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Abstract
The ICH is a network of drug regulatory authorities and pharmaceutical industry
associations that harmonizes standards for the registration of drugs. This paper addresses
the advantages and the risks associated with such public-private cooperation: Why do
regulators cooperate with industry associations? And what are the risks associated with
such cooperation? I address, on the one hand, the dependency of regulators on industry
expertise, and, on the other hand, the capture of regulators by industry interests as well
as some of the distributional consequences of industry-dominated standards. Finally,
how can we balance between these conflicting needs and risks to achieve effective yet
fair standards?

1. What is the International Conference on Harmonization (ICH)? What
does it do?

Background

The ICH was set up in 1991. The ICH’s historical purpose has been to harmonize the
technical guidelines for new pharmaceutical product registration.2 The harmonized
guidelines are adopted into the domestic regulatory systems of the members as guidelines
ot regulations. Nowadays, harmonization is almost complete, and the ICH’s main goal is
promoting the dissemination of ICH guidelines in non-ICH countries.” The standards
are considered the gold standard and are followed globally.

Why harmonize? As a general rule, before a new drug can be sold, the national regulatory
authority of the country where it will be used must authorize it. Normally, a law setting
out the principal requirements for marketing authorizations sets out that the safety,
efficacy and good quality of the drug at hand need to be demonstrated. These principles
are very general and, as such, the technical tests that must be done to demonstrate
compliance are set out in regulations or guidelines.

Historically, ICH member countries had similar statutory requirements (i.e. that a drug be
safe, effective and of good quality), but discrepancies in these technical requirements (i.e.
which tests and procedures must be undertaken to demonstrate that the product is
indeed safe, effective and of good quality) led to duplicate testing (as for the same drug
different tests needed to be conducted to receive market authorization in different
countries). This led to high costs and delays in the introduction of the same drugs in
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different countries. Politically, these “drug delays” became a major issue in the U.S. with
the outbreak of the AIDS epidemic in the 1980’s. This led the FDA, which historically
had never agreed to cooperate with foreign regulators, to change its attitude.’

These TRNs were, hence, set up to harmonize such diverging requirements and to
develop harmonized standards. As such, when a test is generated in one part of the
world, it can also be accepted in another part, and it speeds up the approval (and the
marketing) process, benefiting industry as well as regulators and patients.

Members

Originally, the members were drug regulatory authorities and research and development
(R&D) based industry associations from the U.S., EU, and Japan. Regulators and
industry associations enjoy an equal partnership. The regulatory authorities are the U.S.
Food and Drug Administration (FDA),” the European Commission DG Health and
Consumers, the European Medicines Agency (EMA),’ the Japanese Ministry of Health,
Labour & Welfare MHLW) and the Japanese Pharmaceuticals and Medical Devices
Agency (JPMDA).

The R&D industry associations represent R&D drug companies (that is, companies that
develop new, innovative (patent protected) drugs). The R&D industry members are the
Pharmaceutical Research & Manufacturers Association of America (PhRMA), the
European Federation of Pharmaceutical Industries' Associations (EFPIA) and the
Japanese Pharmaceutical Manufacturers Association (JPMA).”

ICH governance has recently been reformed — I address that below.

2. Why are regulators collaborating with industry associations?
Why are regulators, seeking to harmonize their national standards, collaborating with
industry associations? The main driver is the regulators’ need and desire to develop
effective standards. To this end, the expertise of the industry is needed.

Expertise
With the increasing complexity of products and their rapid change, as well as limited
governmental financial resources, which make it ever more difficult for regulators to
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keep up and be up to date on technical matters,” regulators are increasingly dependent on
business for technical expertise and information. To overcome this information
asymmetry, governments collaborate with business actors.” Consequently, public-private
collaboration have become common in many areas of global governance, such as in the
financial sector, telecommunications, energy markets and the automobile industry
(think say of ICANN, WADA, IUCN, WIPO, I1SO)."

