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Drug May Restore Memory With Alzheimer's Disease

A

2006 study by MetLife found that adults over age 55 fear Alzheimer’s disease more
than cancer, and with good reason. Alzheimer’s creeps up on patients and their families,
robbing more than half of all Americans over age 85 of their memory and ability to care for
themselves. But what is perhaps most frightening is that available treatments for the
disease are by and large ineffective. Research from Georgetown University several years
ago suggested that a new class of anti-Alzheimer’s molecule, spirostenols, might undo
some of the characteristic pathophysiology of Alzheimer-affected brains. Further testing
showed that one such molecule, Caprospinol, actually reversed the course of an Alzheimer-like condition induced in rats. Today, Samaritan Pharmaceuticals (Las Vegas, NV), is
gearing up for human clinical studies with this compound, also known as SP-233. Buildup
of beta-amyloid plaque in the brain has been recognized as a hallmark sign of Alzheimer’s

for close to a century. Significant research points to this buildup as a causative factor in the development and
progression of the disease. Until recently this hypothesis could not be tested definitively because of a lack of
treatments that eliminate beta-amyloid plaques. Samaritan Pharmaceutical scientists, working with leading
researchers from Georgetown and McGill Universities, have demonstrated in a rat animal model, used to test
new innovative drugs for Alzheimer’s disease, that Caprospinol clears amyloid plaque from the brain and restored
memory. More impressively, treated rats perform as well or better in standardized behavioral tests than healthy
control animals. In addition to eliminating plaque, Caprospinol appears to reverse the damage to memory and
cognition that amyloid plaque causes.
Dr. Vassilios Papadopoulos, of McGill University Health Center, an adviser to Samaritan, and the discoverer of
anti-Alzheimer’s spirostenols recently published a paper reviewing current development-stage approaches to
treating Alzheimer’s disease (Recent Patents on CNS Drug Discovery, 2007, 2, 113-123). In this article, he
identified amyloid plaque as a key target for therapy. The paper also summarized the research on
acetylcholinesterase inhibitors as well as beta-amyloid aggregation inhibitors, of which Caprospinol is an
example. The rat studies were conducted by treating rats with a method of inducing an Alzheimer’s-like condition
in test animals within four weeks. Rats treated in this fashion gradually lose cognitive skills, as well exhibiting a
host of pathophysiologic brain changes indicative of Alzheimer’s. Then treatment of sick rats with Caprospinol
brought about significant positive changes in brain pathology. Neuritic plaques, neurofibrillary tangles,
astrogliosis, microgliosis, neuronal death, and tissue shrinking were all either reversed or markedly improved.
Why another Alzheimer’s drug? One might ask why the world needs another Alzheimer’s disease drug. The
answer lies in the relatively poor performance by existing Alzheimer’s medications. Of the five Alzheimer’s
disease drugs approved in the U.S., four (Razadyne®, Exelon®, Aricept®, and Cognex®) are inhibitors of
cholinesterase, an enzyme that shuts down the activity of the neurotransmitter choline. Cholinesterase inhibitors
are approved for mild to moderate Alzheimer’s. The fifth medication, Namenda®, is an antagonist of the N-methyl
D-aspartate receptor which regulates glutamate, another neurotransmitter. None of these agents cure
Alzheimer’s disease or significantly change the course of the disease. The best that some patients can expect is
a delay in symptom progression and/or improvements in some memory and behavioral functions.
Continued on Page 4
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Avandia May Increase Osteoporosis

T

he popular diabetes drug marketed as Avandia may increase bone thinning, a discovery that could help
explain why diabetics can have an increased risk of fractures. New research raises the possibility that long-term
treatment with rosiglitazone, as Avandia is also called, could lead to osteoporosis. The diabetes drug is used to
improved response to insulin. While bones seem solid, they constantly are being broken down and rebuilt by
the body. Researchers found that in mice, the drug increased the activity of the cells that degrade bones,
according to a report in this week's online issue of Nature Medicine. Avandia recently was labeled with
warnings about the risk of heart failure in some patients. GlaxoSmithKline, which markets the drug, already has
acknowledged that a study found a higher risk of fractures among women who take the drug. But this report is
the first to attempt to explain the link between the drug and fractures. The finding "has led to a better
understanding of the challenges associated with long-term treatment of patients with Type II diabetes," said
Ronald M. Evans of the Salk Institute for Biological Studies in La Jolla, Calif., lead author of the report. "It also
provides a basis for the development of a 'next generation' of drug that can specifically dial out this side effect
and a new insight into a previously unrecognized aspect of bone physiology that has important medical
consequences," he said in an interview via e-mail. Nearly 21 million people in the United States have diabetes.
Rosiglitazone is widely used in people with Type II, or adult onset diabetes, the most common form of the
disease. Evans said the discovery was fortuitous. Researchers were looking at different aspects of the diabetic
mice and did not realize they would be able to change the bone-removing activity. The assumption had been
that more brittle bones in diabetics were the result of a reduced bone-building activity, not increased bone
removal. "Considering the widespread use of these drugs and the known action in people it is surprising that
such a key observation had been missed," he said. "The long-term use of rosiglitazone should be cautious in
patients with higher risk of fractures such as older women," he added. Using it in combination with antiosteoporosis drugs could be beneficial, he said.

