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AUSTRALIA

Intellectual Property Protection

Patent Term Length

PhRMA considers it essential for an adequate patent life to be afforded to
pharmaceuticals in Australia, as in the rest of the world. Many members of PhnRMA'’s
International Section maintain affiliates in Australia, and consider Australia an important
country in their overall global business and investment planning. PhRMA welcomes
recognition by the Australian Government of the importance of patent protection to the
pharmaceutical industry, particularly to encourage research, development and investment
in Australia.

In 1998, the Australian Government enacted patent term extension for
pharmaceuticals by up to five years, in order to bring Australia into line with international
practice. The new policy applies to patents that were still viable as of July 1, 1999. The
five year extension makes possible an effective patent life of 15 years. Where patent
extensions are granted, “springboarding” or Bolar-type provisions will apply, so that
generic manufacturers are able to do all necessary testing of their products before the
expiration of the innovator’s patent rights.

The Australian Government long has viewed any extension for existing patents as a
“windfall” for the industry, as several companies could benefit from the immediate
extension of the patent life for their products. It therefore made the commitment to offer
generic firms a “springboarding” benefit in exchange for the “benefit” to the research-based
industry of patent term extension. However, the Australian Government overlooked at least
two issues in this regard:

(1) that the market launch of pharmaceuticals in Australia is delayed by the complex and
lengthy requirements in a strict cost containment environment, which includes the
submission of “cost effectiveness” data; and

(2) that economic returns from currently marketed products in Australia provide the funding



for future research and development (R&D), so patent term restoration applied to current
products on the market in Australia will provide the foundation for investment to support
future R&D in that country.

PhRMA does not agree with the necessity of maintaining a “springboarding”
provision that basically undercuts the current value of intellectual property protection in
Australia, and certainly does not agree that a “springboarding” provision is needed to
“compensate” for the value of patent term restoration.

Protection of Proprietary Data

PhRMA applauds the recent enactment by the Australian Government of a law
governing data protection that commits Australia to abide by the WTO TRIPS Agreement.
PhRMA hopes that the Australian Government would provide protection for confidential
data to all chemical entities, to the extent a particular use for which approval is sought has
not been granted approval for that particular entity. This should include new indications for
entities already approved, in addition to the first approved usage.

Furthermore, while the Australian Government has moved to provide five years of
data protection for new chemical entities in the first instance, PhRMA believes that this
period of protection should be ten years from the date of marketing approval, to allow
for the additional time that it takes for a product to be listed on Australia’s Pharmaceutical
Benefits Scheme (PBS), which is the list of products eligible for reimbursement by the
Australian Government. If the period of data protection begins before this date, the
effectiveness of such protection would be eroded through the lengthy time needed for
listing approval.

Pricing and Cost Containment Policies’ Impact on IPR and Market Access

The Australian Government operates effectively as a monopsony purchaser of
prescription pharmaceuticals through its operation of the Pharmaceutical Benefits Scheme
(PBS). The PBS system accounts for approximately 80% of total prescription drug sales.
The PBS aims to provide reliable and affordable access to medicines for the Australian
community. Under the PBS, capped co-payments and safety net provisions limit the cost
of pharmaceuticals to consumers, with the Government paying the remainder.

The Industry Commission Inquiry into the Pharmaceutical Industry (May 1996) found
that “the Government’s use of market power saves taxpayers up to $A860 million a year.”
In effect, the industry thus subsidizes taxpayers to this extent.

In recognition of this price suppression, in April 1997, the Australian Government
announced the Pharmaceutical Industry Investment Program (PIIP), under which the
Government will allocate A$300 million over the next 5 years to eligible companies in return
for activity.



One month later, in May 1997, the Australian Government announced its intention to
introduce Therapeutic Group Premiums (TGP) (reference pricing) from February 1, 1998,
for certain classes of drugs which have “similar clinical activity.” For each of these classes,
a base or benchmark price was established. The Government reimburses drugs in the
class to the level of the base/benchmark price product. For other drugs in the class,
patients have to pay any additional premium.

Originally, six classes of drugs were proposed for the TGP; however, strong
opposition by industry and medical groups to the inclusion of beta-blockers and SSRIs
resulted in their exemption from the TGP. The four remaining classes affected by the TGP
include: ACE inhibitors and calcium channel blockers used to treat high blood pressure
and heart disease; the HMG class of drugs for treating high cholesterol; and H2 receptor
antagonists for the treatment of ulcers.

The Government hopes to achieve PBS savings of A$460 million over 4 years,
through the introduction of TGPs. The TGP proposal is expected to return to Government
revenue almost double the average A$60 million per year foreshadowed in the PIIP.

The TGP proposal should be considered in the context of Australia’s mandatory
cost effectiveness criteria, under which manufacturers must already justify the price of their
drug through economic and therapeutic evidence, in order to gain reimbursement.

The research-based pharmaceutical industry maintains the position that there are
several reasons why TGPs are not appropriate in the Australian reimbursement system.
More specifically, TGPs:

contradict the principle of evidence-based medicine;

do not recognize that some products are not interchangeable, and that
individuals do not necessarily respond in an average or predictable way;

shift costs to other arms of the healthcare system;

tend to create a two-tier system of drug access;

send a negative message to industry because prices in the Australian market
are already low;

discourage R&D and marketing of the latest products;

result in loss of investment and employment;

undermine the principles of patent protection.

Impact on intellectual property

The TGP system effectively negates the economic value of the entire remaining
patent life of a patented medicine in the affected classes. This occurs through a
combination of the way in which the proposal operates and the culture of the Australian
health care system. The system involves the grouping of newer patent-protected products
with generic versions of older molecules within a therapeutic class (e.g. generic captopril is



grouped with patented enalapril; generic Cimetidine is grouped with patented famotidine).

The benchmark product/price for each class is likely to be set by a generic product
— in effect, this generic product becomes the ‘de facto’ generic for all other patented
products in the class, regardless of patent life. The Government will reduce the level of
reimbursement it currently provides to all products in the class to that of the benchmark
product. The Government claims that the TGP system allows manufacturers to charge
whatever price they wish — a claim that is theoretically correct.

However, the PBS, which has operated for over 50 years, has created a climate in
which free medicine (apart from the co-payment to Government) is seen as the norm.
Market experience has shown that consumers are unwilling to pay more than a A$2
premium for any medicine (in addition to any co-payment).

Given this environment, manufacturers have the choice of maintaining their current
prices and losing substantial volume, or reducing their price and revenue. In either case,
the economic return is substantially less than would otherwise have occurred in the
absence of TGPs. The reduced return is sustained throughout the remaining life of any
patent, devaluing the value of the intellectual property.

Impact on market access

In the Australian context, market access effectively equates to reimbursement. This
is because the PBS system accounts for approximately 80% of total prescription drug
sales.

The 1996 Australian Industry Commission inquiry found evidence that community
access to some drugs was adversely affected by the PBS; and that while Australia has not
suffered too much in this area, the position is unlikely to be sustainable because when low
prices are taken into account, the overall impact of the PBS has been to reduce sales
revenues of some companies, increasing the risk of non-supply.

The introduction to TGPs inevitably will lead to increased risk of non-supply. As
Paul Gross, a consultant to the research-based industry, concludes in his report, “There is
serious concern amongst pharmaceutical manufacturers that a second stage of TGP
pricing in Australia might attempt to use the price relativities established in prior economic
appraisals of different drugs (cost effectiveness analysis) to readjust the first year relative
prices between reference priced and non reference priced drugs. Such an adjustment
would debase both future and past economic appraisals of drugs on the PBS and places
manufacturers in double jeopardy when an arbitrary price control scheme (i.e., TGP) is
superimposed on the more objective world recognized economic appraisal guidelines.”

A concise example of Gross’s conclusion is where a new proton pump inhibitor
would have to prove cost effectiveness against generic Cimetidine. Given the low price of



Cimetidine, it will be hard to justify cost effectiveness to a level sufficient to make it
economically worthwhile for a manufacturer to gain reimbursement of the PPI. The likely
outcome is that the PPI will not be reimbursed because the subsidy offered by the
Government is too low, and the product will not be made widely available to the Australian
community. Market access is effectively denied.

Conclusion

Australia’dfferedbecause tholis topolt tos, particularl
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CHINA

The Pharmaceutical Research and Manufacturers of America (PhRMA) and its
member companies in China continue to face significant challenges and problems in
China as that country finalizes its negotiations with World Trade Organization (WTQO)
member countries to prepare the way for its accession to the WTO. The major challenges
may be found in the broad areas of intellectual property protection, the pricing and
reimbursement of medicines and the technical regulation governing the approval of
medicines for human use. Some improvements have been made in the operating
environment for PhRMA member companies in China since China enacted intellectual
property laws in 1993, but significant problems remain. In particular, inadequate
intellectual property laws and the poor implementation of China’s “Administrative
Protection” program (i.e., pipeline protection) for pharmaceuticals pose a serious public
health risk, and serve to undermine the competitive advantage that innovative companies
gain from their substantial investments in research and development.

Intellectual Property Protection

Administrative Protection

In 1993, the United States and China signed a Memorandum of Understanding
(MOU) to allow Administrative Protection (AP) in China for American pharmaceutical
patents granted between 1986 and 1992. The Chinese government then extended this
MOU to include the European Union (EU) countries and Japan.

The MOU provides seven and one-half years market exclusivity, or AP rights, in
China for pharmaceutical patents that:

were not subject to protection by exclusive rights prior to the amendment of current
Chinese laws;

were patent protected between January 1, 1986 and before January 1, 1993 in an MOU
signatory country; and

were not previously marketed in China.



Due to a number of policy initiatives put forward by the Chinese government,
industry has realized few of the benefits intended under the MOU. These include:

Notice 72: this regulation, not intended under the MOU, allows local companies to
submit and gain registration during the evaluation period to market products free of
punishment for infringement. In addition to the prolonged delays companies experience
during the application process, Notice 72 has caused member companies to lose
significant revenue and market share to local generic companies, and has frequently
resulted in the outright denial of AP rights by the State Drug Administration (SDA).

One Drug, One Indication: a new policy interpretation recently advocated by the Office
of Administrative Protection within the SDA that would limit the scope of AP to the
original utility listed in the pharmaceutical patent. This policy has never appeared in
written form and conflicts both with the 1992 MOU and general patent law principles
which allow exclusive rights to the invention so as to encourage new and innovative
uses for the product during the patent life.

Recommendations

PhRMA Member Companies have lost significant revenue and market share in
China from inadequate AP rights. Because of the harm incurred by industry, we urge the
United States Trade Representative (USTR) to continue to make Administrative Protection
rights a high priority trade issue with the Chinese government.

Policies such as Notice 72 and the “one drug, one indication” policy, are
inconsistent with the 1992 MOU and should be repealed immediately.

Counterfeit Pharmaceutical Products

A growing concern of foreign companies operating in China is the significant
increase in counterfeit pharmaceutical products. While it is difficult to gain a clear
understanding of the extent of the counterfeit pharmaceuticals in China, it is believed that
the innovative pharmaceutical industry loses roughly 10 to 15% of annual revenue in China
due to counterfeit products. In addition to lost revenue for industry, this issue has very
serious implications in the area of public health and safety.

PhRMA has taken an aggressive and cooperative approach in trying to reduce
counterfeit pharmaceuticals in China. A number of companies have formed an Anti-
Counterfeiting Coalition in which participant companies jointly conduct proactive market
sampling and surveillance, as well as raids on suspected counterfeit manufacturers and
distributors. Detection and enforcement, however, are expensive and difficult, and cannot
be accomplished by industry alone. We would like to work as a partner with the Chinese
Government to eliminate counterfeit pharmaceuticals, and urge the Chinese Government to
make this a high priority issue.
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Apart from posing a serious threat to public health, the proliferation of counterfeit
medicines could lead to further downward pressure on the prices of innovative U.S. and
European medicines, particularly if China adopts some form of reference pricing.

Recommendations

While the State Drug Administration has promulgated an administrative sanctions
law and established a small anti-counterfeiting office, few resources have been allocated
for anti-counterfeiting efforts. We urge the Chinese government to:

allocate more resources to anti-counterfeit pharmaceutical initiatives;

as the licensing authority of pharmaceutical manufacturers, the SDA should commit to
random, unannounced searches of pharmaceutical operations; and

enact mandatory criminal prosecution and jail time for convicted counterfeiters.
Patents

After a foreign company receives patent protection on a pharmaceutical compound
in China, it is all too common to find that the SDA has allowed local companies to conduct
clinical trials on the patented compound. These clinical trials are conducted without the
permission of the patent holder, and thus constitute patent infringement.

