
Like them or hate them, generic versions of con-
ventional drugs save money for patients and the
healthcare system. They have low development
costs, clinical testing and approval tends to be

quick and inexpensive, and there’s little to no mar-
keting. That’s why third party payers unceasingly
promote their use and lawmakers encourage their
proliferation. It’s no surprise, then, that Congress
and the President have turned their sights on “gener-
ic biologics” in efforts to cut healthcare costs. But
those familiar with the science note fundamental
differences between conventional drugs and biologic
agents. As interest in follow-on biologics grows, pre-
scribers and patients should be prepared to under-
stand those differences and their practical implica-
tions.

Generics vs. Follow-ons
Typically, patent protection on a conventional drug
is 11.5 years, with an average time to generic com-
petition of 13.5 years, according to the
Biotechnology Industry Organization or BIO
(bio.org). However, some evidence suggests this
trend is shifting. According to a recent IMS Health
report cited by The Wall Street Journal Health Blog
(blogs.wsj.com/health/), generics can take up to 80
percent of prescription share within six months of
patent loss. Generics are a lucrative business. In
2010, non-branded drugs made up 78 percent of all
prescription drugs dispensed in the US, according
to the same IMS report; in terms of numbers of
prescriptions filled, no branded drug was in the
top 10 most commonly dispensed drugs. 

Biologic products in the US, by contrast, have
14-year exclusivity, BIO says. Until recently, how-
ever, their protection was virtually guaranteed
beyond that point. There has been no provision for
the approval of biosimilar or follow-on biologics
(the term generic biologics is inaccurate, as
described below). The Patient Protection and
Affordable Care Act (PPACA) now has charged the
FDA with outlining a process for approval of fol-
low-on biologics in the US. This provision is
intended to reduce healthcare expenses by provid-
ing cheaper alternatives to costly biologic thera-
pies. Despite the mandate of the PPACA, follow-on
biologics in the US may still be several years away.
The onus is now on the FDA to determine how it
will assess and approve follow-on biologics. BIO
notes that, as recently as 2006, FDA explicitly stat-
ed that it had not determined a method for estab-
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lishing interchangeability for complex proteins.
There are questions regarding the degree of cost

savings associated with biosimilars. One reason
generic versions of conventional drugs are so
cheap is because manufacturers usually do not
perform large clinical trials. Instead, they conduct
small and relatively inexpensive studies to demon-
strate bioequivalence. If the generic formulation,
with the same concentration of active drug in the
same dosage form as the innovator, is “bioequiva-
lent” to the innovator, it is presumed to offer simi-
lar efficacy and safety. Biosimilars cannot copy
innovator biologics and are close approximations at
best. Therefore, large clinical trials will almost cer-
tainly be required to support their approval.

Defining Terms
To understand the various claims made about
biosimilars, it is essential to know the terms asso-
ciated with them. Conventional drugs are based on
organic chemistry, which, according to Audrey
Phillips, PhD, Executive Vice President,
Biopharmaceutical Public Policy and Advocacy at
Johnson & Johnson, can be likened to working
with “recipes.” Combining certain chemicals in
certain proportions will always lead to the same
outcomes. “The reason generics are possible,” she
says, “is because organic chemistry is, by its very
nature, predictable.” While there may be clinical
concerns about the influence of non-active ingredi-
ents on rates of absorption and other factors, the
reality is that generic formulations chemically are
copies of innovators, and the active molecules will
exert the same effects on the body.

Biologics are more complex and not predictable.
Biologics are protein-based, comprised of strings of
amino acids derived from living cells. “Proteins are
far more complicated in their structure and size
compared to small organic molecules,“ Dr. Phillips
says. Because the production of proteins, “depends
on a whole host of factors,” she says it is impossi-
ble to create an exact copy. Among the factors that
influence the formation of proteins is the laborato-
ry itself, the materials used, and environmental
controls. Many biologic products require cold stor-

age. Most production facilities are custom
designed; Sometimes different stages of production
take place at different locations.