Green Tea May Protect Against Colon Cancer

A

n extract of green tea wards off colorectal cancer, animal experiments show. According to research
reported at the Sixth International Conference on Frontiers in Cancer Prevention, sponsored by the American
Association for Cancer Research, a standardized green tea polyphenol preparation (Polyphenon E) limits the
growth of colorectal tumors in rats treated with a substance that causes the cancer. "Our findings show that rats
fed a diet containing Polyphenon E are less than half as likely to develop colon cancer," Dr. Hang Xiao, from the
Ernest Mario School of Pharmacy at Rutgers University, Piscataway, New Jersey, noted in a statement. These
results are consistent with previously published results, which showed that green tea consumption was
associated with lower colon cancer rates in Shanghai, China, he also noted.
In the study, Xiao and colleagues injected rats with azoxymethane, a chemical known to produce colorectal
tumors that share many characteristics with colorectal cancer in humans. Then they fed the animals a high-fat
Western-style diet with or without Polyphenon E for 34 weeks. The amount of Polyphenon the animals took in
was roughly equal to about four to six cups of green tea per day.
Polyphenon E decreased the total number of tumors per rat and decreased tumor size, compared with control
rats that were not given Polyphenon E, Xiao told the conference.
"In the control group," he said, "67 percent of rats developed malignant tumors while in the treated group only
27 percent of rats had malignant tumors. Most important, tea polyphenols decreased the number of malignant
tumors per rat by 80 percent compared to the control group."
When the researchers analyzed blood and colon tissue samples, they found a "considerable amount of tea
polyphenols in those samples in treated animals, and those levels of tea polyphenols were comparable to the
human situation after ingestion of tea leaves or tea beverage," Xiao noted.
The researchers believe these findings will pave the way for clinical trials with green tea polyphenols in humans.
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MedicationUpdate

Y

ou'll hear warnings about acute pancreatitis from Byetta. There are about 30 reports so far.
But most of these patients had other risk factors such as gallstones, severe hypertriglyceridemia,
or alcohol use. Some researchers had suspected that Byetta (exenatide) might cause
pancreatitis because it's derived from Gila monster saliva. Bites from this lizard sometimes lead
to pancreatitis. Tell patients using Byetta to report any unexplained severe abdominal pain...with
or without nausea and vomiting. If you suspect acute pancreatitis, recommend calling the
prescriber immediately and discontinuing Byetta.

s

ome patients don't want to change from their albuterol CFC inhalers to the newer HFA
versions. CFC albuterol inhalers will be gone by the end of 2008. Some people are complaining
that newer versions...ProAir HFA, Ventolin HFA, and Proventil HFA...don't work as well. Tell patients that even
though HFA inhalers may not "feel" like they are working as well, they are. Explain that the softer spray still
delivers the correct amount of drug. Wash the actuator with warm water once a week. This is important to
prevent clogging and allow the proper dose to be delivered.

Y

ou'll soon see a new formulation of Renagel called Renvela. The original Renagel is the hydrochloride salt
of sevelamer... Renvela is a carbonate salt. Both work equally well to bind phosphates in the gut...and will cost
about the same. The carbonate salt is an acid buffer...the hydrochloride is not. Therefore Renvela might help
reduce the risk of acidosis. Keep in mind that Renagel will still be available for now. Watch for potential mix-ups
with Renagel and Renvela...the names are very similar and the dosing is the same.

M

ore patients will get hydroxychloroquine (Plaquenil, etc) for systemic lupus erythematosus. Lupus patients
are often started on NSAIDs for pain and inflammation. Prednisone or other immunosuppressants are added to
suppress lupus flares. Hydroxychloroquine reduces severe flares that affect skin, joints, and other organs...and
also seems to improve survival. Some experts advocate using hydroxychloroquine 200 to 400 mg daily for
chronic disease suppression...before moving on to steroids. Remind patients to get regular eye
exams...sometimes as often as every 3 months. Irreversible retinopathy can occur...especially with higher doses
and extended treatment. Tell patients to report right away if they see light flashes or streaks or get muscle
weakness. Advise discontinuing hydroxychloroquine if these occur.

