Licensing an Aid to Pharmaceuticals

A review of R&D activities
indicates licensing offers an
important vehicle for marking drug
products

BY SALVATORE R. CONTE*
A. INTRODUCTION

$930 Million! This is the ¢stimated commitment to
research and development in ethical pharmaceuticals
(human and veterinary) financed or conducted
domestically and abroad by the
U.S. pharmaceutical industry for
1974, The sum reflects a 3% in-
crease over the $824 million
spent in 1973, a 50% increase
over the $619 million spent in
1970 and a 165% increase over
the $351 million spent in 1965).
Projected into 19735, the amount
spent for global R&D by U.S.

- headquartered firms will easily
S. Conte exceed one billion dollars!

Compared to sales, the R&D allocations over the same
10 year period show a fairly constant annual R&D-to-
Sales Ratio (percentagewise) of about 11-12%, although a
decrease has been noted recently due to the distressed
condition of the economy. In 1973, the R&D/Sales Ratio
decreased to 11.2% from the previous year’s 12.1%.

In general, about 75-80% of the pharmaceutical indus-
try's R&D funds are allocated to basic research and the
development of new drugs with the remainder allocated to
activities focused on improving or modifying existing
products.

In the search for new drugs, thousands upon thousands
of compounds are synthesized and screened each year
trom which, with luck, a dozen or more completely new
and different drugs will evolve, There are estimates that
4,000 to 6,000 such compounds are made for every
ultimate commercial product. Responsible for the low
number of marketable drug entities are the rather exten-
sive governmental procedures and requirements, partic-
ularly regarding evidence of both safety and efficacy, that
precede the marketing of a new drug under existing
federal legislation. Indeed, it can easily cost from $2
million to $6 million for each salable drug and take years
to complete.

During the 1965-74 decade, oniy 158 new synthesized
drugs were introduced into the United States, not all of
which had their origin in American research establish-
ments. For example, of the 11 new entities introduced in
*General Counsel, Johnson & Johnson.

1972, 61/2 originated in this country; of the 19 new entitics
introduced in 1973, 13 originated domestically; and of the
18 introduced in 1974, 121/2 originated here.2 Shared re-
search with a company abroad accounts for each half-
product,

Considering the large number of pharmaceutical firms
in the U.S. — which may be divided between the 115 ma-
jor rescarch-oriented members of the Pharmaceutical
Manufacturers Association (PMA) and the more than 500
small to medium-sized non-PMA companies doing little
or no research — and considering the very small number
of new drugs marketed each year, it is evident that no one
company can statistically be assured that its R&D effort
will be successful in bringing to fruition even one salable
product,

Such uncertainty and risk has led management in recent
years to supplement its R&D effort with an aggressive
search outside its own enterprise, both here and abroad,
for compounds having potential, if not proven, phar-
maceutical applications. The search has become even
more intensified as a result of the recent downturn in the
economy and its consequent “‘belt-tightening” in both
short-term and long-term research budgeting and
programming. It is more economical to spend a portion
of one’s time, effort and money on an “out-of-house”
search for a probable drug candidate than to rely solely
on an “in-house” R&D program. Management simply
cannot afford to gamble that its R&D expenditures will
actually or consistently provide it with new drug entities.

One of the ways of implementing this supplemental ap-
proach to one’s own research activities is through the
mechanism of licensing, which provides the licensee with
the right to use some technology, whether it be know-how,
a particular development, a patented product or the like,
in return for some consideration to the licensor, generally
a royalty based on sales resulting from the licensed tech-
nology.

B. WHY LICENSE?

Although it is easy to understand why a pharmaceutical
company might be eager to seek a license from the owner
of a successful or potentially promising drug product, is it
reasonable to believe that such a product would be avail-
able for licensing? Considering the intense competition to
come up with one of those precious few new drugs each
year, why would a particular enterprise having a market-
able product or a promising lead even consider making it
available to another? Indeed, the main goal of a com-
pany's R&D effort is for the self-commercialization of
derived developments, not for licensing others.

There are, however, valid motivations to license (dis-
regarding any compulsory licenses imposed under statuto-
ry authority or court ordered decrees). Such motivations
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are generally founded in simple economic good sense. A
few examples will suffice:

1. A particular concept may be beyond one’s
resources. An instance would be the discovery of a new
compound having certain pharmacological properties by
a small company whose limited financial and human
resources prohibit it from carrying on the research effort
required to obtain the necessary governmental approval
for marketing. An interested licensee with the where-
withal for appropriate development is an answer.

2. A particular concept may be extrancous to one's
normal business activity. For example, a manufacturer of
agricultural chemicals finds that one of his compounds
has potential human medicinal activity. Without develop-
mental and marketing capabilities for drug products, what
is such a manufacturer to do? Unless he wants to invest in
and enter the pharmaceutical business, licensing offers
him an arswer,

3. A particular concept may be one of low priority
among the many projects on a company’s agenda compet-
ing for development. Economies of time might indicate
licensing as a more suitable alternative to putting the idea
on the shelf to await future development,

Many other situations can be exemplified. Suffice it to
say that licensing opportunities are available within the
pharmaceutical industry and that the challenge is there for
management, whether as potential licensor or licensee, to
seek out and take advantage of these opportunities.

