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Combining Plavix with PPIs may Negate
Plavix’s Benefits

C

oncomitant use of a proton pump inhibitor with Sanofi-Aventis Group and Bristol-Myers
Squibb Co.'s Plavix (clopidogrel bisulfate) may increase the risk of major cardiovascular
events, a new study from Medco Health Solutions Inc. suggests. Because approximately half
of all Plavix users also take a PPI such as AstraZeneca Plc's Nexium (esomeprazole
magnesium) or omeprazole magnesium, these results "could shake the market for several
multibillion-dollar-a-year drugs," according to The Wall Street Journal. PPIs are often used to
prevent stomach bleeding and ulcers, which can be side effects of Plavix. Researchers and
the Food and Drug Administration have been trying to determine why some patients treated
with Plavix do not appear to effectively process the drug. Therefore, Medco investigators
studied data on 16,690 patients who underwent percutaneous coronary intervention, such as
cardiac stenting or balloon angioplasty, and were subsequently prescribed Plavix. Of these
patients, 6,828 also took a PPI.

Within 12 months of the surgical procedure, approximately 18 percent of the patients who took only Plavix and 25
percent of those who took Plavix plus a PPI experienced another major adverse cardiovascular event. After adjusting
for risk factors, the researchers found that the relative risk of myocardial infarction was 74 percent higher for the
patients who took both treatments, and their relative risk for a major adverse cardiovascular event was 50 percent
higher as compared with the patients who did not take a PPI. Just last month, a task force from the American Heart
Association (AHA), the American College of Cardiology Foundation and the American College of Gastroenterology
released an expert consensus document stating that there has been "relatively little evidence of any clinically
significant interaction between [Plavix] and PPIs." The consensus document also noted that the COGENT-1 trial is
currently assessing this issue. Dr. Robert Epstein, chief medical officer at Medco and a lead author of the Medco
study, wants to share his study results with major clinical organizations "to advance the discussion around the
guidelines that govern the use of Plavix." Some well-known cardiologists told The Journal these new data could
present "a challenge for physicians" or be a "real setback."
Source: AHA's Scientific Sessions 2008

Serious Muscle Injury with Simvastatin/Amiodarone Combination

F

DA is reminding healthcare professionals that patients who take amiodarone along with drugs that contain
simvastatin have an increased risk of rhabdomyolysis, a type of muscle injury that can lead to kidney failure and death.
Amiodarone is an antiarrhythmic drug and simvastatin (found in Zocor, Vytorin and Simcor) is used to lower
cholesterol. This increased risk has been described in the labeling for both amiodarone and simvastatin since 2002,
but FDA continues to receive reports of rhabdomyolysis in patients treated concurrently with these two drugs,
especially when the simvastatin dose is greater than 20 mg per day. Prescribers should avoid doses of simvastatin
greater than 20 mg per day in patients who are also taking amiodarone. When patients start taking simvastatin or their
dose is increased, they should be told about the risk of rhabdomyolysis and advised to promptly report any
unexplained muscle pain, tenderness or weakness.
Source: US Food and Drug Administration
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Folic Acid and B Vitamin Supplementation
Fails to Decrease Cardiovascular Events

A

fter a median follow-up time of 38 months, daily intake of either folic acid/vitamins B6 and B12, folic acid/vitamin
B12, or vitamin B6 alone all failed to decrease mortality or major cardiovascular events in patients with established
cardiovascular disease (CVD). CVD is the leading cause of death in older men and women and contributes to
significant morbidity and mortality. The current trial confirms data from previous studies, which concluded that
homocysteine-lowering supplementation has no benefit in patients with established CVD. In addition, numerous
trials have shown that folic acid and B vitamin supplementation has no effect in preventing CVD in high-risk patients.
The results of WAFACS (Women’s Antioxidant and Folic Acid Cardiovascular Study), NORVIT (Norwegian Vitamin),
and VISP (Vitamins Intervention for Stroke Prevention) all failed to demonstrate overall benefits of vitamin B
supplementation on CVD risk reduction. Based on all of the current evidence, folic acid and vitamin B
supplementation for primary or secondary prevention of CVD events should not be recommended to patients.
Source: DrugInfoLine, Oct. 2008

