cost-affectivenass
criteria are used m purchasing decisions, patients outside the sockal security and
private health care systems have decreased access to innovative medicines.
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Indeed, seven of the top twenty drugs prescribed are aver 40 years ald,
Additinnally, in some cases patients may receive copy products of the therapes
that are best suited for their care. Thess copy produsts may pose important
health rizhs to the patient, as it is Impossible to trace their arigin, or to state with
certainty that they were manufactured in accordance with minimum standards.
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Russia

Health Care Financing: Russia has a compulsory health insurance scheme. A
private insurance systermn is still undar-developed and does not cover the
reimbursermnent of pharmaceuticals. Local health care funds derive their income
from a tax on employees’ monthly salaries, and provide revenue for heakh care
services in¢luded in regional health programs. The services ore paid for
according to fixed tarlffs. The federal fund alse derives its income from a tax on
employee wages, and supplements the low iocal fund income in less waalthy
repions, The self-employed must make their own contributions.

FPharmaceutical Market. In 1397, the pharmaceutical market was estimated at
about US% 5.9 billlon. Approximately one-third of the phamnaceutical companies
aperating in Russia are of Western orgin. in 2000, the pharmaceutical market -~ .
will reach USE 2 billion at ex-manufacturer prices, and fram now on will slowly
recaver to pre-crisis leveals,

Prig| Reimbursement: Pharmaceutical prices arg not regulated at a
federa! level in Russia. Customns duties introduced in 1524 raised prices by 10-
18 pereent, and impar duties introduced in 1998 raised prices a further 10
percent for imported products for which loczl versions are available. In additlon,
there are significant (100-120%) pharmacy mark-ups on the prices of Imported
products, Many pharmaceulicals are remmbursed from the regional government
budgets. The reimbursement scheme, however, operales separately in each
region dug ta lack of coordination.

Research and Development: Due to economic conditions including targe hudget
deficits, Russia is unable 1o sustain resaarch in the Wastarn sense,

lmplicatians: Currently, there is inconsistency thraughoot the coantry and gven
within cities. Prices differ considerably from phammacy to pharmacy and city to
city. Consumers suffer and the government suffers as inflation makes it difficult
for the government to meat its drug purchasing requirements. Although the bulk
of public expenditure is dedicated to purchasing medicines, due to high retaii
prices caused by retail mark-ups and budget cuts, hospitals are experigncing a
shoriage of drugs. As a result, patients are responsibie for the cost of thair
treatment. A large sector of the poputation is unable to afford this, and must go
withaut treatment. Finaily, the LS. research-based pharmaceutical industry in
Russia experiences many of the same bureaucratic and other business
impediments expangnced by other industrial sectors.
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United Kingdom

Heaith Carg Fingnging: Public health care is available to ail residents through the
government-managed National Health Service (NHS). The NHS is funded
primarily thriaugh taxation, but also derives funds from national insurance
contributions and patient co-payments. Private insurance schames are
avaitable, and vsually provide supplementary coverags.

Pharmaceutical Market: The UK phamacewtical market was valued at €11 611
millich {approximately USS 10.8 billion) in 1998, U.5. research bazed
companies represent 33% of the tatal pharmacectical furnover,
Fharmaceuticals comprised 16.9% of total health care expenditure in 1987,

Prcing and Reimburgement: Manufacturers are free (o defermine the price of a
product. All prescription-only medicines are reimbursed by the NHS, unless they

are on the “Selected List Scheme” (SLES), a negatve list which includes 2000
products in 17 categorias, For those products reimbursed by the NHS, pricing is
subject to tha Pharmaceuticsl Price Reguiation System (PPRS), and any
incraase must bg authorized by the Department of Health {DOH). For
prescription only medicines, patients face a co-payment of £5 80 (US55 8.80) for
gach item dispensed. Nevertheless, faw actually pay the co-payment as most of
the population qualifies for exemptiona. The PPRS' profit framework is fixed for
gach individual manufacturer based on their level of investment in the UK. If
profits excesd the target level, mxcess profits must be repaid to the NHS, or
prices will be iowered for the next perlod.

The Mationat Institute for Clinical Excellence {NICE) deveiops guidelines
on clinical and cost-effectiveness of new treatments for the guidance of health
carg professwonata. Following a NICE appraisal, products are categorized az
recommended for routine use in the NHS, recommended only for use in the
clinical trizls to help answer specific questions ahout cost-effectiveness, or naot

recommeandsd for use.

Research and Development, From 12384 to 1888, research expenditures grew
from US55 3.1 billion to USS 4 billion, a rate of 22 5%. Owver the same period in
the U.B., research expenditures grew from LSS 13.4 kitlien to USS 271 billion, a
rate of 35,1%.

Implications: Under the NICE guidelines, patient choice and clinical freedom arg
limited. Access to innovative therapies may be restricted or denled. In some
cases it is not possihle far the doctor to pravide the best possible care o the
patient, since doctors are not abie o interpret the guidelines in the context of the
particular circumsiancas of each ihdividugi patient, The PPRS' profit control
schaeme dampens innovation and efficiency by introducing non-markat
considerations into investment decisions.
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APPENDLX 3

Pharmaceutical Industry Expenditures on Rasearch and
Development



Figure 2.1

R&D Expenditures, Ethical Pharmaceuticals,
Research-based Pharmaceutical Companies,
1980-2000
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Figure 5.5

Shrinking Period of Market Exclusivity Between
Introduction of Breakthrough Medicine and
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ARPPENDIX 4
Growth of Biotechnolagy in the U.S.
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Growth of Biotechnoiogy in the U.5.

In the health field, biotechnology is creating new knowledge at a
remarkable rate. It has already enabled researchers {0

» provide new tools for manufacturing medicinal products as well as for therapy
and diagnosis.
anable better identification of new disease-causing agents such as viruses,
facilitate understanding of the mechanisms of diseases through the
identification of genes and their effect on diseaszes.