Recommendations

When a patent is issued in China, it should be the responsibility of all ministries and
agencies in the Chinese government to uphold and enforce the rights of the patent holder.
With regard to pharmaceuticals, clinical trial authority should be denied if the compound is
under patent and the applicant to conduct clinical trials has not first obtained the express
written permission of the patent holder.

Barriers To Market Access For Patented Pharmaceutical Products

Price and Profit Controls/Protectionism

Pharmaceutical products are considered special commodities in China and thus
subject to price controls. In 1997, pharmaceutical price jurisdiction was vested in the State
Development and Planning Commission (SDPC). Since that time, the SDPC policy or
guidelines for establishing pharmaceutical prices have been in a continuous state of
change and this has therefore become an area of great concern and unpredictability for
pharmaceutical companies. Experience has proven that pharmaceutical price controls
discourage innovation and high quality manufacturing, and often result in unintended
consequences such as discouraging the timely introduction of innovative products in the
marketplace, and maintaining artificially high prices in the generic pharmaceutical sector.

11



SDPC pricing policy has changed significantly in the past two years and reflects
some of the recommendations advocated by the international industry. While the SDPC
originally intended to set rigid margin controls at each stage of the distribution chain, a
policy change implemented last year focused on the end retail price while continuing to
monitor margins at the distributor and hospital level. In the event that the SDPC found
distributor and hospital margins to be excessive, it reserved the right to cut the product’'s
retail price.

In July 2000, the SDPC promulgated the Guidelines for Drug Price Administration.
This new policy is encouraging as it immediately allows free market pricing for some
products and implies that use of the free market will be gradually expanded. This policy
raises new concerns, however, as the SDPC has abrogated a substantial share of its
pricing authority to the provincial and local governments. Further, these new regulations set
forth the following principles for consideration in establishing pharmaceutical prices:

Innovative v. Generic; GMP v. non-GMP; and Brand v. non-Brand;

Imported drug prices should be referenced to locally manufactured drug prices or to the
prices in countries at roughly the same level of economic development as China.

This new policy will result in a number of unanticipated and unintended
consequences, not least of which are higher operating costs for companies as new pricing
departments and personnel are added in order to negotiate with the many regional
government-pricing authorities. Additionally, as the SDPC reserves the right to order a
price cut, a company may be discouraged from offering higher volume discounts as this
could result in an across-the-board price cut for the company’s product nationwide. Finally,
this new policy theoretically allows provincial and local governments to maintain higher
government-established prices for locally produced products. This could exacerbate
provincial and local protectionism, which would contradict one of the key policy goals of the
central government as China pursues entry into the World Trade Organization (WTO).

Conclusion

PhRMA and its member companies in China continue to face challenges in China
with regard to Intellectual Property Rights protection, the pricing and reimbursement of
pharmaceuticals and the technical regulation governing the approval of medicines for

human use.

Potential sales/Foreign exports

PhRMA is currently studying methodology for estimating damages caused by the
aforementioned trade barriers in China. Current estimates of losses in China approximate
$800 million.

12
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HONG KONG

Intellectual Property Protection

PhRMA is concerned that the Hong Kong Department of Health recently approved
14 generic compounds which the research-based industry in Hong Kong believes infringes
the patents of the originators, including Proton Pump and HMG CoAg Reductase Inhibitors.
Some of these products, as we understand, were approved partly on the basis of
information in the originator’s regulatory dossier, which is allowed within certain limits
through existing regulations of the Department of Health (DoH).

The research-based industry in Hong Kong is pressing for legislative amendments
to close what we believe is an unacceptable loophole in this regard. PhRMA believes that
the Hong Kong DoH should review the patent life of any product that comes up for approval
in the Special Administrative Region (S.A.R.) of Hong Kong. The Hong Kong DoH should
not approve products which infringe the patent of the originator of the product in Hong
Kong, and should limit the use of the originator’s dossier in seeking such approval.

PhRMA also is concerned that some pharmaceutical products, imported from
various countries, including Malaysia, Indonesia and Greece, have not received official
regulatory approval in Hong Kong. Although the imports are recorded upon entry, if they
are officially designated for re-export (i.e., often to China), there is no requirement that they
be approved in Hong Kong, or for the presentation of records on whether, and in what
guantity, the shipments have left the S.A.R. This, we believe, has led to the diversion of
substantial quantities of non-approved products to the local market in Hong Kong. This, in
turn, has eroded the market exclusivity of the patented medicines of PhRMA member
companies in Hong Kong.

Market Access Barriers to Patented Pharmaceutical Products

Regulatory Delays
PhRMA is concerned that new procedures for the approval of prescription drugs will
delay access to innovative medicines from PhRMA member companies for patients in

13



Hong Kong. Under recent changes in drug approval regulations, prescription product
approvals, rather than marketing being allowed immediately after approval by the
Pharmacy and Poisons Board, will not be granted until the forensic classification by the
Legislative Council is cleared and officially gazetted. The research-based industry in Hong
Kong believes that the requirement could double approval times to eight months. PhRMA
is concerned that further approval delays will shorten effective patent life, reduce returns on
research investment and delay patient access to new therapies.

Potential Sales/Foreign Exports

PhRMA is studying methodology for estimating damages caused by the
aforementioned trade barriers in Hong Kong. It is not possible at this time to estimate the
financial impact of the aforementioned barriers on the research-based pharmaceutical
industry in Hong Kong.

14
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INDONESIA

The economic and political turbulence has continued into 2000 despite changes in
the political arena under President Wahid. There seems to be little will to make the
necessary adjustments to encourage investment, repatriation of funds or elimination of
corruption in government and business circles. The currency began the year stronger at
Rp7000 to U.S. Dollar but weakened as the year progressed to Rp8500/U.S. Dollar by
August. The key issues affecting the U.S. Research Based Pharmaceutical Industry more
or less remain the same with some progress being made in certain areas.

The key issues are:

A. New Chemical Entities (NCE) or Pharmaceutical product registration by the
Indonesian Food and Drug Administration (Dir.Jen POM) has been modified under
a new regulation. However, no real progress has been seen yet as the old “crash
program” remains incomplete. Discrimination against imported products in the
product registration process also continues to be a problem for PhARMA member
companies.

B. Intellectual Property Rights (IPR); A new Patent Law amendment is drafted and is
before parliament. The new amendment is not fully TRIPS compliant but goes
further to strengthen the industry position.

C. Marketing practices of foreign/domestic industry remain an issue limiting the U.S.
companies’ ability to compete fairly. Government has recently voiced concerns and
is discussing legislation in this area.

D. Counterfeiting and Smuggling are still rampant and not controlled by the relevant
authorities.
E. Other issues: There are also problems in connection with the protection of trade

secrets and with taxation.

15



NCE and Pharmaceutical Product Registration

It has taken 18 months to persuade the Director General of POM Drs Sampoerno
that a new, more efficient system of New Drug Registration was necessary. Following
consistent pressure from the International Pharmaceutical Manufacturers Group (IPMG)
and Foreign Embassies a new system was announced in July 2000. It looks very similar to
the one proposed by IPMG with cosmetic adjustments. However, three major issues are
yet to be clarified and resolved:

1. The timetable of the approval process (Number of working days for
completion).

2. The cost of the applications (NDA Tariff system).

3. The documentation required to determine the pathway. (Summary basis of
approval/EPAR or Independent Assessment Reports).

With approvals now taking over 2 years under the old system it is hoped that this
new process will be implemented before too long.

PhRMA also objects to the discrimination against imported products in the process
of registration. In principle, the Indonesian FDA grants registration only to locally
manufactured products. Import licenses can be obtained for the following ‘categories': (i)
life saving, (ii) cannot technically be produced locally, (iii) extremely low volumes, (iv) export
of locally manufactured product larger than imported volume. Licenses are issued for 2-
year periods after which extensions can be obtained but only after a full re-review of the
case.

Many years ago, only companies that specifically invested in Indonesia in
Manufacturing Units could hold product/marketing licenses and therefore be a "Market
Company.” No investment in manufacturing meant that the company concerned had to
appoint a local or foreign licensee (who had a factory). Many companies still do this today
through a local distributor.

PhRMA believes that the Indonesian local manufacturing requirement may be a
violation of the WTO. In general, the WTO (GATT Atrticle Il) flatly prohibits local
manufacturing/local content requirements. This prohibition includes measures that
condition import licenses or investment approvals on local manufacturing or local content
plans/commitments.

Intellectual Property Rights

The new Patent Law amendment of 1999/2000 is presently before Parliament but is
not expected to be approved in the immediate future. The modifications to the existing law
are positive although there are sections that remain non-compliant with TRIPS. IPMG,
however, now recommends that all research-based companies file for Product and
Process patents for NCEs in Indonesia within one year of the country of origin/discovery

16



application. IPMG is also working on proposals to modify the present amendment to make
it more TRIPS compliant. Implementation of all IPR laws will remain the major hurdle for
foreign companies operating in Indonesia.

Marketing Practices

During 2000, the official GP Farmasi congress, held in Bali, approved the 1999
Code of Pharmaceutical Marketing Practices. It was, however, not made compulsory and
therefore is only IPMG members implemented it. The Ministry of Health (MOH) have been
critical recently of the Pharmaceutical Industry, in general, for high prices and unethical
business practices and they have requested the Dir.Jen POM to draft new regulations on
these issues. IPMG are monitoring the situation carefully and will continue their dialogue
with POM. We do not expect any dramatic improvement in business and marketing
practices in the short-term.

Counterfeiting and Smuggling

These practices continue unabated and in fact have probably become more
commonplace with the deterioration in the economic and political arenas in Indonesia. No
quick fix seen in the near future.

Other Issues
Trade Secrets

The lack of protection of trade secrets remains an issue for the pharmaceutical the
industry.
Taxation

There is no change from last year, although there are fewer taxation problems with
respect to exporters. Expatriate/Foreigner taxation is a possible future issue.
Conclusion

PhRMA and its member companies in Indonesia face difficulties with New

Chemical Entities, Intellectual Property Rights, marketing practices, and with counterfeiting
and smuggling.

Potential Sales/Foreign Exports

PhRMA is studying methodology for estimating damages caused by the
aforementioned trade barriers in Indonesia. The current estimate of losses to the U.S.
pharmaceutical industry is approximately $87 million.
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JAPAN

Derequlation Initiative

Japan is the second largest single market for pharmaceuticals worldwide. Over the
past decade, significant regulatory barriers to new product approval developed, leading to
an extensive drug lag in which 120 global products launched worldwide since 1985 remain
unavailable in Japan.* In 1996, an industry survey revealed that on average, new drug
approvals in Japan (JNDASs) were taking 26 months for review, compared to 18 months in
the United States, the UK and Germany. Average review times further decreased to 12
months in the U.S. in 1997.

As aresult, in 1997, the U.S. Government agreed to include the pharmaceutical
sector in the U.S. - Japan Enhanced Initiative for Deregulation and Competition. The
Government of Japan has taken a series of deregulatory measures, the latest and the most
significant being the adoption on March 31, 2000 of the final revisions to its Three-Year
Programme for Promoting Deregulation. The salient deregulatory and other measures that
relate to the dialogue under the Enhanced Initiative include the following issues:

1. Recognition of Innovation: Reaffirm the value of innovation of pharmaceuticals
and medical devices, so as not to impede the introduction of innovative products
which bring more effective and more cost-effective treatment to patients.

2. Approval Process: The speed of the New Drug Application (NDA) approval
process has been improved recently and review times are decreasing. The Ministry
of Health and Welfare (MHW) has shortened the standard processing period for
NDAs to 12 months since April 1, 2000. MHW will allow for the submission and
review of an NDA for an additional indication, and for partial change, as well as for
the continuance of clinical work, while the NDA for the molecule’s initial indication is
still pending. MHW abolished the Sub-Committees of the Central Pharmaceutical

! Draft Study by L.G. Thomas Ill, The New Drug Lag: Barriers to the Japanese
Pharmaceutical Market, 1998.
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Affairs Council in November 1999 and strengthened a team-review system in the
Pharmaceutical and Medical Devices Evaluation Center. MHW will continue to offer
opportunities, as appropriate, for applicants to discuss their NDA'’s with senior
MHW officials. MHW has divided the Special Committee on Drugs of the Central
Pharmaceutical Affairs Council into two bodies that will meet for up to 16 times-a-
year. MHW has established a Special Committee to review In-vitro Diagnostics
(IVD). MHW will maintain dialogue with applicants so that they may have some
sense as to how long it will take to process an individual medical device or new
drug application.