One consideration before regulators is the defi-
nition of biosimilarity, says Omar Khan, MD,
Director of the Multiple Sclerosis Center and
Image Analysis Laboratory at Wayne State
University. Dr. Khan, who notes that the emer-
gence of follow-on biologics will influence all areas
of medicine, says that since follow-ons are not
identical copies, there must be a standard for
demonstrating interchangeability to a patent mole-
cule. It is unclear what degree of deviation from
the innovator would result in a biologic needing to
pursue a new biologics license application (BLA)
versus follow-on approval.

Dr. Phillips likens the production of biologics in
some ways to fermentation of beer or wine. The
same basic ingredients can go in, but a quite dif-
ferent product can result based on temperature
and other environmental influences, the vessels in
which the ingredients are combined, and even the
duration of fermentation.

Dr. Khan says that the complexity of the innova-
tor may influence the approval process. In the
realm of multiple sclerosis, for example, he says

About BIO
BIO, created in 1993 through the merger of the Association of
Biotechnology Companies and the Industrial Biotechnology
Association, is the world's largest biotechnology organization. The
organization says it provides advocacy, business development,
and communications services for more than 1,100 members world-
wide. Members are involved in research and development of
biotechnology products for healthcare, as well as for agriculture
and industrial and environmental applications. According to their
website, “The mission of BIO is to be the champion of biotechnolo-
gy and the advocate for its member organizations—both large and
small.”

BIO provides a good deal of information about biosimilars, which
you can access at bio.org/healthcare/followonbkg. Or go to
bio.org and search for “biosimilars.”
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that interferon is a relatively simple molecule that
may be more readily developed as a follow-on
than, say, glatiramer acetate, which is comprised
of four amino acids. Therefore, he suggests, deci-
sions about biosimilars are expected to be carefully
weighed on a case-by-case basis.

Regulatory Challenges and Clinical Concerns
As noted, the bioequivalence models used in con-
ventional therapeutics do not translate to biologics.
The FDA is not working in a vacuum. Models for
the approval of biosimilars exist outside the US.
“Regulatory agencies around the world have been
in the same boat we are in,” Dr. Khan says, noting
that follow-on biologics are available in many mar-
kets worldwide. 

The most significant concern for health authori-
ties assessing the safety of biologic therapies—
innovators or biosimilars—is the issue of immuno-
genicity, according to Dr. Phillips. The human
immune system is programmed to detect and
defend against large proteins, and the possibility of
antibody formation is well known among physi-
cians and researchers. 

Immune-related adverse events to biologic ther-
apies may be rare, occurring in only one out of
5,000 patients or less frequently, Dr. Phillips sug-
gests. With the many patient years of exposure
achieved during the large clinical trials required to
earn marketing approval for a BLA, there is confi-
dence in the safety of an innovator biologic. But it
is presently unclear how much testing will be
required for follow-on biologics. Too little testing
may not uncover a safety concern, while very
large trials will be expensive and obviate the pro-
posed cost-savings of biosimilars.

Dr. Phillips provides as an example the anemia
drug recombinant human erythropoietin or Eprex,
which was associated with a very rare but serious
adverse event of antibody-mediated pure red cell
aplasia (PRCA). The drug was on the market for a
number of years in Europe and then the incidence
of PRCA rose after the formulation was changed to
replace human serum albumin (HSA) with a non-
animal product (polysorbate 80). A later change in

the product drove the incidence of PRCA back to
normal levels. This is one example of how the
body’s immune system can detect small differ-
ences in products and why biologic products made
by different manufactures cannot be assumed to
be the same.  

The challenge for regulators is to assure safety
and efficacy without significantly increasing the
costs of developing biosimilars. Dr. Khan insists
that when biosimilars reach the market, patients
should expect to see them as clinically “the same”
as innovators, but emphasizes that “they can’t
compromise on safety or efficacy.”  