Appraximately one-fifth of new molecular erntities launched on the worid
market 2ach year are now biotéchnology derived. The application of humah
genomics knowledge to ¢linical practice and drug devalopment will allow us to
prevent the development of disease, predict a patient's response to treatment
and preate new personallzed medicines according t0 genstic variations. -

The L5. bictechnology sector is the most highly developed in the world,
white Europe is lagging far behind. The latest data on ihe location of
- biopharmaceutical development work show that 63 percent of bictechnology-
derived medicings are cumently under developrnent in the 1.5, compared with
. 25 percent in Europe.  Seventy parcent of gene therapy madicines are under
development In the LS., compared with 22 percent in Europe. For
biotechnology patents filed in Eurcpe in 1997, 58.6 percant were of U8, arigin,
and 27 1 percent of European origin. In the LS., of 150 bistechnology patents
filad in 1843, 122 were of LL.5. arigin and 11 were of European origin. :

This discrepancy Is nol accidental. Biopharmaceotical companies ara
faunded and flourish in economic enviropments that faver innovation — and in
particular those that ara free from price cantrals on medicines. In the U5, the
general attituda towards innovation and biotechnology and the overall climate in
which research and innavetion takas place are such that these naw tachhologies
can thrive. The U.S. market for pharmaceutical products has not been suhject (o
extensive government price controls, and the ventura capital market is highky
developed.

VWhareas in Europe, pharmaceutical companies are directly affected by
the many constrainis that £C kegislation imposes on bigkechnotogy, taking little
notice of existing pharmaceutical legislation. U.3. legislators, on the cther hand,
adapt sector-apecific legislation to bigtechnalagy. In addition, biotechnalagy
research is not restricted {o major global companies. but is often carried cut
through research slliancas and arrangemants with smaller companies and stari-
ups. Cumbersome regulations, (such a8 co-marksting rules. single trademark -
requirernants, and GO directives) and policy interpretations fall
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disproportionately hard on these smaller companies that haye limited initiat
reSoULrces,

Policy makers In Eurgpe have agreed that biotechnology is a key factor
for enhancing the competitiveness of the pharmaceutical indyestry in Europs.
Biatechnology in the LS. operates in an enviranment of aptimism, whare cne
success leads to another, Europe will not be able to catch up to the U.S. until
actions are taken o restare investment canfidence and give predictability by
adapting regulatory regquirements to research needs. Only then will Evrope be
abke to compete with the U3, in fostering innovative research and new

technologies.
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I bave the homor of confirming receipt of your lener of July 24 of this yesr regarding masters of price
determimation for phanmaceuticats, and I can Tepart that for the purpose of redocing prices for vically exential znd
most ifmporan pharmaceuticals and mtonal use of budzst funds at 811 peysls, the Government of the Russian
Federaton peeced a reselution on bapch 29, 1959 Na, 347 “Co Measorzs of Governtment Cooree! of Frices of
Fharmaceulicals.” This resolution istodoced zovernment regiswation of manufacturery' prices for villy
extentiaf and most impocanc pharmacsoticals, whith i% camded owt by the Minismy of Heatth of Russia afher
preliminary agreement of the manufactirers with she Mirlstry of Econemics of Russia on the lsvel of prices .

The above-meotionsd reaphntion detzrmioes the delimitagon of awtharity berween the faderal and wedwesdal
oemans of adminismarive power in matlecs of price rezulation.

Ax of Aupust 13, 2000, the hfinisoy of Heelth of Rugsia, taking inte account the medicinal fomms, desages,
and packaging, hed regisiered pricss on 5699 pharmaceuticals from 343 maoufacmrers (of which 162 were oabve
and 1£1 foreizn).

Along with the work camried out by the Minivry of Health and the biimistry of Economics of Russia on
registation of prices for vitally essential and most importans phanmaceuticals, the organs of the sdministrative
ponwer over Hie subjects of the Rossian Federation have been charged with analysis of the size of prce incresszs
establisned far these pharmaoentcals, and to taks the necessary decisions on their lavel.

Tne whelesals and retall nereases approved by e ofgans of adminiswlive power over the subjecs of the
Russizn Federatipn must be applied te the rezistered prices for pharmaceoticais. The level of tess wholezabe and
retzil increases extablished by the organs of admimistrative powess over tie subpests of the Bustian Federation
averzges 25% and 4004, respectively {except for the regions of the Far Mocth 2nd those on an cqual footing with
them).

Knowing the leva] of the registered selling price and the limit of wholezale and retall increases approved in
the region, ezch partcipent in the pharmaceotical macket can mlculate the masimum priees for conerete
phormaceuticals, which enabbes ceafiration of conerol ovar them,

Therefore, the envisioned mechanism for price formation for pharmaceuticels 5 directed owerd providing
price transparency ot all lewels of is formation as the zopds meve frém the manufacturer to the wltimate
FRNSLOET.

The procedure for government registration of selling prices of visliy essential and most importent
pharmacenticals should be followed by sll manufacturers thet are licensed for prodoction aod are holdecs of
registration cartificates fromn tet Ministry of Health of Rucsia for a conge1e ©vpe of consumer package,

I must be cecognized that the inmroduction of prcs registenion onby for vitally eszential end moat important
pharmaceiricals does not eomplerely solve the problem of reducing prices for medications as 2 whole, masmuch
a5 for other pharmeceoticals the operating procedore allows the first wholesaler to esablish @ fres price.

Thesefors, with the Federal Law of January 2, 2000, Mo, § FZ “On  Implemenmtion™ supplemental ko the
Federal Law “On Pharmaceudieals,” the funciions of the government in government regulation of prices of all
Fhennacetjcals are strengthezned. .
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©n the basis af this faw, the Ministry of Hezith of Russis in canjimetion with the Minismy of Ecoqamic

Drevelopment of Bussie and the Mmistry of the Setence Industry of Russig should develop @ mechanisn, for
regulacion of the priees of pharmareuticals. ;

Please excuse fhe Jelay in respending to vou, which was connected to the vacation peciod. | hope that shis
informacion witl be useful for carrying out a0 analysis of the siate of the pharmaceutical indwstry,

Yours respectfully,

Chief, Department Aighaiure/ N. M. FETISOV
of intsrmational Cooparaon
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PATENT PROTECTION SYSTEMS

Patents are one of the most important forms of statutory intellectua property for the
pharmaceutical industry.* Information about the terms of patents in each of the countries under
consideration, as well asinformation about working the patent and compulsory licensing in each country, is
provided in chapter 3. The following addresses, on a country-by-country basis, methods of obtaining a
patent and information regarding infringement and noninfringement.? Asin chapter 3, points of specific
applicability to the pharmaceutical industry are noted in the text.

Overview

The patent protection systems in Canada, France, Germany, Italy, Japan, Mexico, Russia, and the
United Kingdom are similar to the system in the United States and similar to each other in regard to
obtaining a patent. The United States and each foreign country covered by the investigation issue patents on
the basis of an application and apply essentially the same criteriafor patentability.

