Gilead’s Proposed Hepatitis C Medicines License —
How Badly Will it Miss the Target?"’
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Gilead has been busy building positive publicity for its proposed license on two new direct-
acting oral antivirals used to treat infections with the hepatitis C virus (HCV), sofosbuvir
(Sovaldi®) and ledipasvir, that will allow Indian generic manufacturers to produce and sell
individual versions and a combination of the two medicines in a subset of low- and middle-
income countries (LMICs). News stories have been uncritically positive so far about the still-
secret license,” and Gilead is quite coy with respect to key details. Health reporters and hep C
activists should raise pointed questions about the scope and impact of the proposed license
during Gilead’s press conference, now scheduled for 3:00 p.m. September 15, 2014 in India.

Gilead’s proposed license, and its limitations, is important because Gilead has applied for
patents on Sovaldi® and ledipasvir in many countries, although a number of countries in the
probable licensed territory are without patents. As a patent holder, Gilead generally has rights
to exclude competitors and charge monopoly prices on these life-saving medicines. The
anticipated license will set precise terms on which companies can make generic equivalents and
where and under what circumstances those generics can be sold. In other words, Gilead sits in
the driver’s seat and has enormous power to decide who does and doesn’t get more affordable
access to generics of assured quality.

Early disclosures of select license terms by Gilead® shows that the planned license falls far short
of universal access in LMICs. When armed with actual details, critics should demand that Gilead
modify the license to hit the target in the bulls eye: all people living with HCV in LMICs gain
access to its life-saving medicines which in turn will have a major impact on the future
eradication of this deadly and debilitating liver disease.

How many countries will be included and excluded from the license and why will the majority
of HCV-infected people be left uncovered?

Gilead initially announced a proposed license that would cover just 60 countries, essentially
low-income countries from sub-Saharan Africa and poorer countries from South and Southeast
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Asia and islands — many of which have no or little HCV prevalence data or demand. Although
more affordable generic access would be a boon to any country where a patent otherwise
blocks generic sales, that proposed geographic scope was roundly criticized because it excluded
key HCV patient populations in large middle-income countries in North Africa, Eastern Europe,
Latin America, and Asia. (India was the largest population country included with approximately
18.2 million people living with HCV.)

Recent announcements indicate that Gilead has increased its territorial coverage to 80-90
countries, with specific press mention of Egypt, Indonesia, South Africa, and Vietnam, which
have significant HCV burdens (e.g., Egypt 11.8 million; Indonesia 9.4 million; South Africa .9
million, and Vietnam, .8 million); but most of the other countries are likely to be smaller, but will
include more from Latin America and Asia. (Note: the probable inclusion of Egypt may be
illusory because a patent on Sovaldi® has not been granted in Egypt and local producers in Egypt
have developed generic versions already, e.g., Pharco.) Undoubtedly excluded is China, the
country with the largest HCV burden of 29.8 million infected. Brazil and Ukraine with 2.6 million
and 1.9 million infected respectively are also reportedly excluded because they, like China, are
considered to be “commercial” markets. Other large-burden countries likely to be excluded
include Turkey (1.5 million), Thailand (1.5 million), Mexico (1.1 million), Romania (1 million),
Argentina (.7 million), Morocco (.6 million) Malaysia (.4 million), Colombia (.4 million), and many
others.

The demographics and epidemiology of HCV show that there should be licensed coverage in all
middle-income countries because that is where the major burden of disease exists and that is
where more affordable access will have the most impact: at present, 73% of people living with
Hep C live in middle-income countries — only 12% live in low-income countries and 15% live in
high-income countries. Translating this to numbers, 135 million of the world’s 185 million
people infected with Hep C live in middle-income countries, and a significant portion of these —
preliminary estimate 38% - are likely to be excluded from direct coverage in the Gilead license.

Will Gilead allow licensees to supply countries where a patent is not in force (no patented filed
or yet granted, successful patent oppositions or grant of compulsory licenses?

Historically, many voluntary licenses have not allowed licensees to become suppliers for
countries where patents are not in force, e.g., where no patent has been filed or granted, patent
oppositions and patent invalidations have been successful, or compulsory/government-use
licenses have been granted. Patent oppositions have already been filed on Gilead’s sofosbuvir in
India, a key producer and high prevalence country. High burden countries that are excluded
from the Gilead license would have incentives to use TRIPS-compliant flexibilities® such as
issuing compulsory or government use licenses on sofosbuvir and ledipasvir. However, if Gilead
succeeds in locking up most of the capable Indian generic producers into a license with narrowly
defined geographic scope and a prohibition on serving uncovered markets, other unlicensed
countries using such TRIPS-flexibilities might not be able to locate a qualified generic supplier,
though China probably has a big enough market and sufficiently qualified generics to become a
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plausible source of supply. Nonetheless, a contractual provision prohibiting a Gilead licensees
becoming a compulsory licensee could have significantly negative market impacts. Similarly, a
prohibition on selling in markets where patent oppositions or invalidations have been successful
or where Gilead or the prior owner of sofosbuvir, Pharmasset, had not filed for or been granted
a patent would be equally problematic.®