The same logic explains the inclusion of industry associations in the ICH. Drug
regulators do not have the necessary information to make informed judgments and
independent assessments about medical products and are dependent on industry for
information.'”” The industry undertakes 95% of drug development, and it is therefore
ahead of regulators in expertise and when it comes to new scientific developments."
Regulators rely on industry for information on topics such as toxicology, clinical trials,
epidemiology, etc.'* "> The FDA stressed these factors, saying, “... the speed of product
development also is accelerating ... But ... the Agency [has] very little time to develop a
regulatory framework to handle new technologies. Thus, it is imperative for FDA to
continue to engage in close interaction with industry ...”"'"* And that “[p]roduct
complexity continues to increase. FDA-regulated products will be characterized by
unprecedented technological sophistication ... FDA must have access to the necessary
scientific expertise to be able to address the complexity of these new products, and to

provide sound regulatory decisions...”."’
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Consequently, the inclusion of industry associations is driven by the need or desire to
develop effective, scientifically updated standards. That said, the inclusion of industry
associations alongside regulators raises several problems, which we look at next.

3. What problems arise when regulators collaborate with industry
associations?
While the involvement of industry associations is helpful in achieving effective standards,
their inclusion raises several problems form a public interest perspective. The problems
I want to concentrate on are (1) the risk of capture, and (2) the distributional
consequences.

A. Risk of Capture
The pharmaceutical sector is prone to regulatory capture because regulators — as
mentioned above — do not have the necessary information to make informed judgments
and independent assessments about medical products and are dependent on industry for
information." But while we would like to think of scientific information as neutral, that
is not always the case, and so the interests of the parties may come into play.

The non-alignment of industry interests and the public interest: Regulators are expected to protect
the public interest, but industry associations promote their commercial interests.
The efforts of the industry have led to the development of many medical products that

are of great benefit to humans. Thus, at least to some extent the commercial interests of
the industry and the public heath interests of patients correspond.”” However, in reality,
patients’ and industry’s interests often do not coincide. The goal of medical companies is
to make profit, and so while medical companies want the safety and efficacy standards of
regulators to be high enough to avoid frequent medical disasters, which brings the
industry into distrepute, they do not want it so high that it would threaten their
commercial viability. Thus, the interests of the industry can sometimes diverge, or even
conflict, with public health.”

In the case if the ICH, the industry’s dominance — coupled with the lack of

representation of patients and consumer interests— raises the concern that the public
interest in safe medical products is undermined due to the industry’s interest in cost
reduction.” It suggests that the ICH may have difficulty maintaining a public health-
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oriented approach, and that it is prone to “regulatory capture” by industry interests.” To
be sure, the ICH has already been criticized for being an “industry—driven process”,”
and for not taking the interests of patients, academia, health professionals, etc.
appropriately into account.”

B. Distributional Effects
Due to globalization, we are in a time of interconnectedness and interdependence.
Therefore, ‘club’ standards mat have effects —distributional effects — on states and
communities that are not members of the club. That has also been the case of the ICH.
While the ICH is a club of regulators and industry associations from developed
countries, in practice, ICH standards have distributional effects, with consequences for
countries and communities that are outsiders. We next take a look at two examples:

1 Distributional Effects on Competing Industries: The Generic Drugs Industry
ICH guidelines are set by R&D industry associations, but affect the generic industry too,
and grant the R&D industry a competitive advantage over the generics industry:

R&D and generics industries compete: The interests of the different segments in the medical
product industry are not aligned, and are often fragmented with competing interests.
This is most pronounced in the pharmaceutical industry. There, the R&D industry
develops new drugs (which are then patented) and competes with the generics industry,
which manufactures drugs whose patent protection has expired. As such, the R&D
industry will always seek to prevent or delay the entry of generic medicines.

R&D industry is setting the rules for the generic industry too: ICH regulators write the standards
together with the R&D industry, and with their interests in mind. Nevertheless, ICH
standards are considered the ‘gold standard’, the result being that drug regulatory
authorities — rather than developing special standards for generic medicines — have
subjected the generics industry to ICH guidelines in the market approval process. * It is
now customary for regulators to apply ICH quality guidelines for the approval of generic
drugs.26 Thus, in order to get approved, applicant generic drugs must comply with most
ICH standards. And so while the historical purpose of ICH guidelines had been to set
harmonized standards for the approval of new, innovative, patent protected drugs, in
practice, they affect the generic drug market too.
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ICH standards affect the generics industry: The generic drug industry, has, hence been
significantly affected by ICH standards. This holds true not only for the generic industry
in ICH member countries, but also for generic drug manufacturers in non-member
developing countries (which follow ICH standards too)— where most of the drug supply
is of a generic nature.”” Moreover, this effect has become more important in the past two
decades with the significant growth of the generic drug market.”® Due to this growth in
market share, ICH standards have, therefore, had an even more significant effect on the
generics industry.

