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While mergers and acquisitions grab the headlines, a variety of strategic alliances —
ranging from co-marketing, to joint ventures, minority equity alliances to consortiums
— are a more common means for companies to leverage themselves in the marketplace.
The results? Faster time to market and higher returns.

by Milton Liebman

ardly a day goes by without the completion of a

strategic alliance in the prescription drug indus-

try. In fact, there were 674 pharmaceutical

alliances announced in 1998, nearly three times

the number of mergers and acquisitions that
took place. Fifteen of these deals were valued ar more than $100
million. In 1999 the numbet of finalized pharmaceutical alliances
was 602, as compiled by Windhover Information.

The pharmaceutical industry is under pressure to increase the
number of major new drugs brought to marker and it faces rising
costs in doing so. U.S. companies invested $20.1 billion in
research in 1999, according to PhRMA. This year it is expected to

increase that amount by 11 percent. R&D) as a percent of sales of
research-based companies is growing annuafly. In 1999 it was 20.8
percent of sales. In 1990 it was 16.2 percent and in 1980 it was
only 11.9 percent,

This investment requires payback, and strategic alliances are one
way to expedite this. Use of alliances is growing as a means w help
companies increase the number of new chcrmcal entites (NCE)
they develop, and speed the time needed td bring them to matket.
One study by Anderson Consulting reports that leading pharma-
ceutical companies plan to triple the number of NCEs brought to
market this year and reduce the time need:for approval from over
nine years 1o 6.5 years by 2003.



Many of the present-day major block-
buster products were developed and or
marketed through research, development,
licensing, and co-promotion alliances. We
can expect more.

Ecrik Rule, partner at Pricewaterhouse-
Cooper predicts that this year “large phar-
maceutical companies will dedicate as
much as 30 percent of thgir R&D expen-
ditures to external partnerships. It's a way
of doing business.” He defined an alliance
as any situation where thete is an explicit
agreement to leverage combined resources
to achieve comperitive advantage.

There are basically four types of
alliances. The advantages and formats of
cach were analyzed in the 1999 report
‘High Performing Strategic Alliances’ by

Pricewaterhouse.

Strategic allionces

Cooperarive partnerships. are the most
popular alliances. Rather than needing a
separate enterprise, they take the form of
virtual organizations, according to Rule.

These alliances tend to focus on individ-
ual projects such as co-marketing and prod-
uct swaps, new technology for research
improvement, or development of an NCE.
They are relatively fast, easy, and economi-
cal — as long as structures and goals are
defined ar the outset, said the monograph.

It is clear thar alliances can lead tw
mergers and acquisitions, as exemplified
by the headline-crearing : Pfizer/Warner-
Lambert relationship.

At a Pharmaceutical Strategic Alliance
Conference in New York two years
ago, Warner-Lambert’s President of the
Pharmaceutical Sector, Anthony H. Wild,
Ph.D., deniled the origin of the Lipitor
and Rezulin deals. Today as these compa-
nies merge, Lipitor will become an all-
Pfizer product and Rezulin is off the
market. But in 1997, successful strategic
alliances were developed fot these products
with the idea of transforming the future of
Parke-Davis, Wild said. The idea material-

ized, as both drugs became blockbusters.
“Our relatively small size limited our com-
mercial presence; our main competitors
included some of the latgest companies in
the industry. How could we maximize the
opportunites?” he asked. The answer was
working with one or more partners.

A global faunch of Lipitor was the
biggest challenge. It would be the fifth
statin introduced, going up against Zocor,
Pravachol, Lescol, and Mevacor. In seeking

a partner, Wild said, potential candidates
were evaluated against several criteria,
including cardiovascular expertise, absence
of comperitive issues, strong GP sales force
capability, financial strength, global pres-
ence, track record of successful product
launch, and record of successful collabora-
tion with partners. Not much left our, but
to this list was added “personal and organi-
zational chemistry.”

As the world knows, the answer was
Phizer. Wild explained thar it was a long-
term arrangement, with a seamless collabo-

ration on marketing, promotion, and sales.
The deal was structured to provide incen-
tives for success. The effectiveness of that
structure became evident as one motivating
factor in Pizer’s unwanted takeover bid for
Warner-Lambert.

Concurrently, Warner took another
strategic approach to co-promote Rezulin.
It formed a joint venture with Sankyo. The
deal gave Sankyo an early presence in the
U.S. with an expetienced parmer. A full
sales force was established through outside
hiring, an added benefit for Parke-Davis.

