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Abstract

he important relationship between the exami-

nation of patents carried out by national patent
offices and the right of citizens to access to medi-
cines hasn’t always been well-understood. Too often
these are viewed as two unrelated functions or
responsibilities of the State. And the reason is clear:
patentability requirements are not defined by patent
offices, but frequently by the courts, tribunals, legis-
lation or treaty negotiators.? This is the case when
patent policy is implemented in isolation from,
rather than guided by, public health policy. Today
there is greater recognition that patent examiners
and the examination of patents play a key role in
facilitating or obstructing access to medicines. Giv-
en the impact of pharmaceutical patents on access to
medicines, patent offices should continue to align
their work in support of national health and medi-
cine policies, using the freedom permitted by the
TRIPS Agreement to define patentability require-
ments. The establishment of guidelines for the ex-
amination of pharmaceutical patents can constitute
a valuable tool that is conducive to this objective.

This policy brief discusses the guidelines for the
examination of pharmaceutical patents developed

by WHO that serve as a guide for the drafting of
internal procedure manuals of national intellectual
property offices for the examination of patentability
of chemical-pharmaceutical inventions.

1. Introduction

In 1994, the creation of the World Trade Organiza-
tion (WTO) resulted in the establishment of a new
treaty, the broadest on intellectual property rights:
the Agreement on Trade-Related Aspects of Intellec-
tual Property Rights (TRIPS Agreement). This
Agreement linked issues of intellectual property
and trade for the first time and provided a multilat-
eral mechanism to resolve disputes between States.
The TRIPS Agreement requires all WIO Member
States to incorporate into their legislation universal
minimum standards for almost all rights in this
domain: copyright, patents and trademarks.* Inter-
national agreements prior to the TRIPS Agreement
did not specify minimum standards on intellectual
property. Before the TRIPS Agreement, over 50
countries did not provide patent protection for
pharmaceutical products; many provided patent
protection for the processes but not the products
and in a large number of countries, the duration
was less than 20 years.>
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A patent is “a title granted by the public authori-
ties conferring a temporary monopoly for the
exploitation of an invention upon the person who
reveals it, furnishes a sufficiently clear and full
description of it, and claims this monopoly.”¢ As
with any monopoly, it may lead to high prices
that in turn may restrict access. The problem is
compounded in the case of medicines, when
patents confer a monopoly for a public good and
essential products needed to prevent illness or
death and improve health.

According to the TRIPS Agreement, the patenta-
bility requirements used by national intellectual
property offices require a product or manufactur-
ing process to meet the conditions necessary to
grant patent protection, namely: novelty,
inventive step and industrial applicability
(utility). These three elements, however, are not
defined in the TRIPS Agreement and WTO Mem-
ber States are free to define these three criteria in a
manner consistent with the public health objec-
tives defined by each country.

According to the report of the United Nations
High Commissioner for Human Rights “The
requirements under the TRIPS Agreement for the
grant of patents - novelty, inventive step and
industrial applicability - are open to interpreta-
tion under national legislation and each country
can decide according to local conditions. Conse-
quently, the High Commissioner encourages
interpretations of these requirements that do not
lose sight of the public interest in the wide dis-
semination of knowledge...””

The fact that the three criteria of patentability,
(novelty, inventive step and industrial applicabil-
ity ) are open to interpretation under national leg-
islation and each country can decide according to
local conditions, it is certainly the first and more
important flexibility of the TRIPS agreement. The
definition of these three criteria in a manner con-
sistent with the public health perspectives may
avoid frivolous patents and evergreening (leading
to high cost of medicines) and even avoid the un-
necessary use of compulsory licence for products
that never should have been patented.

It is important to note that a patent is a territorial
right and that it is therefore possible to grant a
patent for an invention in one country but that
this can be legally rejected in another. At the same
time, a patent that has been issued in one country

can be revoked if it is demonstrated that the patent
office ought not to have granted it. It is also im-
portant to highlight that in the pharmaceutical
sphere, the situation is not one product = one patent.
An invention can be protected by numerous patents;
the production process for the product can also be
protected by one or numerous patents; and in many
countries a combination or new clinical indication
can be patented. As a result, a single medicine can
be protected by a large number of patents.