C. OBJECTIVES

Whether as licensor or licensee, it is important to
clearly understand what you expect to gain from entering
into a license agreement. Although somewhat obvious on
its face, the importance of this statement cannot be over-
emphasized since the objectives to be realized will
strongly govern the choice of a licensing partner and the
conditions of the agreement. A few of the main objectives
underlying pharmaceutical licenses are:

. Cash Return: The licensee profits from his commer-
cialization of the licensed pharmaceutical and the licensor
receives his financial reward from the licensee by the pay-
ment of monies, €.g., an initial lump-sum or royalties over
the term of the license. With a maximum cash return
through royalties in mind, the licensor must look for a
licensee who can afford the cost to commercialize the drug
and who is willing to expend an aggressive marketing ef-
fort for optimal distribution and sale.

2. Product Exchange: Instead of money, the raison
d’etre for licensing is often a cross-licensing of products.
This objective has been particularly prevalent during the
past decade. The relatively low number of available new
drug entities has put a premium on a quid pro quo type of
arrangement. The marriage between licensing partners,
therefore, may depend on what each brings to the nuptial
negotiating table. For example, a company looking for en-
try into the cardiovascular market may have to offer ac-
cess to its anti-inflammatory agent in return, notwith-
standing the competition so created.

3. Marker Extension. Licensing may be used to reach
new markets. For example, with over 40% of the world-

wide market for human pharmaceuticals being the United
States, licensing offers a foreign company without a U.S,
marketing organization a sensible outlet for the exploita-
tion of its drug products through an American licensee.
Similarly, a domestic pharmaceutical company may
license others abroad in order to accomplish regional or
worldwide marketing of its drugs. In either event, the
licensor shouid look for a licensee having proven market-
ing capabilities in the particular licensed territory. If the
licensee is to also perform the function of making the par-
ticular drug locally, the licensor should assure himself
that the licensee’s manufacturing facilities are both ade-
quate and available, and if not, that the licensee can
afford the cost of any requisite capital investments.

4. Export: The licensor may wish to maximize usage of
its own manufacturing facilities and broaden its base as a
supplier of bulk chemicals by exporting the particular
drug in bulk form to its foreign licensees who will then
formulate, compound and manufacture the desired fin-
ished dosage forms (e.g., tablets, capsules, suspensions, in-

jections, etc.). In such case, a licensee must be found who -

is willing to purchase the bulk drug from the licensor,
rather than being a seif-manufacturer.

D. LICENSING PACKAGE

Before embarking on a licensing venture, the licensor
should have a compiete understanding of what the license
package contains and its relative value. Generally, the
package consists of one or more of the following: in-
dustrial property rights, such as patents and trademarks;
technical and commercial know-how; and governmental
registrations or approvals for marketing the drug or ap-
plications for same,

How strong is the patent protection? The chances of the
patent withstanding an attack on its validity and the re-
maining years of patent protection are important factors
with regard to likely competition. Is there a valuable
trademark associated with the product for use by the
licensee? To what extent are relevant trade secrets or
know-how essential to the licensee? How long are these
likely to remain confidential? How much will the know-
how save the licensee in time, money or research effort? In
many cases the know-how is at least as valuable as any
patent protection and often even more so.

These and other similar questions should be answered
in order to determine the value of the package to be
licensed.

Technical Status

In addition, the technical status of the particular
development or invention will influence the manner of
licensing the package. For example, is the particular phar-
maceutical entity fully developed and approved for
marketing by government authorities? If so, no additional
laboratory or clinical work might be contemplated and
the license agreement could be a relatively simple
authorization to the licensee to commercialize the drug
product upon payment of a royalty.

If the pharmaceutical entity, however, is in an early or
intermediate stage of development, further intensive
research, such as, for example, short-or long-term toxicity




and teratology studies in animals, and clinical investiga-
tions in humans, will be required before governmental ap-
proval for marketing can be obtained. Whether the licen-
sor or the licensee or both jointly will undertake perfor-
mance of the additional research will have to be provided
for in the license agreement.

With non-pharmaceutical types of technology, it is
generally very difficult to sell a license on a development
which still requires considerable effort to complete, par-
ticularly, if there’s an element of risk on the final out-
come. The licensor, therefore, very often completes or
agrees to complete the licensed development. With phar-
maceuticals, however, it is not surprising to find that the
licensee, rather than the licensor, will undertake such
effort.

It previously was seen how the lack of either resources
or capabilities to complete a particular development can
motivate one to consider the licensing of a potentially
useful drug. Such a potential licensor would naturally be
reluctant to enter into a license agreement under which he
assumes that very burden which prompted him to look for
a potential licensee in the first place. Rather, he will seek a
licensee who has the available money and facilities to
complete the necessary research, the willingness to devote
those resources to the project and a full awareness that
ultimate success in obtaining a salable new drug entity is
unpredictable.