Also like the United States, each foreign country provides civil remedies for infringement. For
example, asin the United States, the United Kingdom provides the option of litigating the issue of
infringement in an administrative forum. Unlike the United States, the laws of Mexico and Germany make
infringement a criminal offense punishable by fine and/or imprisonment. The countries vary with respect to
acts that are considered noninfringing. However, the United States and each country allow the use of
patented inventions for at least some of the following purposes: private or domestic uses; noncommercial
purposes; research or experimental use; the devel opment of information required by law; and the filling of
prescriptions for patented medicines by a pharmacy. Canada, Germany, Mexico, Russia, and the United
Kingdom also permit certain prior uses of an invention to continue after the issuance of a patent for the
invention and without liability for infringement.

The United States

Obtaining a Patent

The Patent and Trademark Office of the United States Department of Commerce (PTO) will issue
autility patent for an invention consisting of a process, machine, manufacture, or composition of matter, or
an improvement thereof 2 In order to be patentable, the invention must be new, non-obvious, and useful.

YUSITC, Global Competitiveness of U.S. Advanced-Technology Manufacturing Industries: Pharmaceuticals,
USITC Publication 2437, September 1991, p. 3-11.

2 Owing to the limited focus of this investigation, this discussion does not summarize the patent provisions of
international conventions, agreements, or treaties to which the United States or the other countries adhere, nor
does it discuss European or Eurasian patents.

3 The PTO also issues design patents and plant patents. Utility patents, however, are by far the most common
and most important patents for the pharmaceutical industry. See Global Competitiveness of U.S. Advanced-
Technology Manufacturing Industries: Pharmaceuticals, p. 3-11. The discussion of U.S. patents in the present
report accordingly focuses on utility patents.
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A patent is granted on the basis of an application that is given formal examination by the PTO.
The application must be filed by a person who believes himsalf to be the origina and first inventor of the
invention, or by a person to whom the inventor has assigned or agreed in writing to assign the invention or
who otherwise shows sufficient proprietary interest in the matter.

The application for patent must be accompanied by a prescribed fee. An additional feeis charged
for each claim, in excess of a specified number of claims, that the applicant files at any other time.* The
applicant also may incur miscellaneous, processing, or other fees and charges during processing of the
application for patent.

The PTO can ask the U.S. Department of Health and Human Services to furnish information with
respect to questions relating to drugs as the PTO may submit concerning any application for patent. The
PTO aso can ask the Department to conduct such research as may be required.

On average, the PTO takes 12 to 2 years to process an application for patent for a pharmaceutical
product or process.> Decisions on various issues may be appealed to the PTO’s Board of Patent Appeals
and Interferences or to the U.S. Court of Appeals for the Federal Circuit. Further appesal is possible by way
of apetition for awrit of certiorari to the U.S. Supreme Court. The applicant also may initiate a civil
action to obtain a patent.

If it appears that the applicant is entitled to a patent under the law, the applicant must pay afeein
order for the patent to be issued.

I nfringement and Noninfringement

A U.S. patent gives the patent owner the right to exclude others from making, using, offering for
sale, or sdlling the patented invention throughout the United States, or from importing the invention into the
United States, during the term of the patent. If the invention is a process, the patent owner may exclude
others from using, offering for sale, or selling throughout the United States, or from importing into the
United States products made by the patented process.

Infringement generally consists of taking any of the aforementioned actions without permission
from the patent holder. Infringement can be literal or equivalent.® Liability also attaches for inducement of
infringement and contributory infringement.

It is not infringement to make, use, sell, or offer to sell a patented invention (other than a new
animal drug or certain veterinary biological products) within the United States, or to import the invention
into the United States, solely for uses reasonably related to the development and submission of information
under Federal law which regulates the manufacture, use, or sale of drugs (or veterinary biological
products). Also, no remedy may be granted for infringement of a process patent based on

* The amount of the additional fee also depends on whether the additional claim isin independent form or
dependent form and whether the applicant is a small entity.

5 Commission staff conversation with a representative of the PTO on Aug. 1, 2000.

& Under U.S. law, infringement under the doctrine of equivalents means that an accused device may be found to
infringe even if it does not precisely meet the terms of a patent claim, as long as the patent holder can show that
the accused device performs substantially the same function in substantially the same way to achieve substantially
the same result as the patented device.
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noncommercial use or retail sale of a product, unless there is no adequate remedy for infringement under
the patent law on account of the importation or other use, offer to sell, or sale of that product. Finally, a
product made by a patented process will not be considered to be so made after it is materially changed by
subsequent processes or becomes atrivial and nonessential component of another product.

Civil actions for patent infringement must be filed in U.S. District Courts, with appeal to the
U.S. Court of Appeals for the Federal Circuit. Further appeal, to the U.S. Supreme Court, is possible.
Judicial remedies for infringement include injunctions and damages. In exceptional cases, a court may
award reasonable attorney fees to the prevailing party.

To obtain relief for infringement by imported articles, a patent owner also may request an
investigation by the U.S. International Trade Commission under section 337 of the Tariff Act of 1930.
Possible remedies include exclusion of the infringing articles from entry into the United States and/or a
cease and desist order. Infringing articles also can be seized and forfeited to the United States provided that
certain conditions are met.

Canada

Obtaining a Patent

The Canadian Intellectual Property Office will issue a patent for an invention that is new, non-
obvious, and useful. A patent is granted on the basis of an application, but the application will be examined
only if formally requested. The patent is granted to the inventor of the invention, or the inventor’s lega
representative, who first files an application. Any person who invents an improvement on a patented
invention may obtain a patent for the improvement, but does not thereby obtain the right of making,
vending, or using the original invention; nor does the patent for the original invention confer the right of
making, vending, or using the patented invention.

The application for patent must be accompanied by a prescribed fee. The amount of the fee
depends on whether the applicant is a small entity or alarge entity. A maintenance fee must be paid on a
pending application in order to keep it in good standing. The applicant also may have to pay other fees and
charges during processing of the application for patent, such as an examination fee.

On average, the Canadian Intellectual Property Office takes 22 to 3 years to issue a patent.” The
Office' s decisions on various issues, including the refusal to grant a patent for a particular application, may
be appealed to Canada’ s Federal Court.

If it appears that the applicant is entitled to a patent under the law, the applicant must pay afeein
order for the patent to be issued.

I nfringement and Noninfringement

Actions for patent infringement must be filed in court. The orders and judgments in such actions
may be appealed to a higher court. Judicial remedies for infringement include injunctions, an inspection and
accounting, and/or damages. In an action for infringement of a patent covering a process for obtaining a

" Commission staff conversation with a representative of the Canadian Intellectual Property Office on Aug. 8,
2000.
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new product, any product that is the same as the new product will, in the absence of proof to the contrary,
be considered to have been produced by the patented process.

