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How to Stretch
That Portfolio to
Make Ends Meet

aving a productivity crisis? Join the club. While

you’re waiting for those new classes of drugs to come
to a boil, why not cook up some new indications for
the hot products in your portfolio? From Abilify in
mental illness and Lyrica in pain to Avastin in oncology and
Rituxan in just about everything, drugs targeted at one disease
are showing their versatility in treating other conditions.

Whether you call it franchise building, brand extension,
or (our favorite) platform drugs, discovering novel markets
for niche-busters is a little harder than rebottling old wine.

While platform drugs may not be as thrilling as medi-
cal miracles, they provide patients with more treatment op-
tions—and they may provide pharma with a bridge over the
patent chasm, one indication at a time.

In this special report, we break it all down for you. Part
1 tells how to identify platform drugs, and which diseases to
develop them for. Part 2 explains how to match promotional
buck and prescription bang in the new market. »



Marketing your

OPPORTUNITIES

Tracking business by indication is critical for evaluating market
performance and making accurate resource allocations By Patrick Angelastro

s mega-blockbusters like Lipitor and Plavix approach
Ahe end of their runs, the pharmaceutical industry is

crambling to replace the big revenue streams that are
drying up almost instantaneously. So far, R&D efforts have
proven none too successful. In 2007, FDA approved only 18
new chemical entities; only twice in the past thirty years has
there been a smaller number of approvals.

Discovering new com-
pounds and getting them to
market has clearly become
more difficult. One strategy
the pharmaceutical indus- [JelfcTe{alof T MMEOIOLS}
try is using to address its
productivity crisis is to find
new uses for drugs that have
already made it through to
the marketplace. In the good
old days, pharma companies
typically pursued marketing
approval for a single indi-
cation for a new medicine.
In the last few years, how-
ever, they are increasingly
exploring all possible uses
forpromisingnewcompounds
in order to gain approval n=1,789
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R&D investment.

“We are being much more rigorous and disciplined in
evaluation of the likely potential of any compound across
multiple indications,” Pfizer’s vice president of global medi-
cine, Steve Romano, told the Newark Star-Ledger earlier
this year. “The mechanisms we’re pursuing...can have an ef-

fect across a number of disease states.” Figure 1
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medicines off label, but drugmakers are unable to
promote these unapproved uses

Figure 2

The Pain Market

The share of TWRx for oral pain agents, 3/07-3/08

50%
45%  O= . - ® ® ——— e om—C— 5
40%
é 35%
E 30% . - - - -
¥ o e $ 4 ¥ 3 z 3 |
‘i°- 25% = $ i
) 20%
1
S 15%
ﬁ 10%
5%
o —t—tt e —————", - h
(]
3/07 4/07 5/07 6/07 7/07 8/07 9/07 10/07 11/07 12/07 1/08 2/08 3/08
n=30,960 29,602 33,763 30,909 29,937 32,320 28,013 32,280 28,863 24,832 31,102 26,521 27,276
== |yrica =¢== Cymbalta Opioids & Combo Non-Inj =f= Cox-2/'NSAIDS =@= All Other
SOURCE: IMPACTRx .
Figure 3

The Fibromyalgia Market

The share of TWRx, 3/07-3/08
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Multiple Indications:
A Routine Strategy
FDA seems to be supportive of
this approach. After all, plat-
form drugs make sense. Once a
product’s safety is established
in the first approved indica-
tion, the agency can generally
be more secure that no serious
unexpected safety issues will
arise in a second or third indi-
cation. In fact, the number of
expanded indications for bio-
tech drugs doubled in the first
half of this decade: from 2000
to 2003, 29 got the nod; from
2004 to 2006, 58 did.
Genentech’s Avastin (be-
vacizumab) is an even more
recent example. In February,
amidstconsiderable controver-
sy, FDA cleared the TVEGF-
inhibitor—already approved
to treat lung and colorectal
cancer—for breast cancer,
based solely on the drug’s
ability to slow tumor growth.
This action went against both
the recommendation of the
advisory panel and its tra-
ditional requirement that a
cancer drug demonstrate that
it can extend, or improve the
quality of, a patient’s life.
TNF inhibitors, a catego-
ry of biologics that includes
Amgen’s Enbrel (etanercept),
Abbott’s Humira (adalimum-
ab), and Centocor’s Remicade
(infliximab), have either been
approved, or are knocking on
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the door to treat a variety of autoimmune conditions such as
rheumatoid arthritis, psoriasis, and Crohn’s disease.