Providing the existing data indicates medical and com-
mercial potential, such a licensee, seeking to supplement
his own R&D program and anxious to obtain access to a
likely chemotherapeutic candidate, should not be hard to
find. Depending upon the amount and expense of addi-
tional research to be done, the licensee can attempt to
recoup his investment, either in whole or in part, by
negotiating for some type of reimbursement should com-
mercial success be achieved, for example, by crediting all
or part of his expenses against future royalties or by a
lowered royalty rate.

E. SECRECY AGREEMENT

Once management has decided to go the license route
and the licensing package has been formulated, what ap-
proach and specific considerations should be taken into
account for subsequent negotiations?

Of immediate concern is how to go about enticing a
prospective licensee. Unless the particular drug to be
licensed is enjoying proven medical and commercial suc-
cess, in which case several prospects will very likely be
beating ‘a path to the licensor's door, some way must be
found to give a prospective licensee a look into the licens-
ing package so that he can determine his interest in it. This
immediately presents a problem, particularly when the
subject pharmaceutical is at an early stage of development
or is still awaiting issuance of appropriate patent
coverage. The prospective licensee would of course like to
consider all of the licensor’s available data. The licensor,
on the other hand, must protect his proprietary informa-
tion in the event the prospect does not take a license. How
can the two get together?

The problem is usually solved by a secrecy agreement
under which the licensor makes a disclosure of his infor-
mation to the prospective licensee and the latter obligates
himself not to use the information or disclose it to others
for a reasonable period of time, say from three to seven

years, depending upon which party has the greater
bargaining position.

As some measure of protection for the prospective li-
censee’s own research activities, standard exclusions from
his obligation of secrecy are usually provided for in the
agreement, such as any information in or which enters the
public domain, any intormation which is “in-house”
before disclosure by the licensor and any information law-
fully obtained from other parties.

Disclosure

The disclosure generally comprises most of the licen-
sor’s available technical information, such as, for exam-
ple, the chemical indentity of the drug, any pharmacologi-
cal, toxicity and teratological data in animals and any
human clinical data. The status of patent coverage includ-
ing a copy of any relevant patent applications may be in-
cluded. Such disclosure should give the recipient a fairly
comprehensive idea of the drug’s medical and commercial
feasibility, the amount of research and development work
still required before a salable product can be obtained
and the measure of exclusivity likely to be enjoyed against
possible competitors.

At the secrecy agreement stage, synthetic or manufac-
turing data is a relatively less important part of the dis-
closure unless particular problems are inherent in the
production of the drug or its dosage formulations. Such
problems should definitely be brought to the prospective
licensee’s immediate attention. If it is believed, for exam-
ple, that production will be plagued by such factors as
high cost, scarcity of reactants, low yield, low purity, heat
or moisture instability or the like, the interest of the
prospective licensee in acquiring a license may quickly
wane or expire, regardless of the chemotherapeutic merit
of the drug.

On the other hand, open and frank discussion of any
such difficulty at the outset could pave the way for a possi-
ble joint solution.

After the prospective licensee's review of the confiden-
tial information is completed, generally within a
prescribed period of, say, 60 to 90 days, and assuming he
is now interested in and willing to acquire a license, the
parties are then ready to open negotiations and discus-
sions of the appropriate operating conditions of their
future relationship.

F. PRE-MARKET STAGE: OPTION AGREEMENT

Although licensing in the pharmaceutical industry
covers the spectrum of technological subject matter as in
other industries, for example, products, processes,
engineering know-how, secret formulations, etc., it most
often relates to a newly synthesized compound or series of
compounds having some chemotherapeutic potential but
still requiring further research and development before
commercialization is possible. The negotiating parties,
therefore, must address themselves to the task of defining
their relationship during this pre-market peried in addi-
tion to the usual license arrangements.

Will the licensor or prospective licensec perform the re-
quired research? If the particular pharmaceutical entity is
in an advanced stage of development, the licensor may
wish to complete the project himself, in which event only
the terms of the proposed license remain to be negotiated.

9L61 Y2y

21




March 1976

22

By offering the prospective licensee a fully marketable
product, a relatively higher royalty rate is commandable.
More often than not, however, the pharmaceutical entity
is in an early or intermediate stage of development and,
for reasons previously indicated, the prospective licensee
undertakes the remaining research burden. For purposes
of this discussion, in order to explore certain pre-market
aspects of the licensor-licensee relationship, the latter
situation will be assumed.

For such situation an option (to take a license) form of
agreement is often employed. An option is a contract to
keep an offer open during a defined time period. A license
is an agreement which authorizes a party to practice some
right owned by the licensor in accordance with the terms
of the agreement. With regard to their pre-market relation-
ship, the option agreement should provide that the
prospective licensee, or optionee, be given the opportunity
to evaluate the particular compound and perform the re-
quired research during which time he is assured of a con-
tinuing offer to acquire a license for commercialization of
the drug from the prospective licensor.