Anticipated Developments
The question about biosimilars at this point is not
if they will come to market, but when. As FDA
works on establishing protocols for approval, a
cadre of interested parties will certainly be watch-
ing closely. “The situation,” Dr. Khan observes, “is
evolving in real time.” Without doubt, drug devel-
opers will jump at the opportunity to market
biosimilars. Though the costs of development may
be high, there are profits to be made. The cost
advantages for the healthcare industry remain to
be seen.

General guidance for companies seeking to mar-
ket follow-on biologics could be available before
year's end, FDA says. Janet Woodcock, director of
FDA's Center for Drug Evaluation and Research
reportedly indicated in May that human testing
will ne be required for all biosimilar formulations.
The agency is also seeking input on fees to be col-
lected from biosimilar marketers. 

Clinical questions loom. The issue of immuno-
genicity is critical, according to both Drs. Khan
and Phillips. “There is the potential for products
by different manufacturers to be different in a sub-
tle way that the highly sophisticated immune sys-
tem will recognize,” Dr. Phillips says. Presumably,
some patients already using a biologic would be
interested in switching to a less expensive follow-
on. But, Dr. Phillps says, “No one knows what
impact switching between biologics will have on
the immune system.” ■
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Advocacy Program Urges Dystonia Patients to 
Make Their Mark
The recently launched “Make Your Mark” cam-
paign supported by Merz Pharmaceuticals, cele-
brates the inspirational stories of people living
with blepharospasm or cervical dystonia (CD, or
spasmodic torticollis), and aims to raise awareness
of these often debilitating conditions. The cam-
paign features patient advocates who share their

stories and offer information and encouragement
to others dealing with the conditions.

Cervical dystonia and blepharospasm are rela-
tively rare conditions that may be under- or misdi-
agnosed. Results of an online survey conducted by
Harris Interactive on behalf of Merz
Pharmaceuticals, show 55 percent of surveyed CD
and blepharospasm patients, on average, reported
that they experienced symptoms for one year or

Orally Inhaled DHE Submitted to FDA
With submission of a New Drug Application (NDA) to the FDA, MAP
Pharmaceuticals' Levadex (DHE), an orally inhaled migraine drug for
the potential acute treatment of migraine in adults, moves closer to
market. The novel delivery system for DHE, a drug with a history of
use in acute migraine therapy, appears to have significantly reduced
side effects, such as nausea, relative to intravenous DHE and may
offer enhanced convenience over oral triptans.

Intravascular DHE emerged as one of the first effective rescue
therapies for migraine and remains widely used, despite a high rate
of side effects and significant practical limitations. Nausea is the
most commonly occurring side effect associated with IV DHE, with
reported rates from 70 to 100 percent, says Shashidhar Kori, MD, Vice
President, Clinical Development and Medical Affairs, CNS at MAP
Pharmaceuticals. 

Intranasal installation presents an alternative manner of admin-
istration with potentially rapid absorption into the bloodstream, but
there can be significant variability in the pharmacokinetic profiles of
patients treated intranasally, Dr. Kori says. He notes that patients
invariably clean the nose after application, wiping away active drug,
or they can sniff the drug down the throat and swallow it. Intranasal
devices can be cumbersome, and use may be irritating to the nasal
mucus membranes, he adds.

Oral inhalation is a novel method of drug delivery that aims to
overcome the practical challenges of other forms of administration
of DHE. It is similar in some respects but different from drug deliv-
ery from an asthma inhaler, Dr. Kori explains. The inhaler device is
engineered to release a consistent measured dose of DHE with each
use and synchronizes with the patient's breath to assure proper
administration and eliminate any chance of “misfiring” (i.e., with
asthma inhalers, if a patient depresses the plunger a moment
before or after inhaling, the delivery of drug will be sub-optimal).

Whereas some asthma inhalers eject drug rapidly, at rates
approaching 50 mph, the new oral inhalation device for DHE releas-
es a flume at 5 mph.