3. Acceptance of Foreign Clinical Data: the Government of Japan provides
opportunities for consultation with the Organization for Pharmaceutical Safety and
Research (OSR) to promote the facilitation of acceptance of foreign clinical data
based on International Conference on Harmonization (ICH) E5 guidelines. MHW
notification issued in November 1999 clearly provides protection of rights of
individuals and companies, including protection of business proprietary information,
when the data as well as patient records are made public after product approval.
MHW affirms that on a case-by-case basis, it is possible to submit a bridging data
package, as defined by ICH E5 Guidelines, without a new bridging study in order to
obtain product approval, if ICH and Good Clinical Practices (GCP) - consistent data
for extrapolation are available to confirm comparability. MHW notification issued in
August 1998, based on ICH guidelines, resulted in the expanded acceptance of
foreign clinical test data for the approval of new pharmaceuticals. The Government
of Japan has accepted clinical test data for the approval of new medical devices
and pharmaceuticals that meet GCPs, regardless of origin, whether domestic or
foreign.

4. The Reimbursement Process: An appeals process for medical device and
pharmaceutical pricing decisions was implemented in October 2000. Judgments
will be based on the appropriate and accurate application of pricing rules, which are
set out in writing. MHW will ensure that members serving on the Drug Pricing
Organization (DPO) and the Special Organization for Insurance-covered Medical
Materials have objective scientific expertise and no conflicts of interest, and that
they take into account the opinions of related parties.

5. Transparency: To ensure transparency in the consideration of health care
policies, foreign pharmaceutical and medical device manufacturers will continue to
be provided, upon request, with opportunities to state their opinions in the relevant
Councils and relevant study groups on an equal basis with Japanese manufacturers,
including foreign manufacturers, and MHW will make maximum efforts so that such
opportunities will be meaningful.

These commitments made in 2000 are evidence of the Japanese Government's

good faith efforts to engage in positive reform; they were built upon earlier commitments in
the Enhanced Initiative negotiations, beginning at the Birmingham Summit of G-8 countries
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in May 1998. There, Japan’s Government made significant commitments to facilitate
market access and deregulation on four specific points related to pharmaceuticals sector
regulatory and pricing mechanisms:

1. Recognition of the value of innovation of pharmaceuticals and medical
devices, so as not to impede the introduction of innovative products which can bring
more effective, safer and cost-effective treatments to patients.

2. Transparency in the consideration of health care policies: The Government of
Japan committed to allowing foreign pharmaceutical and medical device manufacturers
meaningful opportunities to state their opinions in the relevant councils on an equal
basis with Japanese manufacturers (“yuigi-na iken hyomei-no kikai”), and providing
them on their request with opportunities to exchange views with MHW officials at all
levels.

3. Shortening of the approval processing period for new drug applications to 12
months by April 2000, with steady and continuous improvement between now and then,
and to further speed the introduction of innovative new pharmaceuticals, significantly
shorten review times, particularly for priority drugs.

4. Expansion of the acceptance of foreign clinical test data for pharmaceuticals
through the incorporation of International Conference on Harmonization guidelines into
Japanese regulations by August 1998, and adoption of an acceptance process that is
transparent and avoids inappropriate delays.

In June 1999, the Japanese Government further committed to deregulation and
valuation of innovation in the Enhanced Initiative with amended language stating that:

“recognizes the value of innovation of pharmaceuticals so as not to impede or
prevent the introduction of innovative pharmaceuticals which bring more effective and
more cost-effective treatments to patients, and continues to study the pharmaceutical
pricing system with related parties, including the U.S. industry, recognizing the role of the
market.”

Again, these changes are evidence of the Japanese Government’s good faith
efforts to meet commitments in the Enhanced Initiative. There are still, however, a number
of areas where continued engagement is needed to resolve issues both in regulatory and
on reimbursement pricing. The following provides a review of Japan’s status on regulatory
and reimbursement pricing deregulation to date.

Requlatory Barriers

Industry is actively working with MHW as it progresses to ensure reform of
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regulatory framework. Areas of current focus and interest are the acceptance of foreign
clinical data (issues surrounding the implementation of the ICH E5 guideline on Ethnic
Factors in the Acceptability of Foreign Clinical Data), implementation of the a 12 month
review time for New Chemical Entities (NCESs) through the introduction of a new New Drug
Application (NDA) review process, and a new Post Marketing Safety Surveillance System
(PMS System) that MHW has recently proposed.

The implementation of the ICH E5 guideline by MHW in August 1998 paved the way
for NDAs to be filed with MHW supported by foreign (non-Asian) clinical data. Until the
implementation of this guideline, companies were required to repeat costly and time
consuming Phase llI clinical trials in order to obtain drug approval in Japan. However, the
implementation process has not been smooth, and industry has many concerns regarding
the interpretation and practical implementation of this guideline by MHW. Experience to
date suggests that MHW still require small, specific studies (‘bridging studies’) to be
carried out in support of an application containing foreign clinical data, rather than
accepting the data already generated by the company (the ‘bridging package’).
Furthermore, industry is concerned that MHW appears to require clinical data from
Japanese patients, and will not accept ‘Asian’ data (ICH considers only three ethnic
populations of clinical significance — Asians, Blacks and Caucasians; further country
population stratification of these groups is not scientifically justified). Until these issues are
resolved companies will continue to experience additional costs and delays entering the
Japanese market.

MHW has recently made public a detailed description of its new NDA review
process which will allow it to achieve the 12 month review period targeted from April 2000.
The implementation of this process will need to be closely monitored, particularly with
regard to what is, and is not, included by MHW when counting the 12 month period. This
monitoring requires the introduction of clearly defined metrics, agreed to by both industry
and MHW, and compiled by an independent third party.

A notification from October 1999 concerning the public disclosure of sections of the
NDA via the MHW website remains a significant concern for the industry. While MHW has
verbally assured PhRMA that disclosure will only be with prior consent of the application,
this should be clearly stated in the regulations. Companies must be assured that MHW will
adequately protect their intellectual property that is provided as part of the NDA
submission. This is of heightened concern with the recent completion of the Common
Technical Document (CTD) by ICH. This will allow a common technical data set to be
submitted in the US, EU and Japan for an NDA, and hence disclosure in one region would
compromise IP across the three regions.

MHW has recently announced an initiative in the area of Post Marketing
Surveillance (PMS). PMS is a broad term that describes many activates (both mandated
and non-mandated) undertaken by both government and industry to monitor drugs in the
general population once approved by the authorities. The primary objective of such studies
is to monitor the occurrence of adverse events (side effects etc) caused by the drug when a
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large population is exposed, and hence protect public health. The exact nature of MHW's
initiative in this area is unclear. The initial paper MHW published detailed a system of
considerable concern to industry, and one that would place a far greater burden on non-
Japanese industry than on local industry. Through a dialogue with MHW PhRMA presented
alternative systems which MHW seemed to support, although the latest description of the
system, published in Japanese, is still not acceptable to industry. This situation needs to
be monitored. Industry fully supports PMS, but any system introduced must be consistent
with international standards, and not unfairly burden any part of the sector.

Pricing and Reimbursement Barriers

A good portion of the early years of the MOSS discussions targeted trade barriers
within the drug approval process; however, market access barriers by means of the
reimbursement pricing system have increased significantly over the past several years,
and as a result, are now a major portion of the MOSS agenda. Under the Enhanced
Initiative, the commitments related to reimbursement pricing include recognition of the
value of innovation and the role of the market, transparency and access to all relevant
councils and officials involved in policy reform.

To date, most of the reforms proposed by MHW have involved significant price cuts
to innovative medicines, compromising the ability of the industry to obtain rewards for
investment in innovation and market access for new medicines.

PhRMA currently is making a concerted effort to articulate its views on various
measures that are needed in Japan to effect a meaningful drug benefit and health care
reform that the Government of Japan has announced it is intending to achieve by April
2002.

In this effort, PhRMA has articulated the view that the current NHI drug pricing
system was originally intended to achieve optimal drug pricing in a regulated environment,
including providing rewards and incentives for innovation. As often occurs in controlled
systems, however, many of the regulations have led to results that are entirely unintended
by the original regulation. Notable examples are the biennial and other price revisions, the
new product comparator pricing method and the price premium rules. Together, they form
a vicious cycle of unintended consequences that undermine the economic incentive to
create and introduce innovative pharmaceuticals in the Japanese market, particularly by
comparison to pro-innovation policies in the US and Europe.

PhRMA believes that, in particular, the following principles should govern
comparator selection and premiums in Japan’s reimbursement system. The system
should:

1. Ensure objective, global scientific standards: A comparator for a newly

approved drug should be from the same pharmaceutical class i.e. from a class with
the same anatomic, therapeutic, pharmacological and chemical properties as
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determined by objective, global scientific standards.

2. Recognize innovation: Products with new anatomic, therapeutic,
pharmacological, and chemical properties should not be compared with existing
therapeutic approaches.

3. Provide Transparent Process and Predictable Outcomes: Predictable rewards
for innovative drugs are essential to manage and help offset the high risk involved
with drug discovery and development. An unpredictable and non-transparent
pricing system that does not consistently recognize and reward innovative products
creates an unattractive environment for the development and introduction of valuable
new drugs.

4. Reward Innovation: Innovative therapeutic approaches should be rewarded with
prices sufficient to preserve incentives for future drug discovery. As observed in a
market system, the distribution of premiums for NCEs should reflect the underlying
clinical value created for patients and health care professionals.

Products without a suitable comparator should be priced using an Alternative
Pricing Method, in which the manufacturer proposes the new product launch price, through
a comprehensive pricing application, consisting of data, both Japanese and foreign,
deemed relevant and voluntarily supplied by the company to support the proposed price.
Furthermore, all products with a suitable comparator should be considered for premiums,
regardless of order of entry into their pharmaceutical class. Finally, PhRMA believes that
those who determine reimbursement premiums in Japan should take full cognizance of the
very high cost of doing business in Japan compared with other advanced industrialized
nations.

Potential Exports/Foreign Sales

Recognition of foreign clinical data would result in significant cost savings and
reduced development time. Combined with shortened NDA review times, these changes
could result in new drugs reaching the market sooner. Depending on the product, this
could mean increased sales on the order of $75 million to $125 million per product, in
addition to savings in development costs. MHW may be able to approve 30 new,
innovative products in an average year (including European and Japanese innovative
drugs); this value change could range between $3 billion and $4 billion per year.

The adoption of a deregulated reimbursement pricing system would further increase

opportunities for trade and investment by the U.S. research-based pharmaceutical industry
in Japan.
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Korea is thel2th largest pharmaceutical market globally with 1999 sales
approaching approximately US$ 4.9 billion. Healthcare expenditure is approximately 6.0%
of GDP (1997 stats). Pharmaceutical products account for about 30% of this amount.
International pharmaceutical companies own about 20% market share, with the share of
U.S companies being 7.2%. Local companies dominate 80% of the market in Korea,
which is unusually high by standards in other comparable markets, save Japan. Evenin
Japan, which severely limits access to innovative medicines, the U.S. industry share of the
total market is twice that of Korea. The market is characterized by a relatively high number
of medicine items dispensed per individual prescription.

During 1999, the market enjoyed moderate growth of approximately 10%.
Prospects for future market growth are positive, and hinge on resolution of pricing,
prescribing and dispensing, Intellectual Property Rights, and regulatory issues.

Over the past year, through close and constant communication and positive
engagement with the Government of Korea, some significant progress has been made in
various areas. There remain certain key issues to be resolved through mutual discussion
and cooperation, particularly relating to Intellectual Property Protection, and new drug
registration. Resolution of these issues would substantially enhance access to medicine
and patient welfare in Korea.

