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Aspirin as Effective as Warfarin in Heart Failure: WARCEF

R

esults of a large randomized comparison of aspirin vs warfarin in patients with heart failure and reduced
ejection fraction show no overall difference in the combined primary outcome of death, ischemic stroke, or
intracranial hemorrhage between treatment groups. However, there was a treatment by time interaction in
which patients on warfarin appeared to derive more benefit after about 4 years of treatment, researchers report.
Warfarin reduced ischemic stroke risk throughout the trial, but was associated with more major hemorrhage;
intracerebral and intracranial hemorrhage were similar between groups.
"In terms of clinical implications, given no overall benefit of warfarin and increased risk of bleeding, in spite of
suggestive benefit at 4 years of treatment and beyond, there is no compelling evidence to use warfarin or aspirin
for all patients," lead author Shunichi Homma, MD, Margaret Milliken Hatch professor of medicine at Columbia
University in New York City, concluded. "At the same time, given clear effectiveness in preventing stroke and
possible benefit of warfarin after 4 years, analyses are being conducted to identify groups of patients that will
benefit from 1 medication or the other," he told a press conference.
These results, from the Warfarin vs Aspirin in Reduced Cardiac Ejection Fraction (WARCEF) trial, were
presented at the American Stroke Association's International Stroke Conference (ISC) 2012. Heart failure
patients are at an increased risk for death and stroke caused by thromboembolic events, Dr. Homma noted.
"Warfarin and aspirin are often given to these patients, but they have not been compared with each other in a
large group of heart failure patients," he said. The aim of WARCEF was to determine the superiority of warfarin
or aspirin over the other agent on the combined endpoint of death, ischemic stroke, or intracerebral hemorrhage
in patients with a left ventricular ejection fraction (LVEF) of less than 35% in sinus rhythm. The main secondary
aim was to compare these treatments for the prevention of the combined outcome of death, ischemic stroke,
intracerebral hemorrhage, plus myocardial infarction (MI) or heart failure hospitalization. Patients were included
if they were in normal sinus rhythm, had an LVEF of < 35%, had no defined cardioembolic source, and were
receiving optimum heart failure treatment.
The trial was a double-blind multicenter trial comparing warfarin with a target International Normalized Ratio of
2 to 3.5 with aspirin given in a dose of 325 mg daily. A center echo core lab was used to confirm LVEF.
Recruitment started in 2002 and ended in January 2010, with follow-up to July 2011. A total of 2305 patients
from 176 sites in 11 countries were enrolled and followed for a total of 4045 patient-years in the warfarin group
and for a total of 4033 patient-years in the aspirin group. Mean follow-up was 3.5 years with a range of 1 to 6
years. Only 3% of patients were lost to follow-up. The average age of patients was about 61 years; 80% were
male. Of the patients receiving warfarin, 13.6% had had a previous stroke or transient ischemic attack (TIA);
12.0% of patients receiving aspirin had had at least one or the other of those events. Most patients fell into class
II or III the New York Heart Association functional classification system, indicating mild to moderate impairment
of function. The mean ejection fraction was 25% in each group, "so this is a significantly impaired left ventricular
ejection fraction," Dr. Homma noted. Almost all patients were receiving angiotensin-converting enzyme (ACE)
inhibitors or beta-blockers, which was optimal treatment, he said. Overall, no significant difference was
observed in the primary endpoint between groups, Dr. Homma said.
Mark Alberts, MD, professor of neurology at the Northwestern University Feinberg School of Medicine, Chicago,
Illinois said "basically, it's a negative study with some intriguing subgroups," However, given there is no
difference, "we would offer aspirin, because it's safer to use, easier to use, and patients tolerate it pretty well,
there are no food interactions, and it's inexpensive." Newer oral anticoagulants now becoming available,
dabigatran and rivaroxaban, which are already approved, and apixaban, which is expected to be approved
soon, might open this question for review again.
Source: Susan Jeffrey; Medscape.com
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Proton Pump Inhibitors Linked to C difficile Diarrhea

P

roton pump inhibitors (PPIs) may be associated with a higher risk for Clostridium difficile–associated
diarrhea (CDAD), which can trigger more serious intestinal problems, the US Food and Drug Administration
(FDA) announced. The bacterium C difficile can cause diarrhea that does not improve. Symptoms of CDAD,
which is easily spread in hospitals, include watery stools, abdominal pain, and fever.
The warning applies to both prescription and over-the-counter (OTC) PPIs, which include the following:
·
·
·
·
·
·
·
·
·

dexlansoprazole (Dexilant, Takeda Pharmaceuticals North America)
esomeprazole magnesium (Nexium, AstraZeneca)
esomeprazole magnesium and naproxen (Vimovo, AstraZeneca)
lansoprazole (Prevacid, Takeda Pharmaceuticals North America) and OTC Prevacid 24-hour
omeprazole (Prilosec, Procter & Gamble) and OTC
omeprazole (omeprazole) OTC
omeprazole and sodium bicarbonate (Zegerid, Merck) and OTC
pantoprazole sodium (Protonix, Pfizer)
rabeprazole sodium (AcipHex, Eisai)