Oral inhalation delivers pure DHE; the drug is not formulated with
any stabilizers or preservatives. Receptor-binding studies have
shown that orally-inhaled DHE binds the 5b1B receptors and does not
bind to receptors associated with common DHE side effects, unlike
intravenous DHE, Dr. Kori says. This may account for the fact that in
phase I trials, nausea was not reported in any patients treated with
orally-inhaled DHE, he adds. In phase III trials, 4.5 percent of
patients receiving orally-inhaled DHE developed nausea, compared
to 70 percent of those receiving IV DHE.

Finally, Dr. Kori notes there was a low rate of recurrence (6.5 per-
cent) associated with orally-inhaled DHE, whereas large meta-analy-
sis shows a recurrence rate of 22 percent associated with triptans.

Findings presented in poster format at AAN include:

• Levadex was quickly absorbed into the bloodstream of both smok-
ers and non-smokers, as evidenced by a median Tmax of 4.98 and
7.02 minutes respectively

• Tolerability of Levadex was similar in smokers and non-smokers

• In a randomized, double-blind, placebo controlled, three-period
crossover study somparing the acute effects of Levadex and
Intravenous DHE on Pulmonary Arterial Systolic Pressure (PASP), nei-
ther Levadex, IV DHE, nor placebo produced clinically significant
changes in pulmonary arterial systolic pressure (PASP) or other car-
diac functions

• A statistically higher elevation of PASP was found following IV DHE
treatment compared to the Levadex and placebo treatment  

• There was no statistical difference in PASP between the Levadex
and placebo groups over two hours.
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more before their conditions were diagnosed. Two
thirds (66 percent) of surveyed patients, on aver-
age, say they were not diagnosed sooner due to a
lack of knowledge about these conditions or they
were misdiagnosed with another condition first. 

According to William Ondo, MD, Professor of
Neurology at Baylor College of Medicine in
Houston, more attention to these conditions is
needed in the public and medical spheres. “The
first issue is identification of the disease,” Dr.
Ondo stresses. Both affected individuals and physi-
cians should also recognize that effective treatment
is possible in the form of botulinum toxin therapy.
Involuntary movements and pain “both can
improve dramatically with appropriate treatment,”

Dr. Ondo notes.
Affected individuals may not be aware that the

field of treatment options has grown, Dr. Ondo
says. There are now four botulinum toxin formula-
tions available on the market, including three of
the type A serotype, and there are some differ-
ences between those three formulations, he sug-
gests. Among the type A serotype formulations is
incobotulinumtoxin A (Xeomin), which is marketed
by Merz. Patients who have sub-optimal response
to or are dissatisfied with one therapy can attempt
treatment with an alternative formulation, he says.

Any clinician who does not provide botulinum
toxin therapy should refer patients with focal dys-
tonia to a neurologist who does, Dr. Ondo urges.

AAN Publishes PDN Guidelines
In guidelines published in the April 11, 2011, online issue of
Neurology, the American Academy of Neurology, the American
Association of Neuromuscular and Electrodiagnostic Medicine and
the American Academy of Physical Medicine and Rehabilitation,
evaluate the evidence for various treatments for painful diabetic
neuropathy or DPN.

According to lead guideline author Vera Bril, MD, FRCP, with
the University of Toronto and a member of the American
Academy of Neurology, “It is estimated that diabetic nerve pain
affects 16 percent of the more than 25 million people living with
diabetes in the United States and is often unreported and more
often untreated, with an estimated two out of five cases not
receiving care.”

The guideline indicates that strong evidence shows pregabalin
is effective in treating diabetic nerve pain and can improve quality
of life; however, doctors should determine if it is appropriate for
their patients on a case-by-case basis. It was the only treatment
supported by Level A evidence.