Alternatively, if Gilead’s license does not prevent licensees from becoming compulsory licensees
or from selling in countries where no patent has been filed or granted or where governing
patents been successfully opposed or revoked, then the population impact of the Gilead license
could be broader than its territorial specifications. To determine this broader impact, it will be
necessary to conduct detailed determinations of patent filings and status in excluded countries —
a task that would be much easier if Gilead were to disclose its global patent landscape on
sofosbuvir and ledipasvir.

Gilead’s intentions for excluded countries — is tiered pricing and intra-country sector
segmentation and price differentiation good enough?

Gilead has announced tiered pricing plans — where the company offers lower prices in different
markets — for its branded HCV medicines in LMICs, and differential pricing between the
public/voluntary sector and the private sector in specific countries. Using common drug
company metrics, it plans to offer different price bands for the public sector and select NGOs in
low-income countries, lower-middle-income countries, and upper-middle-income countries. It
is uncertain at this point whether the public/NGO sector tiered pricing will be uniform within
each tier or whether Gilead plans to negotiate country-by-county, particularly in the upper-
middle-income country tier.

Gilead has already announced imminent deals with Egypt and India that promise a probable
price of $900 for a standard 12-week course of treatment with Sovaldi®. However, this price is
only applicable for the public sector and non-governmental organizations engaged in
demonstration projects. Meanwhile, Gilead has indicated that it will charge substantially higher
prices in the private sector. Since only a handful of LMICs are able to introduce comprehensive
public sector treatment programs, especially in the absence of donor funding, most patients will
have to access Solvadi® out-of-pocket and solely through the private sector at much higher
prices. The total price paid for treatment would even be higher because Sovaldi® must be
combined with other medicines to achieve maximum effect.

By means of its tiered pricing strategy, Gilead is trying to maximize its profits in countries
excluded from the license by fully controlling sales to both public, NGO and private sectors. In
this way, Gilead aims to fragment the generic and brand name markets, leaving its licensees
unable to achieve maximum economies of scale and excluding them from some of their most
lucrative potential markets. Meanwhile, Gilead will make significant profits on large-volume
sales in excluded territories given the huge differential between the projected cost of producing
a 12 week supply of sofosbuvir (Sovaldi®) (estimated at $100, range $68-136’) and projected
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prices for public/NGO sector sales and even higher price for private sector sales. Spread over
millions of LMIC sales per year, Gilead’s LMIC profits will add nicely to the excess profits it
already reaps in rich country markets where it earned $5.8 billion in the first six months based
on its upper-income country price in the US and Western Europe of $600 to $1000 a pill.

How significantly will Gilead'’s license lower prices — not as much as it could?

Gilead is on record saying that its licensees will not be bound to the tiered prices but rather can
sell at lower, more competitive prices at their own discretion. As stated above, the cost of
production for a 3-month course of sofosbuvir (Sovaldi®) is relatively modest, estimated
between $68-$136, and the stated royalties are said to be in the single digits. Production costs
will get to the lower end of the range, the more efficiently and competitively active
pharmaceutical ingredient (API) and final formulation are produced. Unfortunately, the
anticipated Gilead license will not likely result in the lowest possible prices because the size of
the generic market is being limited to a minority of people living with HCV. Generic
manufacturers will not necessarily be producing at the most efficient economies-of-scale and
there will be fewer successful generic competitors® because the smaller market will be less
attractive to generic producers. Generic entrants might be particularly reluctant to serve all
smaller volume, poorer countries because of the costs of registering their products and
establishing distribution systems.

Regardless of the number of licensees, price reductions will not necessarily occur immediately
and volume might initially be small. As discussed briefly above, licensees have to register their
medicines in licensed territories and arrange marketing and distribution systems and both of
these can take a lot of time. In addition, there are no donors at present that are helping
countries or patients by subsidizing the costs of HCV treatment. Accordingly, actual treatment
access might initially be low, especially in poorer and high prevalence countries because of fiscal
limits in health sector budgets.

Will Gilead allow co-formulation with non-Gilead HCV medicines?