The ICH guidelines matke it harder for the generic industry to compete against the R&>D industry: The
R&D industry is a larger, wealthier industry and has more resources than the generic
industry. Standards may be too costly or resource intensive for the generic industry to
comply with, such as due to a lack of appropriate facilities. Thus, some of the
requirements are practically unreachable for the generic industry.” At the same time,
scientific experts have stressed that due to the ‘copying’ nature of the generic drugs, they
require less testing than new, innovative drugs.”’ Hence, generic drugs are required to
comply with ICH standards that are often unnecessarily demanding and costly for them.
This, in turn, affects their market share. Moreover, it also affects access to medicines,
mostly in developing countries that are dependent on generic medicines for their
essential medical needs.”

To conclude, the ICH standards are not neutral in their distributional effects, and they
give the R&D industry a competitive advantage over the generics industry. Is this fair?

2 Distributional Effects on Non-Commercial Drug Development: Drugs for Neglected Diseases
in Developing Countries
One of the central health problems in developing countries is that for many diseases,

medicines are non-existent. These diseases, commonly referred to as “neglected
diseases”, have generally been defined as communicable, tropical diseases such as
malaria, sleeping sickness, chaga sieases and leishmaniasis, for which there is essentially
no pharmaceutical research and development. ** Indeed, only a small fraction of the total
worldwide expenditure on health research and development is devoted to the
development of medicines for such diseases. Neglected diseases are endemic primarily in
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Africa, Asia and tropical regions of the Americas.” An estimated 1.4 billion people,™
including 400 million children, suffer from one or more neglected diseases. Many of
these diseases exact a large and lethal toll, with tuberculosis and malaria alone killing an
estimated 2.6 million people annually. Other neglected diseases are less deadly but disable
or deform.

These diseases are “neglected” as despite an ever-increasing need for medicines for the
treatment of these diseases, drug development is virtually non-existent. With the
emergence of a free market-based world order, commercial prospects rather than global
health needs guide the direction of new drug development.” The pharmaceutical industry
argues that research and development is too costly and risky to invest in low-return
neglected diseases, and prefer focusing on “blockbuster” drugs for the developed world.
The adverse public health consequences of this evolution for the developing (mostly
tropical) world have been grave.” Given the high disease burden, developing countries
urgently need research to help relieve them from such diseases.”

In the past decade this has become a hot topic and there have been initiatives underway
that seek to overcome this market failure through incentive packages and public-private
partnerships. The buzzword is “product development partnerships”, whereby drug
companies work with non-profit organizations (such as the Drugs for Neglected
Diseases Initiative, the Medicines for Malaria Venture, the Meningitis Vaccine Project)
and academia in drug discovery projects. Philanthropic and public funds absorb the costs
and risks of drug development, and industry picks up the projects and markets and
distributes them.” Thanks to such initiatives, in the past decade there has been
tremendous progress in the development of drugs and vaccines for neglected diseases,
and there are now dozens of candidate products in the pipeline.

Certain global initiatives to systematically deal with this problem are underway too. For
example, most recently a WHO Consultative Expert Working Group issued a report on
“Research and Development to Meet the Needs in Developing Countries: Strengthening
Global Financing and Cooperation”. The report proposes innovative financing and
cooperation options to tackle this problem, including a recommendation to reach a
binding International Convention on Global R&D.”
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But how s all this related to the ICH? The ICH Good Clinical Practice (GCP) is the gold
standard for clinical trials and it has led clinical trials to become increasingly time
consuming and expensive," leading in turn to a reduction in non-commercial clinical trials,
including for neglected diseases.

