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Global Medicines Council
First Briefing Paper

1. Introduction

On April 14-15, 2017, a small
group with expertise in the
pharmaceutical sector met in
Tallahassee, Florida. A result of
this meeting was a decision to
constitute a group of experts as
the Global Medicines Council.
The idea behind the Global
Medicines Council ("Council") is
to provide research and support
for initiatives to improve the
provision of safe and effective
medicines to individuals around
the world, and to promote patient-
centric development of innovative
therapies.

An important characteristic of the
Council is the multidisciplinary
background of its member-
advisors, including public

health specialists, physicians,
pharmacists, pharmaceutical
engineers, business leaders,

lawyers and academic researchers.

Each of the advisors has
substantial experience involving
the pharmaceutical sector, and the
group shares the goal of universal
access to medicines.

There are two principal objectives
of a well-functioning system
for the development and supply

of medicines. First, scientific
research must be promoted so that
vaccines and treatments taking
advantage of the latest technologies
are developed. Second, the
medicines resulting from these
efforts must be made available to
the individuals who need them
regardless of their economic
status. Governments have an
obligation to provide adequate
healthcare to those residing
within their countries. Accessible
medicines are necessary to fulfill
that obligation.

The principal mechanism
presently used to develop and
provide new medicines relies on
grants of market exclusivity to
innovators while allowing prices
to be set in a non-competitive
manner. Although the predominant
model allows for the aggregation
of capital for investment in

R&D, non-competitive pricing
for products creates distortions
that are contrary to the objective
of providing universal access to
medicines.
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It is critical to move toward improved
mechanisms for R&D and supply of
medicines. Among approaches is
separating or “delinking” R&D from
medicines production and supply. If
production and supply are undertaken
on a competitive market basis, the price
of medicines should be low. However,
alternative mechanisms for aggregating
and allocating R&D capital will be
needed. This is the principal challenge to
deployment of the delinkage model.

Today, perhaps US$150 billion total is spent
worldwide on new pharmaceutical product
R&D, through a combination of private
sector and public sector investment.
Perhaps two thirds of the total comes from
private sector funding, largely based on
investments by heavily capitalized publicly
traded companies. Of the approximately
$1.2 trillion annual global revenues from
sales of pharmaceutical products, about
$900 million is returned to those heavily
capitalized publicly traded companies,

in aggregate. The remainder goes to the
generics.

Inaugural Meeting:

The meeting included presentations and
discussion on various issues, including:

1. The results of the work of the UN
Secretary General’s High Level Panel on
Access to Medicines (HLP) and the Lancet
Commission on Essential Medicines.

2. Discussion of barriers to effective
use of defensive measures such as
government use and compulsory licensing.

3. The basis for and potential

mechanics of delinkage models.

4. The use of local production asa
means to promote public health objectives.

5. A new models for R&D based on the
concept of a neutral fund-allocating hub.

6. The possibilities for creating
repositories of biological resource
materials for access by researchers.

7. Challenges presented by a new wave
of regulatory barriers, in particular those
directed toward biolagic medicines.

8. Using private causes of action
within administrative processes to
challenge improvident approvals and
grants of exclusivity.

9. Use of competition law to prevent
and redress abuses of market power.
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Dr. Jorge Bermudez introduces the work of the United Na-
tions Secretary General’s High Level Panel on Access to
Medicines and the Lancet Commission on Essential
Medicines

The pharmaceutical R&D model relying on grants of exclusivity is inherently problematic.
A major effort to provide a conceptual basis for addressing the drawbacks of the
exclusivity-based system was through the formation and work of the UN Secretary
General’s High Level Panel on Access to Medicines (HLP). Jorge Bermudez was a member
of that Panel. The HLP convened London and Johannesburg in closed and opened
dialogue sessions.

The HLP received a substantial number of submissions from various groups and
individuals. On the innovation side, the HLP heard from a number of public-private
partnerships, such as DNDi and GHIT, as well as from new organizations attempting to
tackle issues surrounding antimicrobial resistance (AMR).

The Report of the HLP included important recommendations in terms of discouraging
the application of undue pressure in the context of international negotiations on trade
and investment, encouraging the use of TRIPS flexibilities, and strongly promoting
transparency with respect to R&D costs and patent status.

The Report of the HLP was cautious in addressing alternatives to the exclusivity-based
R&D model, principally on grounds that an alternative basis for aggregating capital has yet
to be demonstrated.

Participant Comments and Recommendations:

1. There is a tendency of reports such as that coming from the HLP to have a short-
term impact in terms of focusing the global dialogue, but for the impetus to dissipate
without concrete action being taken. If the HLP Report is to have a significant impact,
individuals and groups must be encouraged to advocate follow-up action. One approach
is to identify and focus on particular action items and to press for concrete steps on
those.

2. While applauding the call by the HLP for use of TRIPS flexibilities such

as compulsory licensing, the political resistance to such actions should not be
underestimated. It has proven extraordinarily difficult in practice to persuade
governments to issue compulsory licenses in the face of express or implied threats of
political and economic retaliation. The HLP strongly condemned the use of undue
political pressure, but changing the political economy dynamic will be difficult.
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3. If product development partnerships such as CARB-X and GARDP are successful in
developing new antibiotics that solve the antimicrobial resistance (AMR) riddle, this may
encourage other alternative approaches to new drug development.

4. HLP recommendations regarding increased transparency tie into a number of
related proposals for improving R&D models and access to medicines, and this group
may consider a research paper and development of a position on transparency as a first
action item.
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The 2030 Agenda for Sustainable Development

On 25 September 2015, 193 UN Member States unanimously
adopted the 2030 Agenda for Sustainable Development,
which emphasizes leaving no one behind
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Methodology for the UNSG HLP

Regarding the process

* In line with the recommendations of the ‘Global
Commission on HIV and the Law’, 2012

* In the context of the Post-2015 Agenda and the
SDGs

* “to review and assess proposals and recommend
solutions for remedying the policy incoherence
between the justifiable rights of inventors,
international human rights law, trade rules and
public health in the context of health
technologies”.