Rezulin proved highly successful as well,
though controversial because of deaths
from liver toxicity. In 1998 worldwide sales
wete $748 million, bur dropped 10 percent
last year ro $625 miillion, under use restric-
tions from the FDA. Warner-Lambert took
the drug off the marker this March 21
under pressure from the FDA.

“There is no secret golden formula for
success,” Wild said, though he had six rec-

. ommendations fora successful partnership.

He also warns that it is relatively easy w
identify the pointers bur far more difficult
to pur them into practice.

This form of alliance is a frequent occur-
rence. In today’s marketing climate, indus-
try analysts say, launch of 2 major new drug
requires a field forge of at least 3,000 repre-
sentatives — mote than most companies
can assign to one product. The goal is to
achieve a higher: level of revenue more
quickly and mairitain a peak level longer
{see High Compression. Marketing,
Medical Marketing & Media, March 2000,
p- 66). The ficld force needed is achieved
through alliances.’

There are many recent examples of
strategic alliances. Tn March, Bristol-Myers
Squibb announced thar it would co-
promote irs new.‘antibiotic, Tequin, with
Schering-Plough for respiratory infections.
Schering-Plough has experience in the res-
piratory, allergy, ahd immunology markets.
Bristol will focusion primary care. Knoll
Pharmaceutical announced 2 co-promotion



agtecment with Abbott Laboratories for its
opioid and ibuprofen combination pain
product Vicoprofen. “The goal s to lever-
age our respective organizational strengths,”
according to Knoll. Under the agreement,
Abbotrt will promote the analgcsxc to mat-

kets in which it is scrong — hospital-based
physicians, emergency rooms, and surgical
centers. Knoll will handle the office-based
practitioners. These are just two examples,
there are many others,

loint ventures
This type of alliance requites formarion of
a stand-alone operating company with an
explicit business strategy and organization.
In the opinion of Pricewaterhouse partner
Rule, it helps parmers focus on the goals of
the company. It can be ser up to provide
the liability benefits of a corporation and
the tax benefits of 2 parmersiup
Astra-Merck is apnnmcxamplcofthm
type of alliance. A 50-50 joint venture of
the two companies, it had: exclusive rights
to develop and market most Astra com-
pounds. It was most impressive in success-
fully marketing its first product Prilosec,
moving it from a so-so launch by Merck o
the world’s largest selling prescription drug.
The company has undergone a number of
changes in corporate identity and is now
AstraZeneca. No reflection on its previous
marketing skills.

Minority equily alliances -
Usually, 2 major pharmaceutical company
takes a minority equity position in a
biotechnology firm to share technology
and joint development of products, The
alliance is a soutce of capital for a biotech-
nology company, particulatly one without
marketed products, as ventute investors
moved to Intemet stocks in the past two
yeass. It is a source of pharmaceuticals or
technolagy platforms that speed screening
and discovery for the drug firm.

A typical example is the relationship
between Schering AG and Ribozyme

Pharmaceuticals, as explained by Eric Rule.
The five-year collaboration will seek w
develop ribozyme use to validate therapeu-
tic targets and ribozyme-based therapeutics
1o treat a variety of diseases.

Schering invested $5 million in Ribozyme
Pharmaceuricals over the first year and will
provide loans of $2 million annually during
the collaboration, Ribozyme also receives
$10 million in research funding and fees,
up to $35 million in earned milestone pay-
ments, and royalties on all products arising
from the alliance.

Ribozyme also has established partmer-
ships in target validation with Chiron,
Warner-Lambert, Pharmacia Biotech,
and ALZA.

Research outrenchgprograms

Sidney Taurel, president and COO, Eli
Lilly has used what he called the emerging
culture of alliances to reinvent R&D from
deal making to parmcrs}up implementa-
tion. The re-engineering of research and
development thraugh partnerships has
reduced the tme in half from drug devel-
opment to world matketing, from 4,800
days to 2,400 days.

Taurel was a keynote speaker at the
Pharmaceutical Strategy Alliance Conference
two years ago in New York, sponsored pti-
marily by Windhover Information and
Communitech Matket Intelligence. Calling
the new approach “research without walls,”
Taurel said “at Lilly we are blind to sources
in filling research and development needs.”
Ar the time Lilly-had alliances with ten
companies develaping technologies for
screening, genomics, proteins, and delivery
systems. It partncmd with six companies in
secking productive targets and useful mol-
ecules involving ‘neuroscience, three in
endocrine diseases; and other companies in
other therapeutic:arcas. The number of
alliances has grow since.