The ICH GCP is an ethical and scientific quality standard for designing, conducting,
monitoring, recording, analyzing and reporting clinical trials, that is, trials that involve the
patticipation of human subjects. "' The ICH GCP has contributed to a reduction in
clinical trials as it has increased the bureaucracy and, consequently, the costs of clinical
trials.”” The ICH GCP introduces a rigid bureaucracy, with onerous procedural
requirements for data management, documentation and reporting of trials. In
comparison with the 1990s, it requires 5 to 20 times the funds to initiate a similar trial.*
The ICH GCP has also led to an increase in clinical trial duration.” In comparison with

the 1990s, it takes 4 to 5 times longer to conduct a similar trial.*

The ICH GCP was written for commercially driven clinical trials (that is, clinical trials
performed by the pharmaceutical industry for new medicinal products), but is now being
applied in in non-commercial clinical trials in low-income countries, including in cost
sensitive clinical trials in neglected disease endemic countries.”” The ICH GCP is
excessive and overwhelming in terms of administration, oversight and documentation in
such poor settings. The standard is unaffordable and unreachable in developing
countries, particularly in clinical trials for neglected disease, which are highly cost
sensitive endeavors. The human and financial resource capacity available to ensure a high
standard of design, management, and operation of clinical trials in developing countries
lags far behind that available in wealthier nations."” In fact, the clinical research and
regulatory capacity in many neglected disease—endemic countries is
rudimentary.*Moreover, many trials for neglected diseases, such as in Africa, even if
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sponsored by developed countties, are non-commercial trials that are publicly sponsored and
are, hence, severely limited in resources.” For non-commercial bodies the costs
associated with the ICH GCP are, therefore, unaffordable.”

A considerable amount of studies have demonstrated that the ICH GCP has been an
impediment to clinical research in developing countries, with adverse effects on the
development of drugs for local needs.” In 2011, a Report issued by the Centre for
Global Development’s Working Group on Clinical Trials and Regulatory Pathways on
“Improving Clinical Trials and Regulatory Pathways to Fight Neglected Diseases”
asserted that the GCP significantly increases the delays and cost of clinical trials for
candidate drugs and vaccines in the neglected disease pipeline.” Many of the critics are
demanding that in place of the ICH GCP, sensible GCP guidelines be developed, arguing
that if sensible guidelines for clinical trials will not be developed to reverse the harm
caused by the ICH GCP, the battle against disease will be severely slowed down and
much of the scarce funds for clinical trials will be wasted.”

While no one is contending that there isn’t a need for good clinical practice, the criticism
is that many of the bureaucratic requirements (e.g. mountains of papers, emails,
conference calls, and other procedural aspects) add little to the quality of the process in
the developing country context.”* Moreover, the procedures are based more on
technological advances than on nationally determined health priorities.” Finally, the ICH
GCP does not address country specific issues,” and the fact that the ICH GCP does not
take the special circumstances of developing countries into account inhibits research in
those countries.” In sum, the ICH GCP in developing country settings has been a
detriment to the development of drugs for neglected diseases.”
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4. Has the ICH responded to these problems? If so, how?
In January 2016 the ICH introduced a governance reform that fundamentally changes
the ICH governance structure. The purpose of the reform, according to the ICH is to
make “the ICH more transparent and accountable...and turning it into a genuinely
global forum.”” The changes ate in the legal structure (The ICH will be established as a
not for profit international association under Swiss law),’ the governance structure, in
the members and observers, and in the decision-making rules. Without going into the
details of the reform, I will focus on some relevant aspects of the reforms.

The new ICH association comprises several bodies. The two main ones are an assembly
and a management committee. The inaugural meeting of the new assembly and
management committee took place on 23 October 2015.

A. Addressing Regulatory Capture

1 Weakening the Role of Industry Associations
Whereas traditionally regulators and industry associations had an equally powerful status,
the role of industry has now been formally weakened, though in practice industry will
retain an important role. The ICH says that it recognizes that the participation of
industry providing technical expertise was one of the key success factors of the current
ICH, and that should be maintained in the new structure.”’ However, in view of
introducing more accountability, the role of industry is being weakened:

e ICH will become less reliant on the pharma industry funding than it is at
present.”” One aim of the reform is for ICH to move away from traditional
reliance on industry funding towards a more balanced funding mechanism. The
new association will be funded through membership fees.

e Whereas previously they had identical decisional rights as the regulators, their
decisional role is being weakened. Industry will no longer be entitled to vote on
matters related to the adoption of ICH guidelines, and that will be the regulators’
prerogative. However, industry remains involved in guideline development in the
working groups.”