10
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Contributions

Report Released on 14 September 2016

* Health technology innovation
and access

* Intellectual property laws and
access to health technologies

* New incentives for health
technology R&D

* Governance, accountability and
transparency

11
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Key Findings: Barriers to Accessing Treatment

* Access is a global issue, not restricted to LICs

* For hepatitis C, direct acting antivirals, such as
Sofosbuvir, are successful in curing hepatitis C

* Sofosbuvir marketed at USS 84K per patient in the
United States

* Gilead signed 5 year voluntary licenses covering
112 lower middle-income countries

* 50 middle-income countries with 49 million
people living with Hep C were not included in
these licenses (43% of all people living with Hep C)

* 2.6 million people in Brazil, 1.5 million people in
Thailand and 30 million people in China live with
Hep C

Recommendations: IP and Access

* WTO Members must make full use of
policy space available in Article 27(1)
of TRIPS to curtail ever-greening and
reward genuine innovation

* Governments should adopt and
implement legislation that facilitates
the quick, fair and predictable
issuance of compulsory licenses

* WTO Members must revise the
paragraph 6 decision to find a
solution that enables swift and
expedient export of pharmaceutical
products

12
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Recommendations: IP and Access

* Governments and the private sector
must refrain from explicit or implicit
threats, tactics or strategies that
undermine the right of WTO
Members to use TRIPS flexibilities

* Governments involved in trade
negotiations should not compromise
right to health by adopting TRIPS
plus measures

* Governments should undertake
public health impact assessments
before entering into trade and
investment agreements

Recommendations: New Incentives for R&D

® Coordinated and collaborative efforts of public-private
partnerships and product development partnerships have
brought together the resources and strengths of the private,
philanthropic and public sectors to innovate and deliver several
important health technologies

® Innovative mechanisms to address unmet needs have enabled
policymakers to invest according to public health priorities

13
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Recommendations: Binding R&D Treaty

* The UN Secretary-General should initiate
negotiations for a binding R&D Convention
that delinks R&D costs from end prices

* As a preparatory step to negotiating the
Convention, governments should
implement a code of principles that
would apply to public R&D funds and
should be adopted by private and
philanthropic funders, product
development partnerships, universities,
and the biomedical industry

* This recommendation was made to address
the gridlock at WHO on a binding R&D
treaty

14
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Jamie Love addresses alternative research and development
(R&D) models for new medicines,
with focus on delinkage

Jamie Love introduced the subject of alternative R&D models by reference to the exorbitant
prices of new cancer treatments, and the fact that for many of these expensive drugs the
basic research was conducted in government-subsidized programs. In the United States,
even when drugs are not specifically developed under National Institutes of Health (NTH)
grants, they are frequently recipients of the orphan tax credit which amounts to a 50%
subsidy on R&D. The US Department of Defense developed a vaccine for the Zika virus and
funded clinical trials, but has not included in its development, production and distribution
license with Sanofi a provision to regulate the price of the vaccine. In the United Kingdom,
cancer treatments are rationed or denied by the National Health Service because of high
prices.

Although there has been a good deal of talk regarding compulsory licensing of medicines
to achieve lower prices, it has proven extraordinarily difficult for governments to use this
mechanism in practice. The NGO headed by Jamie Love, Knowledge Ecology International
(KEI), has worked with a substantial number of the governments that have considered
using compulsory licensing, but it is very difficult to persuade those governments to act
because of fear of economic and political retaliation by the home countries of the Pharma
companies. The main obstacle to compulsory licensing is not legal rules, it is political pres-
sure.

Jamie Love explained the concept of delinkage in the context of revising the predominant
model for development and distribution of new drugs. The basic concept is straightfor-
ward: the costs of R&D are funded in ways that do not rely on market exclusivity and high
prices for the resulting medicines to recover R&D costs. The drug technology is licensed
or otherwise provided to manufacturers and distributors supplying at competitive market
prices.

R&D funding can be provided through direct payments, alternative forms of subsidy such
as tax incentives, and “pull” incentives such as guaranteed off-take agreements with fixed

pricing. The process of introducing delinkage could be gradual and progressive.

Reference was made to the introduction of proposals for delinkage, including with respect
to cancer drugs, in the World Health Assembly.

A group of countries could pursue a delinkage system together (e.g., Brazil, Chile, Greece
and India).

Forms of delinkage are already associated with R&D for neglected diseases and research to
overcome antimicrobial resistance (AMR).

16
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Another area where major effort is needed is to improve transparency of R&D costs. For
example, major Pharma companies book asset acquisition costs as R&D expenditures. The
acquired companies or assets may include compound libraries that may eventually prove
useful in testing. But, the acquiring company has not undertaken R&D when the expendi-
tures are booked.

There is a good deal of non-transparency with respect to clinical trial costs. Orphan drug
designations are currently applied to 75% of new cancer drugs. It is difficult to determine
how to fund R&D if we do not have accurate data regarding R&D.

The number of patients in clinical trials can vary substantially, from 1300-1400 up to 6000-
9000. Pharma data indicates that each patient enrolled in a cancer clinical trial represents
a $60,000 expenditure. It is these numbers that create the expenditure totals referenced in
Pharma literature.

Participant Comments and Recommendations:

1. For the originator pharmaceutical industry, 10-to 12% of annual expenses go to R&D,
25% to marketing and 30% to manufacturing; then there is general and administrative,
and capital investment. Wall Street expects 10% profit increases each year. If profit
margins are projected at 65%, and come in at 40%, the stock takes a big hit. This is what is
motivating the industry to increase prices.