It is widely held that patents are granted to protect
new medicines and to reward the innovation effort.
However, the number of patents obtained annually
to protect truly new pharmaceutical products is very
low and decreasing. Moreover, of the thousands of
patents that are granted for pharmaceutical products
each year, a few are for new medicines or new
molecular entities (NMEs).

All of the above led the World Health Organization
(WHO), in collaboration with the United Nations
Conference on Trade and Development (UNCTAD),
the United Nations Development Programme
(UNDP) and the International Centre for Trade and
Sustainable Development (ICTSD), to develop, in
2007, guidelines for the examination of pharmaceuti-
cal patents from a public health perspective.

The guidelines or directives were intended to con-
tribute to improving the transparency and efficacy
of the patent system for pharmaceutical products, so
that countries could pay more attention to patent
examination and granting procedures in order to
avoid the negative effects of non-inventive develop-
ments on access to medicines.®

2. The Problem

Four major problems can be identified in the current
use of the patent system to protect pharmaceutical
innovation: reduction in innovation, high prices of
medicines, lack of transparency in research and
development costs, and proliferation of patents.

21 Reduction in pharmaceutical innovation

A study carried out by the journal Prescrire analysed
the medicines that were introduced to the French
market between 2006 and 2011 (six years), arriving
at the conclusion that the number of molecules that
produced significant therapeutic progress reduced
drastically: 22 in 2006; 15, 10, 7, 4 in the following
years up to 2011, which was a year in which Prescrire
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declared that only one medicine of significant
therapeutic interest was brought to the market.
Given that France is one of the largest pharmaceu-
tical markets in the world, where the State also
pays the bills for medicines, it can be supposed
that the large majority of medicines that were re-
leased in the world between 2006 and 2011 were
introduced into the French market. In other
words, the reduction in innovation confirmed in
France is a good indicator of the global situation.

2.2 High prices of medicines

Oncologists from fifteen or so countries recently
denounced the excessive prices of cancer treat-

twelve-week treatment, that is to say EUR 666 per
tablet. According the newspaper Le Monde the price
of each tablet was 280 times more than the produc-
tion cost.12 In France, it is calculated that 250,000 pa-
tients should receive this medicine, the cost of which
would represent 7 per cent of the annual State medi-
cine budget.

2.3 Lack of transparency in R&D costs

Since the 1950s, there have been some references to
the costs of R&D for pharmaceutical products.
According to some sources (see box below) these
figures have increased from US$ 1 million to US$ 2.5
billion for the development of a single product.

*Prepared using diverse sources

Average cost of research for a new pharmaceutical product*

1950: US$ 1 million

1970 & 1980:  Between US$ 48 million and US$ 54 million
1991: Tufts Center (Boston): US$ 231 million

2000: Tufts Center: US$ 473 million

2002: US$ 802 million (double the cost in two years!)
2008: IFPMA: US$ 900 million

2012: IFPMA: US$ 1.3 billion

2014: Tufts Center (Boston): US$ 2.56 billion

ments, which are necessary to save the lives of the
patients, and urged that “moral implications”
should prevail .10 According to this group of oncol-
ogists, of the 12 cancer treatments approved in
2012 by the United States Food and Drug Admin-
istration (FDA), 11 cost more than US$ 100,000 per
patient per year.

In 2010, a group of English academics analysed
the most prescribed drugs in the National Health
Service (NHS) and calculated that approximately
GBP 1 billion is wasted each year due to the pre-
scription of patented “me too drugs”, for which
there is an equally effective out of patent equiva-
lent.1? What is considered to be a waste of State
funds resulting from the use of patented medi-
cines in the British system is the reality in devel-
oping countries simply because of the impossibil-
ity of accessing the medicine for the majority of
the population.

During the summer of 2014, a number of Europe-
an countries, including France and Spain, spent
many months negotiating with the company
Gilead on the price of a new medicine for hepatitis
C (known as brand name “Sovaldi”). The price
fixed by Gilead was EUR 56,000 per patient for a

While there continues to be no clarity and transpar-
ency in this sphere, the difficulty that can lead to the
high prices of medicines continues to be unresolved.