Tautel was loolnng for higher probabili-
ties of success, getting to marker faster, low-

" ering development costs, longer drug life

cycles, and fewer competitors, As an exam-
ple of the alliance strategy, Zyprexa got w0
market 18 months carlier than planed with
a resulting increase in ROL

Most companiés in the industry follow
the philosophy of outsourcing some aspects
of their research needs while focusing on
core competencies in house. As a result, the
industty saw alh;mcw in 1998 such as
Bayer licensing ‘Millennium’s genomic-
based drug discovery technology, a $465
million deal. ICN licensed exclusive rights
w© fourRodxedmgsforatoml of $179 mil-
lion. Eli Lilly paid Icos $75 million up
front to establish.an anti-impotence joint
venture. The list gou on.

This past Match, Regeneron Pharma-
ceuticals entered'’ ‘into collaboration with



Medarex to discover, develdp, and commer-
cialize human antibodies 'as therapeutics.
Regeneron will contribute its expertise in
discovering and characterizing proteins as
drug targets, and Medarex will contribure
its technology to create fully human anti-
body products for those targets.

Consortiums '

This organizational structure involves par-
ticipation of several companies, usually to
form a development group. A clearly
defined set of objectives' and operating
plan are needed for success. The owner-
ship is spread among the participating par-
ties and the cost is well defined and
comparatively low.

An example: Ten of the world’s top 20
pharmaceutical companies formed a con-
sortium last year to support the major ini-
tiative of mapping the human genome.
Each company contributed $3 million,
and the Wellcome Trust provided a grant of
$14 million, for a total of $44 million to
cover a two-year petiod. The consortium is
working in conjunction with the U.S. gov-

" ernment’s Human Genome Project and,
unlike most industry endeavors, the
research results will be made public (see
“How Competing Drug Companies are
Cooperating to Develop New Gene
Therapies,” Medical Marketing & Media,
August 1999, p. 68).

Many dlliances underperform
The majority of alliances meet or exceed
expecrations. But 25 to 35 percent were
described by company executives ques-
tioned as “underpetformers.” It is the
human element rather than technical abili-
ties responsible for less-that-satisfactory
results, according to Pricewaterhouse. It
surveyed 111 executives, vice presidents
and above, mosty from pharmaceutical
and biotech companies.

Differences in partner cultures was the
top reason for alliance failures. Other fac-
tors were incompatible objectives of part-

ners, and poor alliance leadership or inte-
gration. Trustworthiness, faimess, and
follow-through on-deal commitments were
considered ro be the most important traits
by survey respondents in considering
potential alliance partners.

Innovative alliances

Partnerships for development of new
drugs generally follow a familiar scenario.
Usually a smaller, high-tech company dis-
covers new technology. It is too risky for
the small development company to go it
alone. The finandial risk involves the need

for money for launch, infrastructure, etc.
There is a lack of in-house expertise.
Ramp-up requires high fixed costs that
lead to limited ot no profitability during
eatly years of sales.

The commercmhzanon alternatives arc
relationships with, large pharmaceutical
companies, out-licénsing the new technol-
ogy for a royalty or co-promotion for a
profit share, “If a bio company gets to keep
50 percent of the p:oﬁts in a pharmaceuti-
cal company co-promotion arrangement,
even after taking all the R&D risk, that's
abour as good as it gets,” said Louis G.
Lange, M.D., Ph.D., chaitman and CEO
of CV Therapeutics (CVT), an interna-
tionally recognized expert in the molecular
mechanisms of cardiovascular disease. The
result is limited ‘value creation in the
biotech company for research or develop-
ment programs.

Lange took a ifferent approach. He
made an alliance with Quintiles, the largest
clinical research organization in the world,
and its Innovex dmsxon, a sales and mar-
keting organization. According to Lange,
Quindiles completed more clinical trials,
NDA filings, and product launches in
1998 than any other company. It had rev-

" enuss of $1.2 billion,

Innovex currendly has 2,700 sales peo-
ple, the sixth largest U.S. field force as of
last year. It has experience selling seven car-
diovascular produets, which is what CVT
is developing.

