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Approval
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likely to increase, so will the
number of biotech drugs

called monoclonal antibodies.
The FDA has approved 22
mADbs for the U.S. market, and
more than 200 are in the
pipeline worldwide. These

include Dutch biotech firm
Crucell’s experimental flu vac-
cine CR6261 and bap-
ineuzumab, an Alzheimer’s
disease treatment by Elan

Corp. and Wyeth in phase 3
trials set to end later this year.

This string of new antibod-
ies could create a lot of oppor-
tunities for large drug compa-
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nies looking to acquire biotech
firms. In November, Indiana-
polis-based Eli Lilly & Co.
acquired ImClone, developer
of Erbitux (cetuximab).

Past act

CONTINUED FROM PAGE 36
compared with branded
drug makers’ $228 billion.

The largest generic drug
maker is Israel-based Teva,
which recently acquired
Montvale, N.J.-based Barr
Labs, another of the top
makers of generics.

“In the 25 years since Hatch-
Waxman was passed, generic
drugs have brought unprece-
dented savings to our health-
care system and to the people
who bear the cost of paying for
their drugs,” Teva president
and CEO William Marth said.
“As we look to the future, we ...
are hopeful that we will soon
see a fair and balanced hill
passed by Congress that will
also allow us to provide
patients with access to afford-
able biologic drug therapies.”

Teva already makes follow-
on biologics, also known as
biosimilars, for the European
market, but as yet, U.S law
does not provide an approval
pathway for biosimilars. Most
of the debate has surrounded
the issue of interchangeability:
Biologics are more molecularly
complex than chemical drugs,
and branded biologics cannot
be copied exactly.

Whether or not a follow-on
biologics approval pathway is
introduced this year, generics
manufacturers see cost re-
duction as the most impor-
tant aspect of the Hatch-
Waxman Act.

“| think the Hatch-Waxman
Act had a dramatic impact on
the healthcare system in a
positive way, which has been
born out as a solution to the
problem of healthcare costs,”
Ranbaxy VP corporate com-
munications and government
affairs Chuck Caprariello said.
“Looking at the year 2009 and
[Barack Obama’s inaugura-
tion], certainly there’s a strong
interest in managing escalat-
ing healthcare costs.”
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Biosimilars hope to ‘follow-on’ the generic path

BY ALARIC DEARMENT

s a new presidential administration and

Congress break in their leather chairs, the

generic drug industry will wait to hear
about a prize it has long desired: a regulatory
pathway for biosimilars.

Experts and lobbyists have predicted that
Congress will introduce a bill this year to allow the
Food and Drug Administration to approve biosimi-
lars, also known as follow-on biologics. Spending
on biologics, among the most expensive drugs on
the market, was about $40 billion in 2007, accord-
ing to the Congressional Budget Office, and
around three-quarters of that went to biologics that
could lose patent protection in the next 10 years.
Last year, Rep. Anna Eshoo, D-Calif., introduced
H.R. 5629, the Pathway for Biosimilars Act, a bill to
amend the Public Health Service Act and allow a
regulatory pathway for biosimilars. But it died
before any further action could be taken.

Despite the uncertainty of whether a bill will be
introduced, let alone whether it will pass, some
companies already have moved to corner the as-
yet-nonexistent U.S. biosimilars market — not just
generic drug companies, but pharmaceutical giants.

Indianapolis-based Eli Lilly, Whitehouse
Station, N.J.-based Merck and Anglo-Swedish
drug maker AstraZeneca have all indicated an
interest in setting up biosimilars divisions. Like
other large drug makers, all have taken hits from

Biologics v. pharmaceutical drugs:
How do they differ?

PHARMACEUTICALS | BIOLOGICS

Manufactured by combining
different chemicals

Manufactured using living cells,
often by reprogramming DNA

Simple, well-defined and easily
analyzed chemical components

Complex components that may
be impossible to analyze in a lab

Manufacturers can change
manufacturing processes and
analyze the product to establish
that it is the same as before the
manufacturing change

Product can't be fully categorized
in the lab, so manufactuers must
ensure product consistency, quality
and purity by ensurnig the manu-
facturing process remains the
same over time

Source: Biotechnology Industry Organization

generic competition with their products.

“I just think it’s ‘get a piece of the action,” IMS
Health analyst Doug Long said. “My take would
be that they just want to compete in that market-
place as much as generic companies do.”

Some generics companies already have gotten
a piece of the action, albeit in Europe, where a
regulatory pathway already exists for biosimilars.
Israeli generic drug maker Teva Pharmaceutical
Industries, the world’s largest manufacturer of
generic drugs, announced Jan. 20 that it would
form a joint venture with Basel, Switzerland-
based Lonza Group to develop, manufacture and
market a portfolio of biosimilars.

“Through this joint venture, Lonza and Teva bring
together highly complementary capabilities that will
significantly advance the partners’ efforts to secure
a leading position in the emerging biosimilars mar-
ket,” the companies said in a joint statement.

Two other companies, Indian generic drug
maker Dr. Reddy’s Labs and Novartis generics
division Sandoz also make biosimilars for the
European market.

For its part, AstraZeneca has busied itself in recent
years acquiring biotech companies, such as
Medimmune and Cambridge Antibody Technologies,
and CEO David Brennan said in an interview with the
Financial Times in December that the company would
be interested in manufacturing biosimilars if Congress
made it possible, though it is prepared to manufac-
ture them through Medimmune.

Teva also has said it's ready. “We believe that Teva
is uniquely positioned to bring products to market
once guidelines are established by Congress,” Teva
North America president and CEO William Marth said.

Teva already makes biologics through
Montvale, N.J.-based Barr Labs, which it acquired
in December. That same month, Barr received
word from the FDA that the agency would review
its Biologics License Application for Adenovirus
Types 4 and 7 Live Oral Vaccines, which the com-
pany called its first in-house biologics initiative.
Barr entered an agreement with the Department of
Defense in 2001 to develop the vaccine, designed

CONTINUED ON PAGE 47
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$173 million in 2007, according to Medicis financial data, which did not list separate figures
for Loprox. Nycomed also makes a generic version of the 0.77% formulation, while Medicis
continues to market the 1% formulation.