An article from the journal BioSocieties,'*a publica-
tion of the London School of Economics, argues that
the real cost of R&D is, in fact, a fraction of the com-
monly quoted estimates. According to the authors
Light and Warburton, the average cost of R&D to
develop a medicine varies between US$13 million
and US$ 204 million depending on the type of
product. The authors estimate an average cost of
US$ 43.4 million for R&D for each drug. And they
conclude: “This is very far from the US$ 802 million
or US$ 2.5 billion claimed by the industry.”

The Drugs for Neglected Diseases initiative (DNDi),
founded by the non-governmental organization
Médecins Sans Frontieres (MSF) in 2004, recently
published its research costs after 10 years of experi-
ence.! [ts figures are as follows:

e From EUR 6 million to 20 million to improve a
treatment.

e From EUR 30 million to 40 million for a new
chemical entity.
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If this figure were to be adjusted as usually done
for pharmaceutical R&D for infectious diseases to
cover the risk of failure, the figures would be as
follows:

e From EUR 10 million to 40 million to improve
a treatment.

e From EUR 100 million to 150 million for a
new chemical entity.

It is unfathomable that after 15 or more years of
debate, there is still no consensus about the real
costs of R&D for medicines. Until this issue is re-
solved, it will be difficult to advance constructive
thinking that could determine the future of access
to medicines. The differences in data between aca-
demia or non-profit initiatives, such as DNDi, and
industry are between ONE and TEN.

24 Proliferation of patents

An investigation carried out by the European
Union (EU) about the conduct and practices of the
pharmaceutical industry between 2000 and 2007
found that a single medicine can be protected by
up to 1300 patents or pending patent applica-
tions.1> The number of lawsuits between origina-
tor companies and generic companies has in-
creased four-fold in the EU. These lawsuits delay
the entry of the generic product by between six
months and six years.1¢

A policy and strategy change at the patent office
level could lead to significant changes. In Argenti-
na, for example, after the introduction of new
guidelines for the examination of pharmaceutical
patents in 2012, the number of patents granted
was 54, while in Mexico, a similar-sized market to
Argentina, the number of patents applications in
2012 for pharmaceutical products was 2500.

3. WHO Guidelines for the
Examination of Pharmaceutical
Patents: A Public Health

Perspective'’
3.1 A History of the Guidelines

The fact that the TRIPS Agreement does not
define novelty, inventive step and industrial
applicability (utility) leaves countries significant
room for manoeuvre. Therefore, patentability
requirements represent the principal and most
important flexibility allowed by the Agreement to

protect public health and access to medicines.
“Politicians and legislators have broad room for ma-
noeuvre to give legal effect to those flexibilities.”18

In 2007 the WHO Essential Medicines Programme
began to develop draft guidelines for the examina-
tion of pharmaceutical patents from a public health
perspective. Based on the first working document
drafted by Professor Carlos Correa, a series of inter-
national, regional and national consultations took
place with the participation of more than 50 coun-
tries.

3.2 Purpose of the Guidelines

The Guidelines for the examination of pharmaceuti-
cal patents developed by WHO are a guide for the
drafting of internal procedure manuals of national
intellectual property offices for the examination of
patentability of chemical-pharmaceutical inventions.

It is a habitual practice of all patent offices around
the world to set the level of patentability require-
ments that the examiners use for the examination of
patents through patentability instructions or guide-
lines, which describe in detail the implementation of
patent rights in specific circumstances.

The purpose of the guidelines for the examination of
pharmaceutical patents is to provide a series of gen-
eral guidelines for the examination of some common
types of pharmaceutical patents granted. They
respond to the growing concerns emerging in differ-
ent circles!® about the proliferation of patents that
protect minor variants, and in some obvious cases,
existing medicines and processes (for example,
changes to drug formulations and to salts, esters,
ethers, isomers, polymorphs of existing molecules,
and to combinations of known drugs with other
known drugs), while the number of new chemical
entities for pharmaceutical use is low and decreas-
ing.20 While those patents may be weak, or, if sub-
jected to strict scrutiny, invalid, in many cases they
can be used to prevent generic competition and,
therefore, to reduce access to medicines.

