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Out-licensing: a practical approach for improvement of access to

medicines in poor countries

Michael A Friedman, Henk den Besten, Amir Attaran

There is much disagreement between the pharmaceutical
industry and advocacy groups about how to provide
patented medicines in poor countries. While everyone
agrees that access to medicines in developing countries
should be improved, too often this shared sensibility is
submerged by an excess of timid incrementalism by
industry, and demagoguery by activists. Neither
contribution is constructive, as evidenced by the rancour of
the debate (with phrases such as “murder by patent™),
which has distracted everyone from the only focus that
matters from a humanitarian perspective—the urgent needs
of the patients.

Here, we propose a practical, consensus approach, which
we advocate as authors based in a brand-name
pharmaceutical company (MAF), a non-profit generics
company (HdB), and public health and legal academia
(AA).

Specifically, we propose that, in appropriate instances,
pharmaceutical patent holders should award out-licences
(or voluntary licences) to generic manufacturers who agree
to manufacture and supply medicines to poor, developing
countries. Under the legally binding terms of these licence
agreements, several generic manufacturers could compete
against one another on price in poor countries, but would
not be allowed to compete against the patent holder in rich
countries, where revenues and the incentives for inventing
new medicines would be undiminished. Use of out-
licensing in this way separates these fundamentally different
markets, promoting access to affordable medicines for the
world’s poor, while reaffirming patents as indispensable for
successful pharmaceutical research.

Why out-licensing?

Contrary to conventional wisdom, pharmaceutical patents
only rarely impede access to medicines in poor countries.
Most pharmaceutical companies infrequently seek patents
in poverty-stricken countries, because to do so is rarely
profitable.? Thus, to allege that “patents [are] . . . a barrier
in many places to accessing affordable medicines™
overstates the case.

Nevertheless, the fact that patents could impede
treatment access in developing nations, if only sometimes,
is sufficient reason to resolve that problem. Doing so need
not financially damage pharmaceutical companies, since
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Africa, the Indian subcontinent, and the poorer countries of
Asia total only 1:2%, 1:3%, and 2:6% of the global
pharmaceutical market, respectively, and the proportions
are even smaller for the sales of patented medicines
(calculations based on data from http:/www.imshealth.
com). Accordingly, most companies agree that provision of
certain patented medicines at a discount or for free in poor
countries is a humanitarian imperative, the value of which
exceeds the minor revenues that are forfeited.

However, these donations or discounts offer only limited,
often imperfect, solutions. Donation programmes are only
suitable for the few medicines that are highly effective with
short treatment courses. This fact explains why several
companies (Merck, Pfizer, GlaxoSmithKline) can donate
antihelmintics or antibiotics with infrequent treatment
protocols—eg, once yearly—but no company can widely
donate antiretroviral therapies for HIV/AIDS, which need
to be taken daily and for life. In such instances, companies
might instead discount the products to what they consider a
fair or equitable price, but this can create great acrimony.
The experience of GlaxoSmithKline is cautionary: although
the company was the first to discount its HIV/AIDS
medicines in poor countries, and did so repeatedly, activists
still considered its prices excessive, leading Oxfam to scorn
the effort, and other non-governmental organisations to
bring suit. Much energy and goodwill was lost, without
helping patients.

Another risk is that discounted or donated medicines
intended for poor countries could be diverted, and damage
pharmaceutical markets in rich countries. The law currently
lacks adequate safeguards against these products being
reimported by profiteers and sold in rich countries, and
might even unhelpfully resort to reference pricing,* which
pegs prices in rich countries to the lowest world price.
Either action could ultimately destroy a company’s ability
to sustain pharmaceutical discounts or donations. This
danger is not merely theoretical: in 2002, Belgian
authorities discovered that one third of the discounted
HIV/AIDS drugs GlaxoSmithKline provided to Africa were
diverted and sold in Europe, robbing thousands of African
patients of medicines.’

Out-licensing avoids all these difficulties. By ceding
the poor countries to generic manufacturers, the
patent holder enables competition there and avoids acrimo-
ny over its pricing. The lower generic prices would not
spread to the rich, developed countries, because reference
pricing laws do not treat generics as comparators. Similarly,
the generic goods would not reach the rich countries, as is
proved daily by the fact that the many foreign generic drugs
do not flood and destroy these markets, even for the
costliest medicines. Thus the scheme is inherently more
secure, and could be further bolstered by penalties in the
licence agreement.

These ideas are not original. GlaxoSmithKline,
Boehringer Ingelheim, and Bristol-Myers Squibb have
experimented with limited out-licensing or waiving patent
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enforcement in South Africa. Numerous international
commissions, United Nations agencies,” African
governments,® generics firms,” and campaigning non-
governmental organisations'®" have advocated out-
licensing, often as an alternative to compulsory licensing—
ie, patent expropriation. Groups such as the Treatment
Action Campaign and Médecins Sans Frontieéres have
challenged “pharmaceutical companies . . . to offer non-
exclusive voluntary licenses”, while signalling that progress
of this kind would “eliminate the unnecessary conflict
between activist[s] . . . and drug companies”.!*""

By making wider and broader use of out-licensing than
at present, pharmaceutical companies can satisfy these
many expectations, and enhance—not ruin—their
standing in public opinion and the capital markets.
Although companies might not grant every request for an
out-licence, every  request deserves  systematic
consideration, with more seriousness and sympathy than
hitherto evident.