Terms Negotiated

The terms of the particular license in question are often
fully negotiated at the same time the option is agreed upon
and a copy of the license agreement is either incorporated
into the option agreement or attached as an exhibit. Provi-
sion is usually made that written exercise of the option by
the optionee acts to effectuate the particular license.
Alternatively, the parties may wish to postpone negotia-
tion of the license terms until after the optionee actually
decides to take a license. This often occurs when the ulti-
mate success of the particular project is deemed marginal.
The optionee, however, should insist that certain essential
terms of the license be agreed upon at the outset in order
to discourage the licensor from increasing the ante should
the project’s success be realized. As a minimum, the
following ought to be predetermined: the nature of the
license (e.g., exclusive, sole or nonexclusive); the ter-
ritorial scope of the license {e.g., worldwide, selected
countries, U.S. only); the royalty ratc {e.g., a certain per-
centage of net sales); and the term of the license (e.g., life
of the patent, specified number of years),

Of mutual concern to both parties is the ultimate com-
mercial realization of the pharmaceutical candidate. Of
paramount concern to the licensor, however, is that the
optionee discharge his assumed responsibility for com-
pleting the developmental program with diligence. For
most pharmaceuticals, the time between synthesis of a
compound and a salable product averages three to five
years and a seven-to-10-year span is not rare. During this
time the life of the licensor’s patent coverage and its con-
comitant value regarding exclusivity in the marketpiace is
constantly diminishing.

In order to induce acceleration of the optionee’s
development program, the option agreement should pro-
vide for payment of a reasonable option fee to the licen-
sor, generally known as “front-end” money. In effect, an
option fee is an expression of good faith on the optionee’s
part and a “'best eftorts” type of provision. The fee can be
a lump-sum payment or payable over the life of the op-
tion. Fees ranging from $25,000 to $50,000 per year are
fairly common, depending upon the particular stage of
development of the potential drug at the time of the op-

tion. If the optionee subsequently elects to take the license
and commercializes the drug, all or part of the option fees
can, if so negotiated, be credited against payment of future
royalties. Should the optionee elect at any time during the
option period not to take the license, the fees previously
paid are forfeited.

The optionee can be expected to argue that he should
not be expected to carry the burden of an option fee in ad-
dition to the significant costs he will experience in further-
ing development of the drug. The licensor ought to real-
ize, however, that, although such costs are considerable
and unavoidable, they do not ensure diligence. The pay-
ment of an additional $50,000 per year can be quite ef-
fective, therefore, in prompting the optionee to achieve
marketable status for the drug as quickly as possible, even
if he be permitted to recoup the option fee from future
royalties,

In most non-pharmaceutical option agreements, a spec-
ific term is set in which to exercise the particular option,
for example, three months in which to acquire a franchise,
six months in which to buy certain realty, etc. Before the
end of the prescribed period, the optionee either does or
does not exercise the option, If he doesn’t, the option
lapses.

Time Period

When dealing with pharmaceuticals, however, the
limitation on an optionee to a definitive time period may
not be practical or feasible. The sine qua non for market-
ing a drug in the United States is the fulfiliment of all re-
quirements regarding safety and efficacy prescribed by the
U.S. Food and Drug Administration (FDA) under our
federal laws. This involves submission to the FDA of cer-
tain data, obtained according to established “phase
studies” on animals and humans, in a New Drug Applica-
tion (NDA) which must be approved before marketing can
occur. Accordingly, exercise of the option to acquire a
license is usually made contingent upon the optionee
successfully obtaining the requisite NDA approval. Other
countries have similar versions of regulatory compliance.

In this regard, the licensor must recognize the uncer-
tainties of medical research. For example, test results may
be inconclusive or otherwise not acceptable to the FDA so
that additional studies will be needed, or the FDA may in-
sist on different types of animal or human studies based on
recent advancements in the state of the art. All this re-
quires time, and accordingly, it is difficult to set a
prescribed option term in which the NDA approval is sure
to be obtained by the optionee. Accordingly, some esti-
mate is attempted which is presumed sufficient for the op-
tionee to obtain his NDA approval if all goes as planned,
say 1-3 years, again depending upon the stage of develop-
ment at the time of the option, with provision for exten-
sion if such approval is delayed due to governmental re-
quirements.

G. MARKETING STAGE: LICENSE AGREEMENT

Assuming FDA approval is or is about to be obtained
and the option will be exercised, some form of a license
agreement must be entered into which sets forth the con-
tinuing relationship and respective understandings and
obligations of the parties during the marketing stage. The
legal, structural, and technical aspects of drafting an ap-
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propriate license agreement fall within the general dis-
cipline of contract drafting and should obviously be left to
those specialists in this area. As a matter of general princi-
ple, a licensor and a licensee are free to contract as they
see fit, provided the ultimate license is not one in restraint
of trade or afou! of any other antitrust provision under ap-
plicable laws,

A license constitutes permission given by the owner of a
certain right to another to invade that right free from legal
recourse. A license thus makes an action lawful that
would otherwise be unlawful. With pharmaceuticals, the
usual rights of a licensor upon which licensing is based are
those derived from patents and know-how, Typical
licensed know-how includes all chemical and biological
information and data owned by the licensor and, in partic-
ular, any animal or human data which would be useful to
a licensee for submission with his NDA, Trademarks may
also be included, particularly in situations where the
licensor has an established trademark for a product in one
area (e.g., the United States) which the licensee would like
to utilize in his exploitation of the product in another
market (e.g., in foreign countries).