The guidelines do not suggest the implementation of
a new condition for patentability, but the taking into
account of specific considerations related to innova-
tion in pharmaceutical products when the common
requirements of novelty, inventive step and industri-
al applicability (utility) are applied.
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3.3 Content of the Guidelines

The guidelines for the examination of patents ana-
lyse and discuss the most common claims in the
pharmaceutical sector. Transcribed below, for il-
lustrative purposes, are the recommendations for
each type of claim from a public health perspec-
tive that promotes access to medicines.

. Formulations and compositions

Recommendation: New formulations and compo-
sitions, as well as processes for their preparation,
should generally be deemed obvious in the light
of the prior art, particularly when a single active
ingredient is claimed in association with known
or unspecified carriers or excipients. Exceptional-
ly, claims of this type could be patentable if a tru-
ly unexpected or surprising effect is obtained, for
instance, when a really difficult problem or a long
standing need, such as a noticeable reduction in
side effects, is solved in a non-obvious way, or
when the solution found leads to a tremendous
advantage compared to the state of the art.

° Combinations

Recommendation: Combinations of known active
ingredients should be deemed non inventive. If,
however, a new and non-obvious synergistic
effect is considered a basis for patentability, it
should be properly demonstrated by biological
tests and appropriately disclosed in the patent
specifications.

° Dosage/dose

Recommendation: New doses of known products
for the same or a different indication do not con-
stitute inventions, particularly (but not only) in
countries where methods of medical treatment are
not patentable as such.

° Salts, ethers and esters

Recommendation: New salts, ethers, esters and
other forms (e.g. amides) of existing pharmaceuti-
cal products should not be deemed patentable.
This may not apply, exceptionally, when tests,
appropriately conducted and described in the
specifications, demonstrate unexpected ad-
vantages in properties such as an important dif-
ference in efficacy or side effects as compared to
what was in the prior art. Processes for obtaining

salts, ethers, esters and other forms should be
deemed as non-patentable.

. Polymorphs

Recommendation: Polymorphism is an intrinsic
property of matter in its solid state. Polymorphs are
not created, but found. Patent offices should be
aware of the possible unjustified extension of the
term of protection arising from the successive
patenting of the active ingredient and its poly-
morphs, including hydrates/solvates. Processes to
obtain polymorphs may be patentable in some cases
if they are novel and meet the inventive step stand-
ard.

° Markush Claims

Recommendation: Claims covering a large range of
compounds should not be allowed. Patent offices
should generally require patent applicants to pro-
vide sufficient information, such as fusion point, In-
frared Absorption Spectrum (IR) or Nuclear Magnet-
ic Resonance (NMR), obtained through true testing
and experimentation to enable the reproduction by
the disclosed method of each embodiment of the
invention for which protection is sought. However,
claims of limited scope could be granted if evidence
is provided at least that, with the substitution of any
member within the same family class, the same dis-
closed result would be obtained. The coverage of the
patent should be limited to what is actually enabled
by the disclosure in the specification.

. Selection patents

Recommendation: As a general rule, selection pa-
tents should not be granted if the selected compo-
nents have already been disclosed or claimed and,
hence, lack novelty. If an existing product were
deemed patentable due to its unexpected ad-
vantages under the applicable law, the patentability
of a selection could be considered when an inventive
step is clearly present.

. Analogy processes

Recommendation: Non-novel or obvious pharma-
ceutical processes, regardless of whether the starting
materials, intermediaries or the end product are
novel or inventive, should be considered not patent-
able as such.
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° Enantiomers

Recommendation: Single enantiomers should gen-
erally not be deemed patentable when the racemic
mixture was known. However, processes for the
obtention of enantiomers, if novel and inventive,
may be patentable.