The guideline found that several other treatments are probably
effective and should be considered (Level B evidence), including
gabapentin, valproate, venlafaxine, duloxetine, amitriptyline, opi-
oids, capsaicin. Transcutaneous electric nerve stimulation (TENS)
was also found to be probably effective for treating diabetic nerve
pain.

The recommendations of this guideline will serve as the foun-

dation for a new set of tools the AAN is creating, for release in

2012, for doctors to measure the quality of care they provide peo-

ple with nerve pain. 

Following publication of the guidelines, Bruce Parsons, MD,

PhD, Senior Medical Director at Pfizer, maker of pregabalin

(Lyrica), said he was, “pleased the AAN and two associations pro-

vided very clear guidelines and haved called additional attention to

the importance of the problem of DPN.” 

The guideline authors reviewed over 2,200 papers, 463 of which

were relevant, and 79 of which were highly pertinent. He notes that

the publications for pregabalin fulfilled stringent criteria for low

rates of subject drop-out—an indicator of therapeutic tolerability. 

“It is always a challenge to devise or change guidelines that

meet the broadest clinical needs,” Dr. Parsons oberves. “What I

think the guidelines do is provide a reference point for any physi-

cian as to how they may approach the treatment of painful diabetic

neuropathy.”

The guidelines aren't intended for cookie-cutter medicine, both

Dr. Bril and Dr. Parsons have noted. “There is no such thing as a

universal medicine,” Dr. Parsons said. He added that he hopes the

guidelines will, “Allow physicians to incorporate the treatment of

PDN into the care of diabetic patients…treatment of these patients

hopefully will extend beyond only measure of glucose.”
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In addition to improvement of pain and involun-
tary movements, treatment may improve the quali-
ty of life of infected individuals, who report high
levels of social isolation, depression, and psycho-
logical affects, he observes.

Carotid Stent Indication Expanded
The FDA has expanded the indication of RX
Acculink carotid stent, allowing treatment of a
new group of patients at risk of stroke due to
clogged neck arteries. 

In 2004, FDA approved the stent for patients
with clogged carotid arteries who were at high risk
of complications if they underwent carotid
endarterectomy. This new action “expands the indi-
cation for use of the stent to include all patients
with clogged carotid arteries who are at risk for
stroke, not just those who are not good candidates
for surgery,” according to the FDA.

The approval was based on a 10-year study of
2,502 patients at 119 clinical sites in the US and
Canada. Patients were treated and followed for at
least one year. The NIH helped to fund the study,
which found that patients treated with RX
Acculink had a similar combined rate of death,

stroke, and myocardial infarction as those who
underwent surgery.

As a condition of the approval, the manufactur-
er, Abbott Vascular, is required to conduct a post-
approval study to follow new patients treated with
RX Acculink for at least three years to confirm the
results identified in the pre-market study. The
post-approval study will also evaluate:

How patients age 80 years and older respond to
treatment; Whether treatment success is affected
by the physician’s experience with the product;
Whether patients who show symptoms of having a
clogged carotid artery experience a different out-
come than those who don’t show any symptoms
prior to treatment.

Lamictal XR Gets FDA Nod
The FDA approved Lamictal XR (lamotrigine)
extended-release tablets for conversion to monother-
apy in patients 13 years and older with partial
seizures taking one anti-epileptic drug. The drug is
currently approved as add-on treatment for partial
seizures and primary generalized tonic-clonic
seizures in patients in this age group. Approval is
based on data from study LAM30055, an interna-
tional, multicenter, historical control study evaluat-
ing 300mg per day and 250mg per day of Lamictal
XR for conversion to monotherapy in patients 13
years and older with partial seizures taking one anti-
epileptic drug. “Of the 226 patients treated with
Lamictal XR, eight patients reported 10 treatment-
emergent serious adverse events, including one seri-
ous adverse event of rash,” according to the compa-
ny, GlaxoSmithKline. Other serious adverse events
were seizure related, trauma, neoplasm, upper gas-
trointestinal hemorrhage, pyrexia and respiratory
failure. No deaths were reported during the study.