The FDA has approved a generic version of Bristol-Myers Squibb’s Zerit, agency records
showed. The agency approved Matrix Labs’ stavudine capsules in 30-mg and 40-mg
strengths. The capsules are used to treat HIV infection. The branded version of the drug had
sales of $155 million in 2006, according to BMS financial data. Aurobindo Pharmaceuticals
and Hetero Drugs also make generic versions of Zerit.

Watson Pharmaceuticals and Warner Chilcott have reached settlement and license
agreements to resolve patent litigation related to two of Warner Chilcott’s oral contracep-
tive products. Under the terms of the agreements, Warner Chilcott has granted Watson a
nonexclusive license to the U.S. patents covering Loestrin 24 Fe (norethindrone acetate,
ethinyl estradiol tablets and ferrous fumarate tablets) and Femcon (norethindrone, ethinyl
estradiol tablets and ferrous fumarate tablets). The Loestrin agreement will permit Watson
to market its generic version starting Jan. 22, 2014, or whenever another generic version
of the drug enters the U.S. market. The Femcon agreement will allow Watson to market its
version six months after Barr Labs enters its own version in to the market, or Jan. 1, 2013.

WASHINGTON — The U.S. Food and Drug Administration recently expanded its
capacity by adding a sixth building at its Federal Research Consolidation proj-
ect in Silver Spring, Md. As part of FDA’s Office of the Commissioner Complex,
the 93,342-sq.-ft., four-story historic Building One has been renovated to
accommodate the agency’s executive functions. The building integrates 148
offices, nine conference rooms and several workstations and shared business
areas and connects to the campus’ first Central Shared Use space.

The FDA has approved generic versions of AstraZeneca’s Prilosec (omeprazole).
Generic drug makers Mylan and Novartis’ generics division Sandoz announced that they
each received FDA approval for their respective versions of omeprazole delayed-release
USP tablets in the 40-mg strength. The drug is used to treat gastroesophageal reflux dis-
ease and peptic ulcers. Branded Prilosec in the 40 mg strength had sales of about $211

CONTINUED ON PAGE 58
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TABLE 1: ADVERSE EVENTS (at rate of > 1%)
Adult (N = 380) and Pediatric (N = 291) Clinical Trial Experience

Body System

Adults

Pediatrics

Body as a Whole

Abdominal pain*, headache*,
fatigue*, back pain, fever,
influenza-like symptoms*,
accidental injury, rigors

Pain*, headache®, fever,
syncope, abdominal pain,
allergic reaction, flushing

Cardiovascular

Arrhythmia, chest pain

Hypertension, tachycardia

Digestive Nausea**, vomiting**, Nausea**, vomiting™*,
constipation**, dry mouth**, |constipation*, dry mouth,
anorexia*, diarrhea*, diarrhea

yspepsia*,
Nervous Somnolence**, insomnia, Somnolei

refusal to undergo appropriate examination, testing or referral, repeated “loss” of
prescriptions, tampering with prescriptions and reluctance to provide prior medical
records or contact information for other treating physician(s). “Doctor shopping”
to obtain additional prescriptions is common among drug abusers and people
suffering from untreated addiction.

Abuse and addiction are separate and distinct from physical dependence and
tolerance. Physicians should be aware that addiction may be accompanied
by concurrent tolerance and symptoms of physical dependence. In addition,
abuse of opioids can occur in the absence of true addiction and is characterized
by misuse for non-medical purposes, often in combination with other
psychoactive substances. Since fentanyl transdermal system may be diverted
for non-medical use, careful record keeping of prescribing information,
including quantity, frequency, and renewal requests is strongly advised.

confusion**, asthenia**,
dizziness*, nervousness*,
hallucinations*, anxiety*,
depression*, euphoria*,

tremor, abnormal coordination,

Proper of the patient, proper prescribing practices, periodic
re ion of therapy, and proper dispensing and storage are appropriate

ner , ,
asthenia*, hallucinations,
anxiety, depression,
convulsions, dizziness,
tremor, speech disorder,

speech disorder, abnormal
thinking, abnormal gait,
abnormal dreams, agitation,
paresthesia, amnesia, syncope,
paranoid reaction

agitation, stupor,
confusion, paranoid
reaction

measures that help to limit abuse of opioid drugs.

Fentanyl transdermal systems are intended for transdermal use (to be applied
on the skin) only. Do not use a fentanyl transdermal system if the seal is broken
or the patch is cut, damaged, or changed in any way.

DOSAGE AND ADMINISTRATION

Special Precautions

The concomitant use of fentanyl transdermal system with all cytochrome
P450 3A4 inhibitors (such as ritonavir, ketoconazole, itraconazole,
troleandomyein, clarithromycin, nelfinavir, nefazodone, amiodarone,

Respiratory Dyspnea*, hypoventilation*,
apnea*, hemoptysis,
pharyngitis*, hiccups,
bronchitis, rhinitis, sinusitis,
upper respiratory tract

Dyspnea, respiratory
depression, rhinitis,
coughing

infection*
Skin and Sweating**, pruritus®, Pruritus*, application
A rash, application site site reaction*, sweating
reaction — erythema, papules, |increased, rash, rash
itching, edema erythematous, skin reaction
localized
Urogenital Urinary retention* Urinary retention