The FDA is advising clinicians to consider a diagnosis of CDAD for patients taking PPIs who have diarrhea
that does not go away. As a precaution, patients should take the lowest dose of a PPI for the shortest duration
that is appropriate for the condition being treated.
The agency said it also is studying the risk for CDAD in patients taking histamine H2 receptor blockers,
prescribed for conditions such as gastroesophageal reflux disease, ulcers of the stomach and small intestine,
and heartburn.
Source: Robert Lowes; Medscape.com

Statins and Protease Inhibitors May Interact Causing Rhabdomyolysis

T

he FDA is warning again about interactions between protease inhibitors and certain statins that can lead
to rhabdomyolysis. Protease inhibitors are used to treat HIV and hepatitis C. In a safety communication, the
agency published a list of statins that should either be avoided or whose dosing levels should be limited when
coadministered with protease inhibitors. Atorvastatin, lovastatin, rosuvastatin, and simvastatin are either
listed as contraindicated or have had limits put on dosages. In particular, lovastatin and simvastatin exposures can increase beyond 10-fold when used with protease inhibitors, and rosuvastatin exposure can
increase up to 3-fold, according to the FDA. The agency announced several changes to statin labels,
including a warning to avoid lovastatin in combination with HIV protease inhibitors.
Source: Journal Watch

UPDATE

T

he US Food and Drug Administration announced approval for zolpidem tartrate sublingual
tablets (Intermezzo, Transcept Pharmaceuticals Inc.) for use as needed for insomnia characterized by
middle-of-the-night wakening followed by difficulty returning to sleep. This is the first time the FDA has
approved a drug for this indication, the agency notes in a statement. They caution that the drug should only
be used when there are at least 4 hours of bedtime remaining. Zolpidem tartrate was first approved in the
United States in 1992 as Ambien (sanofi-aventis), the statement notes; Intermezzo is a lower-dose
formulation of zolpidem. The recommended and maximum doses of this new formulation are 1.75 mg for
women and 3.5 mg for men, taken once per night. The recommended dose for women is lower because
women clear zolpidem from the body at a lower rate than men, the statement notes. It should not be taken
if alcohol has been consumed or with any other sleep aid, the agency adds.
"For people whose insomnia causes them to wake in middle of the night with difficulty returning to sleep, this
new medication offers a safer choice than taking a higher dose of zolpidem upon waking," said Robert
Temple, MD, deputy center director for clinical science in the FDA’s Center for Drug Evaluation and
Continued on Page 3
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Research. "With this lower dose there is less risk of a person having too much drug in the body upon waking,
which can cause dangerous drowsiness and impair driving."
This formulation was studied in 2 clinical trials involving more than 370 patients. In the studies, patients taking
the drug had a shorter time to fall back asleep after waking compared with those receiving placebo. The most
commonly reported adverse reactions were headache, nausea, and fatigue.
As with other sleep medications, this formulation may cause serious side effects, including getting out of bed
while not fully awake and doing an activity that patients do not know they are doing or do not remember having
done, the FDA statement notes. Reported activities while under the influence of sleep medications include
driving a car, making and eating food, having sex, talking on the phone, and sleep walking — without knowing
at the time or remembering later. Chances of such activity increase if a person has consumed alcohol or taken
other medications that cause drowsiness. Zolpidem is a federally controlled substance because it can be
abused or lead to dependence, the statement notes.
Source: Susan Jeffrey; Medscape.com

Drug-Delivery Microchip Could Replace Daily Injections

A

n experimental, implanted drug-delivery microchip that releases medication on command from an external
wireless control could one day free patients from daily injections and improve treatment compliance.
Results from the first human study of the programmable microchip were reported Thursday in Vancouver at the
annual meeting of the American Association for the Advancement of Science -- 15 years after researchers at
Massachusetts Institute of Technology (MIT) first came up with the idea for the device.
If future research is promising, the technology could be used to treat a wide range of conditions that require
frequent or daily injections, says Robert Farra, the study’s author and chief operating officer of the company
developing the drug-delivery device, MicroCHIPS Inc.
“This is the first successful human study of an implantable, wireless microchip that provides 100% treatment
compliance and frees patients from the burden of managing their disease on a daily basis,” Farra explains.
The study originally included eight women in Denmark with severe osteoporosis who had been taking daily
injections of the bone-building drug Forteo. During a 30-minute procedure under local anesthetic, doctors
implanted the small devices under the women’s skin below their beltlines. Each device contained 20 doses of
the drug sealed in tiny reservoirs on a specially designed microchip. Immediately after implantation it became
evident that the device was not working in one patient, and it was removed.
An analysis of the remaining seven patients confirmed that the microchip delivered the osteoporosis drug in
comparable doses to daily injections with no unwanted side effects. The women reported that they could not feel
the devices and expressed a preference for the implanted microchip over daily injections for future treatment.
Farra says his company is now working on a microchip that can deliver a drug for a year or even longer. If these
trials are successful, the devices could be available for clinical use within four years, he says.
MIT professor of engineering Michael J. Cima, PhD, originally developed the idea for a programmable drugdelivery microchip more than a decade ago, along with colleague Robert Langer, ScD. Cima says the
technology could potentially be useful for delivering any potent drug or even multiple drugs, with the benefit of
improving patient compliance.
“Patient compliance is a big issue, especially when we are asking patients to give themselves daily injections of
a drug,” he says. “This could take patient compliance out of the equation.” And because the devices can be
controlled remotely, physicians and patients can change dosing as needed. “You could literally have a pharmacy
on a chip,” Langer said in a news release.
University of California, San Diego professor of bioengineering John T. Watson, PhD, calls the 20-dose trial an
important first step in showing that a programmable drug-delivery microchip is possible. In an editorial published
with the study in the journal Science Translational Medicine, Watson writes that although the road may be long
and winding, “a versatile, implantable device that exploits the microchip approach for controlled drug delivery will
be worth the wait for patients with chronic diseases.”
Source: Salynn Boyles, WebMD.com
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Is Soda Making You Sick?