Key Issues: Barriers To Market Access For Patented Pharmaceutical Products

For many years the pharmaceutical regulatory and pricing systems under the control
of the Ministry of Health and Welfare (MoHW) have been in serious need of deregulation,
trade liberalization and harmonization with the international community. Some important
steps, such as the listing of imported pharmaceuticals on the national reimbursement
schedule, and elimination of illegal hospital dispensing margins related to reimbursement
pricing, were made in 1999. However, any moderate progress on market access, non-
discrimination and transparency is being targeted for reversal by local interest groups set
on causing derailment of important reforms. In addition, new problems continue to
develop, and barriers to market access for innovative pharmaceuticals remain in place.
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Discriminatory, non-transparent reimbursement pricing methodologies and protectionism
in favor of the local industry make Korea an exceptionally difficult market for the industry
compared to other major pharmaceutical markets worldwide.

Industry has been working collaboratively with the American Chamber of
Commerce (AmCham), the Korean Research-based Pharmaceutical Industry Association
(KRPIA), and the U.S. Embassy and USTR, in efforts to resolve Industry issues. In
addition, a WTO level trade action has been initiated by the European Commission, and
the U.S. industry is now requesting the initiation of a Super 301 investigation of Korea'’s
policies, practices and acts related to the pharmaceutical sector.

The barriers to market access for patented pharmaceutical products include:

1. Pricing and Reimbursement Issues — Actual Transaction Pricing (ATP)

2. Separation of Prescribing and Dispensing/National Treatment-Pharmacy
3. Discriminatory Requirements for New Drug Registration

4. Local Testing of Pharmaceuticals, Biologics and Vaccines

5. Free Sales Certificate (FSC) requirements

6. Intellectual Property Protection Issues

1. Pricing And Reimbursement Issues — Actual Transaction Price (ATP)

In November 1999, the Korean Government eliminated discriminatory hospital
dispensing margins (“kickbacks”) applied on pharmaceuticals, through the implementation
of a system for reimbursement at Actual Transaction Price (ATP).> Under the ATP system,
the reimbursement price would be the same as the ex-manufacturer price to medical
institutions (hospitals, pharmacies and clinics).

Implementation of ATP would require documentation (receipts) for all transactions
related to the dispensing of medicines, either through hospitals, pharmacies or clinics.

Shortly after the Korean Government implemented ATP, local interest groups
stepped up their opposition to full application and enforcement of ATP. At this point,
PhRMA'’s major concern with ATP is enforcement, and the need for additional measures to
prevent corrupt practices that translate into market advantages for companies that engage
in illegal discounting. Also, the ATP system should include a mechanism to address
foreign exchange fluctuation, thus countering the negative effects of major currency
devaluation.

These implementation and enforcement problems, in turn, cause older, multi-source
products (generics), marketed mostly by the local companies, to be priced at an artificially

2 ATP refers to a process by which medicines would be reimbursed at their Actud Transfer Price, with
some condderation given within a mechaniam to take account of changes in currency fluctuations.

25



high levels compared with like or similar medicines in other world markets. Industry expects
that the lack of enforcement of ATP and corresponding practice of extra margins and other
incentives to hospitals, may have the ironic effect of encouraging excessive dispensing of
older, less effective products, versus new, innovative, more cost-efficient (albeit foreign)
research-based medicines. Moreover, the Korean Government is itself providing hospitals
with financial incentives to use a list of generic “essential drugs”.

Of key significance and concern is that the Korean Government is considering
offering incentives to hospitals when they purchase drugs at discount price, which would
result in the significant price erosion over time. Additionally, prescribing for profit continues
under such system. Likewise, the prices of innovative pharmaceuticals are, in contrast to
generic prices, relatively low compared to world prices, and the revised new pricing
system, enacted by the MoHW from 2000, is seriously flawed.

Notwithstanding that the new pricing system (April 2000) allows a “significantly
improved new drug” (in terms of therapeutic efficacy or cost-benefit) to obtain the average
price of advanced seven countries, there is no transparent guideline on the definition of
“significantly improved new drug.” Additionally, the system still contains a mechanism for
therapeutic category comparison that can be applied in a discriminatory fashion when a
company fails to prove “significant improvement” even if the new product is patented.

PhRMA requests the continued support of the U.S. Government for full
implementation and enforcement of the Korean Government’'s commitments to fair and
equal treatment of foreign products within the reimbursement pricing mechanism.

2. Separation Of Dispensing And Prescribing (SPD) Including National Treatment
(Pharmacy)

The Government of Korea now provides WTO-inconsistent preferences for
dispensing of local products compared with imported patented products. The Korean
National Assembly has passed into law arrangements planned for the separation of
prescribing and dispensing (SPD) in Korea. These include permission for pharmacists,
within strict certain limits and conditions (i.e., of the same substance, strength and dosage
form), to substitute alternate generics for brand-name medicines prescribed by the doctor
(consent). PhRMA is concerned that this practice is a clear effort to promote the use of
domestic generic drugs over brand-name foreign products in a WTO-inconsistent manner.

Furthermore, in the absence of rigorous generic bio-availability testing in Korea, public
health issues could ensue.

Citizens groups publicly have demanded the re-testing of all generic substitutes.
However, the Korean Food and Drug Administration (KFDA) plans only limited testing of
the “B” List from the U.S. Pharmacopoeia Drug Information (PDI) (i.e., 321 products, 31
different ingredients) and considers that there are not enough institutions available to do
more extensive testing before the planned separation in July 2000. PhRMA seeks more
rigorous and extensive bio-equivalence testing for generics, to help assure a more
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equitable situation and fairer competition.

Concern for the lack of proven bio-equivalence of generics is exacerbated by a lack
of assured integrity in the Korean regulatory system. A manufacturer can present for
review a product that is represented by physical samples and data obtained under special
conditions (e.g., laboratory manufacture by highly qualified scientists using specially
purified chemicals) or from the public domain (e.g., journal publications relating to the
originator’'s brand). These subjects do not necessarily relate one to the other.
Furthermore, the samples may not bear any relation to the final product that the
manufacturer will eventually produce on a large scale.

It would seem that these practices do not generally follow internationally accepted
Good Manufacturing Practices (GMP) aimed at assuring reliable quality, e.g. process
validation. Importantly, there is a concern that KFDA'’s approval of a product is thus
obtained with respect to materials/data that may not be representative of the product made
later on a manufacturing scale and distributed generally to the public. Such practices may
well offer local generic manufacturers the opportunity for unfair flexibility in pricing and
competitiveness.

KFDA asserts that they test 3,000 products every year and that this is the upper limit
of their testing capability. They also assert that standards and testing methods for
manufactured products are reviewed before approval and after manufacturing samples are
collected and retested and failure rate is only 1.2 percent. However, PhRMA believes that,
given the Korean Government’s current plan with regard to generic products, in the interest
of public health, all generic products to be used in place of innovative products need to be
able to produce up-to-date bio-equivalence testing data. These generic products should be
retested if such data are not available.

As KFDA does not plan comprehensive testing, generics that do not have such
data should not be permitted for substitution purposes. In addition, as the current test
requirements to demonstrate bio-equivalence for a product are minimal, testing should be
upgraded to more internationally acceptable levels. Furthermore, it is an imperative that
the prescribing doctor should have the option of ensuring the patients consistency of
treatment for medical reasons by checking a box on the prescription indicating “No
Substitution.” Under such conditions, substitution should not be permitted.

3. Discriminatory Requirements For New Drug Reqistration

Discriminatory Requirements for New Drug Registration

The biggest single concern with the Korean regulatory framework has been the
requirement for duplication in Korea of the clinical trials already completed outside Korea.
This has resulted in both increased costs and delays to market entry for foreign firms
attempting to enter the Korean market. In 1999, the MoHW indicated that they would fully
implement ICH guidelines, replacing the existing KFDA (Korean Food and Drug
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Administration) requirements by January 1, 2000. However, the draft regulations are of
considerable concern for the industry, particularly with regard to the implementation of the
ICH E5 guideline on Ethnic Factors in the Acceptability of Foreign Clinical data.

The ICH E5 guideline describes how a drug may be assessed for ‘ethnic sensitivity’
(reacting differently in one ethnic population from another, where the ethnic populations of
significance are described as Asians, Blacks and Caucasians). The concepts in the
guideline show that in many instances, a drug can be approved for use in one ethnic
population without clinical data from that population. In the minority of cases where this is
not possible — i.e. the drug is ethnically sensitive — the guideline describes the type of small
study necessary in the population where there is ethnic sensitivity. This type of study is
known as a bridging study. While the KFDA has gone some way to accepting the
concepts in the ICH E5 guideline, they are still requiring a bridging study in cases where it
is not scientifically necessary, and furthermore the KFDA requires clinical data in Koreans
—i.e. ‘Asian’ data is not acceptable. The result of this interpretation is unnecessary
bridging studies and delays to registration. An important step to resolving these
differences in interpretation would be the introduction of early, binding consultations
between the KFDA and the sponsor. PhRMA and the KRPIA are seeking a dialogue with
KFDA to resolve these differences in interpretation in a timely manner. Improvements in
regulatory approval procedures would benefit Korean patients by accelerating access to
innovative U.S. and European medicines.

Local Testing of Pharmaceuticals, Vaccines and Biologics

KFDA requires that complete local test data for three lots (manufacturing batches)
of imported pharmaceutical, vaccines and biologics be submitted with the dossier for
product registration. This requirement is both onerous and unnecessary, requiring the
transfer of complex proprietary analytical techniques to local testing facilities, often
resulting in delays to product registration. Furthermore, once registered every lot of the
drug product imported into Korea for commercial purposes must be tested. This is
scientifically unnecessary, leading to both additional costs and delays, and may be
regarded as a non-tariff trade barrier. The requirements could easily be fulfilled without
compromising public safety, by the company supplying the Certificate of Analysis (CoA)
from the releasing manufacturing site, and the KFDA should be pressed to accept this
proposal.

Free Sales Certificates (FSCs)

Currently the KFDA requires a Free Sales Certificate to be provided with a New
Drug Application (NDA) at the time of submission to the KFDA. The FSC (or Certificate of
Pharmaceutical Product — CPP) indicates that the drug has been approved for sale in a
country (and hence these are typically first available from markets such as the US, where
drugs are typically launched first). This requirement to supply the FSC at the time of
submission typically ends up delaying submission in Korea until the drug is approved in
another market and the certification available. The KFDA should alter this requirement to
require an FSC at time of approval in Korea, hence removing the delays to market. The
assurance that the KFDA gains by knowing that a drug has been approved by a major
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agency such as the FDA could be provided by a simple listing of submission status in other
countries, as in many countries, such as the USA and EU, where there is an early review of
the dossier to determine acceptability, and hence a continued review would indicate that a

dossier is of a high quality. This would give the KFDA the assure it is seeking.

6. Intellectual Property Protection

Data Protection

As a Member of the World Trade Organization, Korea is obligated to protect certain
test data in accordance with TRIPS Article 39.3. The Korean Government, however, never
enacted a statute or promulgated a regulation that directly provided the level of protection
against “unfair commercial use” as required by TRIP S. Instead, it relies on limitations on
copying drugs that arose from requirements that the innovator re-examine safety and
efficacy of drugs at a specified time after marketing. These re-examination requirements
were rendered ineffective in 1997, and the Korean Food and Drug Administration (KFDA)
began to approve products of copy products based on the test data submitted by the
innovator, a practice that is inconsistent with Article 39.3. Since then, the Korean
Government has reinstated the re-examination requirement, but it will not withdraw
approvals given to competitors after 1997 despite the fact the approvals were granted
inconsistently with the TRIPS Agreement.

The KFDA has a clear obligation to ensure that data provided to it in pursuit of
regulatory review are secure from being accessed/misused by third parties. TRIPS
prohibits reliance directly or indirectly, on undisclosed test or other confidential protected
data. Unfortunately, there are instances in which the originator’s technical data allegedly
has been used by local competitors of the file sponsor to gain registration. The KFDA
relied indirectly upon the undisclosed confidential test data in the underlying unpublished
clinical studies. In their defense, the KFDA claims that the TRIPS protection prevents use
of publicly disclosed data for “commercial purposes”, not new drug registrations. PhRMA
and its member companies in Korea, however, assert that registration is for a commercial
purpose.

Therefore, PhARMA believes that there are various serious ongoing issues that need
to be raised with the Korean Government in the area of the implementation of the TRIPS
protocol. Enforcement of the KFDA responsibility in this critical area needs strengthening,
perhaps by appointment of an independent ombudsman to receive confidential complaints
and to conduct inquiries.