Tysabri European  Label Update 
Europe’s Committee for Medicinal Products for
Human Use has recommended a label update for
Tysabri to include anti-JC virus antibody status as
an additional risk factor for the MS drug.

According to a release from Elan, the addition of
anti-JCV antibody status as a risk factor allows for

Now available in Europe, the Codman Certas Programmable Valve
(Codman & Shurtleff, Inc.) is a new programmable valve used to
treat congenital or acquired hydrocephalus. The valve has seven
settings for different rates of drainage of CSF, and an eighth
“Virtual Off” setting. The device is highly resistant to MRI and
may be integrated with the Codman Siphonguard to prevent
excessive flow of CSF while draining and Codman’s Bactiseal
Antimicrobial Catheter System, the company says. 
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a three-factor approach to risk stratification. Prior
immunosuppressant therapy and Tysabri treatment
duration are established risk factors previously
included in the product labeling. This provides an
opportunity to identify patients at lower or higher
risk for the development of progressive multifocal
leukoencephalopathy (PML).

Global turnover of Tysabri (natalizumab)
climbed 20 percent to $349.4 million; at the end of
March, some 58,400 patients were on therapy
worldwide, according to a Pharma Times report.

Alemtuzumab Data Promising
Five-year patient data from a completed Phase II
multiple sclerosis trial demonstrated that “nearly
two-thirds of alemtuzumab treated patients
remained free of clinically-active disease as much
as four years after most patients received their last
course of the investigational drug,” according to a
release from Genzyme Corp., a subsidiary of
Sanofi-Aventis Group.

Alemtuzumab was given to patients in two or
three annual cycles of not more than five days per
cycle, while high dose interferon beta-1a was given
to patients three times per week, every week for
three years. New study findings:

• An estimated 65 percent of alemtuzumab-
treated patients were free of clinically-active dis-
ease, compared to 27 percent of patients taking
Rebif (p<0.0001). To be free of clinically-active
disease, MS patients in the trial were both relapse-
free and without a sustained increase in disability
as measured by the Expanded Disability Status
Scale (EDSS) through five years;

• An estimated 72 percent of alemtuzumab-
treated patients were relapse-free compared to 41
percent of patients taking interferon beta-1a.

Potential New AD Treatment
A new study to be released in the September 6 issue
of the Journal of Alzheimer's Disease has demonstrat-
ed that oral administration of a cysteine protease
inhibitor, E64d, reduced the build-up of beta-amy-
loid in the brains of animal models for Alzheimer's
disease, and substantially improved memory deficit.

Cognitive Impairment and Preschoolers 
With Epilepsy
Cognitive impairment is evident early on in pre-
school children with epilepsy, consistent with
results of similar studies in older children
(Epilepsia, June 2). Age of onset of first seizure is a
significant predictor of cognitive impairment
according to the first study to evaluate cognitive
impairment in children age three to six. The
authors looked at a group consisting of 64 pre-
school children with active epilepsy to determine
the frequency of cognitive impairment and the
epilepsy-related factors contributing to the impair-
ment. The study showed that the prevalence of
epilepsy was roughly three per 1,000 children,
which is consistent with prior studies. The authors
based cognitive function on psychological evalua-
tion, parental reports, and observations from day-
care. “The intelligence quotient (IQ) was used to
measure cognitive function; children were classi-
fied as having normal IQ (IQ over 70) or with mild
(50- to 69), moderate (35 to 49), or profound (less
than 34) intellectual disability,” according to a
release from the authors. “In the preschool cohort,
50 percent of the children displayed normal cogni-
tive function, 22 percent had mild cognitive
impairment, and 28 percent showed moderate to
severe intellectual disability.”