In the following paragraphs, some key provisions and
related concerns in pharmaceutical licenses are described.

1. Grant

The most important provision in a license agreement is
the “granting ciause”, under which the precise nature and
scope of the particular license is defined. Whether the
license is a patent, know-how, or trademark license, or
some combination of these, whether the license is ex-
clusive, sole or nonexclusive, whether the make, use and
sell trinity is whole or partial, and whether the territorial
extent of the license is domestic, regional, or worldwide,
will be set forth in the granting clause. If the licensee is to
be granted sublicensing rights, i.e., the right to sublicense
others, this must also be included. The licensee normally
agquires no right to grant sublicenses unless this right is
expressly stated in the agreement.

Under an “exclusive” license, the licensee is conveyed
all rights, except for legal title, to the particular patent,
know-how or trademark, as the case may be, in order to
utilize same in his commercialization of the product in the
licensed area. Such a license precludes even the licensor
himself from utilizing those rights in that area. A *sole”
license is similar to an exclusive license except that the
prohibition against the licensor is removed. The licensor
retains a personal shop-right to also utilize whatever
rights are granted to the licensee. A sole license, therefore,
is an exclusive license save for a retained personal license
in the licensor. Under a ‘“nonexclusive” license, the
licensee is merely granted the right to utilize the partic-
ular patent, know-how, or trademark with immunity or
freedom from suit by the licensor. The licensor may
license others or even compete himself with the non-ex-
clusive licensee.

Fair Balance

With pharmaceuticals, as with all other licensed prod-
ucts, the license agreement must reflect a fair balance be-
tween the desired aims of the negotiating parties and the
input each brings to the negotiating table. We have seen
that it is often the case where a prospective licensee under-
takes the burden of bringing an carly “lcad”™ to the status

of a salable drug. This being so, the licensor can hardly
expect such licensee to be satisfied with a nonexclusive
license. The reason is obvious: the prospective licensee
would be foolish to agree to expend the required time, ef-
fort and money in R&D and then find that he has to subse-
quently operate in the face of competition from other non-
exclusive licensees granted by the licensor. The prospec-
tive licensee, therefore, should strive to obtain an ex-
clusive license or, at least, a scle license,

Should the licensor have no intention of ever marketing
the licensed drug himsel!f, as, for example, the agricultural
manufacturer referred to previously in Section B, he
ought to be favorably disposed to granting an exclusive
license. On the other hand, if one of his objectives is to use
the licensed drug as an entree into the pharmaceutical
business, or, if already in the business to expand his drug
line, then the grant of a sole license, whereby the licensor
retains co-marketing rights, is probably the best a licensee
should hope to obtain.

Nonexclusive licenses are generally employed when a
licensor with a salable NDA-approved drug desires to ex-
pand the market as quickly as possible. Such an instance
could arise when the NDA approval is obtained during
the latter years of patent protection. By receiving royalty
income for the remaining short life of the patent from
several nonexclusive licensees, rather than from one ex-
clusive licensee, the licensor might be able to better max-
imize his financial return.

2. Consideration

Of paramount importance to the licensor is the question
of consideration to be paid him for the license. Considera-
tion may take many forms. [t may be a lump-sum payment
or several specified installments over a period of time. It
may be a cross-license to a patented invention of the
licensee, or a combination of money coupled with a cross-
license.

Very often the consideration is a running royalty ex-
pressed as a certain percentage of the licensee’s “net
sales”, which is generally defined as the selling price of the
drug less certain common deductions, for example,
allowances for returned or outdated goods, credits or dis-
counts, and the like. For the licensor, such consideration
permits him to continually share in the profit derived
from the licensee’s commercialization of the licensed drug
over the life of the license. For the licensee, considering
that from several hundreds of thousands to millions of
dollars may ultimately be paid to the licensor over the
course of the license, such consideration permits him to
realize a financial return from which the royalty is gra-
dually paid rather than be confronted with the payment of
a large equivalent sum at the outset of the license.

What is an “appropriate” amount of royalty will depend
upon such factors as the contribution each party has made
toward commercialization of the drug, the anticipated
market for the drug, the estimated profits to be realized,
the past relationship, if any, between the parties and,
ultimately, the relative bargaining strength of each party.
As a very general rule-of-thumb, however, pharmaceuti-
cal exclusive licenses often carry a royalty of from 10% to
15% of the licensee’s net sales, and 20% or more is not
unknown in exceptional cases; for sole licenses, a royalty
of from 7% to 10%; and for nonexclusive licenses, from
4% to 7%. QObviously, whatever the percentage, the
amount of royalties paid must be reasonably set for max-
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imum enjoyment of the license by both parties. Licensing
means cooperation! An onerous royalty can only serve to
deter the licensee from fully exploiting the sale of the drug
and too low a royalty will not bring the licensor the fair
return he is entitled to,