Micturition disorder

* Reactions occurring in 3% to 10% of fentanyl transdermal system
patients
** Reactions occurring in 10% or more of fentanyl transdermal system
patients
The following adverse effects have been reported in less than 1% of the 510
adult post-operative and cancer patients studied:
Cardiovascular: bradycardia
Digestive: abdominal distention
Nervous: aphasia, hypertonia, vertigo, stupor, hypotonia, depersonalization,
hostility
Respiratory: stertorous breathing, asthma, respiratory disorder
Skin and Appendages, General: exfoliative dermatitis, pustules
Special Senses: amblyopia
Urogenital: bladder pain, oliguria, urinary frequency
Postmarketing Experience — Adults
The following adverse reactions have been reported in association with the use
of fentanyl transdermal system and not reported in the premarketing adverse
reactions section above:
Body as a Whole: edema
Cardiovascular: tachycardia
Metabolic and Nutritional: weight loss
Special Senses: blurred vision
Urogenital: decreased libido, anorgasmia, ejaculatory difficulty
DRUG ABUSE AND ADDICTION
Fentanyl transdermal system contains a high concentration of fentanyl, a
potent Schedule Il opioid agonist. Schedule Il opioid substances, which include
hydromorphone, methadone, morphine, oxycodone, and oxymorphone, have
the highest potential for abuse and risk of fatal overdose due to respiratory
depression. Fentanyl, like morphine and other opioids used in analgesia, can
be abused and is subject to criminal diversion.
The high content of fentanyl in the patches (fentanyl transdermal system) may
be a particular target for abuse and diversion.
Addiction is a primary, chronic, neurobiologic disease, with genetic,
psych I, and envir factors i ing its development and
manifestations. It is characterized by behaviors that include one or more of
the following: impaired control over drug use, compulsive use, continued use
despite harm, and craving. Drug addiction is a treatable disease, utilizing a
multidisciplinary approach, but relapse is common.

“Drug seeking” behavior is very common in addicts and drug abusers. Drug-
seeking tactics include emergency calls or visits near the end of office hours,

pi , aprepil diltiazem, ery y pi
grapefruit juice, and verapamil) may result in an increase in fentanyl plasma
concentrations, which could increase or prolong adverse drug effects and
may cause i fatal respi y dep ion. Patients iving fentanyl
transdermal system and any CYP3A4 inhibitor should be carefully monitored for
an extended period of time and dosage adjustments should be made if warranted
(see BOX WARNING: WARNINGS: CLINICAL PHARMACOLOGY, Drug Interactions;
WARNINGS: and PRECAUTIONS for further information).
Respiratory depression is the chief hazard in elderly or debilitated patients
usually following large initial doses in non-tolerant patients. or when opioids
are given in conjunction with other agents that depress respiration.
Fentanyl transdermal system should be used with caution in elderly, cachectic,
or debilitated patients as they may have altered pharmacokinetics due
to poor fat stores, muscle wasting, or altered clearance (see CLINICAL
PHARMACOLOGY, Special Populations, Geriatric Use).
General Principles
Safety of fentanyl transdermal system has not been established in children
under 2 years of age. Fentanyl transdermal system should be administered
to children only if they are opioid-tolerant and 2 years of age or older (see
PRECAUTIONS, Pediatric Use).
Fentanyl transdermal system should be applied to intact, non-irritated, and
non-irradiated skin on a flat surface such as the chest, back, flank, or upper
arm. In young children and persons with cognitive impairment, adhesion
should be monitored and the upper back is the preferred location to minimize
the potential of inappropriate patch removal. Hair at the application site should
be clipped (not shaved) prior to system application. If the site of fentanyl
transdermal system application must be cleansed prior to application of the
patch, do so with clear water. Do not use soaps, oils, lotions, alcohol, or any

other agents that might irritate the skin or alter its characteristics. Allow the
skin to dry completely prior to patch application.

Discontinuation of Fentanyl Transdermal System

To convert patients to another opioid, remove fentanyl transdermal system and
titrate the dose of the new analgesic based upon the patient’s report of pain
until adequate analgesia has been attained. Upon system removal, 17 hours
or more are required for a 50% decrease in serum fentanyl concentrations.
Opioid withdrawal symptoms (such as nausea, vomiting, diarrhea, anxiety,
and shivering) are possible in some patients after conversion or dose
adjustment. For patients requiring discontinuation of opioids, a gradual
downward titration is recommended since it is not known at what dose level
the opioid may be discontinued without producing the signs and symptoms
of abrupt withdrawal.

A SCHEDULE CII NARCOTIC. DEA ORDER FORM REQUIRED.
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CBO biosimilars report gets
mixed Industry response

By ALARIC DEARMENT

Potential savings if an abbreviated approval

pathway for biosimilars is introduced

he release in Dec-
ember of a report
from the non-parti-

If an abbreviated approval
pathway is established

san Congressional Budget

Office detailed the poten-
tial savings that biosimilars

Change in mandatory spending -$100 -$8,100
Change in revenues -50 to 50 1,100
Net effect on deficit -100 -9,200

could provide to the U.S.
healthcare system, but it
also got a mixed response
from the drug industry.

Medicare Part B payment
rates are modified

If an abbreviated approval
pathway is established and

2010-2014 | 2010-2019

According to the CBO

Budget Options Report,

released Dec. 18, creat-

Change in mandatory spending -$200 -$10,600
Change in revenues -50 to 50 1,400
Net effect on deficit -200 -12,000

ing a pathway for the
Food and Drug Admin-
istration to approve biosimilars, also
known as follow-on biologics and
commonly referred to by the media
and some drug makers as biogener-
ics, would save mandatory health-
care programs, such as Medicare
and health insurance plans for gov-

Al figures in millions of dollars

Source: Congressional Budget Office

lion over the period between 2010
and 2019, resulting in a $12 billion
net reduction in the federal budget
deficit. Spending on biologics
totaled $40 billion in 2007, and
about three-quarters of that spend-
ing was on biologics that could lose
CONTINUED ON PAGE 58

ernment employees, up to $10.6 bil-

Biosimilars
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to fight the virus that causes
respiratory infections in
many military recruits, and
the two conducted a phase 3
study involving more than
4,000 recruits at Army and
Navy training facilities.