2. Unless and until alternative models are developed, Big Pharma is the "only game in town"
for companies wanting to introduce new drugs into the marketplace. While smaller R&D
enterprises may successfully develop new drugs, they cannot market on the scale of the
Big Pharma companies, which is why they typically sell their innovations.

3. $24 billion was spent on HIV drugs in 2015, yet only one new treatment for HIV is
introduced each year. HIV R&D accounts for 10% of the NIH annual budget (around $3
billion per annum). It might make more sense for PEPFAR to directly fund HIV-AIDS
research and enter into fixed-price off-take agreements for the resulting products.

4. The US government strongly defends the predominant model based on patents and
regulatory exclusivity, to the extent that it champions the interests of a Swiss company,,
Novartis, in Colombia.

5. In California during the political campaign for medicines pricing transparency, the
industry gave up trying to persuade the public that pharmaceutical prices were justified,
and argued that California jobs depend on high prices.

6.Jerry Reichman emphasized that key questions regarding delinkage involve identifying
the parties that will pay for R&D, and how decisions will be made regarding the projects
on which R&D funds will be spent. He also suggested that more attention be given to the
use of liability rules and remedies such that third parties (e.g., generics producers)making
use of technologies protected by market exclusivity (e.g., patents) may be obligated to
compensate exclusivity holders through reasonable royalties, but are not blocked from
entering the market.

17
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Delinkage.Org

Benefits
Delinkage has many benefits.

Low prices and expanded access. For many, the most important benefit will be
the elimination of high prices on products. Most drugs can be manufactured and
distributed at low prices, as commodities benefiting from competition among
suppliers of generic alternatives. The high prices for new drugs are enabled by the
creation of legal monopolies as the incentive to invest in R&D. As we create new
funding mechanisms for R&D, including new cash incentives to reward successful
developers of new products, we can eliminate both the monopolies and the high
prices associated with the monopolies.

Elimination of price sensitive formularies and high co-payments. When drugs and
other products are priced closer to the marginal costs of production, we can expand

access and eliminate price-sensitive formularies and high co-payments for drugs.

More efficient incentives. The current system of rewarding innovation through the
grant of monopolies is inefficient, for several reasons. For example, companies are
rewarded for matching health care outcomes, even when the new products do not
improve health outcomes, leading to costly, excessive, and wasteful investments in
the development and marketing of products that are relatively unimportant from

a medical standpoint. Companies also have incentives to invest in the marketing
and inappropriate promotion of products to patients who do not benefit from

the drugs. Companies do not have adequate incentives to invest in research that
advances science but does not product a monopoly on a commercial product. Under
delinkage models, governments can more effectively target incentives to reward
products that improve health outcomes (see discussion of end product prizes), and
also design incentives for researchers to advance science, and share and provide for
royalty-free and non-discriminatory access to data, inventions, and materials (see
discussion of the open source dividend and interim results prizes).

Fairness. Under delinkage, prices can be low everywhere, without adverse impacts
on innovation, in order to reduce the gaps between the rich and the poor, and
making “access to medicine for all” feasible.

Policy coherence. Delinkage aligns the interests of consumers and drug developers,
and eliminates the trade-offs between access and innovation. High prices are the
enemy of access, the enemy of fairness, and present a fundamental conflict between
access and fairness on the one hand, and innovation on the other. Delinkage fixes

18
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Mechanics of Delinkage

Because delinkage is defined in the negative, policymakers have the option of considering
any policy option that does not rely upon high prices. Among the many proponents of
delinkage, there are diverse views on how delinkage should be implemented. The freedom
to design R&D funding methods has both positive and negative aspects. On the one hand,
there is the freedom to choose among countless alternatives, including those that can

be described as direct funding (through intramural projects, or intermural grants or
contracts), subsidies (such as the orphan drug tax credit), and incentives (including most
importantly cash rewards). On the other hand, a lack of consensus among delinkage
proponents can be unnerving for policy makers, who need to focus on the implementation
of specific proposals.

Some delinkage proponents have proposed the elimination of R&D incentives in favor
of mostly direct funding, through government research grants and contracts. Others,
including KEI, have advocated combinations of direct funding, subsidies, and incentives
based upon cash rewards. There are no advocates for eliminating direct funding of
research by governments.

The international aspects of delinkage are as important as the international aspects of

the intellectual property system. The intellectual property system involves a multitude

of treaties, trade and other agreements, and informal norms that collectively establish
obligations on governments to grant and enforce legal monopolies and tolerate high prices
on products. These involve norms on patents, test data for new drugs, and sui generis
regulatory monopolies relating to the development of orphan drugs and research for
pediatric populations, as well as other measures. The international aspects of delinkage
include efforts to establish global norms for funding R&D, such as through R&D funding
agreements or treaties, cross-border collaboration on innovation inducement prizes or
prize funds, and proposals for agreements on the supply of public goods.

There is also the challenge of managing the transition from the current system of
monopolies and high prices to the delinkage alternative. The policies to navigate this
transition are referred to as progressive delinkage.

Among the various proposals for delinkage, some take a voluntary approach, and others
make delinkage mandatory. The voluntary approaches have a role, particularly in a
transition to full delinkage, for certain cross border implementations, and to address some
specific innovation objectives, such as to induce investments in R&D in areas of significant
market failure. Over the longer run, however, and to address other policy objectives,
mandatory approaches should be preferred or required.

The relationship between intellectual property rights and delinkage depends upon how
delinkage is implemented. For example, under a series of legislative proposals in the
United States by Senator Bernie Sanders, delinkage would be implemented by eliminating
exclusive rights to make and sell products, but patents would still pay a role in determining
the owners of the innovations and the claims on billions of dollars in cash rewards.

