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It’s been 99 years since Alois Alzheimer
described the characteristic neu-
ropathology of the condition that now

bears his name. Scientists and clinicians
have made some progress in treating the
disease since then, even though a cure has
remained a distant dream. However, two
recent studies may shed light on how to
prevent this condition and to reverse the
damage done by this disease. 

Experts at the Neuroscience Research
Institute at the University of California,
Santa Barbara have isolated three mole-
cules that may inhibit a key perpetrator
of Alzheimer’s disease. A team led by
Kenneth S. Kosik, MD focused on the
neurofibrillary tangles in the brain that,
along with senile plaques, characterize
the condition. Tangles are made from tau
protein, which appears to become patho-
logical when an enzyme called CDK5
attaches phosphate to it, which facilitates
the disease process. 

Under laboratory conditions, the
team purified the enzyme and protein,
and observed the pathological process.
They then analyzed the small molecules
that could prevent phosphorylation and
found three likely candidates that could
prevent the process by competing with
either the enzyme or the protein. Dr.
Kosik says this is the first time they have
identified small molecules that can lead
to the phosphorylation of tau process,
which could be a target for future thera-
peutic treatments. The specific details of
their experiment were reported in
Chemistry & Biology 2005;12:811-823.

A provocative study in a murine
model suggests that, contrary to popular
belief, the damage caused by AD may be
reversible. In Science 2005;309:476-481,
researchers from the University of
Minnesota reported that they specifically
engineered a mouse that would mimic
the tau-and-tangle formulation seen in
AD patients’ brains as they aged. The
mice were also bred so that the gene

responsible for producing tau would be
shut off after the mouse ingested a cer-
tain protein, which they were allowed
to do after they experienced dementia
and reduced cognitive capacities. 

As the tau production plummet-
ed, the rodents’ memory loss stopped
and they began to recover some func-
tion, eventually recovering about
half of the abilities from their pre-
demented state. Interestingly, new
fibrous tangles continued to form as
the mice got better, suggesting that it
may be the mutant tau and not the tan-
gles killing brain cells. The study’s
author, Karen Ashe, MD, PhD says this

suggests that tan-
gles may form as a

defensive effort to fight off the poi-
sonous tau, which may mean future
treatments could focus on blocking tau
production.  PN
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n Rolling the Dice. You may want to
warn patients taking dopamine agonists to
stay away from casinos. A study in Arch
Neurol 2005;62 correlated with previous
reports that agents in this class, specifi-
cally pramipexole (Mirapex), may cause
pathological gambling and other compul-
sive behaviors. Discontinuing or reducing
the drug usually causes these traits to dis-
appear. Although this behavior is not con-
clusively linked to pramipexole, there have
been lawsuits filed on behalf of patients
who’ve incurred gambling losses while on
this treatment. 

n Perilous Patch. A powerful trans-
dermal treatment may be link to as many
as 120 deaths. The FDA is currently inves-
tigating the role of patches that emit fen-
tanyl (Duragesic) in these cases, and has
issued a public health advisory warning
patients to watch for adverse effects and
to properly dispose of used patches. It has
also warned physicians not to make this
the first-choice treatment. 

n Catching Zs with Rozerem. There’s
a new treatment for patients with insom-
nia, one that may be safer than the alter-
natives. In July the FDA approved Takeda

Pharmaceutical North America’s applica-
tion for ramelteon (Rozerem), the first
melatonin receptor agonist for insomnia.
Unlike other drugs for this condition,
ramelteon is not classified as a controlled
substance, as the clinical trials showed no
evidence of dependence or abuse.

n Kid-friendly Keppra. One of the
newer AEDs, levetiracetam (Keppra), now
has the government’s official go-ahead for
use in younger patients. In late June the
FDA approved this treatment as an add-on
therapy for partial-onset seizures in chil-
dren ages four and up. 

n Mildly Disappointing. Forest Lab-
oratories’s effort to get its formulation of
memantine HCl (Namenda) approved for
mild cases of Alzheimer’s disease, in addi-
tion to its current its current indication for
moderate to severe patients, has been
turned down. In its decision, the FDA had
acknowledged that, although Forest sub-
mitted a positive study, two other studies
failed to show a statistically significant
benefit of the treatment in mild AD.

n So Much for Statins. While statins
have been lauded for a wide range of ap-
plications beyond lowering cholesterol
levels, they may not be much good for
lowering the risk of dementia. A study
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L ast month, the House of Represen-
tatives approved HR 5, the Help
Efficient, Accessible, Low-Cost,

Timely Healthcare (HEALTH) bill, which
would limit pain and suffering awards to
$250,000. Even though the measure has
the backing of President Bush, it’s hard to
be optimistic; it is similar to a measure
that was defeated last year by the Senate. 