TRIPS Atrticle 39.3 also requires that Members protect certain test data from
disclosure. The KFDA has proposed an amendment to stipulate the protection of data
from disclosure by Government officials, other than in public interest. This amendment is
pending before the National Assembly. Under the amendment, companies are supposed
to request the protection of this data when they submit the data to KFDA. While PhRMA
appreciates any measure by KFDA to improve this aspect of data protection, this
amendment does not automatically provide data protection against unfair commercial use.
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PhRMA believes that further measures to implement that aspect of the TRIPS Agreement
are necessary.

Enforcement of TRIPS Obligations

Given past decisions, PhRMA has little faith in the ability of Korean courts to
interpret the intellectual property laws accurately, to apply them to the facts in dispute
correctly, and to conclude the proceedings in a timely manner. Furthermore, the courts lack
the ability to grant injunction relief or provisional measures as required by TRIPS Article 50.
This hampers the ability of the courts to provide effective remedies to the patent owner. As
such, the injured party is disinclined to pursue legal proceedings against the KFDA since
the company must rely on KFDA officials for the issuance of other product licenses.

Lack of Linkage

The absence of any direct linkage between KFDA and Korean Industrial Patent
Office (KIPO) is another area of concern. KFDA, while assuming responsibility for safety
and efficacy review, apparently has abdicated any responsibility for ensuring that
competitors do not market products covered by patents through linkage to KIPO. Thus,
instead of taking the opportunity during the marketing approval process to prevent
infringement and unnecessary litigation, the Government of Korea forces patent owners —
foreign and domestic — to resort to the court system after infringement has occurred. This
practice is in sharp contrast to the more effective system in the United States. Inthe U.S.,
those seeking marketing approval must certify that products involved do not infringe
patents in force, and the health authorities refuse to approve products whose marketing
would infringe a patent. The Korean Government is in the process of discussing the
possible establishment of such linkage, but remains non-committal to near term
implementation of such a system.

Conclusion

PhRMA would welcome an opportunity for further and ongoing dialogue with the
Korean authorities to ensure that pricing and reimbursement policies comply with
WTO rules, support innovative research, and enhance access by Korean patients to
the world’s leading medicines.

To this end, PhRMA urges the Korean authorities to refrain from any actions that
could be construed as an effort to limit the business opportunities of U.S.
pharmaceutical companies in Korea. Furthermore, every effort needs to be made to
avoid measures that result in unnecessary delays in the introduction of their products
onto the market, that violate intellectual property, and that entail restrictive and
discriminatory practices and acts that place unnecessary burdens on their operations
in Korea.

PhRMA requests that the U.S. Trade Representative continue to monitor the
implementation of commitments made by the Government of Korea to the U.S.
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Government as part of Korea'’s deregulation reforms in the pharmaceutical sector in
2001 and beyond.

Potential Exports/Foreign Sales

PhRMA is currently studying methodologies for estimating damages caused by the
aforementioned trade barriers that apply in Korea to PhnRMA member company affiliates.

At the present time, PhRMA believes that its member company affiliates in Korea
could realistically maintain an additional 25 percent share of the current US$2 billion
Korean ethical pharmaceutical market (i.e., this is the 1999 size and half the total
pharmaceutical market of US$4 Billion), were it not for the current market barriers there.
Currently, PhRMA member company affiliates have a 7.2 percent share of the ethical
pharmaceuticals market in Korea but the normal range is over 50 percent in developed
countries, except Japan, which has its own research-based Industry. Thus, without barriers
to market access and the problems in the industrial property regime, the PhRMA member
company affiliates in Korea could likely increase their total market share to 32 percent. So,
whereas ethical pharmaceutical sales for PhnRMA member company affiliates now total
around US$144 million, they could total around US$644 million, if the aforementioned
barriers were removed in Korea.

The above information and facts signify that the market for pharmaceutical products
in Korea falls far short of providing conditions for free and fair-trading. Local manufacturers
appear to be clearly favored in matters related to trade. Furthermore, the environment is
not as yet open and transparent to the degree expected of a trading partner that is a
Member of the World Trade Organization. The U.S. pharmaceutical industry has serious
concerns about the degree of commitment of the Korean government to implementing
(even sometimes agreed upon) reforms.
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NEW ZEALAND

Market Access for Pharmaceuticals: Overview

The Pharmaceutical Research and Manufacturers of America (PhRMA) and its
member companies’ affiliates in New Zealand believe that the policies of the New Zealand
Government agencies that set the reimbursement price of medicines, largely deny market
access for the American research-based pharmaceutical industry to the New Zealand
market.

Once regulatory approval has been obtained from the New Zealand Ministry of
Health, market access is effectively determined by entry to the Government Pharmaceutical
Schedule (PS). Access to the PS is determined by the Pharmaceutical Management
Agency (PHARMAC) currently a wholly owned subsidiary of the Health Funding Authority
(HFA).

As part of wider health sector reforms, the New Zealand Government has introduced
a bill which will establish PHARMAC as a stand alone crown entity structured as a statutory
corporation. PHARMAC will manage the PS alongside twenty-one proposed district health
boards, and the Ministry of Health. The Pharmaceutical Schedule (PS) lists the medicines
that attract a Government reimbursement for patients and specifies the ex-manufacturer
reimbursement level that will be paid for each listed medicine. The PS also defines the
supply conditions by restricting prescriptions of a product when it decides to reimburse a
product.

Since the New Zealand Government has instituted a socialized health insurance
system, PHARMAC functions as a monopsonistic power in the market by controlling the
level of and entitlement to reimbursement. PHARMAC’s monopsonistic position allows it
to control market access for new medicines and exploit the negative impact of
reimbursement premiums to control prices for currently reimbursed medicines.
PHARMAC also controls supplier or prescriber restrictions which further restrict the true or
potential market for pharmaceuticals in New Zealand.
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Due to PHARMAC's practices, and the nature of a socialized health insurance
system, significant sales of most medicines in New Zealand are not possible unless the
medicine is reimbursed on the Pharmaceutical Schedule. Moreover, all private medical
insurers in New Zealand reimburse claims only for medicines that are included on the
Pharmaceutical Schedule; this means that no one will underwrite a premium or co-payment
for the cost of a medicine unless it is “acceptable” to PHARMAC. The absence of a PS
listing also severely limits the in-hospital use of some medicines. Hospital doctors often
prefer to initiate treatment with medicines that are reimbursed so that the medicine does
not have to be changed when the patient is discharged.

PHARMAC’s management of the PS creates barriers to market access by denying
or conditioning the listing of new medicines on the willingness of manufacturers to accept
discriminatory pricing and reimbursement policies. PHARMAC applies its discriminatory
policies in the following manner:

1. Grouping together of patented products with generics for reference pricing -
PHARMAC's use of reference pricing differs significantly from that used in other
countries, by including patented products in therapeutic reference groups with generic
products. This policy erodes the value of intellectual property accrued through
innovation.

2. Denying a PS listing when PHARMAC subjectively considers that “sufficient” products
are available to meet patients’ needs;

3. Denying or conditioning PS listing upon the manufacturer’s acceptance of a
reimbursement level that is less than or equal to the current PHARMAC-imposed
reimbursement level of existing medicines. This effectively limits the Government-
allowed reimbursement price of new medicines to the price of older medicines;

4. Denying or conditioning PS listing upon the manufacturers’ agreement to set the
introductory market price at the reimbursement level, in effect, imposing a maximum
price control at the time of listing;

5. Denying or conditioning PS listing upon the manufacturer’s agreement to Government-
mandated cross therapeutic reference pricing which requires a major price reduction
on one or more other medicines, often in a completely unrelated therapeutic class;

6. De-listing of medicines based on the award of a single tender or “preferred provider”
status. All competing suppliers not awarded, including those currently on the
Pharmaceutical Schedule, have had reimbursement denied, restricted, or have had
their products removed from the PS;

7. Lack of transparency in reference pricing methodology - methodology is capriciously

applied to different therapeutic sub-groups. Clinical evidence and therapeutic
differences, as well as the views of physicians are ignored in favor of products with
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lower reimbursement levels.

Market Access for Pharmaceuticals: PHARMAC Exemption from Commerce Act

PHARMAC has been able to institute these policies through its statutory exemption
from the anti-trust provisions of the New Zealand Commerce Act. Thus, while
pharmaceutical companies are bound by normal commercial competition law, a
Government agency has the right to act in such a way as to lessen competition significantly
in the market without legal redress by affected companies.

The New Zealand Government continues to retain the exemption from Part Il of the
NZ Commerce Act 1986, dealing with restrictive trade practices in favor of the PHARMAC.
This issue is currently before the New Zealand Parliament in the form of clause 46 of the
New Zealand Public Health and Disability (NZPHD) Bill. This clause proposes to maintain
the broad exemption from Part Il of the NZ Commerce Act for any agreement to which
PHARMAC is a party that relates to publicly reimbursed pharmaceuticals. The industry has
pursued the removal of PHARMAC’s exemption with the New Zealand Government and
this has been rejected.

PhRMA member company affiliates in New Zealand have openly acknowledged that
some limited form of exemption is appropriate to ensure that PHARMAC's centralized
purchasing role can continue under the new health system. Indeed, in its submission to the
Health Select Committee on the NZPHD Bill, the industry through the Researched
Medicines Industry (RMI) Association, drafted an appropriate form of limited exemption
that would cover PHARMAC's purchasing role on behalf of the new District Health Boards.

The only exemption that is required for this purpose relates to the dealings between
PHARMAC and the proposed District Health Boards. The current form of exemption is
much wider than is necessary and immunizes from normal anti-trust scrutiny all supply
arrangements entered into by PHARMAC. The effect is to give PHARMAC effective “carte
blanche” in its commercial dealings, without the need to comply at all with the NZ
Commerce Act, which is part of the true foundation of New Zealand’s economic policy.

PhRMA believes, with the RMI of New Zealand, that the whole purpose of the NZ
Commerce Act is to avoid inefficiency and maximize the most efficient use of New
Zealand'’s resources, through an appropriate level of competition. However, the continued
retention of the broad exemption from Part Il of the Act in favor of PHARMAC is quite
inconsistent with this, as it is entrenches PHARMAC’s monopsony power and creates no
incentive for PHARMAC to act in a normal commercial manner in its dealings with
pharmaceutical suppliers.

At the time of the health reforms in 1993, PHARMAC enjoyed a broad exemption
from Part Il of the Act. The rationale for this exemption was to enable PHARMAC, as agent
for the then four Regional Health Authorities, to manage and operate the Pharmaceutical
Schedule and the reimbursement regime for medicines. It was perceived that, in the
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absence of such an exemption, the Regional Health Authorities could be indulging in
collusive conduct and price fixing in breach of the Act. The point was that by all four
Regional Health Authorities agreeing to reimburse and, therefore, purchase medicines at
the same price under the reimbursement regime, this would, prima facie, breach
provisions in Part Il of the Act.

When the four Regional Health Authorities were disbanded in 1998 and replaced by
a single Health Funding Authority (“HFA”), there was no further justification for the
exemption. However, the NZ Government chose to overlook the significant change in
circumstances, where now there was only one monopsony buyer, the HFA, and PHARMAC
was acting as its sole agent.

With the current reforms in the New Zealand health sector, there is now no
justification for anything more than the limited exemption necessary to enable PHARMAC
to continue its centralized purchasing role on behalf of the District Health Boards. Subject
to this limited exception, PHARMAC should be required to comply with the Act.

There is also an inherent contradiction in the New Zealand Government's stance. On
the one hand, it claims that PHARMAC's practices and objectives are supportive of
competition. On the other hand, the Government insists that the exemption must be
retained. PhRMA believes that, if the former were true, the latter would be unnecessary.

The reality is that if the broad exemption is retained, PHARMAC will continue to be
insulated from quite proper challenges of misuse of market power. This is a crucial point of
principle, as through the administration of the reimbursement regime, PHARMAC and the
Health Funding Authority can dictate who enjoys market access. They have the ultimate
market power in circumstances where they can restrict, deter or eliminate suppliers from
the market place, something that would otherwise be in clear breach of s.36 of the New
Zealand Commerce Act, if it were not for the exemption. The empirical evidence shows
that if pharmaceutical suppliers do not have their medicines listed on the Pharmaceutical
Schedule and thus reimbursed, their ability to access the market is extremely limited, if not
impossible, in most cases.