19
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Savings

Research and development is expensive, but so are drug monopolies. In 2015, the trade
association Pharmaceutical Research and Manufacturers of America (PhRMA) claimed
that its members spent $58.8 billion on R&D, and that non-PhRMA member spent tens

of billions more. But, those same companies also earned significant revenues. In 2015,
prescription drugs generated an estimated $413 billion in sales from the United States
market alone[1], and more than one trillion dollars worldwide. In the U.S. market,

sole source patented medicines are on average 19 times more expensive than generic
medicines[2]. For 2015, the cost of the monopoly on drugs could be estimated at $283
billion, just in the United States.[3] Globally, the cost of the monopoly is far more. If the
United States had already switched to delinkage, and spent $100 billion in that year to
reward researchers and drug developers, it would have saved $183 billion and eliminated
restrictive formularies, high co-payments and other access barriers. Moreover, even these
calculations under-estimate the savings, since generic drug prices are undoubtedly higher
than they should be because of the many inefficiencies in markets for generic drugs that
are related to the system of monopolies.

Would $100 billion have been enough for the United States? Yes. $100 billion is nearly twice
the PARMA member reported R&D outlays for that year. $100 billion is more than $2 billion
per new drug approved in 2015, a record year for approvals, and $4.8 billion per drug
approved in 2010. The $100 billion would also be in addition to the money for biomedical
R&D funded through U.S. government agencies. Moreover, the United States is only one
country, and the costs of R&D would be shared with others. In 2015, the United States
represented 24 percent of global GDP, and 38 percent of GDP in countries the World Bank
defines as high income.

The estimated savings are even more impressive when you consider how much of the
current R&D budget is wasted on developing drugs that match, but do not improve health
outcomes, and on clinical trials that have little scientific merit, but are used to advance
marketing objectives.

The amount of money needed to finance incentives is also related to R&D spending
involving other mechanisms. If governments expand direct funding and/or subsidies for
drug development, the amount needed for incentives would be less.[4]

While R&D is expensive, it makes no sense to spend over one trillion on drugs to finance
tens of billions in industry R&D.

[1] IMS Health.

[2] In 2016, GhPA estimated that generic drugs represented 88 percent of all prescriptions filled, but only 28
percent of all revenue). The generic prescriptions were just [(28/88)/(72/12)] = 5 percent as expensive.

[3] 95 percent of 413 x .72 = $283 billion.

[4] For example, if the U.S. Orphan Drug tax credit, which covers 50 percent of the cost of qualifying clinical
trials, was expanded to cover more trials or at a higher percentage, and supported by more countries, the
costs of conducting clinical trials would be lower, and consequently, the amount needed for an incentive to
companies to invest in a trial would be less.

20
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The Impact of High Prices on Access
High prices for drugs, vaccines, and diagnostic tests limit access.

When drugs are expensive, they may be excluded from reimbursement programs, have
restrictions on how they can be used, or be subject to high co-payments. Patients may also
avoid purchasing expensive (to the patient) prescriptions.

In developing countries, high prices can have devastating impacts on access. A 2011 study
by Paul Miano found no patented cancer drugs on the World Health Organization (WHO)
list of essential medicines. [1] The exclusion of virtually all drugs newer than 15 years old
was powerful evidence that high prices create barriers to access and unfair outcomes. But
even in high income countries, high prices create access barriers. A May 2016 study by IMS
Global illustrates the uneven reimbursement states for new cancer medicines approved in
2014 and 2015.

Figure 1: Reimbursement Status of Cancer Medicines Approved in 2014 and 2015

According to IMS:

Access to new cancer drugs is not universal even in developed countries, where national health systems’ priorities

may result in declining to reimburse some products.

Countries employing a formal cost-effectiveness methodology based upon cost per quality life year gained are much

less likely to reimburse new cancer medicines than countries using other assessment approaches.

By the end of 2015, 78% of the new oncology medicines launched between 2010 and 2014 were available within the
greater EU.

Patients in six European countries gained access to NAS within all 6 therapy categories.

Only one-third of the former Eastern Bloc countries have access to at least one of the new targeted

immunotherapies.

21
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Dr. Jicui Dong, Dilip Shah and Joe Fortunak address the
challenges of local production

Jicui Dong introduced WHO’s work with respect to local production of medical products.
She noted that WHO’s key leadership expertise in local production is in strengthening
regulatory systems and setting international quality assurance standards, such as GxP’s and
regulatory guidelines. The WHO Department of Essential Medicines and Health Products,
which has absorbed the former division on Public Health, Innovation and Intellectual
Property (PHI), is seeking to refine its future strategy for strengthening local production to
improve quality and access globally.

Jicui Dong referred to three recent country reports regarding China, Cuba and India. The
reports are a resource for other developing countries looking to promote local production
to learn various strategies taken by the 3 countries that helped strengthen their respective
pharmaceutical industry. As an active UN agency, WHO is collaborating with the AUC in
implementing the Pharmaceutical Manufacturing Plan for Africa (PMPA). Jicui Dong also
introduced the National Strategy and Plan of Action for Pharmaceutical Manufacturing
Development in Ethiopia, which was developed and launched by the Government of
Ethiopia with support from WHO upon the Government’s request. Now WHO, under the
leadership of Ethiopia and in collaboration with other partners, is part of the strategy
implementation process.

WHO is not an industrial policy organization, and it may not be best suited to devising tax
strategies and infrastructure support. But, WHO could serve as an important nexus for
information-sharing that might help developing countries avoid problems.