. Active metabolites and prodrugs

Recommendation: a) Active metabolites of drugs
should generally not be deemed patentable sepa-
rately from the active ingredient from which they
are derived.

b) Patents over prodrugs, if granted, should dis-
claim the active ingredient as such, if previously
disclosed or otherwise non-patentable. They
should only be granted if the prodrug is specifi-
cally described and an unusual, non-predictable,
effect was found. Like other subject matter
claimed in a patent, a prodrug should be suffi-
ciently supported by the information provided in
the specifications. In addition, evidence may be
required that the prodrug is inactive or less active
than the compound to be released, that the gener-
ation of the active compound ensures an effective
level of the drug and that it minimizes the direct
metabolism of the prodrug as well as the gradual
inactivity of the drug.

. Methods of treatment

Recommendation: Methods of treatment, includ-
ing for prevention, diagnosis or prophylaxis
should be deemed non patentable where industri-
al applicability is required as a condition for pa-
tentability (including in cases where the patenta-
bility of such methods is not expressly excluded).

. Use claims, including second indications

Recommendation: Claims relating to the use, in-
cluding the second indication, of a known phar-
maceutical product can be refused, inter alia, on
grounds of lack of novelty and industrial applica-
bility.

4. Conclusion

National drugs policies, including matters related to
intellectual property, are fundamental elements of a
national health policy that endeavours to protect the
right of all citizens to access to health care.

In order to develop new medicines, mechanisms
promoting innovation and product development
should be established, while at the same time it
should be ensured that patients are able to quickly
access the fruits of this research. In the context of
essential medicines, innovation should be structural-
ly linked to access. This means that the research
costs and final product price should be separate.

The effect of the introduction of pharmaceutical
patents on access to medicines largely depends on
the way in which the TRIPS Agreement is interpret-
ed and implemented. This is why it is particularly
important that when incorporating the provisions of
the TRIPS Agreement, countries consider, inter alia,
the following measures:

a) The incorporation of the requirements of the
TRIPS Agreement into national intellectual
property legislation should take into account
the principles of articles 7 and 8 in order to
regulate intellectual property in a manner con-
sistent with public health interests and mini-
mize the economic and social costs that the
changes can have on production, trade and
access to medicines. These principles were rat-
ified by the Doha Declaration (2001) on the
TRIPS Agreement and public health;

b) Defining the three patentability requirements
- novelty, inventive step and industrial
applicability (utility) - in a manner consistent
with public health objectives;

¢) Integrating a mechanism to grant compulsory
licenses permitted by the Agreement into
national legislation;

d) Ensuring the import of products that have
been legitimately placed on the market, under
the principle of international exhaustion;

e) Excluding naturally occurring substances
from patentability (for not meeting the re-
quirements for an “invention”)

f) Limiting reversal of the burden of proof for
process patents related to new chemical enti-
ties.

National intellectual property offices, through the
examination of patents, play an important role in the
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access to medicines. The application of patentabil-
ity requirements for medicines, given their public
health dimension, should be considered with even
more care than in the case of regular merchandise
or luxury items. The first and most important step
is to use the freedom permitted by the TRIPS
Agreement to define the patentability require-
ments: novelty, inventive step and industrial ap-
plicability (utility) in a way “that do[es] not lose
sight of public interest in the wide dissemination
of knowledge (...)"2!

If guidelines for the examination of pharmaceuti-
cal patents are implemented, in the manner ana-
lysed above, it is unlikely that the following types
of patent applications for pharmaceutical prod-
ucts will be admissible by a national patent office:

¢ A new salt, ester, ether or polymorph, in-
cluding hydrates and solvates, of an exist-
ing chemical entity;

¢ A single enantiomer of an existing chemical
entity;

¢ A new combination of two or more active
ingredients that are already available as in-
dividual entities;

¢ A new form of administration that enables a
new administration route (for example, an
injectable form when an oral tablet already
exists);

¢ A new form of controlled release admin-
istration which already exists in uncon-
trolled release form;

¢ A new route for an existing form of admin-
istration (for example intravenous admin-
istration of a drug when subcutaneous ad-
ministration has already been approved);

¢ A change in formulation.

Finally, patent offices should be aware that the
decisions that they take in the examination of
patents, although seemingly of a technical nature,
can have definite consequences on people’s lives
and health. Erroneously granted patents can
restrict access to medicines and be used to unduly
limit competition.
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