2 Strengthening the Generic Industry?
As a result of the effects described above, the International Generic Pharmaceutical
Alliance (IGPA) has requested a seat on the ICH Steering committee.”* With its growing
market and the consequent growing impact of ICH on its production, it has become
more assertive in this demand since 2013. The IGPA says that “we felt it very important

investigators to contribute to capacity building in poor host countries. (Guidelines 3 and 20,
respectively).

*® _Lembit Raego, Panel 2: ICH and Global Cooperation in the New Millennium, WHO Perspective
(Proceedings of the 5th ICH Conference, San Diego 2000), at 301 (on file with the author).

% Maureen Kenny, ICH Door Closes on New Industry Memnbers Ahead of Reforms, SCRIP
Regulatory Affairs 5 May 2015. (2015)

% Sean Milmo, ICH Prepares for Major Reform Pharmaceutical Technology at
http://www.pharmtech.com/ich-prepares-major-reform.

% Maureen Kenny, Finishing Line in Sight for ICH Reforms SCRIP Regulatory Affairs 5 May 2015.
(2015).

*21d.

®1d.

% Global Generics Industry Continues to Fight for Equal Footing with R&D Sector at ICH, Scrip
Regulatory Affairs (2 September 2014)
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that we be at the decision-making body of ICH. We shouldn’t have other entities making
decisions that affect our industry and we’re not at the table.”*

The ICH recognizes that the generics industry is affected by ICH guidelines and the ICH
recognizes that the IGPA should have a place at the table and be able to contribute. It
has, therefore said that it recognizes the “possibility of wider inclusion of global industry
sectors affected by ICH harmonization.”® It has, accordingly, amended the eligibility
criteria for industry members so as to open the possibility for the generic industry to join
the association.”’

While that signals potential for change, IGPA is currently being refused membership in
the management committee (PhRMA, EFPIA and JPMA are members). “Thus, the final
word is still being set by the founding members.” The reform, hence, as of now, is
disappointing for the generics industry, which had been hoping to achieve equal footing
in ICH with the R&D pharma industry.” The IGPA has not made a decision yet whether
to withdraw completely or remain playing some part even in the absence of equal
footing. "' The parties are meeting mid-June 2016 and I am waiting for updates.

3 Developing countries and marginalized interests
While the ICH is also undergoing a reform to include new members from emerging and
developing countries, the main drive is the desire the disseminate ICH standards to those
countries, and issues such as effects on neglected diseases are not being discussed.

5. Question to pose:

1. The inclusion of industry associations in transnational standard setting is driven
by and large by the dependency on their expertise. Their inclusion, however,
introduces risks of engagement, and risks undermining the public interest (or the
interests of other sectors). How do we balance between the need for
effectiveness and the protection of the public interest? How can we ensure that
their inclusion does not lead to bias and undermines the public interest, or the
interests of weaker groups? Should we introduce rules to this end (As exist in
domestic regulatory systems?) And even if we were to introduce such rules, how
effective would they be in the absence of legal oversight?

2. Do clubs have any responsibility for the distributional effects that they create?
What role, if at all, should they take on? Should they include affected
communities and give them voice? Should they assist such communities in setting
up alternative bodies for the development of standards adapted to their needs?
Or are they free of any responsibility?

% David R Gaugh, Senior Vice President of US Generic Pharmaceutical Association, cited In Maureen
Kenny, Generics Industry Keeps up Pressure on ICH Scrip Regulatory Affairs 5 May 2015

% The IGPA says that “we felt it very important that we be at the decision-making body of ICH. We
shouldn’t have other entities making decisions that affect our industry and we’re not at the table.”®

®7 Article 12 of the New Atrticles of Association sets out eligibility criteria for the inclusion of
international industry associations that represent members that are regulated or affected by ICH
guidelines and that have been affiliated with the ICH as an observer or interested party, and appointed
experts to working groups.

® Finishing Line in Sight for ICH Reforms supraP.4

% |d. Citing Mr, Gaugh

® [David R Gaugh, Senior Vice President of US Generic Pharmaceutical Association].

™ |d. Citing Mr, Gaugh
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