Medicaid Stops Paying for Certain Mistakes
Medicaid will no longer pay hospitals or doctors for
about two dozen “never events,” including opera-
tions on the wrong body part and certain surgical-
site infections, the Health and Human Services
Department announced. "These steps will encourage
health professionals and hospitals to reduce prevent-
able infections, and eliminate serious medical
errors," Centers for Medicare and Medicaid Services
Administrator Donald Berwick said in a statement.

According to the Kaiser Health Network, about
21 states have such a nonpayment policy. The 2010
federal health law, in effect, expands the ban
nationwide, and this ruling gives states until July
2012 to implement it. It’s believed the change will
save about $35 million over the next five years.
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Vermont Moving Toward Single-Payer System
Gov. Peter Shumlin signed a bill in late May laying
the groundwork for the nation's first publicly
financed health care system. A key section creates a
state health benefits exchange, as mandated by new
federal health care laws, that will offer coverage from
the private sector, state-sponsored and multi-state
plans, according to Reuters, and will include tax cred-
its to make premiums affordable to the uninsured.

A five-member board that would set reimburse-
ment rates for health care providers and stream-
line administration into a single, unified system
would manage the exchange. Residents and small

employers will be able to compare rates from the
various plans and choose their coverage. The law
is unlikely to go into effect until six years or more
from now, according to CQ HealthBeat.

Group Finds Flaws in Medicare Payments
The National Academy of Sciences says Medicare
uses imprecise, unreliable data to pay doctors and
hospitals, with some getting less reimbursement
money based on geographic location. The panel
said the issue of paying doctors has “fundamental
conceptual problems,” and the method of paying
hospitals is so unrealistic that almost 40 percent of

AAN Research Highlights
• Fingolimod produced a reduced risk of MS disability progression
regardless of patient treatment history or disease severity, an
analysis of data from the phase III FREEDOMS study shows. In the
two-year study, fingolimod (Gilenya, Novartis) therapy produced
a 54 percent reduction in relapses compared to placebo (primary
endpoint) and a 30 percent reduction in the risk of three-month
confirmed disability progression (secondary endpoint).
Reduction in risk of three-month disability was 37 percent in
therapy naïve patients and 30 percent in patients previously
treated with alternate therapies.

• A novel, extended-release formulation of topiramate (USL255,
Upsher-Smith) administered once daily was associated with less
fluctuation in plasma levels of topiramate compared to immedi-
ate-release topiramate administered twice-daily in healthy vol-
unteers, results of a phase I study show. The proprietary
delayed-release formulation is in development for once-daily
treatment of adults with partial-onset seizures. The phase III
PREVAIL study is currently underway. Other data presented
showed that absorption of USL255 was not affected by ingestion
of food. 

• Patients with Restless Leg Syndrome appear to have a higher inci-
dence of cardiovascular (CV) conditions, including hypertension,
cardiac dysrhythmias, and chronic ischemic heart diseases after
receiving a diagnosis of RLS compared to unaffected controls, new
data suggest. Findings come from a two-year retrospective cohort
study involving 3,485 RLS patients and 3,485 controls. Over the
two-year observation period, RLS patients had a 12 percent greater

risk of developing a CV event compared to controls.
The rates of CV diagnoses among RLS patients were:
Hypertension: 48 percent
Cardiac dysrhythmias: 9.3 percent
Chronic ischemic hear diseases 8.5 percent
Occlusion and stenosis of cerebral arteries: 2.81 percent
Cardiomegaly: 2.5 percent
Hypertensive heart disease: 2.43 percent

• Phase 3 trial results continue to provide favorable evidence for
oral laquinimod for MS. In the Phase 3 ALLEGRO study, the annu-
alized relapse rate over the course of two years was 0.304 for
those taking laquinimod, compared with a rate of 0.395 for
placebo controls. Patients on laquinimod had a 36 percent, sta-
tistically significant reduction in the risk of sustained disability
progression when compared with controls; Whereas about 10
percent of patients on laquinimod progressed, about 15 percent
of placebo controls progressed. Imaging studies revealed that
laquinimod patients had a 32.8 percent reduction in brain atro-
phy compared with placebo controls.