How to out-license

Use of out-licensing to improve access of medicines in
poor countries need be no more difficult than out-
licensing for routine business purposes. Any
pharmaceutical company that does the latter—ie, virtually
all of them—should consider the former, based on six
principal issues.

Which product?

A company can out-license any product that it alone has
patented, or for which it has obtained full rights under
assignable in-licence(s) from the original patent holder(s).
However, if the company’s rights are not full, or derive
from non-assignable in-licence(s), then the consent of all
other legal owners is needed, or no out-license can be
granted.

Legally, out-licensing is only relevant for medicines
under patent in a developing country, and it is unnecessary
where patents do not exist or have expired. Medically, the
greatest benefit will be for those medicines that treat the
leading causes of infectious and non-infectious mortality
and morbidity in developing countries.'* The WHO Model
List of Essential Medicines" lists the most cost-effective and
practical medicines for these major diseases, including
about 20 that are patented in developing countries. All of
these medicines are excellent candidates for out-licensing,
though others could be as well.

Which licensees?
Because the point of out-licensing is to strengthen price
competition in poor countries, non-exclusive licences are
preferable to exclusive ones, with no specific ceiling on the
number of generic manufacturers who obtain licences. An
exception might apply for products with unusually small
sales volumes; in which case, capping the number of
licences or the price that licensees may charge can facilitate
access without diluting the financial incentives too greatly.

Generic licensees need not necessarily be located in the
developing countries where they are authorised to sell their
products. One could license a generic manufacturer in
Canada, for example, on the terms that it only supplies
drugs to Africa, and never in North America. Obviously,
competition is maximised by placing no geographical
restrictions on where manufacturing is based, and this
promotes the cheapest, fastest access to medicines.
Insistence on local manufacturing, while advocated by
some, would actually detract from this aim.

The most important feature of a licensee is proper
attention to product quality, equivalent to the branded

pharmaceutical. At a minimum, licensees must obtain
certification of Good Manufacturing Practice (GMP), and
prove bioequivalence and batch consistency for their
products. Upholding these standards requires at least two
stages of quality assurance: first when the licence is applied
for by established GMP manufacturers; and second when
the product has been manufactured and tested for batch
consistency and bioequivalency. Practically, a “licence
now, certify later” policy is most expeditious, a situation in
which the generic company secures a provisional licence
before investing in manufacturing, on the terms that the
company shall in no circumstances supply its product for
medical use before the quality requirements have been
satisfied, as judged by an independent third party. The
International Dispensary Association, which is the world’s
largest non-profit supplier of generic medicines, serves that
quality assurance function for hundreds of products,
although various United Nations agencies (WHO,
UNICEF, UNAIDS) or government offices (FDA,
EMEA) could as well.

Which developing countries?

Since the purpose of out-licensing is to draw a beneficial
distinction between the world’s rich and poor medicine
markets, these markets need to be defined clearly in the
licence agreements themselves.

The WHO Commission on Macroeconomics and
Health, which included both industry and activist
representatives, identified a subset of developing countries
with a per capita gross national product (GNP) of less
than US$1200 or severe epidemics—eg, greater than 1%
of adults with AIDS—that are least able to afford priority
health interventions, including medicines.® Application of
these two criteria alone captures 78 countries (including
all of sub-Saharan Africa) where 3-8 billion people live
amid poverty and illness. Economic output per person is
just 2% that of the average American, and life expectancy
is 22 years shorter.

However, among these 78 countries are difficult cases,
such as China or India, where the existence of a few elite
cadres affects out-licensing schemes intended for the poor
majority. Whether or not pharmaceutical companies, as
outsiders, have an ethical duty to act in place of
governments that do not deploy their extensive financial
and industrial capacity to provide for their poorest is
arguable—for instance, China and India spend relatively
little on public health, and billions on nuclear weapons.
Although one could theoretically structure out-licences to
supply only that segment of the national market that caters
for the poor, indications are that the wealthy elites could
corruptly misappropriate those medicines. Some
discretion is, therefore, appropriate before out-licences are
used to supply countries with large internal wealth
inequalities or public-health underspending, perhaps by
making that privilege conditional on the government
progressively increasing the health budget spent on the
poorest.

Finally, the internal trade laws of the European Union
make it impossible to include the European Union
accession countries in out-licensing arrangements.” Once
these countries join the European Union, goods become
freely tradable in all the countries of the Union, affecting
all Western European pharmaceutical markets and
revenues.

Which rate of royalty?