3. Annual Minimum Royalty

We have seen how the requirement to pay a substantial
fee each year of the option period may be imposed on a
prospective licensee to stimulate diligence of performance
during the pre-market stage. Similarly, during the market
stage, the obligation to pay an annual minimum royalty
may be used to stimulate exploitation of the licensed drug.
The objective of the licensor in a royalty-bearing license is
a maximum cash return over the term of the license. Ac-
cordingly, the imposition of an annual minimum royalty is
a reasonable burden on the licensee to ensure that he ac-
complishes at least enough sales of the licensed drug each
year to cover the specified minimum royalty. In effect, an
annual minimum royalty constitutes somewhat of a “best
eftorts” type of provision,

As a general rule, the annual minimum royality is set at
25-50% of the forecast earned royalties. A simple ap-
proach is to set a figure that will be same over the life of
the license, for example, $50,000 per year. Alternatively,
the annual minimum royalty can be escalated to a max-
imum figure, in order to account for expansion of the
market during the early years until the usual market
plateau is achieved, for example, $15,000 for the first year
of the license, with $10,000 increases for the second, third
and fourth year, and $50,000 from the fifth year on.

Delay Minimum Royalty

Under certain circumstances, it may be reasonable to
remove any obligation of an annual minimum royalty for
the first and even the second year of the license, for exam-
ple, to enable the licensee to undertake plant capitaliza-
tion or production costs without being burdened with an
additional obligation of paying out a specified minimum
royalty at the same time, which royalty might not be ac-
tually earned during the early years of the license when
distribution and medical acceptance of the drug may be
slow in getting established.

An annual minimum royalty is usually provided for in
exclusive and sole types of licenses since the licensor, in
such licenses, has to rely on only once licensed partner to
provide him with royalty income. With nonexclusive
licenses, however, an annual minimum royalty may or
may not be prescribed, although it would seem prudent
for the licensor to require payment of at least a small an-
nual minimum royalty to keep the license alive even when
the licensee fails to make sales and no earned royalities are
realized.

In the event the licensee fails in a particular year to pay
earned royalties at least equaling the specified annual
minimum royalty or to make up the difference, the licen-
sor should have the right to terminate the agreement or,
alternatively, to convert it to a nonexclusive license if the
agreement was exclusive or sole. In either event, the licen-
sor will then be free to lock for another licensee.

4. Royalty Credit
Provision should be made in the license agreement to

credit any or all previously paid option fees, if so negoti-
ated, against earned royalties or against any portion of the
annual minimum royalty that may have to be accounted
for.

5. Best Efforts

Should the license agreement contain an annual
minimum royalty provision, the licensor must decide
whether or not to rely solely on such provision to define
the extent of the licensee’s obligation to exploit the
licensed drug. If the annual minimum royalty is high
enough, for example, 50% or more of the forecast earned
royalties, such may suffice to safeguard the in-
terests of the licensor without further commitments re-
quired of the licensee. More often than not, however, the
annual minimum royalty falls well below 50% of the an-
ticipated royalties, and, without further duties expressly
set forth in the agreement, the licensor may not be heard
later to complain that the licensee failed to maximize
sales, as long as the licensee meets the specified annual
minimum royalty.

The situation could arise, for example, that during the
course of the license, the licensee for some reason fails to
exploit the licensed drug to its maximum potential. 1t may
be that a competitive chemotherapeutic agent has recently
evolved from the licensee’s own R&D program. The ques-
tion then arises: Should the licensee terminate the license
in order to concentrate on his own development with
resultant unshared profits or should he maintain the
license but on a limited scale merely sufficient to meet the
annual minimum royalty requirement? Rather than face
release of the licensed drug to a competitor by terminating
the license, he may choose the latter alternative and main-
tain the license.

Notwithstanding an annual minimum royalty therefore,
and particularly in the absence of one, the licensor may
wish to impose some type of “best-efforts” provision on
his exclusive or sole licensee to prevent such an untavor-
able development. Such a provision delineates the reason-
able measure of activity expected from such licensees. A
nonexclusive licensee is generally not required to under-
take any obligations beyond the payment of royalties
derived from his sales, With an exclusive or sole licensee,
however, the licensor’s royalty income is entirely depen-
dent upon the market performance of a single partner.
Certainly, the licensor ought to expect that such a licensee
will exploit the licensed drug to the same extent had it
derived from his own R&D program. Accordingly, it is
not unreasonable for the licensor to require an exclusive
or sole licensee to achieve not only a minimum quantum
of sales but also to exercise a reasonable measure of ac-
tivity towards optimum commercialization of the licensed
drug.

Typical Conduct

A typically prescribed course of conduct is that the

licensee use reasonable efforts to create a market for, to
promote, maintain and supply a demand for, and to obtain
maximum- sales of the licensed drug throughout the
licensed territory. Further amplification of these goals
may be prescribed, e.g., the expenditure of a specified
budget each year on promotional activities, the establish-

(Please turn to Page 61}




the other hand there is a need to understand that tech-
nological contracts are excellent vehicles for strengthen-
ing the technological capabilities of the reciptent country.
Furthermore, these agreements are to be evaluated on the
basis of economic and commercial criteria in order to
properly ascertain the magnitude of problems and to
create and maintain a receptive climate for technology
and foreign investment into the developing countries,

The author wishes to give due recognition to UNIDO
for providing a highly qualified expert assistance to the
Mexican Government that made possible the establish-
ment of an efficient system, and allowed important sav-
ings and benefits for the economy as a whole, And to en-
courage other developing nations to support the efforts of
UNIDO in the field and to rely on technical assistance
projects from UNIDO in the future.