Ranbaxy Labs, which has
also made forays into biosim-
ilars, looks forward to the
possibility of an approval
pathway as well.

“I think all generic pharma-
ceutical manufacturers are
looking at the option, and
we’re all going to wait and see
how the full legislation materi-
alizes,” Ranbaxy VP corpo-
rate communications and
government affairs Chuck
Caprariello said. “But the
biggest catch is the pathway
for approval, and the second
is the period of exclusivity.”

The Biotechnology Industry
Organization has pushed for a
longer period of market exclu-
sivity for biologics than the
five years the FDA normally
provides. BIO has sought to
increase that to 14 years for
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biologics in order to make up
for the time and money spent
on developing them and pre-
vent biosimilars from compet-
ing before innovator compa-
nies can make back the
money they invest.

Despite generics compa-
nies’ interest in biosimilars,
the number that can actually
enter the market is likely to
remain small.

In 2006, Duke economics
professor Henry Grabowski
and others wrote a report for
the journal Health Affairs, not-
ing that the investment in cap-
ital, property, plants and equip-
ment could cost between
$250 million and $450 million;
cell culture facilities take three
to five years to build, and in
2002 prices, materials for
making biologics cost from 20
to 100 times more than those
for making drugs.

Long said the biosimilars
industry was likely to be less
competitive than the generic
drug industry.

“I never thought it was
going to be as competitive,”
he said. “You are never going
to have — at least initially, in

my mind — the multitude of
players in the marketplace.”

He said the initial market
would probably have three to
five generic companies. By
contrast, after the first com-
pany to file an FDA approval
application for a generic
drug loses its customary six
months of market exclusivity,
as many as 40 other compa-
nies may quickly sweep into
the market. Some people in
the biotech industry aren’t
afraid of competition, either.

Speaking at the JP Morgan
Global Healthcare Conference
in San Francisco in January,
Amgen CEO Kevin Sharer
said he doubted biosimilars
would have the same effect on
the biotech industry that
generics have had on the
pharmaceutical drug industry
because of the differences
between the two, even though
biosimilar  knock-offs  of
Amgen’s Neupogen (filgras-
tim), an immune-boosting
drug, are expected to become
available for the European
market this year.

But companies eager to
enter the biosimilar market

www.drugstorenews.com

could face bigger problems
than funding and competition.

A letter sent to the
House Energy and Commerce
Committee from the FDA in
September and reported by
The Pink Sheet on Jan. 19
could push back efforts to
allow biosimilars. The letter,
from then-chief scientist Frank
Torti, favors the view of the
biotech industry on the crucial
matter of interchangeability —
the question of whether bio-
similars can be used inter-
changeably with branded bio-
logics in the way that generic
drugs can be with their brand-
ed counterparts.

Torti wrote that legislation
should “not allow for determi-
nations of interchangeability at
this time” because of the
FDA’s opinion that patients
should not switch between
branded  biologics and
biosimilars unless their doc-
tors direct them to do so.

While such organizations as
the Generic Pharmaceutical
Association, generic drug
companies and the news
media often use the term “bio-
generics” or “generic biolog-

ics,” the biotech industry and
the government use the terms
“piosimilars” and “follow-on
biologics” because whereas
generic drugs contain active
pharmaceutical ingredients
identical to those of branded
drugs, biologic molecules are
far more complex and cannot
be reproduced exactly.

For this reason, the biotech
industry has expressed con-
cern that a biosimilar could
have different effects on a
patient from a branded biolog-
ic. While supporting a regulato-
ry pathway for biosimilars, BIO
has said that legislation should
emphasize patient safety over
potential savings, which GPhA
estimated could range from
$14 billion to $67 billion in the
first decade of competition.

“Given the condition of
the national economy and
the emphasis on healthcare
reform under the new
administration, the creation
of an approval process for
biogenerics could generate
significant benefits for gov-
ernment and consumers,”
GPhA president and CEO
Kathleen Jaeger said.
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Study sees e-prescribing boosting generics

By Jim Frederick

revealed. The study, published in the Archives of Internal Medicine,

showed that doctors who prescribe electronically are shifting more
of their patients to generic drugs, and, in the process, saving health plan
payers and patients money. The study’s authors described the potential
savings that could be derived from the widespread adoption of electronic
prescribing as “substantial.”

Physicians who switched from paper to electronic prescribing increased
their prescribing of generics and other lower-cost options, resulting in sav-
ings for consumers and insurers of $845,000 per 100,000 patients per year,
researchers found. What’s more, the complete use of e-prescribing systems
with formulary decision support could cut prescription drug spending by as
much as $3.9 million per 100,000 patients per year, according to the study.

The study was conducted by researchers from Brigham and Women’s
Hospital and Massachusetts General Hospital in Boston, and titled “Effect of
Electronic Prescribing with Formulary Decision Support on Medication Use
and Cost.” Its results are based on 18 months worth of data provided by the
eRx Collaborative program in Massachusetts, in which two large insurers —
Blue Cross Blue Shield of Massachusetts and the Tufts Health Plan of
Massachusetts — worked with a maker of e-prescribing systems, Zix Corp.

To gauge the cost-saving potential of a shift to e-prescribing, researchers
analyzed how doctors changed their prescribing patterns for 1.5 million
patients enrolled in a multi-tiered formulary plan after they adopted paper-
less prescribing. Result: doctors increased their reliance on generic drugs
for their patients an average of 3.3 percent, according to the study.

Given that even doctors who embrace e-prescribing only use it part of the time,
the estimate for drug cost savings posed by the research are “conservative,” said
the study’s lead author, Michael Fischer of Brighman and Women’s Hospital.

P aperless prescribing is boosting generic drug usage, a new study

““E-prescribing will result in tremen-
dous savings and is the cornerstone
to greater adoption of electronic
medical records and other health
information technologies.””