The question of local production ties in closely to issues concerning innovation and trans-
fer of technology. Building a successful local production platform requires addressing a
variety of elements, including capital, infrastructure, human resources and so forth. Yet,

a pharmaceutical product that is covered by some form of market exclusivity cannot be
produced without permission to use the relevant technology, or some way to overcome the
need for that permission. In some cases the Medicines Patent Pool (MPP) is serving to pro-
vide permission for the relevant technology, and some other voluntary licensing programs
outside MPP are functioning.

It is difficult for local production to compete on a cost/price basis in the short run. How do
you balance long-term benefits to the country versus short run procurement costs?

Dilip Shah said that Indian manufacturers would establish plants in Africa if provided with

power, infrastructure and guaranteed pathways toward regulatory approvals. Companies
are dependent on government approvals. The lack of transparency is a big problem. 100%

22
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foreign-owned firms do not appear to be welcome. That said, there is a $40 billion
futuremarket in Africa that is attractive, so industry cannot just sit by. Some question was
raised concerning the commitment of local producers in Africa to developing projects that
can compete on the basis of price with foreign suppliers. There may be overreliance on
government procurement preferences and other subsidies that will not be sustainable over
the longer-term.

Dilip Shah said that manufacturing is not the most difficult aspect of medicine supply. R&D
is the most difficult part, then marketing and distribution, and finally manufacturing. This
is the situation for Africa, as elsewhere.

Joe Fortunak suggested that local production in Africa is important as a matter of national
self-determination. WHO has put together a good program in Ethiopia based on the
concept of moving from the most accessible technologies such as packaging, with a goal
toward moving up the value chain, eventually toward API production. He thinks that
production of APIs in Africa is a decade away. He recalled, however that 45 years ago there
were API producers in Africa. They were put out of business by strict GMPs.

Ethiopia was a good place for WHO to start since the government was supportive from the
outset. There is a 12 to 16% delivery cost for drugs from Hyderabad to Ethiopia, and that
this makes a 25% price preference for locally produced drugs in Ethiopia reasonable.

Joe Fortunak discussed the possibilities for reducing need for chemical inputs through
new technologies, with a case in point being the transition from TDF to TAF. This brings
down costs, reduces the environmental footprint, and dramatically reduces the quantity of
medicines the patient takes.

The cost of HIV treatment should be $50 per person per year.

The manufacturing cost of sofosbuvir is quite low. While the end-user price is $84,000 for
a 12 week course of treatment in the United States, the price is $260 in low and middle
income countries.

Joe Fortunak suggested that we need to create a virtual organization to get through all
aspects of medicines R&D and production without relying on Pharma.

We need to learn from history, from people who know how to develop the industry.
Eventually tthere will be movement toward drug discovery. The main thing is to improve
health outcomes in a country.

For local production to succeed, it is important to stimulatel local demand for medicines.
This is lacking in some countries because of historic inaccessibility. Nigeria has 200
million people, twice the population of Ethiopia, but there is less demand for medicines
than in Ethiopia.
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Participant Comments and Recommendations:

1. Jorge Bermudez referred to some of the difficulties that Fiocruz faced in building
capacity in Mozambique. After individuals were trained and gained experience, they moved
to South Africa for higher wages. He does not see a solution to getting people to stay in
place. Jorge Bermudez talked about the possibility of using regional compulsory licensing.

2. Jerry Reichman referred to the possibilities for pooled procurement.

3. Fred Abbott, referring to the issue of personnel and employment, observed that this

is common in attempts to create regional regulatory infrastructure. No regulatory office
wants to see itself displaced. He referred to the detailed work Andre Kudlinski had done
on the subject of pricing preferences in South Africa, which nonetheless did not persuade
the Health Department to support local price preferences because of the need to focus

on immediate budget concerns. This is a general problem. While a particular course of
action may benefit the country as a whole, absent strong central government direction this
does not translate into policy for individual departments that must work within their own
budgets.

Fred Abbott referred to his experience preparing a report on the Indian local production
situation where there was no centralized repository of information needed by foreign
investors, and even the ministries involved in different aspects did not appear to know
what was going on elsewhere. Dilip Shah confirmed that there is a lack of transparency
of information. Major consulting firms such as PWC may have worked to compile
information, but these firms are expensive to use.

4. Xavier Seuba suggested that the GMP standards adopted by the International Conference
on Harmonization (ICH) are too high for Brazil. He said that WHO must play a more active
leadership role in the standards-setting, a role it has largely ceded to the Pharma industry.

5. Jamie Love said that technology transfer programs are needed. Although patents may
teach fairly adequately with respect to small molecules, with biologics you need to pay for
information, sign nondisclosure agreements, etc. Each agreement needs to be specifically
tailored. All of the new cancer drugs are high-priced. You need to increase the speed of
technology transfer, and improve transparency. Jamie Love reiterated that compulsory
licensing is not working. Even though the law permits, political reality does not. That is why
it is preferable to move to a delinkage system.

6. Several participants observed that voluntary locensing programs impose their own types
of regulatory barriers, such as a need to compliance with international GMP standards.
This latter requirement is intended to serve the valid purpose of assuring products of ade-
quate quality, but at the same time it makes geographic distribution of production functions
difficult. Is there some type of technology transfer or regulatory program that could assist
address this type of issue? What about the cases where voluntary licensing is not available?
Is or will compulsory licensing become a viable part of the pharmaceutical production
landscape? Is there some way to depoliticize this tool?
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APls and Finished
Pharmaceutical Products (FPPs)

API Synthesis
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Impact of Global Access
Campaigns Upon the Indian and
Chinese Pharma Industries

Priorities im LINMICs?
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Do we compare/contrast
INndia and China?