More Type 2s are Using Insulin

A

bout twice as many type 2s are on insulin along with their oral meds as 10 years ago. Insulin is the most
effective drug for lowering blood glucose. Many experts now start it earlier to help patients get to A1c goals sooner
and decrease the risk of complications later. Pharmacists are getting questions about when and how to use it.
STARTING insulin. Type 2s usually go through many oral drugs before "resorting" to insulin. Instead, it’s suggested
that adding insulin SECOND-line after metformin if A1c is above 8.5%...or estimated average glucose is above 197
mg/dL. Or it’s recommended adding insulin THIRD-line instead of adding a third oral drug. The insulin combo usually
works better. Start with a longer-acting, "basal" insulin (NPH, Lantus, Levemir) once daily... especially if fasting
glucose is high. A premixed combo such as 70/30 or 75/25 before breakfast and dinner for high glucose after meals
is advised. But keep in mind that doses are harder to adjust with fixed combos.
COMBINING insulin. Continue metformin with insulin...it has insulin-sparing effects and might reduce weight gain.
Stopping sulfonylureas when insulin is added is suggested. At this point, there's usually not much added benefit.
Be careful when insulin and glitazones are used together. The combo can lead to edema and increase the risk of
heart failure. Take heed of the brand new news that ADA no longer recommends Avandia (rosiglitazone). It’s
discouraged to use it due to its potential cardiac risk. It’s also discouraged to combine insulin with Januvia or Byetta.
There's no proof that these combos are beneficial. Watch for errors with insulin Rxs...especially eRxs. "U-100" has
been mistakenly entered as "100 units" and "1 unit" as "1 mL."
Source: Pharmacist’s Letter, November 2008

B

Plastics Chemical Linked to Disease in Adults

isphenol A or BPA, a chemical found in plastics, has been linked to some of the most deadly and rapidly
increasing medical conditions in American adults. A research team from the University of Iowa, the Peninsula
Medical School, the University of Exeter, and the University of Plymouth found evidence that links BPA to heart
disease and diabetes in adults. BPA, which is used in polycarbonate plastic products such as refillable water bottles,
some plastic eating utensils, compact disks and many other everyday products, is one of the world’s most
widely-used chemicals. Earlier studies in mice and rats shown that exposure to BPA could lead to diabetes, liver
damage, obesity, and insulin resistance. Earlier this year, experts raised the concern that BPA could leach into
plastic baby bottles and cause developmental and reproduction problems.
The current research, which examined a representative group of 1455 adults between the ages of 18 and 74, found
that the 25 percent with the highest concentration of BPA in their urine were more than twice as likely to have heart
disease and diabetes as the 25 percent with the lowest BPA levels. “Our study has revealed, for the first time, an
association between raised BPA loads and two common diseases in adults,” said Professor David Melzer, professor
of Epidemiology and Public health at the Peninsula Medical School who lead the team. “At the moment, we can’t be
absolutely sure that BPA is the direct cause of the extra cases of heart disease and diabetes. If it is, some cases of
these serious conditions could be prevented by reducing BPA exposure.”
Source: Blaylock Report
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MedicationUpdate

T

he Food and Drug Administration approved Pfizer Inc. and Schwarz Pharma AG's Toviaz
(fesoterodine fumarate) extended release for the treatment of adults with overactive bladder (OAB).
According to the FDA, the drug relaxes the smooth muscle tissue of the bladder, thus reducing the
urinary frequency, urge to urinate and sudden urinary incontinence that are characteristic of OAB.
The agency said the drug's safety and efficacy were established in two 12-week studies that
included patients with OAB who were randomized to receive Toviaz 4 mg daily (n=554), Toviaz 8
mg daily (n=566) or placebo (n=554). The majority of the study population was female, with a mean
age of 58 years. The number of times patients needed to urinate per day and the number of
urine-leaking episodes they experienced per day were significantly reduced with Toviaz as compared with
placebo in both studies. The improvements were also clinically meaningful, the agency said. Specifically, the
patients treated with Toviaz 8 mg showed up to an 88 percent median reduction in urge urinary incontinence
versus 50 percent of the patients treated with placebo. The number of urinations per day was reduced by up to
19 percent with Toviaz 8 mg compared with an 11 percent reduction with placebo. Dry mouth and constipation
were the most common adverse events related to Toviaz treatment. Dry eyes and trouble emptying the bladder
were less frequently reported events. The drug is not recommended in doses above 4 mg in patients with severe
reduction in kidney function or in patients taking medications, such as ketoconazole, that block the metabolism
of the drug. Toviaz is contraindicated in patients with urinary or gastric retention, in those with uncontrolled
narrow-angle glaucoma and in patients with severe liver impairment. It should be used with caution in patients
with decreased gastrointestinal motility, such as those with severe constipation, the FDA said.

T

he Food and Drug Administration granted marketing approval for Salix Pharmaceuticals Ltd.'s Apriso
(mesalamine) extended-release capsules, a granulated product, for the maintenance of remission of ulcerative
colitis (UC) in adults. The formulation is the first and only mesalamine product approved by the agency for
once-a-day dosing for this indication, Salix said. The approval was based on results from two randomized,
double-blind, placebo-controlled studies that included a total of 562 adults in remission from UC. Results from
the studies showed that the proportion of patients who remained relapse-free at six months was greater for the
Apriso-treated patients than it was for the placebo-treated patients. Remission was maintained in 70 percent of
the patients who received Apriso, and improvement in rectal bleeding and bowel movement frequency was
sustained during the study. The drug uses the company's patented delivery technology, which is designed to
distribute the active ingredient beginning in the small bowel and continuing throughout the colon. According to
Bill Forbes, Salix's vice president of research and development, Apriso's delayed-release coating on the
microgranules dissolves at a pH level of 6.0 or higher, while other treatment options provide for release of the
active ingredient starting at a pH of 7.0, which many patients never achieve in their small or large intestine. The
product is contraindicated in patients with hypersensitivity to salicylates, aminosalicylates or to any of the
components of Apriso.