Rumor vs. Truth

R
T

UMOR: Hydrocodone cough suppressants will be taken off the market.

RUTH: The FDA will be pulling some unapproved hydrocodone cough
suppressants from the market. The withdrawal mostly concerns hydrocodone cough
preps with guaifenesin (Hycotus, etc) or with homatropine PLUS an expectorant or
decongestant (Histinex, etc). These drugs came on the market before proof of efficacy
and safety was required. Some of the unapproved products are also labeled for use
in children as young as 2-years-old, even though hydrocodone cough suppressants
have not been proven safe or effective for children under 6-years-old. You can continue to order and dispense
these hydrocodone products while supplies last...but expect to see these products disappear by spring of 2008.
Keep in mind that several hydrocodone cough products will remain...Tussionex, Hycodan, Tussigon, Tussicaps,
Mycodone, and their generics. These are FDA-approved and will stay on the market. Reassure patients that
hydrocodone pain relievers (Vicodin, Lortab, etc) are also approved and are NOT affected by the withdrawal.
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Based on the chemical structure of cholesterol, Caprospinol is an entirely new anti-Alzheimer’s compound and
works completely different than the currently approved neurotransmitter agents. Although the exact mechanism
has not yet been elucidated, molecular modeling experiments suggest that Caprospinol inserts itself inside the
folded structure of the beta-amyloid peptide, preventing amyloid molecules from joining together into the highly
neurotoxic amyloid-derived diffusible ligands (ADDLs). It is this mechanism that researchers believe causes
amyloid plaque wash out of the brain. Scientists also hypothesize that through binding, Caprospinol prevents
ADDLs from entering neuronal mitochondria, the energy-producing structures in all living cells. Samaritan has
recently received the go-ahead from the U.S. Food and Drug Administration to test Caprospinol on a small group
of patients in a Phase I human safety trial. Thus far results from animal toxicology tests are extremely
encouraging. No toxicity was observed in animal studies. Although it is a steroid, the drug does not appear to
interfere with the body’s steroid receptors or liver function either. And since it does not affect with the cytochrome
P450 enzyme system, investigators believe that SP-233 should cause no unanticipated interactions with other
medications that Alzheimer’s patients are likely to be taking. Acting in the liver, the P450 enzymes are
responsible for metabolizing and helping to eliminate drugs and other chemicals. The Phase I trial on Caprospinol is expected to begin in Q2 2008.

Older Adults Benefit from High Dose Atorvastatin

A

look at the elderly population in a large study of high- vs. low-dose atorvastatin suggests that older adults
with established coronary heart disease (CHD) benefit from aggressive LDL-lowering treatment just as much as
younger patients. After nearly 5 years of therapy, older patients (age 65-75 years) who took 80 mg atorvastatin
daily had a lower risk of heart disease-related death, heat attack, or stroke compared with those who took 10 mg
daily. Both groups achieved average LDL-cholesterol levels below 100 mg/dl, however the high-dose group had
significantly lower levels. As expected, adverse effects were more common among 80 mg users. Further study
is warranted in patients who are older than 75, for whom evidence remains sparse. This evidence, along with
the current recommendation for aggressive LDL-cholesterol lowering in patients with CHD, will likely result in
increased use of high-does statin therapy for older patients.

NutritionUpdate

D

ark Chocolate May Reduce Hypertension

A small, tantalizing new study shows that dark chocolate may help reduce hypertension.
The November issue of Mayo Clinic Health Letter highlights a recent German study that
found eating a small amount of dark chocolate every day reduces the top (systolic) blood
pressure number by almost 3 millimeters of mercury (mm Hg) and the bottom (diastolic)
blood pressure number by about 2 mm Hg. Dark chocolate is a good source of
flavonoids — an antioxidant that’s thought to improve the function of blood vessels. The
study, published in the July 4, 2007, issue of the Journal of the American Medical
Association, included 44 adults with high blood pressure. Participants were assigned to eat 6 grams (30 calories)
of either dark or white chocolate every day for 18 weeks. The white chocolate group saw no change in blood
pressure. While the study adds to the growing body of
knowledge on chocolate and potential health benefits,
Mayo Clinic doctors say there’s not enough evidence to
recommend eating dark chocolate as a treatment for
hypertension.
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