Local Pharmaceutical
Manufacturing - Africa
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Patents

The Patent Estate - Evergreening

* Pharmaceutical companies represent nearly every aspect of drug
development and delivery as containing patentable innovation:
* Composition of matter
* Method of use
* Combinations with other drugs
* Pharmaceutical compositions (formulations)
* Processes and Intermediates (not listed in the Orange Book)

* Crystalline forms (salts, polymorphs, hydrates, solvates, co-crystals,
dispersions)
* Latter-day “improvements”
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Tenofovir, Tenofovir Disoproxil, Tenofovir
Alafenamide
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Dr. Nick Drager presents an R&D hub
platform

Nick Drager discussed the model of TBVi, the non-profit that he is leading in Europe. The
basic idea is that the European Union and other funders rely on TBVi and its experts as
“honest brokers” to evaluate proposals and award funding, with the parties agreeing to
share data. TBVi does not take or own IP, or equity stakes in any of its partners. While

the R&D partners are expected to follow access and affordability guidelines, this is not
established contractually. TBVi’s value-added is as a knowledge platform, sharing pre-
market data, with 150 groups involved. The basic function is to mobilize funding. To specify
“gateway criteria”. Would this work outside of Europe without EU funding? The other major
funder is the Gates Foundation. Would it work in India? South Africa? They are establishing
an African network.

Nick Drager said that there is a “market” for TB treatments, and in general a good deal is
going on.

Participant Comments and Recommendations:

1. Jorge Bermudez asked how this interacts with AMR research. Also, the 5 BRICS countries
account for 50% of TB infections. How are they represented? As to why there is such a
prevalence of TB in the BRICS countries, there has not been a control model so it is difficult
to know the real data. One of the problems with TB is the long treatment time.

44



Briefing Paper No 1

45



Briefing Paper No 1

46



Briefing Paper No 1

47



Briefing Paper No 1

48



Briefing Paper No 1

49



Briefing Paper No 1

Jerry Reichman proposes a commons for
biological resource materials

The Propertization of Plant and Microbial Genetic Resources

Consider that plant and microbial genetic resources, together with traditional knowledge
concerning their uses by indigenous communities, had long been treated as freely available
inputs into scientific research. Both pharmaceutical products to cure diseases and plant
varieties to improve food security still remain heavily dependent on unrestricted access to
these genetic resources. Obviously, the notion of a vast public domain served the interests
of the Great Powers, who presided over biodiversity rich colonies. Nevertheless, it also led
to the formation of public seed banks and microbial culture collections, institutions whose
ongoing efforts to validate and preserve ex situ genetic resources constitute an integral
part of the global scientific research infrastructure, with benefits to humanity at large.*

In the last quarter of the twentieth century, however, developed countries in the Global
North pressed their former colonies-now sovereign and independent nations-to expand
and respect patents on both plant and microbial genetic resources under the Agreement on
Trade Related Aspects of Intellectual Property Rights of 1994, or at least to recognize plant
breeders’ rights under the International Convention for the Protection of New Varieties of
Plants of 1991(UPOV). In response, developing countries in the Global South demanded
and obtained exclusive rights to plant, microbial, and animal genetic resources and

related data originating from their national territories under the Convention on Biological
Diversity of 1992 (CBD), as reinforced by the Nagoya Protocol to the CBD of 2010.? This tug
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of war between developed and developing countries threatened the very existence of public
seed banks and microbial culture collections on which both agricultural research and the
life sciences had long depended.

Strenuous efforts were subsequently undertaken to rescue the public seed banks
administered by the Consultative Group on International Agricultural Research (CGIAR).
Under the aegis of the United Nations Food and Agricultural Organization (FAO), the
CGIAR’s public seed banks were entrusted to a global Crop Commons that the International
Treaty on Plant Genetic Resources for Food and Agriculture (ITPGRFA) established for

this purpose in 2001. Now that the Nagoya Protocol to the CBD has expressly validated

this multilateral regime of facilitated access to plant genetic resources for breeding

and research purposes, similar efforts are underway to devise a multilateral regime

of facilitated access to the public microbial culture collections governed by the World
Federation for Culture Collections (WFCC).

! See, e.g., Cletus Kurtzman, The Agricultural Research Service Culture Collections: Germplasm Accessions
and Research Programs, in DESIGNING THE MICROBIAL RESEARCH COMMONS: PROCEEDINGS OF AN
INTERNATIONAL SYMPOSIUM 55 (P.F. Uhlir ed., 2011); World Federation For Culture Collections (WFCC),
Guidelines for the Establishment and Operation of Collections of Cultures of Microorganisms, 3rd ed. (Feb.
2010), http://www.wfcc.info/guidelines.

2 The Nagoya Protocol to the CBD authorizes seizure of imported end products derived from genetic resources
without access and benefit-sharing agreements with provider countries
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Xavier Seuba addresses trade and marketing barriers for
biologic medicines

Xavier Seuba introduced regulatory barriers impacting on medicines, in particular
biosimilar products. The discussion revolved around on-going disputes on two crucial
topics: abridged regulatory approval processes and regulatory changes that impact on
biologic products already in the market. These case-studies were used to reflect upon
broader global concerns of both normative and institutional nature. First, in the normative
context, it was discussed the potential relevance of the World Trade Agreement on
Technical Barriers to Trade when adopting guidelines for the approval of biosimilars.
Second, in the institutional field, the role of international norm-setting bodies and
international harmonization processes was also introduced.

Biologic products, in particular biotechnological drugs, have become key therapeutic

tools to treat a large number of diseases. Presently, more than 70% of deaths are caused

by non-communicable diseases, and the majority of them are more and more treated with
biologics. Products of biologic nature have also crucial importance to prevent a number of
infectious diseases. However, competition is urgently needed in this pharmaceutical sector,
in particular in emerging and developing economies. For instance, according to recent
studies, the prices of trastuzumab, used to treat breast cancer, should decrease between 70-
95% to make trastuzumab accessible in Latin American countries. It comes, therefore, as
no surprise that developing economies think how best foster competition in the biosimilars
market.