So brand extension is a revenue enhancement strategy
that seems to be working for the pharmaceutical industry,
although it presents certain challenges. The choice of a first
indication is all important, and the development program
should be managed to ensure that the initial approval pro-
vides a strong platform for additional indications. For ex-
ample, companies developing compounds to treat multiple
indications including obesity should think twice before
committing to obesity first. They’ll probably be better off
focusing on an indication recognized as a medical (rather
than a lifestyle) condition because securing reimbursement
for weight loss is much more difficult than, for example,
diabetes—as illustrated by Roche’s troubles with Xenical
(orlistat).

Another challenge with a platform drug strategy is one of
public perception. The approach has been criticized as simply
another ploy by pharmaceutical companies to make up for, if
Figure 5 ‘not cover up, a lack of R§CD
innovation. Insurers may view
it as nothing more than an ef-
fort to maximize revenues.
But both perceptions are a bit
unfair. While they are by no
means breakthrough drugs,
the extended indications en-
dure the same clinical and
regulatory rigor as new, single-
indication chemical entities, as
well as offering patients new
treatment options.

Prescribing Data: Right
From the Source
Doctors are free to use ap-
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the most competiti

drug’s label, the more freedom sales and marketing have in
promoting the drug.

As labels expand, a company’s ability to track brand promo-
tion and prescribing by indication becomes increasingly impor-
tant. The data generated by ImpactRx’s information network
of more than 3,500 physicians demonstrates the growing im-
portance of performance measurement by indication.

ImpactRx utilizes smart phone technology to collect treat-
ment information at the ICD-9 diagnosis code level directly
from its network physicians. Because this data capture takes
place at the point of treatment in the doctor’s office—and
prior to any coding intervention for billing and insurance pur-
poses—ImpactRx is able to obtain a uniquely accurate read
on physician prescribing patterns at the diagnosis level.

A clear breakdown of business by indication is imperative
for effectively evaluating market performance, and for mak-
ing insightful resource allocation decisions. It’s important
that a marketing team understands, with as much granular-
ity as possible, how physicians are using its brand—both on
and off label.

The atypical antipsychotic market illustrates how impor-
tant information on brand usage by diagnosis is to managing
the business of a multi-indica-
tion category. Drugs such as
Bristol-Myers Squibb’s Abilify
(aripiprazole), AstraZeneca’s
Seroquel (quetiapine),
Lilly’s Zyprexa (olanzapine)
are approved to treat a variety
of neurological disease states

and

50%
such as bipolar disorders and 40%
schizophrenia. A breakdown
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for Abilify in the first quarter
of 2008 by both psychiatrists

and primary care physicians
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the drug differently (Figure o & %

market is currently
category in the industry
tors’ usage. Conversely, bipolar disorders represent 56 percent
of primary care usage of Abilify and less than 45 percent of
prescriptions written by psychiatrists. (This breakdown is
only logical—schizophrenia represents a larger percentage
of specialists’ prescribing, given the severity, complexity, and
chronic nature of the disease.) In order to effectively manage
Abilify’s performance, the brand team needs to know how
these business breakdowns by physician specialty compare to

both the market opportunity for, and the resources allocated
to, each indication.

Creating a New Market: The Case of Fibromyalgia
Traditional retail, prescription-based market share mea-
sures compare a brand’s total usage to that of its key com-
petitors—regardless of the diagnoses for which the products
were prescribed. But for products with multiple indications,
marketing and sales teams need this condition-specific level of
detail about their brand’s performance. In certain situations,
competitors will vary by indication, and the ability to drill
down into market share within each diagnosis will provide a
truer picture of brand performance.

Fibromyalgia is a chronic, widespread pain condition that

Figure 6
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To get a true read on how
primary care physicians are
treating fibromyalgia—and
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has attracted a great deal of attention of late. It is difficult
to diagnose because its symptoms are often confused with
those of other pain-related conditions, as well as depression.
Despite the diagnostic uncertainty—and controversy in the
media—the FDA, the American College of Rheumatology,
and insurers all recognize fibromyalgia as a legitimate medi-
cal condition. According to industry analysts Cowen and
Company, fibromyalgia may affect as many as 12 million
Americans—an indication of its major market potential.