Mark Merritt,
PCMA

The pharmacy benefit management industry was quick to seize on the results.
“This confirms e-prescribing will result in tremendous savings and is the corner-
stone to greater adoption of electronic medical records and other health infor-
mation technologies,” said Mark Merritt, president and CEO of the PBM indus-
try’s national trade group, the Pharmaceutical Care Management Association.

Driving the greater tendency toward generic prescribing among doctors already
using paperless prescribing, noted PCMA, is the greater immediate access to
information those doctors have. “E-prescribing provides physicians with clinical
and cost information on prescription options that allows them to better counsel
consumers on which medications — including various lower cost options — will
be the safest and most affordable choices,” noted the organization.

The Brigham/Mass General study confirmed earlier, similar findings from
health plan payers and PBMs on the cost-saving benefits of e-prescribing.
Nevertheless, most of the nation’s estimated 800,000 physicians have yet to
embrace the technology. As of 2007, some 35,000 doctors nationwide had
adopted paperless prescriptions, according to one estimate.

Consolidation sweeps industry as patents expire

By Alaric Dearment

s the pool of expiring drug

patents looks set to drain over

the next few years, analysts
have long predicted that the generic
drug industry will see a wave of consol-
idations as companies find competition
increasingly difficult.

To an extent, this already has happened,
particularly with the acquisition of Barr
Labs by Teva, the world’s largest generic
drug maker, and branded drug maker
Daiichi Sankyo’s acquisition of Ranbaxy
Labs, India’s largest drug maker. Since
June, India-based Sun Pharmaceutical
Industries has sought to acquire lIsrael-
based Taro Pharmaceutical Industries,
albeit without success.

Sun announced that it would try to
acquire Taro through its subsidiary,
Alkaloida Chemical Company Exclusive
Group, for $7.75 a share, but quickly ran
into trouble. On July 10, Taro called
Sun’s offer financially inadequate and a
“sham” that violated Israeli law. In a let-
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ter to shareholders, Taro’s board recom-
mended that they reject the offer and
not tender any of their shares, calling
the offer “absurdly low” and “unfair.”

“Itis a ‘sham’ offer because we believe
Sun knows that it will not be accepted by
the shareholders,” the letter read.

Nevertheless, Sun has persisted.

Taro filed a lawsuit against Sun in the
Tel Aviv District Court to make Sun
comply with the special tender offer
requirements as dictated under Israeli
law. The Supreme Court of Israel
issued a stay of the district court deci-
sion, preventing Sun from closing its
offer until the appeal process is fin-
ished, and indicated that it would hear
arguments on Dec. 8.

Sun complied with the Israeli Supreme
Court’s order and extended the expira-
tion of its tender offer to Dec. 19 at 5
p.m. Eastern Standard Time.

On Jan. 7, Sun further extended the
deadline for its offer, to Jan. 30, to
comply with the Supreme Court of
Israel’s ruling.
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RANBAXY

Headquarters: Gurgaon, India
Acquisition: November 2008 by Daiichi Sankyo

@cquisition price: $736 million

/

Headquarters: Yakum, Israel

Acquisition: Pending, by Sun
Pharmaceutical Industries*

Acquisition price: $454 million

TAR

Headquarters: Montvale, N.J.

Acquisition: December 2008 by
Teva Pharmaceutical Industries

Acquisition price: $7.46 billion

Darr

*Closing date of offer extended to Jan.30, at time of publicaiton

Source: Company reports
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Conte v. Wyeth addresses generics’ side effects

By Alaric DeArment
patient taking a generic drug who experiences adverse side effects
or injuries might be able to hold liable the manufacturer of the
branded product that originally published the drug’s safety informa-

tion even if the patient only took the generic version, according to a ruling

in November by a California appeals court in the case of Conte v. Wyeth.

The First District Court of Appeals of California overturned a decision a
lower court had made in favor of Wyeth, while upholding its ruling in favor
of three generics companies that made versions of Wyeth’'s gastro-
esophageal reflux disease drug Reglan (metoclopramide). It upheld the
argument by plaintiff Elizabeth Conte that because the generics companies
relied on product safety information that Wyeth originally formulated, Wyeth
was responsible for ensuring the information’s reliability, whether in brand-
ed Reglan or its generic equivalents.

Wyeth disputed the court’s decision and submitted a petition for review
with the California Supreme Court on Dec. 17, 2008.

“Wyeth disagrees with the reasoning of the California court, which rejected a
long line of cases in which courts have uniformly found that a drug manufactur-
er of a brand drug cannot be held liable for injuries caused by a generic version
of the brand drug that is sold by another manufacturer,” Wyeth spokesman
Doug Petkus said. “Wyeth intends to appeal this California court decision.”

Plaintiff Elizabeth Conte said she used generic versions of Reglan made
by Teva Pharmaceutical Industries and others for four years to treat her
GERD and eventually developed the neurological disorder tardive dyskine-
sia, allegedly due to the prolonged use of the drug. Tardive dyskinesia, often
associated with long-term use of certain psychiatric drugs, causes involun-
tary movements throughout the body and has no cure.

The Food and Drug Administration approves metoclopramide for 12
weeks of use, though physicians often prescribe it for 12 months or longer,
allegedly because the drug’s labeling understates possible serious side
effects from extended use. Conte said the drug companies should have
known this, and she accused Wyeth of fraud, fraud by concealment and
negligent misrepresentation. She also accused the generics companies of
negligence, strict products liability, negligence per se and breach of express
and implied warranties. She further accused her doctor, Robert Elsen, of
medical negligence.

In a Jan. 5, friend-of-the-court brief, the Pharmaceutical Research and
Manufacturers of America said the court’s decision “effectively makes pio-
neer drug companies the indemnitors of competing generic drug compa-
nies for injuries caused by competing generic drugs.”

Teva declined to comment, and a spokesperson for the Generic
Pharmaceutical Association only reiterated that the labeling of a generic
product must be the same as that of the branded product.