The Canadian patent law also imposes liahility for damage before a patent is granted. A personis
liable for reasonable compensation for any damage sustained by the patentee or persons claiming under the
patentee, by reason of any act by that person, after the application for patent became open to public
inspection and before the patent was granted, that would have constituted infringement if the patent had
been granted on the day that the application became open to public inspection.

In some cases (depending on when the patent was issued), the patent rights do not affect previous
purchasers. In such cases, every person who, before the claim date in a patent, has purchased, constructed,
or acquired the subject matter defined in the claim, has the right to use and sell to others the specific article,
machine, manufacture, or composition of matter patented and so purchased, constructed, or acquired,
without being liable to the patentee (or his legal representative) for doing so.

It is not an infringement for any person to make, construct, use, sell the patented invention solely
for uses reasonably related to the development and submission of information required under any law of
Canada, aProvince, or a country other than Canada that regul ates the manufacture, construction, use, or
sale of any product. It also is not an infringement to engage in the aforesaid actions, during the period
specified in regulations promulgated by the Governor in Council, for the manufacture and storage of
articles intended for sale after the patent expires.®

It also appears that exceptions to the exclusive rights and privileges conferred by a patent exist
with respect to acts done privately and on a noncommercia scale or for a noncommercial purpose or in
respect of any use, manufacture, construction, or sale of the patented invention solely for the purpose of
experiments relating to the subject matter of the patent.

France

Obtaining a Patent

The Nationa Institute of Industrial Property (the French Patent Office) will issue a patent for any
invention that is a product, a process, an application, or a combination of means.® To be patentable, the
invention must be new, involve an inventive step, and be capable of industrial application. The patent
belongs to the inventor or his successor in right. If two or more persons have made the invention
independently of each other, rights to the patent will belong to the person who is able to show that he was
thefirst to file an application for patent.

A patent is granted on the basis of an application that is given formal examination to determine
whether it complies with the requirements of law. The application can be rejected if the applicant does not
pay a prescribed fee within one month of the date of filing. The applicant also must pay an annua renewal
fee for maintaining the patent application. The applicant may incur other fees as well during processing of
the application.

8 The period specified in the regul ations promulgated by the Governor in Council must terminate immediately
before the expiration date of the patent.
® The French Patent Office also issues certificates of utility.
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On average, the French Patent Office takes 3 to 32 years to process an application for patent.’
Decisions of the French Patent Office may be appealed to the Court of Appeals of Paris.

If it appears that the applicant is entitled to a patent under the law, the applicant must pay afee for
the granting and printing of the patent.

I nfringement and Noninfringement

If the patented invention is a product, a French patent gives the patent owner the right to forbid any
third party to manufacture, offer, dispose of commercially, use, or import the patented product, or bein
possession of it for the aforesaid purposes, without consent from the patent owner. If the inventionisa
process, the patent owner may forbid any third party to take the following actions: (1) use the patented
process or offer to useit in French territory when the third party is aware or it is obvious under the
circumstances that use of the process is forbidden without the consent of the patent owner; and (2) offer,
dispose of commercialy, use, or import a product directly obtained by the patented process; or bein
possession of such a product for the aforesaid purposes; without consent from the patent owner.

A patent a so gives the patent owner the right to forbid any third party from supplying or offering
to supply to a person on French territory (other than one entitled to work the patented invention) means for
carrying out the invention on French territory and which relate to an essential element of the invention,
when the third party knows or it is obvious from the circumstances that these means are suitable and
intended for carrying out the invention.™*

The rights conferred by the patent do not extend to: (1) acts done privately for noncommercia
purposes; (2) acts done for experimental purposes relating to the subject matter of the patented invention,
and (3) the extemporaneous and individual preparation of medicinesin chemists' dispensariesin
accordance with medical prescriptions or relating to the medicines so prepared. Patent rights also do not
extend to acts relating to the patented product that are accomplished on French territory after the product
has been disposed of commercially in France by the patent owner or with his express consent.

With certain limitations, French patent law also grants, in territory where that law is applicable, a
personal right to work a patented invention despite the existence of the patent, if the person wasin good
faith possession of the patented invention on the filing date or priority date of the patent.

Actions for patent infringement are handled by District Courts and the Courts of Appeal. Possible
remedies for infringement include injunctions, confiscation of infringing articles, and damages.

0 Commission staff conversation with a representative of the French Patent Office on Aug. 11, 2000.

" Thisrule of law does not apply when the means for carrying out the invention are staple commercial
products, unless the third party induces the person to whom he is delivering the product to commit acts forbidden
by thisrule of law.
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Germany

Obtaining a Patent

The German Patent Office will issue a patent for an invention that is new, susceptible of industrial
application, and involves an inventive step.'? The right to the patent belongs to the inventor or his successor
intitle. If two or more persons have jointly made an invention, the right to the patent belongs to them
jointly. If two or more persons have made the invention independently of each other, the right belongsto the
person who is the first to file an application for patent with the Patent Office.

A patent is granted on the basis of an application that is given formal examination by the German
Patent Office. The application for patent must be accompanied by a prescribed fee. The applicant aso may
incur other fees during processing of the application for patent, such as the fee for arequest for a search for
publications to be taken into consideration in determining whether to grant or deny the patent. An applicant
may be eligible for legal aid, funded by the Federal Treasury, in proceedings before the Patent Office, if
there are adequate prospects that the patent will be granted.™

The German Patent Office takes about 2 to 2% years to process an application for patent. If the
Office determines to grant a patent, the applicant must pay afee. If the Patent Office determines to reject
an application for patent or makes other decisions adverse to the applicant (such as limiting the patent in
some respect), the applicant may appeal to the Patent Court. Further appeal to the Federa Court of Justice
may be possible, depending on the issue for which further review is desired. The applicant may be eligible
for legal aid in the proceedings before the Patent Court and the Federal Court of Justice.*

I nfringement and Noninfringement

After the German Patent Office publishes notice of a patent application in the Patent Journal, the
applicant may request reasonable compensation from any person who has used the invention that is the
subject of the application provided that person knew or should have known that the invention was the
subject of an application

The grant of a German patent gives the patent holder the exclusive right to use the patent. Third
parties are prohibited from engaging in the following acts without the patent holder’ s consent: making,
offering, putting on the market, or using the patented product, or importing or stocking the product for
those purposes. If the patented invention is a process, third parties are prohibited from using it, or if the
third party knows or it is obvious from the circumstances that use of the processis prohibited without
consent from the patentee, the third party is prohibited from offering the patented process for use within the
jurisdiction of the German patent law. Third parties also cannot offer, put on the market, use, import, or
stock for the aforesaid purposes the product directly obtained from the patented process. It is aso unlawful
for third parties to supply or offer to supply, within the jurisdiction of the German patent law, to any
person other than one entitled to exploit the patent, the means, relating to an essential element of the

2 The German Patent Office also issues patents for utility models and patents of addition (i.e., a patent that
covers an improvement on or afurther development of a prior patented invention and expires at the same time as
the patent for the prior invention).