The chairman of the Treatment Action Campaign has
urged patent holders to “grant non-exclusive licenses in the
developing world to generic producers,” as we propose, “in

342

THE LANCET ¢ Vol 361 ¢ January 25, 2003 « www.thelancet.com



VIEWPOINT

exchange for a 5% royalty on their sale prices”.?" The basic
fairness of compensation is not questioned by activists or
the generics industry.’*>*

A nominal royalty, of 5% for example, is attractively
simple. However, a country’s economic or epidemiological
condition might merit variation above or below that
number. For example, Brazil (per capita GNP US$3600;
HIV-1 infection rate 0-7%) can afford a higher royalty on an
AIDS medicine than Malawi (per capita GNP US$170;
rate of HIV-1 15%). Royalties can help offset the costs of
the out-licensing programme, though licensors could in
some cases dedicate them to charities or research, or waive
them.

Which legal rights?

To be effective, an out-licence must at the very least grant
generic manufacturers the rights to manufacture, sell, and
distribute a medicine in designated countries, with the last
two rights being assignable to local wholesalers and retailers
down the supply chain. Dependent on the characteristics
of the developing country’s regulatory scheme, portions of
the product’s dossier could be provided to assist the
manufacturer—eg, for transferring proprietary manufac-
turing technology and safety data.

Furthermore, there could be long-term benefits to
granting manufacturers the right to undertake new
pharmaceutical research, which could result in beneficial
spin-offs from the original medicine—eg, new formulations,
or fixed dose combinations with other medicines to improve
dosing convenience and therefore patients’ adherence to
therapy. Some of these spin-offs could even be profitable in
the rich countries. By pairing the licensee’s experimental
rights with the quid pro quo that the licensor enjoys a right
of first refusal to share or comarket those spin-offs, the
arrangement is equitable for both companies.

Which enforcement mechanisms?

The greatest, long-term threat to this proposal is that
generic medicines manufactured under licence could escape
the developing countries where they are authorised, and
leak into rich countries. Fortunately, the structure of
pharmaceutical markets makes it inherently difficult (and
illegal) to sell the licensee’s generics in rich countries
without regulatory approval. These illegal imports would
also not be reimbursed under insurance or government
health plans, which explains why, of the abundant generics
now on the world market, hardly any reach Europe or
North America illicity.

Nevertheless, further legal safeguards should be possible.
Licensees could be required to make their pills a different
colour and shape from the brandname product. Licensing
contracts could reverse the onus and presume a breach
whenever a licensee’s medicines were discovered in an
unauthorised country. Contracts should also include a
choice-of-jurisdiction clause, and might specify binding
arbitration instead of costly litigation, with damages or
revocation of the licence as penalties in especially bad cases
of breach.

Is this proposal practical?
These six principal issues provide a general framework to
facilitate discussions about out-licensing, while also proving
that none of the legal or operational issues are
unanswerable. We hope that this report cures an omission
in the current dialogue, where there is widespread support
for out-licensing, but little pragmatic guidance on actually
doing it.

We believe that out-licensing, to improve access to
medicines, should be pursued systematically. Companies

should, for instance, consider taking a few, experimental
steps to offer out-licenses on the WHO Essential Medicines,
and possibly others. Because each disease and medicine is
different, out-licensing transactions should not be thought
of as setting inflexible precedents, and each out-licence will
probably need to be somewhat different from others that
precede it (assuming, of course, that out-licensing is the best
option for that medicine, which is not always true).

If this recommendation is acted on, a diverse number of
approaches to out-licensing will soon exist. However, we
note two potentially serious concerns.

First, in some cases out-licensing could actually harm
developing countries, because in ceding those markets to
licensees, pharmaceutical companies will necessarily reduce
their local presence—including in medical education and
philanthropy. The generic licensees who might supply
Africa with HIV/AIDS medicines could never match the
efforts of companies today: between them, Abbott, Bristol-
Myers Squibb, Merck, and Pfizer have pledged US$275
million for HIV/AIDS in developing countries, most of it in
cash.?** Philanthropy on this scale exceeds the foreign aid
contributions of several G-7 countries.®® Activists who
demand that companies disengage from developing
countries by out-licensing, perhaps for ideological reasons,
also risk sacrificing this major source of AIDS funding.

Second, the success of any out-licensing experiment will
hinge on economic conditions outside of the companies’
control. For example, the value of out-licensing an
HIV/AIDS medicine is limited by the frustrating,
multibillion-dollar shortfall of foreign aid money for
HIV/AIDS treatment, which left uncorrected will mean few
buyers for the generic product, and thus few or no interested
generic manufacturers. An out-licensing experiment would
then fail—and with it, the proof of principle that might
encourage other pharmaceutical companies to pursue out-
licensing.

Let this example be a warning. There are efforts that
research-based pharmaceutical companies can, and
ethically must, make to provide medicines—such as out-
licensing—but other efforts that lie beyond their
competence or domain. If the efforts of companies are to
succeed, they must be generously reciprocated by the rich
nations as foreign aid donors, to fund not only the
purchase of medicines, but other elements of public health.
Neglecting these obligations in a time of great public-
health crisis, as the G-7 countries are doing, is morally
scandalous. By using out-licensing to answer the concern
that patents impede treatment access, the onus now rests
squarely on the donors to contribute their share—or to
assume responsibility for the deadly, globally devastating
consequences.
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