Rumor vs. Truth

R
T

UMOR: The flu vaccine is more effective if it's given intraDERMALLY than by the standard
intramuscular route.
RUTH: True for some patients, but not quite ready for prime time. Vaccines researchers are
looking at giving influenza vaccines intradermally, like a tuberculosis skin test, instead of IM. The
top layer of skin is rich in dendritic cells...first-line immune cells that trigger antibody production.
Vaccines injected intramuscularly must first be routed to the lymph nodes, where an immune response is then
activated. Intradermal vaccination could be big news for the elderly, infants, and organ transplant patients. They
often have reduced antibody response to flu vaccinations. Preliminary evidence shows intradermal injections can
elicit a stronger immune response than IM injections of flu vaccine in these patients. But it's too soon to try this
yet. Intradermal injections using standard syringes are difficult to perform reliably and consistently. Plus
intradermal injections cause more local reactions such as redness and hard swelling at the site. It's also not
known how different flu vaccines would perform if given intradermally. Continue to stick with the standard IM
route but expect to hear more on this in the next few years. Strategies to more effectively target the skin with
patches, special injectors, and other devices are in the works.
Page 3

Aspirin Doesn’t Prevent Heart Attack in Diabetics

T

aking regular aspirin and antioxidant supplements does not prevent heart attacks even in high risk groups
with diabetes and asymptomatic arterial disease, and aspirin should only be given to patients with established
heart disease, stroke or limb arterial disease. In light of these findings, and the evidence from six other well
controlled trials, the prescribing practice of doctors and international guidelines should be reviewed so that
aspirin is only prescribed to patients with established heart and stroke disease. Patients with diabetes are two
to five times more likely to suffer from heart disease than the general population and heart disease is a major
cause of death in patients with type 1 and 2 diabetes. Although there is considerable evidence showing no
protective benefit of aspirin in high risk patients without heart disease, guidelines are inconsistent and aspirin is
commonly prescribed for the primary prevention of heart disease in patients with diabetes and with peripheral
arterial disease.
But aspirin is one of the top 10 causes of adverse drug events reported to the Commission on Human Medicines.
It causes gastrointestinal bleeding and the risk of bleeding increases with age and prolonged use. Professor Jill
Belch and colleagues from Scotland investigated whether aspirin and antioxidants given together or separately
can reduce heart attacks and death in patients with diabetes and arterial disease. 1276 patients with diabetes
and evidence of artery disease over 40 years of age were randomised to receive either aspirin or placebo, an
antioxidant or placebo, aspirin and antioxidant or double placebo, and followed over eight years. Overall, the
researchers found no benefit from either aspirin or antioxidant treatment in the prevention of heart attacks or
death. Patients in the aspirin groups had 116 primary events compared with 117 in the placebo group. No
significant difference in events was seen between the antioxidant group and the placebo group. The authors
conclude by voicing their concern at the widespread prescribing of aspirin despite the lack of evidence to support
its use in the primary prevention of heart attacks and death in people with diabetes and in view of its possible
side effects. These findings show that unlike statins and drugs for reducing hypertension, which have a benefit
in all risk groups including those with and without heart disease, only patients with a history of clinical or
symptomatic heart disease or stroke disease benefit from taking aspirin.
Source: Blaylock Report

NutritionUpdate

W

hite Wine Also Protects Hearts

Scientists have been documenting the heart healthy benefits of red wine for years and advised
health-conscious consumers to choose red over white. But researchers at the Cardiovascular
Research Center at the University of Connecticut in Farmington, found that rats given white
wine enjoyed similar protection from heart damage as those fed red wine. Before this study,
scientists believed that only red wine, which uses grape skins containing the powerful
antioxidant resveratrol, could protect the heart from damage. The so-called “French paradox,”
which referred to a high fat diet but low rates of heart disease, was linked to France’s love of
red wine, which was rich in resveratrol. White wine hasn’t been considered to be particularly
heart-healthy, but molecular biologist Dipak Das disagrees. “The flesh of the grape can do the
same job as the skin,” he says. In the study, rats were given the equivalent of one or two glasses of red wine,
white wine, water or grain alcohol (beer or vodka). In rats that suffered induced heart attacks, those that were
fed wine had less heart damage than rats fed either water or grain alcohol. In addition, their blood pressure and
aortic blood flow was more stable.
The scientists found little difference between the
rats fed red wine and those fed white wine. Even
though other experts aren’t willing to say that white
wine is as good as red wine, Dr. Das believes
future studies will agree with his conclusions. “We
can safely say that one to two glasses of white wine
per day works exactly like red wine,” he said.
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