Licensing an Aid to

Pharmaceuticals

(Continued from Page 24}
ment of adequate manufacturing facilities within a certain
time, etc. The relative bargaining strength of the parties
will determine the ultimate degree of commitment by the
licensee,

Not only should the agreement set forth the objective
criteria constituting “best efforts”, but it should also
prescribe the remedies available to the licensor for breach
of such criteria by the licensee. As with failure to meet the
annual minimum royalty, the licensor ought have the op-
tion of terminating the license or of converting it to a non-
exclusive license.

[t should be realized that, the more specific the contract
language is in delineating the efforts and goals desired of
the licensee, the fewer ditficulties will be encountered by
the licensor in an attempt to enforce the “best-efforts”
provision or his remedies for its breach. Careful drafts-
manship, therefore, is essential to avoid any uncertainty or
vagueness in the characterization of what constitutes “best
efforts™ by the licensee,

6. NDA Access

As noted previously, it often occurs that the phar-
maceutical entity to be licensed is not in a final stage of
development and that subsequent completion is to be
undertaken by the licensee. In such instance, the licensee
should not be too surprised if, in addition to royalty com-
pensation, the licensor demands the right to use for his
own purposes any relevant R&D information and data
evolving from the licensee's efforts as further considera-
tion for the license. Of particular importance, tor exam-
ple, would be any animal and clinical data gencrated by
the licensee that could be utilized by the licensor in ob-
taining his own governmental approvals to market the
licensed drug.

If the intended license is exclusive, the licensor would
obviously wish to use such data outside the licensed ter-
ritory. Should the license be sole, which implicitly pro-
vides for licensor competition, use of the data both outside
and within the licensed territory would be desirable to the
licensor. Accordingly, it the licensed territory comprises
the United States, the licensor would probably seek the
right of access to any approved NDA subsequently ob-
tained by the licensee including the right to use any of the
ficensee’s data contained therein in order to support the

licensor’s submission of his own NDA,

Such a demand is almost sure to bring cries of woe and
dismay from the licensee. Why should he agree to com-
plete development of the drug only to have the fruits of his
labors shared with the licensor? Without some under-
standing on the licensce’s part of the rationale behind such
demand, and, perhaps, without some modification of the
demand on the licensor’s part, his reaction may well be
Justified.

“Giant Step”

The licensee must realize that the license agreement
opens up a new field to him or permits him to sell a prod-
uct which he otherwise would not have. Furthermore,
even though he may have to expend a considerable
amount of additional money and effort before marketing
can be achieved, the license puts him far ahead in savings
of time and capital. He completely sidesteps the synthetic,
screening, selection, and testing program from which the
pharmaceutical entity evolved. It is for this valuable
“giant step” forward with a new field or new drug that the
licensee is being asked to sharc his efforts with the licen-
Sor.

The licensor, on the other hand, should be willing to
acknowledge the licensee’s contribution in achieving
marketable status for the licensed drug. Such
acknowledgment can take a variety of forms. For exam-
ple, upon actual use of the licensee’s data, the license
could provide for a reduction in the royalty rate, or, reim-
bursement to the licensce for part of the direct or out-of-
pocket expenses incurred in accumulating the data,
Another approach is to provide the licensee with a spec-
ified “iead time”, sufficient to bring him a reasonable
return on his development costs and a secure market posi-
tion, before the licensor will be permitted to use the data,
say six months or one year. Another alternative is a de-
¢scalation approach, such as: in the event the licensor
makes use of the licensec's data within onc year from the
date the licensec obtains his NDA approval, then the
licensee will be reimbursed with up to 50% of his out-of-
pocket costs; it used by the licensor within the second
year, such reimbursement will not exceed 23%; and if
thercafter used, no tinancial reimbursement will be due
the licensee. Obviously, the fairness and negotiability of
any of these “variations on a theme™ will be determined by
the particular circumstances and equities involved,

7. Grantbacks

Many licenses provide that improvements made by the
licensee relating to the licensed drug, for example, a new
method of synthesis, a new end usc. an improved formula-
tion and the like, are to be communicated to the licensor
and made accessible to him. Such “grantback™ provisions
have varied in the past from a mere nonexclusive right to
use the improvement, for example, in arcas outside the
licensed territory, to an exclusive right to use or a full
assignment of ownership rights worldwide. The latter,
however, have lately come under close scrutiny as a possi-
ble misuse of the basic licensed patent, The arguments are
madc that such grantbacks merely scrve to further secure
and increase the licensor’s patented monopoly and to
dampen the licensee's incentive to  develop improve-
ments, thereby constituting effective impediments to com-
petition. Consequently, such grantbacks must be ex-
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amined in light of patent misuse holdings and prevailing
antitrust laws: Less restrictive grantback provisions, such
as the grant of only a non-exclusive right to the improve-
ment, should not encounter patent misuse or antitrust
difticulties in and of themselves, particularly if the license
contains a reciprocal requirement by the licensor to make
available any improvements he develops to the licensee.
Absent any provision in the license agreement regarding
improvements of either party, no right to same is acquired
by the other.