Bill reintroduced to protect generic drug industry

practice used by large pharmaceutical companies that the gener-
ic drug industry considers anticompetitive may face a challenge in
Congress.

Missouri Republican Rep. Jo Ann Emerson’s reintroduction of H.R. 573,
which would prohibit the marketing of an authorized generic drug during the
six-month period of generic exclusivity following a successful patent chal-
lenge, won praise from the Generic Pharmaceutical Association.

Normally, the first generic drug company to win Food and Drug
Administration approval for a drug has the exclusive right to compete with
the branded product for six months. However, branded drug companies will
often market their products as authorized generics at a reduced price, usu-
ally through third-party companies, thus allowing them to compete with the
generic product during the exclusivity period. The FDA regards authorized

generics as branded drugs.

The GPhA said in a statement that authorized
generics circumvent the intent of the Hatch-Waxman
Act of 1984, the law that permits the manufacture of
generic drugs, and constitute an attempt by large
drug companies to “put profits over patients.”

“We applaud Rep. Emerson and the bill’'s |
cosponsors for working to close this loophole for
the benefit of consumers struggling with healthcare
costs during these difficult economic times,” GPhA
president and CEO Kathleen Jaeger said.

Reps. Marion Berry, D-Ark., Dennis Moore, D-Kan.,
and Zach Wamp, R-Tenn., cosponsored the bill.

Rep. Jo Ann Emerson

Ranbaxy hits milestone in branded development

company best known for making

generic drugs announced last month

that it hit a milestone in its effort to
develop branded drugs.

Ranbaxy said Jan. 9 that it “achieved a signif-
icant landmark” in its drug discovery and devel-
opment collaboration with British drug maker
GlaxoSmithKline, as it initiated phase 1 clinical
trials of an investigative drug for treating respi-
ratory inflammation, which Ranbaxy will con-
duct in India and Europe. It will begin phase 2a
trials after finishing the initial trials.

GlaxoSmithKline will give India’s largest drug
manufacturer an unspecified milestone payment
for starting the phase 1 trials, and Ranbaxy will
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be responsible for conducting phase 2 studies.
GlaxoSmithKline will have the option of con-
ducting further development up to final commer-
cialization after phase 2a trials are complete.
“Ranbaxy’s development team has the capa-
bility to conduct clinical studies on [new chemi-
cal entities] and is looking forward to advancing
this lead compound through to proof of concept
studies,” Ranbaxy president for drug develop-
ment and clinical research Sudershan Arora said.
Ranbaxy could receive more than $100 mil-
lion in milestone payments and double-digit
royalties if GlaxoSmithKline launches products
developed under the collaboration, which the
two companies started in 2003 and expanded in

www.drugstorenews.com

February 2007. The collaboration involves
development of drugs for treating infections,
respiratory diseases and cancer.

“My team and | are elated with this achieve-
ment,” Ranbaxy SVP drug discovery research
Pradip Bhatnagar said. “Ranbaxy’s discovery
team has worked hard on optimizing early hits
obtained from GSK and is excited that its efforts
are brought to fruition.”

Ranbaxy applied for permission to begin tri-
als of the drug in October with the Drug
Controller General of India; the two companies
selected it as a candidate for development in
April 2007. The chemical name of the drug was
not specified.
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Bill hailed to block ‘authorized’ generics

By Jim Frederick

E fforts by U.S. Rep. Jo Ann Emerson and other

federal lawmakers to block the use of so-
called authorized generics by branded drug
makers to stave off generic competition is winning
strong endorsement from the generic drug industry.

In January, Emerson reintroduced H.R. 573,
which would prohibit the marketing of an author-
ized generic during the 180-day exclusivity period
granted to a first-to-market generic product follow-
ing a patent challenge. The bipartisan bill, which
Emerson said is needed to maintain true generic
competition in the pharmaceutical marketplace
and hold down healthcare spending, is cospon-
sored by Reps. Marion Berry, D-Ark., Dennis
Moore, D-Kan., and Zach Wamp, R-Tenn.

The use of authorized generics and reverse pay-
ments have long been a source of contention among
generic drug companies, some of which have profit-
ed from the practice even while the industry as a

whole maintains a policy of opposition to it.

Authorized generics — by which branded drug
makers repackage their medicines or use mar-
keting agreements with a me-too drug maker to
freeze generic competition during the initial 180-
day period of exclusivity that follows a drug’s
patent expiration — have proven effective in
some cases in extending sales of off-patent
branded drugs. So, too, has the system of
reverse payments, under which a branded drug
maker will pay a generic firm to keep a generic
version of a patented drug off the market.

The practices have simmered at the boundary
between branded and generic medicines, gener-
ating controversy and some soul-searching
among both generic and branded manufacturers.
But despite the official opposition of generic
industry groups to reverse payment and author-
ized generic arrangements between brand name
and me-too drug makers, those arrangements
can still occur.

Whatever stance individual
me-too drug manufacturers
have taken, the Generic
Pharmaceutical Association
has long opposed authorized
generics and other practices
that the group said inhibit
generic competition.  “In
1984, Congress rightly est-
ablished a 180-day exclusivi-
ty period for generic manu-
facturers to foster competition and provide more
timely access to affordable generic medicines.
Unfortunately, brand companies are using author-
ized generics to circumvent Congressional intent,”
said Kathleen Jaeger, GPhA president and CEO.
“We applaud Rep. Emerson and the bill’'s cospon-
sors for working to close this loophole for the ben-
efit of consumers struggling with healthcare costs
during these difficult economic times.”

CONTINUED ON PAGE 56

Kathleen Jaeger, GPhA

HIT

CONTINUED FROM PAGE 33
Chain Drug Stores and other
groups asked committee
members to tread carefully
on HIT legislation.