The product is' ranolazine, an organic
nitcate for prcvcnmg and treating angina
pectoris, which works differently from
other drugs in the category. It improves
metabolism rather than dilating vessels.
The present nitrate products include
Imdur from Key Pharmaceutical and
Isordil from Wyeth-Ayerst.

Imdur was used as benchmark for devel-
oping ranolazine fnacketng, It is for angi-
na only, used aléne or in combination.
Imdur is the number-one selling, long-
acting nitrate, thh a 40 percent market
share. Annual salés in the U.S. total $250
million and fewer;than 100 field represen-
tatives sell the product.

Ranolazine marketing will focus on
8,000 cardiologists and related physicians,



requiting approximately 75-100 sales reps.
Remaining prescribers will be targeted and
reached with medical education materials,
advertising, and direct mail

The terms of CVTs “solution” are favor-
able. Quintiles/Innovex will provide and
manage a dedicated sales force and fund
other sales and marketing expenses. The
value is more than $110 million, subject to
certain milestones. The sales force can be
retained by CVT at the end of the term.

Innovex will receive up to one-third of
U.S. revenues for five years, and a royalty
for two more years. Since industry “best of
class” costs for sales and marketing is 20-
25 percent of revenues, the additional 10
percent payment of tevenue to Innovex
still leaves CVT with 90 -percent of its
profit on a 50/50 split, regardless of sales.
CVT also receives from Quintiles an up-
front equity, loan at NDA filing, and mile-
stone at approval.

Ranolazine is now in Phase III trials,
having completed one trial with 175
patients. It is now enrolling patients in a
second one. An NDA is expected to be
filed next year.

The arrangement is for U.S. only so thar
CVT can license ranolazine in Europe. The
innovative relationship witk a CRO/CSO

gives CVT substandal financing worth
more than $125 million, validation by a
world leader, and acquisition of a dedicat-
ed sales force. The company will have no
fixed sales or marketing expenses, signifi-
candy reducing commercialization risk.
The ranolazine profit margin is 50 percent.

When push comes to performance
“New alliances are being forged with
increasing speed to leverage clinical
resources and marker reach,” in the
words of an Executive Briefing from
Anderson Consulting. “Historically, the
top 15 pharmaceutical companies have
delivered one NCE to market a year. ...
Fewer than 25 percent of new products
exceed $500 million in peaks sales, a
common tatget for an acceptablé return
on R&D investments.” Under present
day economic citcumstances, that busi-
ness model is unacceptable.

A speed-up in average time to marker is
one expectation of large pharmaceutical
companies, according to the Anderson

report. In 1998, the average time from
assigning a code to a compound to full reg-
ulatory approval was about 110 months, or
nine years, This time frame is expected 10
decrease to 78 months (6.5 years) this year,
and w 5.6 years in 2008.

Improved screening of drug candidates
and carlier elimination of doubtful com-
pounds should bring a major reduction in
the discovery/preclinical period, from code
assignment w first dose in humans, from
28 months in 1998 to 16 months in 2003.
Executives questioned say they seek to

lessen the eary clinical cycle time in
Phases I and Ila by one-thitd, from 35
months in 1998 to 24 months in 2003. A
faster full clinical development and regula-
tory cycle is expected to reduce the 44
months time span. in 1998 to 37 months
in 2003. One result would be an improved
makeup of the industry’s composite port-
folio in future yeats.

The projected scenario increases average
revenue per NCE from $600 to $640 mil-
lion. Significant improvement in Phase I
results in the overall clinical success rate,
from 2 historic 10.10 1.1 up to 10 w0 2.1.
Companies expect to increase the number of
NCE:s brought o markct from one to three
this year and to four annually by 2008.

Given this new development and mar-
keting model, alliances promisc to be
needed and fruiful. “The new model
will require ... a variety of partnerships
where collaboration and specialization add
unique value,” the Anderson report states.

“Development organizations will align
with their commercial colleagues to take

advantage of web-based vertical alliances.
... Business development will play an
increasingly impostant role in in-licensing
development compounds. ... Science-based
collaborative partnerships will develop and
validate innovative: methods which enable
carlier, improved selection of compounds.
And netsourcing service providers will sig-
nificantly increase the efficiency by which
dlinical trial data are collected and man-
aged.” That coversaall the bases. {3

Milson Liebraan is a contributing editor at MM&M.