8. Term of License

With a patented drug product, the license will or-
dinarily continue for the life of the patent. Although
shorter periods may be mutually agreed upon, a patent
license can not exceed the expiration of the patent. If
know-how andjor trademarks are included, the license
with regard thereto may be for a specified term either
shorter or longer than the patent license, depending on the
circumstances. Consider, for example, a drug for which
NDA approval is received at a time when only a few more
patent years remain. An agreement should be possible
which comprises both a patent license for a specified
royalty until expiration of the patent and a know-how
license covering access to and use of the very valuable and
confidential information in the NDA for a separate
royalty for a reasonable number of years which might ex-
tend beyond the life of the patent.

9. General Provisions

There are many other provisions frequently included in
license agreements that are standard regardless of the par-
ticular technology, pharmaceutical or otherwise, being
licensed. For example, clauses governing (i) the manner
and time of making royalty payments, (ii) the procedures
to be followed in the event of third party infringement of
either the licensed patent or trademark, (iii) the permissi-
ble excuses for nonperformance, i.e., “‘force majeure”, (iv)
the separability of certain clauses from the agreement if
subsequently declared or adjudged "null and void”, (v)
the means by which the parties can get divorced and ter-
minate the agreement, (vi) the confidentiality, (vii) ar-
bitration, (viii) assignability and (ix) governing law
aspects, and other clauses may have to be negotiated and
agreed upon. They should not, however, present any
unusual or unique problems merely because the subject of
the license is a drug product.

NOTES

1. Annual Survey Report, 1973-74, of the Pharmaceutical Manufac-
turcrs Association, 1§55 Fifteenth Street, N.W., Washington, D.C.
20005.

2. New Products Parade, February, 1975, by Paul de Haen, 11 West
42nd Street, New York N.Y. 10036,

Brazil: Technical Assistance
Pacts

{ Continued from Page 25)
(a) INPI’s broad powers to evaluate the need for acquiring
any technology, and to inspect and follow up the progress
of technology transfer and absorption; (b) prohibition of
market limitations with some reservations for protecting
pre-existing commitments with respect to third-party
rights and national or international laws including,
presumably, the U.S. export regulations limiting re-ex-

portation; and (c) the prohibition of relieving the supplier
of technology from responsibility for third-party actions
arising from faults or defects in the subject matter of the
technology covered. The latter, which is also applicable to
the patent and trademark license categories, if strictly in-
terpreted may abolish the traditional concepts of perfor-
mance guarantees and limited patent infringement claim
defense or hold harmless commitments,

Former Categories

Taking the three formerly “Technical Assistance”
categories individually, let us consider first category (c),
contracts for supplying industrial technology. This
category is defined in terms of acquisition of intelligence
and technology not protected by industrial property rights
recognized in Brazil. Perhaps the most significant of its
provisions calling tor follow-up in INPI’s future actions
for practical implementation, is the broad requirement
that these include not just the technical data and support-
ing documents and instructions, but also technological
development methods used in obtaining these data. Could
it be that INPI will ultimately interpret this as meaning
that the supplier should deliver also some of its R&D
know-how?

Category (d) is defined in terms of agreements covering
technical-industrial cooperation for acquisition of in-
telligence, technigues, and services required for the
manufacture of industrial plants and equipment and
capital goods. This may be the most important under the
directives of Brazil’s Second National Development Plan,
and some provisions appear to be accordingly more
generous, An example is the renewable five-year term tor
contracts. Some provisions are nevertheless ambiguous,
For instance, it a patent is involved, it must be granted
free but otherwise subject to the provisions of the patent
license category. It remains to be seen whether in the final
implementation this disadvantage can be offset through
calculation of the amount for the overall contract price,

Category (e) covers agreements for specialized techni-
cal services, thus confirming that INPU's authority can be
invoked cven if no technology transfer is involved, Only
the final implementation will show to what extent we are
facing a new precedent. But at least one favorable prece-
dent discernible in the provision applicable to transac-
tions up to $20,000. A registration application can be
based on final invoice without preliminary proceedings.

The concluding part of the act subjects contracts in
other categories and other contractual conditions and
terms not specifically contemplated or incorporated in it,
to submission for preliminary study by INPI before issu-
ing its necessary directives. This provision is quite broad
on the face of it, because it may include also apartment
leases and change of address clauses. Only final imple-
mentation will reveal the practical and reasonable limits
to be applied,

Although final implementation of the act will
ultimately provide important detailed information, it is
fair to assume that INPI will be devoted to answering the
call of Brazil’s Second National Development Plan for
effective transfer of technology, aimed at gradually evoly-
ing conditions for creating the country’s own technology
potential. This would appear to be the basic guideline,
and will undoubtedly result in INPI's retaining its great
discretionary powers.