The pharmaceutical industry and PhRMA member company affiliates in New
Zealand have no countervailing power in the literal sense. In the current context of the
reimbursement regime, the necessary balance does not exist, because pharmaceutical
suppliers, unlike PHARMAC and the District Health Boards, operate in a competitive
market. The effect of competition is to eliminate precisely those unfortunate
consequences, if the pharmaceutical suppliers are to challenge PHARMAC and the
District Health Boards from positions of strength, by, for example, withdrawing supplies. In
the absence of such extreme action by the pharmaceutical industry, PHARMAC and the
District Health Boards have little incentive to agree to change, knowing that by refusing to
do so, the pharmaceutical industry has no option but to accept the current position.
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The exemption is a complete anomaly in the current “light-handed regulatory
environment”, where the Government and New Zealand-based economists are promoting
the principles of competition and open market access. There is only a need for a limited
exemption. PhRMA believes that PHARMAC, in its own capacity, and as agent for the
District Health Boards, should be required to comply with New Zealand’s competition laws.
If the “owner” of PHARMAC, the Ministry of Health, is expressly subject to the Act in relation
to PHARMAC's activities, as is the Crown or Government when it acts “in trade,” there is
really no reason why PHARMAC should be fully exempt as it is.

PhRMA strongly urges a reduction in the current broad exemption from the New
Zealand Commerce Act. This will have no prejudice to PHARMAC, as PHARMAC officers
reportedly have stated that they are quite prepared to comply with the Act without the
protection of the exemption.

Market Access for Pharmaceuticals: Sole Supply Tenders

PHARMAC has expanded its restrictive listing policies in efforts to further reduce
Government expenditure on pharmaceuticals. Several options have been enforced
including those for expanded national tendering and further restricting indications and/or
patient eligibility criteria for which a medicine can be prescribed.

PHARMAC already has successfully implemented a number of tenders during 1998
and 1999 with the most recent invitation to tender for sole supply, which includes a number
of products still on patent, to be released in December 2000. The selection of tender
winners, for a tender period ending in July 2003 or July 2004, is scheduled for the first and
second quarters of 2001. Sole supply arrangements, including the de-listing of products
currently on the Pharmaceutical Schedule, will be implemented in the third and fourth
quarter 2001. The value of the products in the existing tender is approximately NZ$200
million.

As with past tenders, PHARMAC intends to reduce reimbursement of products that
are not part of the tender process through reference pricing, to the level of the lowest priced
sole supply product in the established therapeutic sub-group. At the same time
PHARMAC may change existing therapeutic sub-groups or establish additional
therapeutic sub-groups before the tender is held. Reference pricing would also apply to
products in any new or changed therapeutic sub-groups.

There are a number of potential distortions to the market and restriction upon
competition from awarding sole supply arrangements. Likely distortions include: (a) the
risk of price increases, or withdrawal, of alternative dosage forms; (b) the risk of the
emergence of monopoly suppliers; (c) the risk that there will be a significant increase in the
number of medicines with premiums over and above the level of patient reimbursement
available and also increases in the amounts of those premiums, and; (d) the risk that
companies’ ability to make available modern medicines to the New Zealand market will be
further restricted.
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Manufacturers that are not successful in the tender process would have their
currently reimbursed products de-listed, in cases where a sole supply tender was granted
to a competitor. In other cases, where a preferred supply tender was granted, the
pharmacists’ contracts with the Health Funding Authority compels them to dispense only
the “preferred” product on generic prescriptions, or alternatively on brand-name
prescriptions from doctors who have given blanket consent (or specific consent) to
substitute.

New generic entrants are encouraged to provide low cost tender applications, not
only by the attractive sole or preferred status arrangements, but also (in some cases)
through offers by PHARMAC that it will pay up front registration fees, should they win the
tender. Such successful tendered products are therefore promised sole or preferred status
before they are even registered for sale in New Zealand.

As a result of tenders offered and concluded to-date, at least six PhARMA member
company affiliates have significantly reduced their staff numbers, as well as withdrawn from
clinical research programs and terminated funding for independently run post-graduate
education programs. The next round of tenders may affect many more major companies in
a similar way.

Industry and U.S. Government Action

Although the U.S. industry has pursued dialogue with New Zealand Government
officials to modify the discriminatory aspects of their system, no progress has been made.
Moreover, the New Zealand Government has regularly implemented new policies that
further prohibit market access for imported products. In 1998, the U.S. industry sought
strong engagement by the U.S. Government with the New Zealand Ministry of Foreign
Affairs. The New Zealand Government apparently agreed, as a “down-payment,” to
engage in consultations with the U.S. Government to address U.S. concerns regarding
PHARMAC's policies and practices. The New Zealand Government agreed at least to
discuss the following proposals in the bilateral consultations:

1. Market Access
a) Based on presentation of health economic data which supports the cost-efficacy of
new drugs, the New Zealand Government would remove the requirement that new
drugs must accept a reimbursement level equivalent to or lower than the current
reference price in order to gain access to the Pharmaceutical Schedule.
b) Elimination of Government-mandated cross-therapeutic reference pricing.

c) Separation of reimbursement price from market price for patented products.

d) Separation of patented products from generics in therapeutic/ reimbursement
groups.
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e) Elimination of national tendering for patented pharmaceuticals.
2. Governance of PHARMAC

a) Implementation of a dispute resolution process, particularly a formal process that
would allow for appeal to PHARMAC's decisions.

b) Elimination of PHARMAC's exemption from Part Il of the New Zealand Commerce
Act of 1986 that governs antitrust behavior through legislative remedy or a change in
the PHARMAC rules.

3. Transparency and Consultative Mechanism

a) Inclusion of industry in the policy review process, including the establishment of an
industry-Government working group.

b) Transparency and publication of procedural changes.

In September 1998, the U.S. Trade Representative engaged in the first round of
bilateral discussions with the New Zealand Ministry of Foreign Affairs (MOFA) to address
the highly restrictive and anti-competitive policies and practices of PHARMAC. Although
no formal resolution of the industry’s issues was achieved at the meeting, both the U.S.
Government and New Zealand Government stated their positions and agreed to continue
the consultations and focus future discussions on the development of new near term
procedural mechanisms. The proposed procedural measures included:

a) Reform of the independent scientific experts committee, the Pharmacology and
Therapeutic Advisory Committee, that reviews applications submitted to
PHARMAC,

b) Recommendation for Pharmaceutical Schedule listing decisions made within 3
months;

c) Establishment of 30-day public comment period;

d) A public hearing of experts;

e) Final decisions on listing within 6 months;

f) Establishment of an independent appeal process for listing denials, and public
disclosure of analysis of reasons for denial;

g) Automatic initiation of appeal process for inaction on applications.

Progress on Procedural Measures

The pharmaceutical industry proposed to the Government of New Zealand a series
of procedural mechanisms to improve the operating environment. The New Zealand
Government rejected all but one of these proposals.
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The industry presented to the New Zealand Government detailed views on the more
immediately achievable and less difficult procedural mechanisms described at 3(a) - (q),

plus:

The case for quarterly meetings between the Researched Medicines Industry
(RMI) Board (local trade industry association) and PHARMAC representatives
under the chairmanship of the Minister with an open agenda.

The appointment of membership of the PHARMAC Board and
PHARMACOLOGY AND THERAPEUTIC ADVISORY COMMITTEE to be the
responsibility of Ministers.

The transfer of the administration of PHARMACOLOGY AND THERAPEUTIC
ADVISORY COMMITTEE to the Ministry of Health.

The removal of the exemption from the anti-competitive provisions of the
Commerce Act enjoyed by PHARMAC.

More difficult issues, such as the separation of patented and generic products in
therapeutic grouping for reference pricing and elimination of the practice of conditioning
access to the Pharmaceutical Schedule upon setting price equal to or less than the level of
reimbursement or other concessions were deliberately held over.

This was to allow concentration on issues that could be implemented with minimal
effort and cost to the taxpayer should there be a willingness on the part of the New Zealand
Government and its advisors to improve the harsh environment within which the
international pharmaceutical companies operate. These could be seen as potential
confidence building steps.

The New Zealand Government rejected all but one of these proposals in 1999. The
New Zealand Government’s single positive response was for: “Reform of the independent
scientific experts committee (PHARMACOLOGY AND THERAPEUTIC ADVISORY
COMMITTEE) that reviews applications submitted to PHARMAC”.

This has resulted in a largely inconsequential proposal that has done little, if
anything, to engender the confidence of the pharmaceutical industry in the appropriate
independence and transparency of the operations of PHARMACOLOGY AND
THERAPEUTIC ADVISORY COMMITTEE.

Subsequently, as the new Government considered the future structure of
PHARMAC, the pharmaceutical industry again promoted procedural changes to the
operations and processes of PHARMAC that would deliver greater transparency and
improved consultations between PHARMAC and the industry.

The industry notes that one change that has arisen is the appointment of

membership of the PHARMAC Board, for a fixed term, to be the responsibility of the
Minister of Health. However, this development is inevitable considering that the Health
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Funding Authority, from which the members of the PHARMAC Board were largely drawn, is
being disestablished. The remaining proposals for procedural changes have not been
taken up.

Notwithstanding these efforts to make advances upon procedural matters, PhRMA
believes that the many more fundamental issues raised by the industry in its submissions to
the New Zealand Government remain outstanding.

Intellectual Property Protection

Of further concern to the industry is the burden of PHARMAC's policies and
practices on the value of U.S. companies’ intellectual property. The manner in which the
pharmaceutical reimbursement system is implemented effectively erodes the value of
patents for new, innovative, more-effective medicines. PHARMAC places patented
products in therapeutic groups that are referenced for purposes of reimbursement with
generic products and allots the same reimbursement price for both.

Without price differentiation between patented products and generics, the
increased value of patented products is not recognized. In addition, the lack of access for
patented products to the New Zealand Pharmaceutical Schedule, and requirements to
subsidize the product cost by lowering the price of another product in a different
therapeutic subgroup further devalues patented products to the level of generics.

Through its control of the levels of reimbursement and application of its reference
pricing policies and other planned initiatives such as tendering, PHARMAC's actions
burden and restrict U.S. trade in pharmaceuticals, and negatively affect the value of the
intellectual property on which these innovative medicines depend. This is because:

The period over which a level of reimbursement is negotiated or denied shortens the
effective patent life. In discussing the problem of delayed listing in a 1997 report on the
New Zealand pharmaceutical pricing situation, one authoritative article cites the view of
the Researched Medicines Industry (RMI) Association that “companies can ill afford
further delays to market (entry). (The RMI) estimates that the average effective patent
term, already short at 7.72 years in 1995, will fall to 6.9 years by 2000.” Indeed, without
a known reimbursement level for a specific medicine, the supplier virtually is denied the
opportunity to market the medicine.

Government-mandated cross therapeutic reference pricing by PHARMAC forces price
reductions on patent-protected medicines, or can expose the manufacturer to
significant volume losses. These, together with practices that effectively deny market
access reduce the opportunity to earn an expected return on medicines whose value is
inherent within their intellectual property.

In order to achieve or maintain reasonable market share, research-based
pharmaceutical companies are forced by PHARMAC to provide these medicines at the
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price of off-patent medicines or prices that prevail as a result of trade-offs for unrelated
medicines. PhRMA believes that these practices by PHARMAC, which the New Zealand
Government allows and encourages, seriously undermine the value of intellectual property
and fail to give adequate recognition to the value of innovation.

Potential Exports/Foreign Sales

The current size of the New Zealand pharmaceutical market is NZ$882 million
(US$354 million), of which U.S. companies enjoy a market share of around US$106 million
or 30%.

It is not possible at the current time to provide a reliable estimate of the increase in
sales that would accrue to the research-based companies in New Zealand, were the
Government of that country to change its policies regarding reimbursement of medicines.
However, despite the fact that New Zealand is one of the smaller markets in the Asia-
Pacific region, the costs of New Zealand maintaining its present course are significant.