3 Nationals of foreign States, with the exception of the countries in the European Union, can obtain legal aid
only insofar as reciprocity is guaranteed.
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patented invention, for putting it into effect when the third party knows or it is obvious in the circumstances
that these means are suitable and intended for putting the patented invention into effect. This rule of law
does not apply when the means are staple commercia products, unless the third party induces the person
supplied with the means to commit an act of infringement.

Patent rights do not extend to the following acts (among others): (1) acts done privately and for
noncommercial purposes; (2) acts done for experimental purposes relating to the subject matter of the
patented invention; and (3) the extemporaneous preparation of a medicine in a pharmacy, for individua
cases, in accordance with a medical prescription, or acts concerning the medicine so prepared. A patent
also has no effect against a person who, at the time that the application for patent was filed, had already
used the invention in Germany, or had made the necessary arrangements for doing so. That person is
entitled to use the invention for the needs of his own businessin his own plant or workshops or the plant or
workshops of others.

Actions for patent infringement must be filed in court. Possible remedies include injunctions,
compensatory damages, indemnity to the injured party and the profit that has accrued to the infringer,
destruction of the infringing articles or the articles made from an infringing process, and/or requiring
persons who use an infringing product or a product made by an infringing process to furnish information
about the source and distribution channel of the product.

In addition, it is a crime, punishable by fine or imprisonment, to do the following without consent
from the patent holder: (1) make, offer, put on the market, or use a patented product or a product obtained
from a patented process, or import or stock the product for those purposes; or (2) use or offer to usea
patented process within the jurisdiction of German patent law.

|taly

Obtaining a Patent

The Italian Patent and Trademark Office will issue a patent for an industrial product or process
invention that is novel, involves an inventive step, and is capable of industrial application.” The right to a
patent generaly belongs to the author of the invention or to his assignees or legal representatives or,
depending on the circumstances, to his employer.

The Italian Patent and Trademark Office gives each application for patent a formal examination
and a technical examination, but not an examination of novelty. Also, the application must be rejected when
the Minister of Health expresses the opinion that the invention may be harmful to health, or if any doubts
exist in that regard. The application for patent generally must be accompanied by a certificate of payment
of the prescribed fees, namely, the application and power of attorney fees, the annual fee for the first year,
and the printing fee. It reportedly takes the Italian Patent and Trademark Office roughly three years after
the filing date to issue a patent.’® Decisions on various issues may be appealed to the Commission of Patent
Appedls.

> The Italian Patent and Trademark Office also issues patents for new plant varieties, utility models, and
industrial designs. Registrations are issued for semiconductor products topographies.

!¢ Notes regarding patentsin Italy provided by Avvocato Ghidini (furnished to the Commission by the American
Embassy in Rome).
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I nfringement and Noninfringement

An Italian patent gives the patent owner the exclusive right to work the invention and the profit
from it in the territory of Italy, within the limits set by law. This exclusive right extends to the trade of
patented products but is exhausted as soon as the product has been commercialized by the patent holder or
with his consent in the territory of Italy. If the patented invention is a new industrial method or process, the
patent holder has the exclusive use of it. Such use includes aso commercializing the product directly
obtained by the patented method or process. If the product is a new one, every identical product is
presumed to have been obtained by the patented method or process, unlessthere is evidence to the contrary.

The exclusive rights conferred by the patent do not extend to acts performed in the private sphere
and for noncommercia or experimental purposes or to the extemporaneous preparation, per unit, of
pharmaceutical products on medical prescription and to the pharmaceuticals thus prepared in pharmacies.
In addition, whenever the holder of a patent for a new industrial method or process places at the disposal of
others the means clearly destined to work the patented method or process, the law presumes that the patent
holder also conferred a license to use that method or process, in the absence of stipulations to the contrary.
In addition, persons who used the patented invention in their business during the 12 months preceding the
filing date of the application for patent or the priority date may continue to use the invention within the
limits of the prior use.

Italian patent law does not authorize the unlicensed use of a dependent patent owned by another
patent holder. In other words, if practicing an industria invention patent necessarily involves practicing the
invention of a prior patent that is still in force, the newer invention cannot be practiced or utilized without
permission from the owner of the prior patent to use the invention of the prior patent.

Legal proceedings concerning industrial invention patents are considered commercia or persona
proceedings and must be brought before the appropriate Judicial Authorities of the Country. Possible
remedies for infringement include (but are not limited to) the judicia seizing of infringing articles,
injunctive relief, assgnment of the infringing articles or the means used to infringe a patented process to the
owner of the patent, and/or damages. However, the removal, destruction, or prohibition against the use of
infringing articles cannot be ordered when they are owned by a person who makes only good faith personal
or domestic use of the articles.

Japan

Obtaining a Patent

The Japanese Patent Office Patent will issue a patent for an invention that is industrially
applicable, novel, and non-obvious.*” A patent is granted on the basis of an application that is given formal
examination. When two or more patent applications for the same invention are filed on different dates, only
the first applicant may obtain a patent for the invention. If two or more applications for the same invention
are filed on the same day, only one applicant may obtain a patent for the invention, by mutual agreement
among all applicants. If no agreement is reached, none of the applicants will be granted a patent for the
invention. The person who files an application for patent must pay a prescribed fee. The applicant aso may
have to pay other charges during processing of the application.

¥ The Japanese Patent Office also issues registrations for utility models.
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On average, the Japanese Patent Office takes 3-5 years from the filing date to process an
application for patent.*® If the examiner who reviews the application determines that the application should
be denied, the applicant can obtain atrial before a collegia body of examiners who will make decisions by
amajority vote. An applicant dissatisfied by the outcome of the trial may be able to demand aretria. The
Tokyo High Court has exclusive jurisdiction over any action to contest atrial decision or an action
pertaining to a demand for retrial.

If it appears that the applicant is entitled to a patent under the law, the applicant usually must pay
the annual fee for the first year of the patent term in order for the patent to be issued, i.e., in order for the
patent to come into force upon registration of its establishment. The fee can be waived or deferred,
however.