•The rate of augmentation associated with rotigotine (Neupro,
UCB) therapy for RLS appears to be low, according to results of a
five-year open-label study. Clinically-significant augmentation
occurred in 5.1 percent of patients treated with 1, 2, and
3mg/day (European approved) doses and 13.2 percent of
patients treated with 0.5, 1, 2, 3, and 4mg/day doses. The fre-
quency of newly diagnosed augmentation decreased over time;
new cases of augmentation were more likely to be significant
after the first year.
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them have been reclassified into higher-paying
areas, according to The New York Times. A 2007
report by the Government Accountability Office
said physicians in many urban areas were likely to
be underpaid and some physicians in rural areas
were overpaid. 

Dexpramipexole ALS Trial Underway
A Global phase III trial of dexpramipexole for ALS is
underway, with enrollment of the first patient,
Biogen Idec and Knopp Biosciences Announce. The
EMPOWER study will evaluate the efficacy, safety,
and pharmacokinetics of dexpramipexole 150mg
twice daily compared to placebo. A total of 804
patients will be enrolled in the trial and randomized.

Vest Assists Mobility
A poncho-style vest designed with handles to assist
in the transfer of the minimally- to non-ambulato-
ry patient, the new SDS Transfer & Rehab Vest, is
now available. It is available for use in any health-
care setting-hospitals, surgery centers, nursing
homes, assisted living centers-as well as in-home
use. For information: www.ChooseTheVest.com.

Online Vision Test Available
People concerned they may be visually impaired
may log on to a free web service from NovaVision.
The Online Neurological Vision Loss Test
(www.helpforvisionloss.com/NVisionTest.html) is

an interactive online test that provides immediate
results, that patients are encouraged to discuss
with their neurologist, ophthalmologist,
optometrist, or physiatrist who can prescribe
appropriate therapy, including possibly
NovaVision’s Vision Restoration Therapy or VRT.

AMA Presses for Healthcare Liability Reform 
The Help Efficient, Accessible, Low Cost, Timely
Healthcare (HEALTH) Act of 2011 has been intro-
duced in the House of Representatives, and the
AMA is campaigning for lawmakers to pass the bill
(the comparable Senate bill S.218 is in committee).
The bill “sets conditions for lawsuits arising from
health care liability claims regarding health care
goods or services or any medical product affecting
interstate commerce.” Among provisions in the bill
are a statute of limitations of three years after the
date of manifestation of injury or one year after the
claimant discovers the injury, with certain excep-
tions. Noneconomic damages would be capped at
$250,000.

In support of the bill, the AMA cites a Harvard study
showing that 40 percent of medical liability claims
lack any evidence of either a medical error or patient
injury. They also report that, even though 64 percent
of claims against physicians that closed in 2009 were
dropped, withdrawn or dismissed, each case cost an
average of $26,000 to defend. For more information:
www.ama assn.org/ama/pub/advocacy/get-
involved.page. ■

Letter to the Editor

I disagree with your premise that “neurologists don’t
have numerous options to implement a fee-for-serv-
ice model...” (Editor’s Message, March/April 2011).
Four years ago I opted out of Medicare (as well as
most other insurance plans). I also lowered my fees,
40 percent to everyone with Medicare and 30 per-
cent to everyone else, with a few exceptions. In
addition, my fees for testing were reduced 50-60
percent. For example, I charge one fee for an EMG
and do not charge for NCTs at the same time. This
allows me to spend 30 minutes with each patient,

give the patients free service if I am more than 20
minutes behind, have far fewer staff, and enjoy my
neurological practice. Everyone saves! 

If all neurologists followed my plan, many mil-
lions would be saved in healthcare costs and the
doctors would have a far less stressful, almost
enjoyable practice again, with about the same
income.

—Harold Friend, MD
Boca Raton, FL

Reader Advocates Opting Out of Medicare
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