Regulatory approval processes for biosimilars can foster or hinder competition.
Comparative pharmaceutical law shows great dynamism of legal frameworks for the
approval of biosimilar products, and reveals as well the existence of several possibilities
to satisfactorily address quality, safety and efficacy concerns. However, new norms that
promote biologic competition by means of abridged market approval processes have
prompted criticism of national and international associations of originator industries and
some governments. Countries belonging to all levels of development, but in particular
developing and emerging economies, have been the object of such criticism. The scientific
consistency of arguments putting into question quality assurance guarantees of new
approaches have to be treated separately from the legal strategy employed to challenge
new bills. More precisely, the World Trade Agreement on Technical Barriers to Trade

does not hinder national laws that promote international trade and competition. On the
contrary, it would run against those that restrain trade and competition.

52



Briefing Paper No 1

A second area of discussion concerns the impact on already existing products of changes
introduced into laws regulating biologics. Litigation is currently taking place in several
countries. Originator companies challenge the validity of market authorisations for
biosimilars when normative changes take place and focus the debate on so-called “intended
copies”, mostly originating from emerging economies. The basic principle is clear: the most
updated versions of regulatory requirements should be followed. The controversy, however,
revolves around the specific actions with respect already existing products and the timing of
those actions. While innovative biotech producers demand the immediate disposal from the
channels of commerce of “old” products not fulfilling new conditions, the action in reality
should change depending on the relevance of the changes and depending on the area they
impact upon. With this scheme in mind, actions may entail removal, submission of extra
information, or just waiting for the renewal of the marketing authorization to supplement
the information.

Participant Comments and Recommendations:

1. Dilip Shah referencd the Biocom investigation in India involving Roche and its efforts to
impede the entry of biosimilar.

2. Fred Abbott attempted to clarify with Xavi how the TBT agreement might be relevant
to biosimilar standards adopted by a country like Colombia. There are some potential
theories, but none seem persuasive on their face.

3. Jerry Reichman mentioned the potential value of a biologics material commons.
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Relevance of Biologics...
Public health

NCDs amount to 70% of
deaths
The most sophisticates MABs
are used to treat

— Cancer

— Autoimmune diseases

— Alzheimer

Biologics also for the
treatment of

— Chronic diseases such as
diabetes (insulin)

— Infectious diseases
(recombinant vaccines)

Market

In 2020

— world market for biotech drugs
will amount to USD 250 billions

— 55% top 100 drugs will be
biologic

— Expiry of US patents of 14
biotech: sales worth up to 67
billions in 2014

But competition is desperately
needed

— trastuzumab price should
reduce from 70% to 95% to be
accessible in Latin America

... importance of biosimilars and their market
authorisation
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Dr. Ryan Abbott discusses the role of Big Data in medicines
regulation and a proposal for
private causes of action challenging
regulatory approvals

Post-Market Drug Regulation in the Age of Big Data: What Path to the
Promised Land?

INTRODUCTION

Every day 2.5 quintillion bytes of data are created—so much that 90 percent of the world’s
data has been produced in the last two years alone. This information revolution is
transforming education, labor markets, and social relationships, and is creating entirely
new industries. Some of the greatest advances have and will come in biotechnology and
bioinformatics, where “big data” is altering new drug development, clinical practices,
and health care financing. It also has the potential to lead to a new kind of understanding
of how drugs work in the real world. In 1991, the Food and Drug Administration (“FDA”)
based its approval of the cholesterol-lowering drug simvastatin on pre-market controlled
clinical studies that included a total of 2423 patients. In 2011 alone, health care providers,
just in the United States, wrote almost a hundred million prescriptions for the drug.
Imagine the impact of being able to analyze data from every one of those patients to
evaluate whether simvastatin is safe and effective. Better yet, imagine analyzing data from
every patient who has ever taken the drug in every country in the world. That is the vision
of a drug regulatory system powered by big data. Historically, that type of research has
been unachievable. But now, for the first time in human history, it is a possibility.

However, it remains just that—a possibility. Although a vision for a new type of post-
market regulatory system exists, a plan does not. If the vision is to come to fruition,
policymakers must address some operational challenges. First, the right kinds of data
will need to be collected. Second, the data will have to be aggregated for analysis. Third,
the results of analysis will need to be effectively plugged into the regulatory process.
Unfortunately, progress along those three dimensions has been frustratingly slow, and
even the data that is already available for analysis is being underutilized. Pharmaceutical
companies are not adequately incentivized to use this data to maximize public health. The
FDA is mission-driven to improve public health, but it
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lacks the resources, information, and entrepreneurial drive of the 1.1 trillion-dollar-a-year
private industry it oversees. Third parties, such as insurance companies, academics, and
rival firms have some role, but their incentives to police the drug market are relatively weak
despite the potential public health benefits.

Maximizing the data’s value requires restructuring market participant incentives to
enhance third party engagement in post-market surveillance. There are many ways to
accomplish this, and the ideal solution may be a mix that offers a variety of incentives.
However, I propose a novel mechanism to enhance third party engagement in the form
of a new administrative bounty proceeding modeled after the False Claims Act qui tam
regime. This would provide petitioners an award if they present the FDA with original data
documenting a drug safety or efficacy concern that results in amended product labeling
or the withdrawal from market of an approved drug or device. Petitioner rewards, paid
by the government, could be structured to award a portion of the money that the federal
government will save by avoiding adverse effects and medically ineffective therapies in
patients with government health insurance.

POLICY RECOMMENDATIONS

1. Establish an administrative bounty proceeding that will motivate third parties to
submit data on drug safety and efficacy to the FDA.