I nfringement and Noninfringement

If the patented invention is a product, it is infringement to manufacture, assign, lease, import, or
offer for assignment or lease, in the course of trade, articles to be used exclusively in the manufacture of
the patented product. If the patented invention is a process, infringement consists of the act of
manufacturing, assigning, leasing, importing, or offering for assignment or lease, in the course of trade,
articles to be used exclusively in the working of the patented invention. When a patented invention would
utilize another person’ s patented invention under an application filed prior to the filing of the application
concerned, the patentee or licensee cannot commercialy work the patented invention.

A patentee’ s rights do not apply to another person’ s working of an invention for the purposes of
experiment or research or products existing in Japan prior to the filing of the application for patent. The
patent rights for inventions of medicines, i.e., products used for the diagnosis, cure, medical treatment, or
prevention of human diseases, that are manufactured by mixing two or more medicines, or for inventions of
a process for manufacturing medicines by mixing two or more medicines, do not extend to the act of
preparing medicines in accordance with the prescriptions of physicians or dentists or to medicines prepared
in accordance with the prescriptions of physicians or dentists.

Possible judicia remedies for infringement include injunctions, an order to destroy the infringing
articles or the articles made by an infringing process, an order to remove the facilities used for
infringement, or other measures to prevent infringement, damages, and/or an order requiring the infringer to
take the measures necessary for the recovery of the business reputation of the patentee or exclusive license
holder, if that reputation was injured.

The applicant who is granted the patent also can collect compensation for certain acts that
occurred before the patent was granted. If a person commercially worked the applicant’s invention after the
application for patent was “laid open” for public inspection (i.e., described in a notice published in the
Japanese Patent Gazette), and if the applicant provided written warning to that person about the content of
the invention claimed in the application, the applicant may, after the patent is granted, claim compensation
from that person in an amount equivalent to what the applicant would have received for working the
invention if it had been patented at that time. Even if the applicant did not issue a written warning, the
applicant may still claim compensation if the person commercially worked the invention with knowledge
that it had been claimed in a patent application laid open for public inspection.

18 | nformation obtained by Commission staff viae-mail, dated Aug. 25, 2000, from representatives of Baker &
McKenzie in Japan.
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M exico

Obtaining a Patent

The Mexican Ingtitute of Industrial Property will issue a patent to any individual who makes an
invention that is novel, the result of inventive activity, and susceptible of industrial application.’® An
invention is defined as a human creation that allows matter or energy existing in nature to be transformed
for exploitation by man, through immediate satisfaction of a specific need. This includes products or
processes for industrial application.

A patent is granted on the basis of an application that is given formal examination by the Institute.
The application must be filed by the inventor, his assignee, or a representative of the inventor or assignee.
When several inventors, independently of each other, have made the same invention, the right to the patent
will belong to the one who has the application with the earliest filing date or recognized priority date,
provided that the application was not rejected or abandoned.

The application must be accompanied by a prescribed fee. The applicant also may incur other fees
and charges during processing of the application for patent. The Institute generally takes about 30 months
to process an application. If the application is denied, the applicant can request reconsideration. If it
appears that the applicant is entitled to a patent under the law, the applicant must pay government feesin
order for the patent to be issued.

I nfringement and Noninfringement

A Mexican patent gives the patent owner the exclusive right of exploiting the patented invention to
his benefit, either by himself or by third parties who have his consent. However, the right conferred by a
patent has no effect at al on the following persons (among others):

(1) athird party, who in the private or academic field, performs, for noncommercia purposes,
purely experimental, scientific or technological research, testing, or teaching activities, and for
this purpose produces or uses a product or process equal to the patented one;

(2) anyone who trades with, acquires or uses the patented product or a product obtained by the
patented process, after such product has been legally introduced into trade;

(3) anyonewho prior to the filing date of the patent application, or the recognized priority date,
uses the patented process, manufactures the patented product, or takes the preparatory
measures required to carry out such use or manufacture;

(4) athird party who, in the case of patents related to living matter, uses the patented product as
an initial source of variation or propagation to obtain other products, unless such useis
repetitive; and

(5) athird party who, in the case of patents related to products that consist of living matter, uses,
puts into circulation or trades with the patented products, for purposes other than
multiplication or propagation, after they have been legally introduced into trade by the patentee
or avoluntary licensee.

Each action enumerated above will not constitute administrative infringement or a criminal offense under
Mexican law.

¥ The Institute also issues registrations for utility models and industrial designs.
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It isacrimina offense to do the following: (1) manufacture or make products covered by a patent
of invention without consent from the patent holder or the respective licensee; (2) offer for sale or placein
circulation the products covered by a patent, knowing that they were manufactured or made without the
consent of the patent holder; (3) use a patented process, without consent of the patent holder; or (4) offer
for sale or placein circulation products that result from the use of a patented process, knowing that the
process was used without permission from the patent holder or the person having license to exploit the
patented invention. A person who commits any of those offensesis subject to two to six yearsin prison and
afinein the amount of one hundred to ten thousand times the general minimum wage prevailing in the
Mexican Federal District.

In addition, any person adversely affected by any of the aforesaid criminal offenses may bring an
action for the payment of damages. The courts of the Mexican Federation will have jurisdiction over the
crimina offenses, as well as over any commercia or civil controversies that arise as aresult of the
application of the Mexican law for the protection and promotion of intellectual property. But when a
controversy affects only particular interests, a court of common pleas may hear the case, at the option of
the plaintiff.

The patent holder also may bring an action for damages against third parties who may have worked

the patented process or product, without his permission, prior to the grant of the patent, when such working
took place after the effective publication date of notice of the application for patent.

Russa

Obtaining a Patent

The State Patent Agency of Russia (Rospatent), adivision of Russia's Federal Institute of
Industrial Property, will issue an invention patent for a device, method, substance, microorganism strain,
plant or animal cell culture or the use of a previoudy known device, method, substance, or microorganism
strain for a new purpose.®® To be patentable, the invention must be novel, possess an inventive level, and be
industrially applicable.®

Each application for patent undergoes expert examination by Rospatent. The application must be
filed by the author of the invention, the employer, or the author or the employer’ s respective successor(s) in
law. The application for an invention patent must be accompanied by a document confirming that the
applicant has paid the established duty for the application or stating grounds upon which payment can be
waived or the amount of the duty reduced.

Theinvention is given temporary legal protection from the date that Rospatent publishes
information about the application for patent to the date of publication of information about the granting of
the patent. Persons who use the invention during that period of temporary protection will have to pay
monetary compensation to the patent holder after the patent is granted. The amount will be determined by
mutual agreement of the parties.