In  written testimony,
NACDS aired the misgivings
of its members. “We contin-
ue to have concerns that
HIT legislation would include
unworkable new provisions
in the name of privacy that
would impede the objec-
tives of economic stimulus
through HIT adoption,” the
group told Senate HELP
committee members. “Our
primary concern is to assure
that any legislation consid-
ered does not interfere with
pharmacies’ ability to pro-
vide the communications
necessary to ensure high-
quality patient care, while
assuring adequate protec-
tions for protected health
information.”

NACDS reminded law-
makers “chain pharmacy
has been on the leading
edge of the adoption of HIT
for many years,” and reiter-
ated pharmacy’s support for
e-prescribing. “Chain phar-
macy wholeheartedly sup-
ports the use of health infor-
mation technology and
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efforts to spur its adoption
across the healthcare com-
munity,” noted the group.

What’s more, retail phar-
macy has been a longtime
proponent of protecting
patient privacy, NACDS tes-
tified. “Pharmacists are high-
ly trusted health profession-
als and take a back seat to
no one when it comes to
securing and protecting
patient privacy,” the group
told HELP committee mem-
bers. “But forcing us to
adopt costly and administra-
tively burdensome privacy
requirements will hurt our
ability to serve patients in a
timely and effective manner.”

The first order of business
in the push for an electroni-
cally enabled healthcare sys-
tem, NACDS urged panel
members, should be the uni-
versal adoption of e-prescrib-
ing. However, those efforts
have been hampered by “the
current Drug Enforcement
Administration prohibition on
electronic prescribing of con-
trolled substances, which
comprise approximately 15%
to 20% of all prescriptions.”
The group urged Congress to
overturn DEA restrictions in
its drive to promote HIT.

Also urging restraint is the
pharmacy benefit manage-

ment industry. In its own tes-
timony, the Pharmaceutical
Care Management Assoc-
iation suggested lawmakers
assure that any bill to
promote electronic medical

integration standards.

“HIT legislation presents
an opportunity for huge suc-
cess if policy makers ensure
that all electronic medical
records include basic safety

““HIT legislation presents an opportu-
nity for huge success ... However,
spending billions on new HIT systems
that don’t include e-prescribing, are
not interoperable with other EMR
technologies or contain unworkable
privacy provisions would be more than
just a waste of money; it would waste
an historic opportunity to improve
chronic care and prevent countless
medical errors and hospitalizations.””

records provides incentives
for the adoption of e-pre-
scribing, and that health infor-
mation technology meets
minimum performance and
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_ Mark Merritt
Pharmaceutical Care Management Association

tools like e-prescribing,
which improves efficiency,
affordability and access,”
said PCMA president and
CEO Mark Merritt. “However,

spending billions on new HIT
systems that don’t include e-
prescribing, are not interop-
erable with other EMR tech-
nologies or contain unwork-
able privacy provisions
would be more than just a
waste of money; it would
waste an historic opportunity
to improve chronic care and
prevent countless medical
errors and hospitalizations.”

Also urging caution is the
National Business Group on
Health. “As the healthcare
voice for more than 300 large
employers providing cover-
age to 55 million Americans,
the National Business Group
on Health strongly believes
that the right balance can be
struck between assuring
patient privacy and encour-
aging an interoperable
healthcare system that links
up patients’ medical records
with doctors, hospitals, phar-
macies and health plans and
enables them to communi-
cate with one another in real
time,” said NBGH president
Helen Darling.

“Enabling real-time com-
munication is a vital patient
protection that will reduce
harmful, redundant and
costly care associated with a
paper-based records sys-
tem,” she added.
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Economy

CONTINUED FROM PAGE 36
industry and the retail phar-
macy industry that dispenses
generics. “We believe that
fewer generic drugs coming
off patent will hurt generic uti-
lization rates and slow gener-
ic drug penetration at the
drug retailers,” Weinswig
wrote in a Jan. 4 report. “As a
result, we are increasingly
concerned that drug retailers
will not experience the same
gross margin growth that has
benefited earnings over the
past several years.”

IMS predicted that generics
companies “will benefit as
products generating $139 bil-
lion in branded sales in the top
eight world markets lose their
patent protection through 2012.

“However, in the longer
term, the slowing growth in
large branded blockbusters
being developed by [research
and  development]-based
manufacturers ultimately will
lead to fewer opportunities
for generics companies,” the
research firm cautioned.

Alan Sheppard, director of
generics for IMS, predicted
that generic drug houses also
will face increasing competi-
tion from branded drug man-
ufacturers for the me-too

drug market in coming years.
“Through this decade and
next, we expect the distinc-
tion between R&D-based
pharmaceutical manufactur-
ers and generics companies
to blur,” Sheppard noted.
“Many of the largest R&D
companies have stated their
intention to expand their
generics businesses to com-
pensate for slower growth in
the branded sector.

“At the same time, large
generics manufacturers are
looking to capitalize on their
development expertise and
technology to produce new
chemical entities and estab-
lish their own R&D business-
es,” he added. “This will give
leading generics companies
an advantage in building mar-
ket share over many smaller
local manufacturers.”

Indeed, the 10 largest gener-
ic drug companies already
hold a 47% share of the global
generics market, IMS reported.
Teva, with an 11% share, leads
the worldwide market, fol-
lowed by Sandoz with 9% and
Mylan with 8%.

Despite the slowdown in
generic drug revenues, there is
one major potential develop-
ment that could spark new life
in the me-too market for medi-
cines in 2009: a mandate from

U.S. blockbuster drugs expected to lose exclusivity

2008 2009
Fosamax Alna/Flomax
Lamictal Arimeidex
Prograf Cellcept
Risperdal Imigran/Imitrex
Topamax Keppra
Valcote/Depakote Ogastro/Prevacid

Source: Generic Pharmaceutical Association

2010
Acricept
Cozaar
Gemzar
Hyzaar
Lipitor
Protonix
Levquin
Texotere

Congress to the Food and Drug
Administration to set up a pro-
cedure to review and approve
generic versions of biologically
engineered drugs. With a new
administration that supports
follow-on biologics now in
office, Democrats in control of
both houses of Congress and
some lawmakers vowing to
promote legislation this year to
open the door to biogeneric
competition, this could be the
year the process begins.