A

mericans’ intake of sweetened drinks — chief among them, soda — has more than tripled in the last 40
years, and that consumption is taking its toll on our health, says Newsmax Health expert Dr. Russell Blaylock.
“Virtually anything that can go wrong in the body can be made worse by high intake of these liquid sugars,” says
Dr. Blaylock, editor of the “The Blaylock Wellness Report.” “Americans are consuming massive amounts of these
soda products and we’re paying a very heavy cost in terms of human disease.”
Soda consumption can be correlated to various cancers and brain degenerative diseases, like Alzheimer’s,
Parkinson’s, and Lou Gehrig’s (amyotrophic lateral sclerosis), he says. Sodas offer fast-absorbing sweeteners
that lead to an intense insulin response in the body. But after 20 to 30 minutes, blood-sugar levels drop,
triggering the brain to produce the chemical compound glutamate and depleting magnesium, an essential
mineral important for muscle function and the activity of certain enzymes. The process puts us at risk for
diseases, he explains. “The liquid form is the worst of the sugars that we could be exposed to,” he says.
Sugar-free sodas are not a safer option because they contain artificial sweeteners, including aspartame and
sucralose, which also cause harm, says Dr. Blaylock, a retired neurosurgeon and nutrition researcher. Aspartame is toxic to every cell, breaks down into formaldehyde, and “is strongly correlated” with brain cancer,
leukemia, and lymphomas, he explains.
Sucralose, also known as Splenda, has not been adequately tested, “but we know it has a negative impact” on
the immune system and on the survival of babies in-utero, he says. “So these artificial sweeteners can be quite
dangerous and I would advise people to completely avoid them,” he says. “There are a lot of natural sweeteners
that people can turn to.”
Source: Newsmax.com

M
INFORMATION

any older adults find themselves dealing with an ever-expanding waistline. This can
be an exceedingly frustrating state that is often linked to body changes as much as diet.
Sometimes, even those who eat healthy, balanced meals made up of moderate portions
can find themselves gaining weight to the point of obesity. Besides upping your risk for
serious conditions like heart disease and diabetes, excessive weight can really affect your
ability to be mobile.

If you’ve tried eating the right diet and your weight is still a lot higher than you’d like it to be, is there anything you
can do to lower your risk for physical impairments? It may be time to get some exercise. Even if your weight
stays on the high end of the scale, exercise could still protect you from disability. Researchers at the University
of Sherbrooke in Quebec investigated whether exercise could have beneficial effects on a number of factors
linked to physical mobility. Specifically, they looked at muscle quality, muscle mass index, relative strength, and
physical capacity in overweight, sedentary postmenopausal women.
For their study, they recruited 70 participants. In an interesting twist, the study actually investigated two
treatments: isoflavones (given in doses of 70 milligrams/day); and exercise (in the form of resistance and aerobic
training). The research team divided the women into four groups: those taking placebo; those taking isoflavones;
those exercising and taking placebo; and those exercising and taking isoflavones. The researchers found that,
after six months of training, exercise increased strength and muscle quality by more than 50%, while muscle
mass index increased by seven percent in both exercise groups only. They concluded that exercise training can
improve muscle tissue strength, function and quality in sedentary postmenopausal women. Unfortunately,
isoflavones, irrespective of exercise, did not produce changes in any of these physical variables. They say the
results from their study suggest that overweight women could reduce the risks of mobility impairments, even in
the absence of weight loss, by following an exercise routine that includes both resistance and aerobic training
at a high intensity. This is good health news.
Don’t let being overweight stop you from exercising. Regardless
of your weight, exercise will benefit your physical health.
Remember to follow the example of this study and do a little
resistance and aerobic exercise. It’s a natural remedy against
disability. And — you’ll feel better, more agile and stronger for your
efforts today!
Source: YoloHealthRevolution.com
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