2. Model the administrative bounty proceeding after the Federal Claims Act qui tam
regime.

3. The federal government should pay petitioner rewards based on a portion of the
money that the government will save by avoiding adverse effects and medically ineffective
therapies in patients with government health insurance.

This presentation is based on: Ryan Abbott, Big Data and Pharmacovigilance: Using
Healthcare Information Exchanges to Revolutionize Drug Safety, 99 Iowa L. Rev. 225 (2013).
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Fred Abbott discusses the use of competition law to prevent
and redress pharmaceutical industry abuse of patents and
market power

The use of competition law to constrain abuses of market dominance through excessive
pricing, patent and regulatory abuse, and collusive undertakings is an increasingly impor-
tant element of defensive measures. UNDP has been focusing in this area. My work has es-
pecially focused on the potential use of excessive pricing doctrine to constrain monopoly
power. Investigations into pharmaceutical industry anticompetitive abusive practices are
gaining traction. The EU Competition Directorate previously undertook a broad inquiry
into abuse of patents in the pharmaceutical sector. Following the lead of the British CMA’s
levying of fines against Pfizer for excessive pricing, the EU Competition Directorate has
also launched an investigation into excessive pricing. This work is highly dependent also
on transparency, whether voluntary or mandated.

The recent trend toward more robust pharmaceutical-related action by competition au-
thorities, including in emerging markets like China, India and Africa, is suddenly met with
suggestions from multinational trade groups that perhaps new multilateral competition
rules are needed. These proposals should be treated with caution as they are intended to
constrain the power of competition authorities, not expand them.

The enforcement of competition law relies on independent prosecutorial authorities with
adequate power to accomplish their jobs. Those authorities rely on independent judges
to assess their actions. This may sound like it can be taken for granted, but interference
in the work of competition authorities, and gaps in investigative powers, are a substantial
issue in a number of countries. It is important to support the independence of these au-
thorities.

Participant Comments and Recommendations:

1 Jamie Love discussed the investigation by the South African Competition Commission
relying on essential facilities doctrine because, inter alia, the Commission was concerned
about the lack of precedent with respect to excessive pricing. He also discussed the
compulsory licensing litigation in India involving Nexavar where the judge was more
comfortable acknowledging that pricing was generally left in the hands of the drug
supplier, but with the condition that access to patients must not be compromised.

2. Xavi Seuba referred to competition actions initiated in Argentina with respect to
distribution. In Colombia both the originator and generics industries are against any form
of price controls. In Spain, companies must provide information.

3. Jamie Love suggested that price data regarding clinical trials is relatively easy to obtain
or infer, but the real difficulty concerns preclinical research which is a “black box”. The
DiMasi studies do not reveal pre-clinical data.
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The Global Medicines Council and
Its Future Work

Jerry Reichman discussed his work regarding the interface between the Marrakesh Treaty
for the Visually Impaired and potential use of Article 31bis of TRIPS. He suggests that

the Marrakesh Treaty provides very detailed rules (referring to Article 5 regarding Cross-
Border Exchange), which could be adapted for use through Articles 31 and 31bis of the
TRIPS Agreementt.

Jerry Reichman indicated that royalties awarded by the US Federal Court of Claims are in
the range of 4-12%, and that royalties based on government use of patents are awarded all
the time. Back to back government use/compulsory licenses are an option for the supply of
low cost medicines.

Xavier Seuba indicated we need to look at other barriers, particularly regulatory barriers
and market exclusivity.

Nick Drager noted that one reason Canadian generic manufacturers did not have success
under the licensing for export legislation is that the Canadian domestic market is too
small.

Jerry Reichman referred to the importance of having an intergovernmental committee
on IP to resolve policy issues. Jorge Bermudez said that they have that in Brazil but it does
not work because the agencies, such as agriculture and health, have completely different
perspectives.

On the issue of transparency, Joe Fortunak said that he has a lengthy list of information
that he would like to get with respect to biologic medicines. Jorge Bermudez noted the
focus of the High Level Panel on transparency.

Nick Drager noted the importance of legitimate and credible positions, such that might be
developed and articulated by this group.

Jicui DONG commented that the access to the well-known products like insulin is still a
problem. There is a need for more transparency on insulin market data and a need for
more public health-focused market research. They are various barriers, such as barriers
to biosimilar regulatory approval, that prevent insulin’s access. She wondered whether it
might be possible for this group to do some efforts to improve the access of these types of
products. Jorge Bermudez concurred with this suggestion.

Nick Drager suggested to potentially go after the low hanging fruit, and that transparency
might be that low-hanging fruit. Transparency is a cross-cutting issue, and EU authorities
take a substantial interest in this.
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Jerry Reichman asked whether an organization like Carb-X might be interesting to look at,
and how they are handling their access policy. Fred Abbott noted earlier discussions which
indicated they had not initially addressed the issue, but would be working on it. He also
referred to the related project under the DNDi umbrella, GARDP.

Fred Abbott also reminded that we should keep an eye on what others are or have been
doing. For example, a group called Transparency Alliance had a mandate to secure data,
and Health Action International has also worked in this area.

Jamie Love concurred that approaching transparency would be a good idea since there are
a wide range of parties interested in the subject, including doctors groups and government
authorities. He suggested we might be able to scale up work on transparency, including
with respect to the cost of clinical trials, conduct of patent landscapes, etc.

Jerry Reichman referred to calls for a failed trial database that would prevent duplication
of efforts, and potentially provide research leads.

Xavier Seuba referred to judicial training and standards, as well as advancing work on
damages and enforcement rights.

Jicui Dong suggested that perhaps a paper could be published in the WHO Bulletin as an
editorial. Then there could be linked papers.

Nick Drager endorsed the idea of looking at transparency. He suggested that the work
should be very specific with clear language. The Netherlands is interested in transparency.
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