The HCV medicines market is dynamic with additional direct-acting antiviral (DAA) (oral)
medicines coming to market or in the development pipeline from Gilead, AbbVie, Bristol-Myers
Squibb, Merck, and Johnson & Johnson. History has shown that brand name pharmaceutical
companies rarely compete on price so these four companies will not likely be undercutting each
other for market share. However, an equally important question is whether they will cross-
license their DAAs with each other if there are therapeutic advantages to doing so. For example,
it is possible that particular combinations will shorten treatment.’ (Gilead’s medicines, Sovaldi®
and ledipasvir, have already shown preliminary effectiveness in as little as eight weeks.')
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Similarly, it is possible that combinations of different DAAs could have improved efficacy against
different HCV genotypes or at different stages of liver disease. Gilead’s past refusal to continue
collaboration with BMS on sofosbuvir/daclatasvir that showed 100% cure rates was problematic
with respect to product development of rational fixed-dose DAAs. Hopefully, Gilead’s license
will allow recommended combinations with non-Gilead DAAs.

Will Gilead provide significant support to expedite and broaden country registration?

Gilead’s Executive Vice President Gregg Alton is reported to have said that Gilead is working
diligently on the registration problem.* Medicines cannot come to other country markets just
because they have been registered in the US or in Europe. Countries have their own regulatory
processes that are time-consuming, burdensome, and potentially costly. Registration of generic
equivalents is significantly easier and more accelerated if the originator product has already
submitted its registration dossier and been approved. So, a fair question to Gilead is about its
plans to register its HCV medicines broadly and quickly in the licensed countries. In addition,
registration is expedited if the originator affirmatively helps its generic licensees in the rough
terrain of in-country registration. It is crucial, therefore, for treatment advocates to obtain
information from Gilead what specific plans Gilead has and when their DAAs when products can
actually be expected to be registered and available in licensed territories. Until now, Gilead has
been reluctant to publicize or share specific country registration information with advocates.

Will Gilead’s license lead to universal access and help lead to the erdication of HCV?

Perhaps the most important question is whether Gilead’s license — and its tiered pricing policy —
will ensure affordable access to these lifesaving drugs for the many patients affected worldwide
and thereby contribute to the eradication of the disease. Hepatitis C virus is an infectious
disease just like HIV. Globally an estimated 185 million people have been infected*? and there
are 3-4 million new infections and 350,000+ deaths annually. Unlike HIV, HCV can now be cured.
When a person is cured of Hep C, he or she is no longer infectious, meaning the more people
cured with affordable treatments, the quicker we’ll be able to curb the pandemic.

Countries (and donors) are more likely to invest in universal access to a HCV cure if the
medicines are available at their most affordable cost. With a low-enough price, even patients
who are not actively progressing with HCV-related liver disease will be treated to eliminate the
virus and therefore eliminate the risk of onward transmission. (This is the strategy used in rich
countries to cure latent tuberculosis.)

Gilead’s license is not likely to be well designed to end the HCV pandemic. The license will
predictably fail to reach the majority of people living with HCV. Gilead’s market fragmentation
approach will lead to higher than necessary prices and ultimately to less than universal access.
That means that this license will, in all probability, miss both the target of worldwide equitable
access to treatment and the ultimate goal of eventual HCV eradication. Many additional efforts
will be needed to achieve eradication, including improved diagnostics and linkages to care and
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improved therapies.13 Also important will be efforts to address the needs of most affected
populations, most especially people who inject drugs who require massive scale-up of harm
reduction programming, removal of structural barriers to treatment, and measures that address
stigma and discrimination and advance a human rights based approach. None of these other
efforts will come to fruition, however, unless Gilead and other DAA producers make their
therapies universally available and affordable.

13 Wei, L. and Lok, ASF. Impact of New Hepatitis C Treatments in Different Regions of the World. Gastroenterology.
Published Online: March 21, 2014 DOI: http://dx.doi.org/10.1053/j.gastro.2014.03.008. Available at:
http://www.gastrojournal.org/article/S0016-5085(14)00357-6/fulltext.

Barriers That Need to Be Overcome to Achieve HCV Eradication

Detect persons who are infected
Identification of high-risk/high-prevalence groups
Availability of sensitive, specific, and affordable tests for screening and for confirmation of infection
Screening programs that are practical and tailored to individual countries or settings
Public awareness of risk groups, sequelae, and treatment options

Link infected persons to care
Access to care for all infected persons
Availability of trained health care providers and resources to manage infected persons

Eradicate HCV with safe and effective drugs
Development of drugs that are potent, safe, and have pangenotype activity
Development of treatment regimens that are simple and effective against all HCV genotypes and all stages

of liver disease

Availability of safe and efficacious drugs at affordable price