Regardless of what happens at the na-
tional level, those interested in liability
reform are still working to bring about
changes in their states. Kentucky governor
and former physician Ernie Fletcher pro-
posed that lawmakers in his state put an
amendment on the ballot in 2006 to bring
caps to Kentucky. His idea calls for a rea-
sonable ($250,000 to $500,000) cap and
a request for a three-member panel of doc-
tors to evaluate each case. 

One of the “white states” on the AMA’s
medical liability crisis map may be show-
ing signs of trouble. In July the Wisconsin
Supreme Court ruled that the non-eco-
nomic damage caps on malpractice jury
awards set by the state legislature were
unconstitutional and struck them down.
Now, physicians and hospitals throughout
the state are nervously waiting to see if this
decision will make their malpractice insur-
ance rates increase on January 1st.

In Pennsylvania, a recently launched
joint venture between politically active
physicians and lawyers aims to fight back
against frivolous lawsuits. This service
offers to pressure plaintiffs and attorneys
in malpractice cases to drop the action
under threat of a countersuit, seek the
decertification of unethical lawyers and

medical experts, contact the physician’s
insurance company to reduce or withdraw
or reduce insurance surcharges, and mon-
itor the state medical review board to
ensure the case is reviewed and dismissed
as quickly as possible for its members. For
more information, go to www.doctorsad-
vocate.org   PN
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glass ampule during the sprayer-assembly
process, allowing for easier patient admin-
istration and improving drug delivery.  The
new packaging includes a ready-to-use
spray pump that simplifies administration.

n Surgical Solution. One solution to re-
fractory headaches may someday be a re-
ferral to the surgeon, if the results from a
study in Cephalalgia 2005;35:439-444 are
confirmed. Researchers at Christ Hospital
in Jersey City evaluated 21 patients with
refractory or refractory transformed mi-
graine with intranasal contact points
between opposing mucosal surfaces in
sino-nasal cavities. After undergoing surgi-
cal correction of the contact points, the

mean number of days per month with
headache fell from 17.7 to 7.7 and severity
fell from 5.6 to 1.8.   

n Tolerable but Ineffective. Although
donepezil (Aricept) may improve cognitive
function in Alzheimer’s patients, it may not
be as useful for those with Parkinson’s
dementia. A study reported in J Neurol
Neurosurg Psychiatry 2005;76:903-904-
934-939 tested the effects of this treatment
at 5-10mg/day doses in 22 patients with PD
dementia and found that, although it was
well tolerated, most cognitive tests with the
exception of the MMSE and Clinical Global
Impression of Change did not show a sig-
nificant benefit.   

conducted by the University of Washington
looked at 2,798 community-dwelling adults
over age 65 and found that statin use did
not appear to be associated with decreased
dementia risk. Study author Thomas Rea,
MD says methodological differences may
explain why the results differed from pervi-
ous case-controlled investigations. (Arch
Neurol 2005;62:1047-1051)

n Speedy Relief. A redesigned delivery
system for Migranal nasal spray eliminates
the need for migraine patients to break a
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DEA Becoming a Chronic Pain

Mixed News on Federal & State Malpractice Caps

Pain specialists may find themselves getting an unwanted second opinion from the
government. The Drug Enforcement Administration has been cracking down on
pain-killer abuse. Doctors implicated by the DEA said agents literally burst into

their offices based on a few anonymous complaints. One famous incident happened
in Billings, Montana, when five agents stormed the office of a neurologist and con-
fiscated his pain-prescribing permit. Another physician was recently charged with
five counts of murder under allegations that his former patients died from the drugs.
Ultimately, the murder charges were dismissed along with 91 counts of medical
fraud, and a jury acquitted him of eight other fraud charges. The physician says he
now sees it as too dangerous to treat chronic pain patients. 

Scott Fishman, MD, President of the American Academy of Pain Medicine, says
this is a part of the government’s efforts to crack down on practitioners who prescribe
strong pain-killers. Groups such as the Pain Relief Network are working to raise
awareness of this issue. “We live in a climate that can be very confusing to patients
and doctors, and even a well-meaning physician can get caught in a bind when the
government is supporting a campaign that is harassing them,” says pain specialist
Charles Argoff, MD. Increased documentation is prudent. “Many of the doctors
who have gotten in trouble had poor documentation, poor communication with
providers, poor follow-up with the patients, and poor documentation of improve-
ment with the treatment.”  PN

                           