% Rospatent also issues useful model certificates and industrial design patents.
2 Aninvention isindustrially applicableif can be used in health service (or other specified industries and
sectors).
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A decision to reject an application for patent may be appealed to the Appeal Chamber of
Rospatent. An applicant dissatisfied with aruling of the Appeal Chamber may file a complaint with the
Supreme Patent Chamber. Consideration by courts of law, including arbitration courts, also may be
possible. If a patent is granted, the applicant must pay a duty. Thereafter, the patent holder must pay duties
to keep the patent in force for the duration of its term.

I nfringement and Noninfringement

An invention patent gives the patent holder the right to use the patented invention at his own
discretion, provided that such use does not infringe the rights of other patent holders. The patent holder also
has the right to prohibit use of the patented invention by others, except where such useislegaly
noninfringing.

Infringement is recognized as the unsanctioned manufacture, use, importation, offer to sell, sale or
other “introduction into economic turnover,” or storage, a with these aims, of a product containing the
patented invention. If the invention is a process, infringement congtitutes use of the patented process or
introduction into the economic turnover, or storage with these aims, of a product manufactured directly by
the patented process. In such a case, the new product will deemed to have been made by the patented
process in absence of evidence to the contrary. Infringement can be literal or equivalent.

Certain prior users are not considered infringers. Any person or legal entity who, before the
priority date of the patented invention, has fairly used an independently created identical invention, or made
preparation for such use, in Russiais entitled to pursue that use as long as the scope of the use remains
unchanged.

The manufacture of medicinesin pharmacies, one time only and pursuant to a physician’s
prescription, also does not constitute infringement. The following are other examples of noninfringing acts:
(2) research or experiments on the patented invention; (2) use of the patented invention in force majeure
circumstances (natural calamities, disasters, and/or major accidents) with subsequent payment of
commensurate compensation to the patent holder; (3) use of the patented invention for personal, nonprofit-
making purposes; and (4) use of the patented invention if it has been introduced legally into economic
turnover.

Disputes about infringement may be considered by courts of law, including arbitration courts.

The United Kingdom

Obtaining a Patent

The Patent Office of the United Kingdom will issue a patent for an invention that is new, involves
an inventive step, and is capable of industrial application. A patent is granted on the basis of an application
that is given substantive examination. The application must be filed by the inventor of the invention, any
other person entitled to rights at the time the invention was made, or the successor in interest to the inventor
or the other person. An application for a U.K. patent must be accompanied by afiling fee. The applicant
also may incur other fees during processing of the application, such as the fee for a preliminary
examination and search report, if requested by the applicant, and the fee for the substantive examination of
the application. On average, the U.K. Patent Office takes about 4 ¥ years to process an application for
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patent.” Decisions on various issues may be appealed to the Patents Court with the possibility of further
appeal to a Court of Apped.

I nfringement and Noninfringement

If the patented invention is a product, infringement consists of taking any of the following actions
during the term of the patent without the patent proprietor’s consent: making, disposing of, offering to
dispose of, using, or importing the product or keeping it for disposal or another purpose. If the invention is
aprocess, it isinfringement for a person to use the process or offer it for use in the United Kingdom when
he knows, or it would be obvious to a reasonable person in the circumstances, that its use there without the
consent of the proprietor would infringe the patent. It would a so be infringement for the person to dispose
of, offer to dispose of, use, or import any product obtained directly by means of the patented process or to
keep any such product for disposal or another purpose.

It is an infringement for a person to supply or offer to supply in the United Kingdom another
person (other than the proprietor, alicensee, or other person entitled to work the patent) with any of the
means, relating to an essential element of the invention, for putting the invention into effect when he knows
or should know, or it is obvious to a reasonable person in the circumstances, that those means are suitable
for putting, and are intended to put, the invention into effect in the United Kingdom.?®

Each of the aforesaid definitions of infringement are subject, however, to certain limitations under
provisions of the European Community Patent Convention.

An act that would otherwise congtitute infringement is not considered infringement if: (1) it is done
privately and for noncommercia purposes; (2) it is done for experimental purposes relating to the subject
meatter of the invention; or (3) it consists of the extemporaneous preparation in a pharmacy of a medicine
for an individual in accordance with a prescription given by aregistered medical or dental practitioner or
consists of dealing with amedicine so prepared. Certain other acts are exempted as well. With certain
limitations, the law also grants the right to continue a use that would otherwise congtitute infringement but
was begun before the priority date of the invention.

Civil proceedings for patent infringement must be brought in Court. The possible remedies include
a declaration that the patent is valid and infringed, an injunction, an order to deliver up or destroy
infringing articles or articles made by an infringing process, damages, or an accounting of the profits
accrued from the infringement. A person aggrieved by groundless threats of infringement proceedings can
obtain a declaration that the threats were unjustified, injunctive relief, or damages.

2 Commission staff conversation with a representative of the U.K. Patent Office on Aug. 11, 2000.

2 This rule does not apply to the supply or offer of a staple commercial product unless the supply or the offer is
made for the purpose of inducing the person supplied, or the person to whom the offer is made, to commit an act
constituting infringement of the patent.
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By agreement between the proprietor of the patent and the accused infringer, the questions of whether the
patent is valid and infringed and if so, what damages should be paid, can be referred to the Comptroller at
the Patent Office.? But if the Comptroller decides that the aforesaid questions would more properly be
determined by the Court, he may decline to deal with them and leave the matter for the Court.

2 The Comptroller also can award reasonable costs to any party.
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Appendix |
Glossary






Active ingredient—the specific chemicd in a
formulated drug that exhibits the desired medical
result.

Abbreviated New Drug Application
(ANDA)-asimplified submission permitted for a
duplicate of an aready approved drug.

Association of the British Pharmaceutical
Industry (ABPI)-the trade association
representing research-based pharmaceutical
companies operating in the United Kingdom.

Association of | nter national Phar maceutical
Manufacturers (Al PM )—the trade association
representing international research-based and
medical equipment companies operating in
Russia.

Associazone Nazionale dell’Industria
Farmaceutica (Farmindustria)-the trade
association representing research-based
pharmaceutical companies operating in Italy.

Blockbuster drug-defined by Lehman Brothers
as a product with annual sales over $1 hillion.

Bundesinstitut fur Arzneimittel und
Medizinprodukte (Federal Ingtitute for
Drugsand Medicinal Devices (BfArM))-the
German agency responsible for approval of
finished medicinal drugsmarketed for human use.