New Zealand is one of the leading developed economies in the Asia-Pacific region,
yet its model of reference pricing provides wholly inadequate credit to the contribution of
innovative medicines to health care and, in effect, denies market access to the American
research-based pharmaceutical industry. It thus renders the “value” of intellectual property
protection in New Zealand, which PhRMA member companies would come to expect
under all other circumstances, virtually meaningless in this market. This “New Zealand
model” could serve as an unfortunate example for other countries in the region, which are in
the primary stages of developing health care and health insurance policies. Indeed,
aspects of the New Zealand reference pricing system have been adopted in British
Columbia and by the Australian Government.

Secondly, by implementing its current policies regarding reimbursement of
medicines, New Zealand, which is an OECD member, plays the role of global “free-rider”
by failing to contribute to the necessary efforts to support research and development for
new medicines to treat new and yet uncured diseases both within and outside New
Zealand.

Third, PhRMA understands that the New Zealand Government has expressed its
interest in concluding a Free Trade Agreement with the United States that might or might
not include other countries in the Asia-Pacific region. PhRMA cannot and will not support
such an arrangement that includes New Zealand until the aforementioned severe problems
the industry encounters in New Zealand are rectified.

Lastly, it is one thing if New Zealand wishes to declare itself a net “importer” of
medicines, and to declare that it has absolutely no interest in establishing itself as a center
for pharmaceutical R&D and manufacturing. It is entirely something else if the New
Zealand Government then enacts measures to deny marketing opportunities to one of the
most innovative and successful industries in the world. As a supporter of free trade, New
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Zealand’s apparent support of anti-competitive policies, such as those of PHARMAC,
contradicts the country’s economic policies by “destroying” the possibility of an entire
industry’s presence in their country.
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November 27, 2000

SUBMISSION OF
THE PHARMACEUTICAL RESEARCH AND MANUFACTURERS OF AMERICA
NATIONAL TRADE ESTIMATE REPORT ON FOREIGN TRADE BARRIERS (NTE)
2001

PHILIPPINES

As with other markets, PhARMA seeks compliance by the Philippines with WTO rules
and principles, transparency in the issuance and enforcement of regulations affecting its
member companies, adequate protection for intellectual property rights and the removal of
non-tariff barriers to trade.

Market Access Barriers to Patented Pharmaceutical Products

Over the past 15 months, a series of policy initiatives have been proposed by the
Philippines Government, each of which bear on the Philippines’ compliance with its
international obligations. Among the proposed policy measures are:

Import reduction measures and local manufacturing requirements

Conditioning renewal of product registrations on (1) the registration of a
comparable generic; and (2) the annual sale of an amount of the generic at
least equal to the amount sold of the branded product. As an alternative to
the second requirement, manufacturers would be permitted to reduce the
price of the branded product by 50 percent.

Elimination of brand names (trademarks)
Compulsory licensing

PhRMA has questioned the validity of these actions and their capacity to provide
significant improvements to healthcare in the Philippines. To date, none of the measures
have been implemented and the Government has confirmed its intention to abide by its
international obligations.

Instead the Government created a Pharmaceutical Affairs Consultative Committee
("PACC") to consider issues relating to pharmaceutical pricing. At first the PACC held
promise of providing a forum in which the government, pharmaceutical manufacturers,
distributors, doctors, and insurance providers would work cooperatively to seek
improvements in health care for the Philippines public. However, subsequent actions by
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the Government strongly suggest that it intends to use the PACC to introduce the measures
described above.

The October 5™ 1999 Memorandum of Understanding ("MoU") that established the
PACC and was signed by all the stakeholders, gave a broad mandate to "formulate
recommendations to serve as inputs in the review and revision of government policies and
programs on the pharmaceutical industry.” However, at the same time, and without
consulting all the signatories to the MoU, the Philippine Government issued an Advisory
Opinion (A.O.) requiring the PACC to make recommendations on certain specified
proposals, including proposals to (1) initially require that all drugs be made available in
generic form; (2) require eventual elimination of branded drugs; (3) require compulsory
licensing under conditions not consistent with TRIPS; and (4) authorize parallel imports.
Since the issuance of this A.O., the Philippine Government has proposed in PACC
meetings that the industry reduce by 50 percent the prices of its 50 top-selling products
and the institution of a moratorium on any price increases.

Registration of Products in the Philippines

PhRMA understands that the Philippine Bureau of Food and Drugs (BFAD) has
also required the declaration of a suggested retail price (“SRP”) by companies seeking
product registration in that country. This is now required under Department of Health (DoH)
Administrative Order No. 48-C, dated November 21, 1999. We believe that there is no
legal basis for either the Department of Health (DoH) or BFAD to require the declaration of
the “SRP” of a pharmaceutical as an additional requirement for product registration. There
is nothing in the statutes cited in the Administrative Order that requires the disclosure of the
SRP. Neither the Philippine Consumer Act nor the Food, Drugs, Devices and Cosmetics
Act concerns itself with the suggested retail prices of drugs. In fact the latter statute only
pertains to the safety and purity of drugs and does not in any way regulate the commercial
or economic aspects of the drug industry.

For its part, the Price Act of the Philippines deals with price manipulation and other
predatory practices that affect the general public. Nothing in this law expressly authorizes
the DoH or the BFAD to require the disclosure of the SRP of pharmaceutical products.

The Administrative Order also in no way implements any provision of the Price Act.
Obviously, any price information necessary to implement the aims of the Price Act must
pertain to current information. The SRP, in this regard, would be useless since it refers to
the price at the time of registration and bears no relevance to any future price
adjustments. In addition, the SRP does not take into consideration price differentials
brought about by extrinsic factors such as additional distribution expenses for drugs sold in
the provinces, availability of raw materials, and fluctuations in fixed costs. It is not unusual
for drugs to be sold at varying prices in different retail outlets.

PhRMA agrees therefore with the legal opinion that has been forwarded to the
Government of the Philippines by attorneys representing the companies in that country that
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the Secretary of Health possesses no legal authority to issue the AO in question. The AO
is therefore illegal and is assailable on this basis.

PhRMA also understands that the BFAD has announced a “temporary” suspension
in acceptance of applications for initial registration of medicines in the Philippines.
PhRMA believes that this suspension violates provisions of the GATT WTO agreements
that represent international commitments of the Philippines.

The indefinite suspension of registration constitutes a “technical regulation” violation
within the meaning of Annex | of the Technical Barriers to Trade Agreement (TBT). The
announced suspension violates Art. 2.2 of the TBT, which requires that technical
regulations not be prepared with a view to or the effect of creating unnecessary obstacle
to international trade. It also requires that technical regulations not be more trade
restrictive than necessary to fulfill legitimate objectives.

Specifically, Art. 2.2. of the TBT reads as follows:

2.2 Members shall ensure that technical regulations are not prepared, adopted or
applied with a view to or with the effect of creating unnecessary obstacles to
international trade. For this purpose, technical regulations shall not be more trade-
restrictive that necessary to fulfill a legitimate objective, taking account of the risks
non-fulfillment would create. Such legitimate objectives are, inter alia; national
security requirements; the prevention of deceptive practices; protection of human
health or safety, animal or plant life or health or the environment. In assessing such
risks, relevant elements of consideration are, inter alia: available scientific and
technical information, related processing technology or intended end-uses of such
products

The announced restriction is more than an unnecessary trade restriction because it
amounts to an effective “embargo” on imports of new (or existing but unregistered)
pharmaceutical products since they are effectively barred from being registered and
imported in the Philippines. Moreover, under the Philippines Republic Act No. 8203, such
unregistered drugs would be considered counterfeit and therefore their importation into the
Philippines would constitute a criminal offense. Even assuming that the objective behind
the announced restriction is to ensure public health and safety, indefinitely suspending the
initial registration of pharmaceutical products is by no definition an optimal means of
ensuring compliance with that objective.

PhRMA considers these measures as presenting a market-access barrier to U.S.
products in the Philippines, and believes they are in violation of WTO principles. PhRMA
believes that approval of medicines and renewal of registrations should be based on
scientific principles. PhRMA is currently unsure as to whether these new measures are
being selectively applied to certain categories of foreign medicines, but the new
Government measures may not be consistent with the Sanitary and Phyto-Sanitary (SPS)
requirements of the WTO.
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Intellectual Property Protection

Some of the activities described above, such as the encumbrance of the use of
trademarks, or even possible elimination of trademarks, may threaten the Philippines
ability to meet minimum international standards under the WTO TRIPS Agreement and to
generally provide adequate and effective protection of intellectual property. In addition, the
Philippine Government may soon act in direct violation of TRIPS requirements in the areas
of data protection (Article 39.3), as well as enforcement and provisional relief measures
(TRIPS Articles 42 - 61).

Threat of Parallel Imports

The Government also has threatened to begin parallel importation of medicines
from sources outside the Philippines Legitimate generic pharmaceutical products, i.e.
products no longer protected by patent or subject to data exclusivity, and produced
according to Good Manufacturing Practices (GMP) as regulated by the U.S. Food and
Drug Administration (FDA), may be imported through parallel trade consistent with the
TRIPS Agreement. The vast majority of products on the WHO list of essential medicines
are available generically, consistent with the above. Parallel importation violates
intellectual property rights when the exclusive right to the use (including import and export)
of a patented and/or trademarked good, provided to the owner of the intellectual property in
the country of registration, is infringed.

The WTO Agreement on Trade Related Aspects of Intellectual Property Rights
(TRIPS) includes the right of a patent holder to control importation of a product into third
markets (barring parallel import practices). Specifically, TRIPS Article 28 states that "[a]
patent shall confer on its owner the following exclusive rights:... to prevent third parties not
having his consent from the acts of: making, using, offering for sale, selling, or importing
for these purposes that product ...”. TRIPS Article 27.1 states that “... patent rights (shall
be) enjoyable without discrimination as to the place of invention, the field of technology
and whether the product imported or locally produced” (emphasis added).

Although the agreement does not address explicitly the issue of national or
international exhaustion (see TRIPS Atrticle 6), it is generally not possible for a government
to permit parallel import of a product under patent protection in that country without
recourse to confidential test data or other information protected under TRIPS Atrticle 39(3),
or without violating TRIPS enforcement provisions designed to permit a right owner to fast
and effective relief for IP infringements.

In order for a pharmaceutical product to be proven to be bio-equivalent to a
registered product in a given country, for example, the data relating to the second product
would have to be compared to confidential information for the patented product that should
be protected under Article 39(3). Accordingly, although a WTO dispute cannot be initiated
on the basis of parallel importation itself, there are other TRIPS-related protections that
may be violated by the operation of a parallel import regime that permits importation of
pharmaceutical products currently under patent in that country. In addition, under
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enforcement provisions of the TRIPS Agreement (Articles 41 - 61), WTO members are
obligated to provide effective and timely remedies to ensure that products that infringe on a
patent holder’s rights are kept out of the stream of commerce, including provisional
remedies, injunctive relief and border measures. An effective patent system in the
Philippines and elsewhere depends on the ability by the patent holder to control the
distribution of his or her patented pharmaceuticals—a system that would be greatly
undermined in an environment described by unfettered parallel imports.

Administrative Order (A.O.) No. 85 was issued by the Secretary of Health with grave
abuse of discretion, amounting to a lack or excess of jurisdiction, rendering same
constitutionally infirm. PhRMA believes that A.O. No. 85 violates existing Philippine law.
There is no existing law which A.O. No. 85 implements. Futhermore, A.O. No. 85
abandons the long-standing policy and practice of allowing only one registrant per brand
per product which was necessary to protect public health.

A.O. No. 85 runs counter to the primary constitutional right of due process. As
regards substantive due process, patent rights and contractual rights of exclusive
distributors/licensees are violated. With regard to procedural due process, lack of public
hearing renders A.O. No. 85 ineffective, if not invalid.

In violating the constitutional right of equal protection, A.O. No. 85 exempts a
government agency, to the prejudice and damage of private local run drug companies,
from complying with the standard requirements for product registration, and makes this
government agency a much favored competitor of private business.

Apart from being null and void, A.O. No. 85 will pave the way for the importation of
poor quality, if not counterfeit or adulterated medicines, and their distribution to the public
both in the cities and the countryside. This is because said A.O. has authorized the
government or any of its agencies to import low priced medicines and sell them to the
public, without complying with rigid and strict registration and testing requirements
required of pharmaceutical companies in the country before these medicines are
distributed to the public. These strict registration requirements are precisely intended to
prevent the sale of poor quality, if not outright counterfeit medicines, thus posing a clear
and present danger to the health and even the lives of the people who will use them.