Although Lilly’s anti-depressant Cymbalta (duloxetine) is
in active pursuit of approval for use in fibromyalgia, Lyrica
(pregabalin)—originally marketed for two types of neuropa-
thy—remains the only treatment for the condition since its ap-
proval in June 2007. The company is also chasing additional
indications for the drug, including epilepsy. (Forest and Cypress
are co-developing minalcipran for fibromyalgia; approval is not
expected until 2009.)

Although it represents a major source of the pain market’s
growth, fibromyalgia today accounts for only a small propor-
tion of the market’s total prescribing. Among primary care
doctors, this broadly defined market (from acute to mus-
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tors leaps from 2 to 3 percent

for all diagnoses (on or off la-
bel) to 30 to 35 percent—showing clear potential for market
leadership in fibromyalgia.

Tracking Market Penetration: The Case of Xeloda
Given that they are often making treatment decisions for patients
in life-threatening situations, oncologists have traditionally been
among the most experimental physicians when utilizing treat-
ment alternatives. The oncology market is currently the most
competitive category in the industry, and the most successful
cancer drugs, such as Genentech’s Avastin and Sanofi’s Taxotere
(docetaxel), are typically approved to treat more than one tumor
type. Roche’s Xeloda (capecitabine) is approved to treat both
metastatic colorectal and breast cancer—two distinctly differ-
ent markets that share the same specialist. Once again, to fully
leverage the overall market opportunity for Xeloda, Roche’s
brand team needs an objective analysis of both the promotional
investment in each indication and the physician response to that
investment. In the first quarter of this year, approximately 61
percent of Xeloda’s details were directed toward its colorectal
cancer indication, and 26 percent for breast cancer (Figure 4).
A translation of this detail allocation to the marketplace re-
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them. Tracking Xeloda’s level
of penetration into the colorec-
tal and breast cancer mar-
kets—as defined by percentage
of patient visits in which the
drug is used—confirms this
insight (Figures 7 and 8). Xelo-
da’s share of usage is consistent
with its share of details in each
tumor type—more usage and
detail share in colorectal and
the converse in the breast can-
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veals the competitive dynamics of these two markets (Figure
5). In March 2008, Xeloda’s share of colorectal cancer-specific
details to oncologists jumped from an average of 15 percent to
27 percent—evidence that Xeloda captured the majority of the
attention of the oncologists vacated by Avastin as that brand
shifted its focus to its new breast cancer indication.

Xeloda’s usage in the breast cancer market is limited to
patients who are HER2 negative. Its share of HER2 negative
breast cancer details also averaged about 15 percent prior to
the launch of Bristol-Myers Squibb’s Ixempra (ixabepilone),
an HER2 competitor, in October. But with the entry of Ix-
empra and, more recently, Avastin, Xeloda’s details share fell
to approximately 11 percent in March (Figure 6).

Roche allocates more than double the amount of internal
resources to Xeloda’s colorectal indication than to its breast
cancer indication. In March, Xeloda’s share of details versus
its competitors in the colorectal market was more than double
its detail share in the breast cancer market. This confirms that
their internal allocation is well aligned with the market.

Ultimately, what matters is not how resources are allocated,
but how physicians respond to the resources directed toward

competition in launching or

growing their brand are all
factors Roche must consider in managing Xeloda. To do this
to its fullest potential, the brand team needs to know—in as
close to real time as possible—the hard facts of its business by
indication. How should Roche react to the entry of Avastin
into breast cancer by the oncology market leader, Genentech?
(There may be no need for any reaction, as Roche already
owns most of Genentech!) Should promotional resources be
added, or simply shifted, from the colorectal cancer indica-
tion? Pharma’s current belt-tightening climate leaves little
margin for error in making such decisions.

The challenges of managing multiple indications for the
same brand will increase as more and more platform drugs
emerge. The brand increasingly represents an extendable
franchise opportunity not unlike a consumer packaged
good, and marketing teams will no longer be able to manage
it as a single entity. They must be able to plan and execute
marketing strategy (and measure performance) at the indica-
tion level to maximize returns from their increasingly pre-
cious brand assets. @

Patrick Angelastro is a senior vice president of strategic development at
ImpactRx, Inc. He can be reached at PAngelastro@Impactrx.com.
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