“In the United States, the
regulatory approval process
for biosimilars still remains
subject to legislative action
and implementation by the
[FDA], but resolution is
expected in the near-term,”
noted IMS in a recent report.

The push for an approval
pathway for follow-on biolog-
ics has the full endorsement of
retail pharmacy. That’s partic-
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““We believe that fewer generic drugs
coming off patent will hurt generic
utilization rates and slow generic drug
penetration at drug retailers. As a result,
we are increasingly concerned that drug
retailers will not experience the same
gross margin growth.””

ularly true today, as chains like
CVS Caremark and Walgreens
work to integrate their massive
pharmacy service, dispensing
and data-capture capabilities
with their growing pharmacy
benefit management and spe-
cialty pharmacy operations to
wield more market clout and
lower health costs for employ-
er-sponsored health plans.

That marks a significant
evolution in the way retail phar-
macies go to market. By
approaching the U.S. health-
care consumer from the broad-
er perspective of a full-service,
multidimensional healthcare
provider, the most powerful
pharmacy chains have a
greater stake than ever in the
creation of a lower-cost alterna-
tive to high-ticket, one-source
bioengineered medicines.

With more than 6,300 drug
stores, the nation’s largest
PBM and retail clinic compa-
nies, and a specialty pharmacy
division, CVS exemplifies the
trend. “We are a different com-
pany today than we were,”
CVS chairman, president and
CEO Tom Ryan told analysts

Deborah Weinswig,
Citi Investment Research

last year. “We are a pharmacy
healthcare service company.”

It's no surprise, then, that
CVS has joined the push for
new legislation to open the
pharmaceutical market to
biogenerics. “CVS Caremark
serves millions of patients,
many of whom depend on
specialty drugs to provide
life-saving and life-enhanc-
ing treatments for their seri-
ous conditions. We support
the creation of a federal leg-
islative pathway for FDA
approval of these medicines
to provide access and sav-
ings to patients and payers,”
said Dave Golding, EVP spe-
cialty pharmacy services at
CVS Caremark, during a
government roundtable on
biogenerics late last year.

“Increased competition in
the biologics market will ben-
efit health plans, employers
and federal programs, and
more importantly, will help
make specialty medicines
more affordable for patients,
many of whom must take
these medicines for their
entire lives,” he added.
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Authorized

CONTINUED FROM PAGE 52
Jaeger pointed to the
1984 Hatch-Waxman Act,

which she said “created a
balance between new drug
innovation and access to
affordable generics by
restoring patent terms to

compensate branded phar-
maceutical companies for
time lost during regulatory
review, and offering a 180-
day period of exclusivity to

generic companies as an
incentive to challenge ques-
tionable patents.

“This monumental law,”
she went on, “benefited
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industry and consumers
alike, sparking competition
in the pharmaceutical mar-
ket and ensuring that
checks and balances were
built into the drug develop-
ment system. However,
brand pharmaceutical com-
panies have been circum-
venting congressional intent
by using tactics such as
authorized generics — the
brand product repackaged
in a generic bottle and mar-
keted either through a sub-
sidiary or third party — to
devalue the generic incen-
tive in Hatch-Waxman. The
intended affect is to delay
generic competition by dis-
couraging generic compa-
nies from challenging weak
and potentially unenforce-
able patents.

““Authorized
generics are yet
another attempt by
brand companies
to put profits over
patients. It's time
to close this loop-
hole so consumers
can get safe, effec-
tive and affordable
medicines sooner,
rather than later.””

Kathleen Jaeger,
GPhA

“Authorized generics are
yet another attempt by
brand companies to put
profits over patients,” Jaeger
asserted. “It’s time to close
this loophole so consumers
can get safe, effective and
affordable medicines sooner,
rather than later.”
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CONTINUED FROM PAGE 44

million during the 12 months
ending Sept. 30, according to
IMS health. Mylan said it

plans to begin marketing its
generic version immediately.
Watson, Dr. Reddy’s, Apotex
and Impax also make ver-
sions of the drug.

The FDA has approved five
new generic versions of the
UCB’s epilepsy drug Keppra,
agency records show. The
FDA approved two versions of

levetiracetam oral solution,
from Cypress Pharmaceut-
ical and Actavis Mid Atlantic,
and three tablet formulations,
from InvaGen Pharmaceut-

icals, Teva Pharmaceuticals
and Wockhardt. Keppra
had sales of $1.36 billion
in 2007, according to UCB
financial data.
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patent protection over the
next 10 years.

The Generic Pharma-
ceutical Association heralded
the report, emphasizing its
long-standing push for a regu-
latory pathway for biosimilars.
“As Congress grapples with
both the economic and
healthcare crises facing our
nation, the CBO Budget
Options report is concrete evi-
dence that bringing safe,
effective and affordable bio-
generics to patients can result
in significant healthcare cost
savings for the federal govern-
ment,” GPhA president and
CEO Kathleen Jaeger said in a
statement coinciding with the
report’s release.

The day after the report
came out, however, the
Biotechnology Industry Or-
ganization released its own
statement, expressing con-
cerns for patient safety. “The
CBO estimate is based on a
troubling assumption that
reimbursement rules for bio-
logics would be changed in a
way that would financially
incentivize physicians to
switch patients to a cheaper
follow-on version of a product
at the potential expense of
patient safety and therapeutic
efficacy,” BIO stated.

The organization noted that
it supports a regulatory path-
way for biosimilars, but that it
must treat patient safety as
the primary concern, rather
than potential cost savings.

Much of BIO’s concern is
due to the fundamental differ-
ence between biosimilars and
generic drugs. While generic
drugs contain active pharma-
ceutical compounds identical
to their branded counterparts,
biosimilars are so-called be-
cause they are versions of
much more complex mole-
cules that are similar, but not
identical to, branded biologics.
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