Potential Exports/Foreign Sales

The market uncertainty arising from the Government's recent actions could have a
chilling effect on PhRMA members' marketing activities. Implementation of the
Government's various proposals would severely undermine PhRMA members' access to
the Philippine market. PhRMA evaluated the various compulsory licensing proposals
placed on the table at the end of last year by the Philippines Department of Health. With
the current market valued at approximately US$1 billion, PhRMA estimates that the
proposed compulsory licensing provisions would have reduced the market by about 8
percent or by $83.3 million in the last 4 months of 1999.
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Of this reduction, PhRMA member company affiliates would have incurred around
30 percent of the total loss (i.e., comparable to market share in the Philippines), so this
would mean that PhRMA member company affiliates were threatened by around $25
million in potential losses from the proposed measures in the last 4 months of 1999 alone.
The threat of losses over the period of the 12 months of 2000, then, would be around
US$75 million for PARMA member company affiliates.
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SINGAPORE

Intellectual Property Protection

While Singapore’s Government has made significant strides in the last three years
to improve its patent law, there remain several vexing problems for the pharmaceutical
industry in that country regarding the level of Intellectual Property protection:

Government Licenses

For services of the government, virtually all acts by the government or acts
authorized by the government in relation to a patented pharmaceutical invention do not
constitute infringement of the patent. Government use, as defined by the Singaporean
Government, cannot be prevented by the patentee.

Government Use during Emergencies

Singapore’s law treats, in addition to war and other more traditional emergencies,
the promotion of the productivity of industry, commerce and agriculture, the fostering of
exports and the reduction of imports, and redressing imbalances of trade as emergencies
qualifying for the government's use of patented inventions. There appears to be no saving
clause in the law that would supersede a government's license or use during an emergency
in case of a conflict with an international treaty to which Singapore is a party.

International Patent Exhaustion

The import, use, disposal or offer to dispose of, of any patented invention, which is
produced by, or with the consent of, the patentee (conditional or otherwise) does not
constitute infringement of the patent in Singapore, regardless of where the patented
invention is being produced. This constitutes a broad application of the international patent
exhaustion principle. The language "conditional or otherwise" appears to indicate that
even resale restrictions imposed on the purchaser of the patented product or territorial
limitations in license agreements would not protect the patentee in Singapore.

Potential Exports/Foreign Sales
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It is not possible at this time to provide a reliable estimate of the cost of the
aforementioned onerous patent law provisions within the Singapore market.

50



November 27, 2000

SUBMISSION OF
THE PHARMACEUTICAL RESEARCH AND MANUFACTURERS OF AMERICA
NATIONAL TRADE ESTIMATE REPORT ON FOREIGN TRADE BARRIERS (NTE)
2001

TAIWAN

Taiwan is the 20" largest pharmaceuticals market internationally, with 1999 sales of
approximately US$2.5 billion. Healthcare spend is 5.3% of GDP; (Government spending
is 3.3% and private is 2.0%) pharmaceuticals account for 25% of that amount. International
pharmaceutical firms have about 70% market share with U.S. share being around 25%.
Prospects for growth in the Government reimbursed market (major portion of market),
hinge on resolution of pricing, reimbursement and regulatory issues. Addressing
discriminatory barriers to U.S. and European medicines would benefit Taiwanese patients
by expanding access to innovative pharmaceuticals and encouraging research into new
cures.

1999 enjoyed a moderate market growth of around 9%, and market projections
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of Taiwan currently accords extraordinary and miss-placed incentives to bio-equivalent and
(in some cases) questionably effective generic products. Generic companies do not invest
significant sums in research & development.

PhRMA believes that the Bureau of National Health Insurance (BNHI) permits
overpricing of local generics in general, as part of a national strategy to foster and promote
the development of a local biomedicines industry, which does not yet fully exist.

Additionally, there is evidence that the Government of Taiwan recently has
implemented a system of de facto Reference Pricing, and this is negatively affecting
reimbursement pricing in certain categories. PhnRMA is deeply concerned by reports that
this has been adopted in an inconsistent, discriminatory and non-transparent manner, and
in a manner that disproportionately punishes U.S. and European medicines.

A much better path for the Government of Taiwan to follow would be to improve the
incentives for the research-based industry through the reimbursement system, thus
encouraging greater investment by that industry in R&D in Taiwan. This would, in turn, help
to promote partnerships between the local and multinational pharmaceutical sector.

Reimbursement

Article 49 of the National Health Insurance law mandates reimbursement to
healthcare providers (hospitals & GPs) at actual transaction costs. In practice, this is not
enforced, thus allowing generics producers with little/no R&D costs to recover, the ability to
offer significant and highly questionable discounts to the reimbursement rate. This skews
the actual reimbursement payments by Government, and creates pressure for continuing
price cuts. Industry supports strong enforcement of Article 49 by the Government, so that
product bonuses, discounts and other forms of unrecorded promotions, do not
misrepresent true reimbursement practices and levels.

In addition, hospitals are permitted to claim the full reimbursement price, after
negotiating deep discounts from manufacturers. This results in a “Black Hole” (profit for
hospitals), which is placing severe pressure on the BNHI healthcare budget, which
concurrently is running at serious deficit. The resolution of the “Black Hole” in Taiwan
should lie at the core of any meaningful attempts to effect real reform of the reimbursement
system.

One additional subject, requiring very close monitoring, is the Government’s recently
stated intention to implement global budgeting during 2002 as an additional remedy to
their healthcare budget deficits. PhRMA believes that a system of global budgeting will
further exacerbate, rather than relieve the effects of “Black Hole”.

Clinical Trials
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Local registration clinical trials are currently required prior to market approval. The
resultant delays reduce the period of market exclusivity, as well increasing development
costs. While some progress has occurred in eliminating trials for certain classes of drugs,
PhRMA supports the Taiwan Department of Health’'s (DOH) acceptance and
implementation of the ICH E5 guideline on Ethnic Factors in the Acceptability of Foreign
Clinical Data, which describes how, in this instance, non-Asian data may be used in
support of a New Drug Application, and hence local (Taiwanese) data is typically not
scientifically necessary.

An early DOH proposal for all registration trials to be waived by July 2000,
concurrent with the imple'mentation of the ICH E5 guideline, has not been yet promulggted.
This has been due primg{ily to industry,concerns ovgr the DOH'’sinterpretation.of the TCH
E5 guideline. Industry remains in dialogue with the DOH on this issue, and progress
continues to be made. PhRMA strongly contends that the E5 guideline should be not
implemented until these discussions have concluded, and industry can support the DOH's
interpretation of, and implementation plans for, the ICH E5 guideline.

Plant Master Files

The Taiwan DOH requirements for verification of manufacturing standards for any
given pharmaceutical are extremely cumbersome, and require the submission of large
guantities of proprietary data (in a file called a ‘Plant Master File’— PMF), a process that is
especially onerous when a source changes (i.e. there is a new manufacturing site).
PhRMA favors Taiwan DOH'’s acceptance of GMP certification from the source country,
with inspection reports, in lieu of PMFs. Taiwan already has a similar arrangement with
certain European countries. A similar accord should be struck swiftly with the United
States, thereby avoiding differential or discriminatory national practices.

Key Issues Affecting International Pharmaceutical Industry

Taiwanese policies affecting the interests of international pharmaceutical
companies fall into three broad categories: pricing and reimbursement; regulatory affairs;
and
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concern is the negative impact these controls create for the introduction of new products,
including novel, breakthrough medicines.

Pricing

Taiwan operates a price setting system based on international comparisons. New
products without bioequivalent competition are set at the median price of the product as it
is listed in ten developed markets. In practice, new products are often reimbursed near the
bottom end of the ten countries’ market price spectrum due to the current cost containment
measures of the BNHI. For locally manufactured bioequivalent generic products, BNHI
allows a price (i.e. reimbursement level — the de facto market price) at close to 100% of the
originator’s brand. For common (i.e. no proven bioequivalent generics), BHNI approves a
price near 80% of the originator’s price. These discriminatory practices, artificially distort
market dynamics, and interfere with free market forces. They also are becoming more
prevalent as the BNHI budgetary deficit worsens.

The de facto practice of Reference Pricing that appears to have been practiced in
recent months, seems to be driven by the BNHI's efforts to achieve immediate, short-term
savings by primarily targeting foreign and imported medicines for price restrictions. This
results in low reimbursement prices for new products and others in that group. This
approach also helps avoid the political complications of fixing the “Black Hole”, which
would be strongly opposed by the local industry, private hospitals who rely on it for revenue,
and certain local politicians.

A key difficulty in assessing the new Reference Pricing scheme is its fundamental
lack of transparency.

A New Drug Pricing Committee created by BNHI, administers the system without
meaningful Industry participation by U.S. and European companies. To date, no rules,
regulations, or guidelines have been issued.

There has been little consultation with industry regarding the impact of the new
scheme on access to new innovative medicines by Taiwanese patients. As a result, U.S.
and European firms have little idea when the new system was adopted or how it really
operates. Instead, Reference Pricing has been implemented on an unpredictable case-by-
case basis in one-on-one meetings between BNHI officials and managers of individual
U.S. and European firms.

Despite its lack of transparency, PhRMA believes the new system being practiced
involves (1) therapeutic grouping (comparing new product with existing ones of same
category), and (2) generic grouping (comparing all existing off-patent products with
generics of same active ingredients), in addition to (3) the original reimbursement
guidelines published by the BNHI in 1995.

PhRMA'’s Concerns Over Pricing Policies
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PhRMA maintains that the Taiwan Government’s policies are unfair and discriminatory
for the following reasons:

Reference Pricing tends to drive down the prices of innovative medicines, which are
primarily produced by research-based U.S. and European pharmaceutical
companies, while artificially boosting the prices of local generics. In addition,
PhRMA is concerned by reports that the “rules” are being applied arbitrarily and
inconsistently. U.S. and European companies have been informed by BNHI officials
that their reimbursements will be reduced by a specific percentage, referring to
unpublished guidelines. Others have been told that applications for reimbursement
of new indications of existing medicines will not be approved unless they agree to
arbitrary price reductions for other products.

Taiwan’s Reference Pricing system disproportionately burdens medicines of
imported origin. To date, the BNHI apparently has only targeted new products from
U.S., European, and Japanese companies. Additionally, BNHI appears to have
singled out certain medicines in certain disease categories, e.g. antibiotics,
cardiovascular products, hypoglycemics, and hormones, in an effort to cut
reimbursement prices for successful international products.

By fixing originators’ prices near the level of domestically produced generics,
Taiwan falils to recognize the greater degree of investment in research and
development undertaken by the originators (i.e., international R&D-based industry),
discouraging research and development into cures that would benefit Taiwanese
patients.

The granting of reimbursement prices to generic producers near the level of
originator’s gives generic makers considerable commercial freedom in dealing with
purchasers, thus skewing competition within many therapeutic classes, distorting
prescription patterns on the basis of financial considerations (as opposed to patient
welfare), inviting dubious discounting practices, and unfairly promoting local
Industry. In recent years, for example, while original manufacturers’ reimbursement
prices were reduced, local generic reimbursement prices were increased, to levels
almost identical to those of original product prices.

The “Black Hole” is the core issue precipitating the need for cost/price interventions
by the Taiwan Government. PhRMA believes that the potential introduction of a
global budgeting system in the future will not solve the health care funding crisis that
Taiwan is experiencing. Conversely, it will further entrench the “Black Hole”.

The time taken to approve new compounds is unnecessarily lengthy, lasting as long
as several years in some cases, which currently further reduces the exclusivity
period provided by patent protection. This can be due to regulatory delays because
of registration clinical trials, or PMF approval and/or BNHI new price reimbursement
negotiations. The result is to limit access by Taiwanese patients to innovative
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medicines developed abroad, even though such innovations are available in other
industrialized nations.

In summary, PhRMA supports a ratio between originator, bio-equivalent and
common generics that provides appropriate recognition of the value of innovative
medicines. Effective competition in the current Taiwan structure cannot be
stimulated in the market under the conditions by which the Government of Taiwan
currently accords extraordinary and misplaced incentives to bio-equivalent and
generic products. Greater recognition of innovation is needed, as well as
significantly reduced funding for non-BE generics, which are questionably effective
medicines (i.e., common generics). This would reduce the burden of generics on the
BNHI reimbursement system, and would provide “headroom” for the introduction of
innovative, breakthrough medicines.

It is a