Bundesverband der Pharmazeutischen
Industrie (BPl)-a trade organization
representing research-based and generic
pharmaceutical companiesoperatingin Germany.

Canada’'s Research-Based Pharmaceutical
Companies (Rx&D)-the trade association
representing the research-based pharmaceutical
companies operating in Canada.

Committee on Proprietary Medicinal
Products (CPMP)—A committee established in
the EU to examine matters relating to the
granting, suspension, or revocation of marketing
authorities for pharmaceuticals.

Compulsory licensing— defined as“ permission
to use intellectual property, compelled by the
Government in order to accomplish some political
or socia objective. Compulsory licensing forces
an intellectual property owner to alow others to
use that property at afee set by the Government.”

Drug pipéeine-the progress of new drugs
through the discovery, development, and
marketing phases. A drug may fail at any stagein
the pipeline and be eliminated from the firm’'s
portfolio of potential new products. Several drugs
can be in the pipeline simultaneously.

Drug Price Competition and Patent Reform
Term Restoration Act (Hatch Waxman
Act)—Legidation enacted in 1984 that contained
provisions to allow partial restoration of an
innovative drug's patent term up to five years,
depending on the amount of time lost during
regulatory review. It also amended the FDCA to
provide for ANDAs for generic versions of
previously approved innovative drugs.

Enhanced Initiative (the U.S.-
Japan Enhanced Initiativefor Deregulation
and Competition)—abilateral processbegunin
1997 to address regulatory and anti-competitive
barriers for both foreign and domestic firms in

Japan.

European Federation of Pharmaceutical
Industry Associations(EFPI A)—thefederation
of the national pharmaceutical industry
associations. EFPIA’s members include
18 national pharmaceutical industry associations
and 45 innovative companiesoperating in Europe.

FDCA—Federa Food, Drug and Cosmetic Act
(21 USC 301 et seq.).

Formulary—alisting of medicinal substancesand
formulas.

Generic products—non-patented products.

Global joint cost—defined as a case in which
thefixed cost isthe same regardl ess of the number
of users served worldwide, and hence cannot be
rationally allocated to individual users.



Health Maintenance Organization
(HMO)—-the generic name for a type of
U.S. private health plan.

International reference pricing—when prices
in one country are controlled in away that makes
them equal or proportional to prices in another
country or the average price in a set of countries.
In an economic sense, reference pricing is
somewhat analogous to “100 percent parallel
trade” because of similar effects it can have on
prices in two countries.

Investigational New Drug Application
(INDA)—an application that adrug sponsor must
submit to the FDA before beginning tests of anew
drug on humans.

Innovative firm—a drug manufacturer which
invents, develops, and, in most cases, markets a
new product. Such firms dedicate a significant
share of sales to primary research and
development activities.

Japanese Pharmaceutical Manufacturers
Association (JPMA)-the trade association
representing innovative companies operating in

Japan.

Market Oriented Sector Specific
(M OSS)—Intergovernmental talks between the
United States and Japan concerning a variety of
trade issues that transpired during the 1980s.

Market segmentation—the grouping of
consumers by unique demand characteristics.

Megabrand-defined by AstraZeneca as a
product that (1) by the second year of its launch
has already reached $1 billion in annual salesand
will likely earn several billion dollars in its
lifetime; (2) will beintroduced and marketed in as
many as 60 countries during the first two years of
its lifetime; and (3) significant marketing
expenditures are required.

Me-too products—defined broadly as a product
that is therapeutically similar to an existing
pharmaceutical product. Some “me-too” products
arealso chemically similar to theexisting product.

Ministry of Health and Welfare (MHW)-a
Japanese Government agency.

National Chamber of Pharmaceutical
I ndustry (Canifar ma)—anon-profit autonomous
organization that represents and protects the
interests of pharmaceutical companies operating
in Mexico.

New chemical entity (NCE)-a term used to
refer to achemical that isbeing tested or marketed
as a potentia drug. The compound can be at any
stage in the development process from discovery
to initial marketing.

New drug application (NDA)-an application
reguesting FDA approval to market a new drug
for human use in interstate commerce. The
application must contain, among other things,
data from clinical studiesfor FDA review.

National Health Service (NHS)-the United
Kingdom’s national health program.

National Institutes of Health (NIH)-the
U.S. Federal Agency responsiblefor, among other
things, coordinating Federal research activities.

Over-the-counter (OTC)—products generally
not requiring a prescription (in contrast, OTC
ethical products are OTC products that are
primarily promoted to healthcare professionals).

Pack size-generally defined as the number of
units dispensed under a prescription that combine
the same level of active ingredient. If pills were
dispensed, for example, the number of pillswould
determine the size of the “pack”for copayment
purposes. A “large” pack would contain morepills
than a “medium” pack which, in turn, would
contain more than a“small” pack.

Par alld trade-theimportation of productsfrom
countries with low cost by countries with higher
costs.

Pharmaceutical Research and
Manufacturers of America (PhRMA)-the
U.S. trade association representing companies
operating in the U.S. pharmaceutical industry.



Price discrimination—charging different prices
in different market segments.

Priority drugs-defined by the FDA as those
productsconsidered to beanimportant therapeutic
gain over existing products.

Pharmaceutical Price Regulation Scheme
(PPRS)—the name, since 1978, of the UK'’s
national systemto maintain pricelevelsthat allow
for a*reasonable return on capital .”

Reference pricing-defined as “a system for
determining the maximum rei mbursement amount
for approved categories of pharmaceutical
products prescribed by physicians.” “ Reimbursable
products are placed in clusters or groups of drugs
that have ‘interchangeable” chemical
characteristics or are considered to be
“therapeutically equivalent’ when prescribed for a
particular medical condition. Each group of
productsis given asingle ‘reference’ price which
then becomes the mandated average or maximum
price at which all products in the group are
reimbursed.” (see International Reference
Pricing)

Statutory health insurance (SHI)
system-—self-governing non-profitinsurancefunds
in Germany organized on a local, company,
occupational or national basis and funded by
employee/employer contributions and general
taxation

Strategic alliances-specific  arrangements,
ranging from marketing agreementsto agreements
to share the products of research in specified
areas, that allow both sides to benefit. Individual
companies may enter into multiple strategic
alliances.

Syndicat National del’Industrie

Phar maceutique (SNI P)-the trade association
that represents research-based pharmaceutical
companiesin France.

Verband Forschender Arzneimittel-
hersteller (VFA)-atrade association
representing research-based pharmaceutical
companies operating in Germany.
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