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PPIs and Plavix Safe to Take Together

H

eartburn drugs known as proton-pump inhibitors can safely be taken with the blood
thinner Plavix, a new study indicates. There has been concern that these medications,
called PPIs, might interfere with the ability of Plavix (clopidogrel) to do its job. "This is
reassuring data that there is not any clinically significant interaction between clopidogrel
· NutritionUpdate
and PPIs," said lead researcher Dr. Deepak L. Bhatt, chief of cardiology at the Veterans
Affairs Boston Healthcare System. "This is contrary to prior observational, non-randomized studies that showed
that if you took clopidogrel and a PPI, it blunted the ability of clopidogrel to protect from things like heart attack,"
he noted. In addition, this is the first randomized clinical trial to show that prophylactic use of PPIs for patients
taking Plavix reduces gastrointestinal bleeding, he said. Doctors often prescribe the two drugs in combination
to prevent clotting and reduce the risk of stomach bleeding, which can be a serious complication for patients
taking Plavix. Randomized, double-blind trials that compare outcomes of patients taking a drug or placebo, or
another drug are considered the "gold standard" of clinical trials, because they can actually show what patients
experience.
·
·
·

In contrast, observational studies use data from patient records or other sources to paint a picture of patient
outcomes. Since these data are from past experience, the conclusions of these studies can find associations,
but not establish causes of outcomes. For the study, Bhatt and colleagues randomly assigned 3,873 patients
who needed Plavix to Plavix alone or in combination with omeprazole (Prilosec) or a placebo; patients also
received aspirin. Over six months, 51 patients had gastrointestinal bleeding. That was a rate of bleeding of 1.1
percent among those taking Plavix plus Prilosec and 2.9 percent among those taking Plavix and a placebo, the
researchers found.
In addition, 109 patients had a heart attack, stroke, died or needed another cardiac procedure. The rate of these
events was 4.9 percent among those receiving Prilosec and 5.7 percent among those receiving a placebo,
Bhatt's group found. More patients taking Prilosec had a higher risk of diarrhea, the researchers noted.
The study also had two main limitations, the researchers reported: It was terminated early due when the
sponsor, Cogentus Pharmaceuticals, lost financing, and the numbers of participants were not large enough to
rule out the possibility of a clinically significant difference in cardiovascular events, such as heart attack, due to
the use of a PPI. However, the study did not find any significant increases in the risk of cardiovascular events,
even in high-risk group, the researchers reported. "This should be quite reassuring to physicians that there isn't
a bad interaction to worry about," Bhatt said.
Commenting on the study, Dr. Gregg Fonarow, a professor of cardiology at the University of California, Los
Angeles, said that "there have been significant concerns based on observational studies and platelet function
testing that proton-pump inhibitors like Prilosec may interfere with the antiplatelet effect of clopidogrel,
increasing the risk patients would have cardiovascular events."
"This trial is quite reassuring, with no signal of cardiovascular harm when proton pump inhibitors are given to
patients receiving clopidogrel and aspirin," said Fonarow, who was not involved with the study. "Prophylactic use
of proton-pump inhibitors may be appropriate in patients at increased risk for gastrointestinal bleeding."
Continued on Page 4
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Bisphosphonate Use May Lead to Atypical Thigh-Bone Fractures

W

hile bisphosphonate drugs are highly effective in reducing common bone fractures in individuals with
osteoporosis, a task force announced that the drugs, when used long term, may be associated with atypical but
serious fractures of the thigh bone. Bisphosphonate drugs include zoledronic acid; ibandronate sodium; and
alendronate sodium.
The task force, which was established by the American Society of Bone and Mineral Research, conducted a
review of both published and unpublished data, and it interviewed scientists at pharmaceutical companies that
sell bisphosphonate drugs and at FDA, which maintains the MedWatch database that tracks reported side
effects of approved medications. It reviewed 310 cases of “atypical femur fractures,” finding that 94% (291) of
patients had taken bisphosphonates, most for more than 5 years. Task force members emphasized that atypical
femur fractures represent <1% of hip and thigh fractures overall, making them very uncommon.
More than one-half of patients with atypical femur fractures reported groin or thigh pain for a period of weeks or
months before fractures occurred, according to the report. More than one-quarter of patients who experienced
atypical femur fractures in one leg also experienced a fracture in the other leg. “Our hope is that this report will
raise awareness among health professionals and their patients about the relationship between atypical femur
fractures and long-term bisphosphonate use,” Elizabeth Shane, MD, of Columbia University and task force
co-chair and lead author told Formulary. “Health professionals should annually assess whether this therapy is
appropriate for each patient and reserve bisphosphonates for patients with certain cancers, Paget’s disease of
bone, and patients with osteoporosis who are at high risk of having a fracture. Although the risks are very low,
health professionals should know the warning signs of atypical femur fractures and regularly ask patients taking
these drugs about groin or thigh pain.”
Dr Shane said that the task force recommends:
* Product labeling should be changed to alert health professionals and patients to the possibility of atypical
femur fractures for patients on bisphosphonate therapy and the associated warning signs; cases should be
reported to FDA’s MedWatch program.
* New diagnostic and procedural codes should be developed for atypical femur fractures to improve the quality
of case reporting and enable better review of medical records.
* An international registry of patients experiencing atypical femur fractures should be established to track cases
and facilitate future research.
“We also hope that both basic scientists and clinical investigators will conduct some of the studies suggested in
the report to increase our understanding of the causes of these fractures,” Dr Shane said. “We also need studies
on how best to manage patients with osteoporosis that persists after 5 years of bisphosphonate therapy.”
To ensure the objectivity of its findings, the task force included a physician and bioethicist with expertise in
conflict issues affecting biomedical researchers, as well as a scientist who does not work directly on osteoporosis or bisphosphonates or with pharmaceutical companies that make or market bisphosphonates.
Source: Formulary ENews

MRSA Infections Drop

H

ealthcare workers and their charges may be turning the tide when it comes to infections concerning
potentially deadly methicillin-resistant Staphylococcus aureus (MRSA) bacteria. “Invasive” MRSA-related
infections that began in nursing homes, hospitals or other healthcare facilities dropped by more than one-fourth
- an average of 9% annually from 2005 through 2008, according to the CDC. Researchers examined records
of patients in nine major metropolitan areas to reach their conclusions.
“While we don’t know for sure what caused these rates to go down, we’re hopeful and encouraged that the
aggressive infection control programs that many hospitals have instituted are having an impact,” said lead
author Dr. Alexander J. Kallen, medical officer in the division of Healthcare Quality Promotion at the CDC. One
expert said that because MRSA rates have dropped across a wide geographical area, “it is unlikely that any one
type of intervention is the reason for the decline.
Source: James M. Berklan, McKnights.com
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MedicationUpdate

F

DA has approved fingolimod (Gilenya, Novartis), 0.5 mg daily, as a first-line treatment to reduce
relapses and delay disability progression in patients with relapsing forms of multiple sclerosis (MS). It is the
first oral MS treatment approved in the United States. Fingolimod reduces the frequency of MS relapses
and helps slow the build-up of some of the physical problems caused by the disease. In clinical trials, fingolimod
has a well-studied safety and tolerability profile, which has been characterized in more than 2,600 clinical trial
patients, some of whom are in year 7 of their treatment, with more than 4,500 patient-years of experience. In
clinical trials, fingolimod showed superior efficacy by reducing relapses by 52% over 1 year compared to interferon
beta-1a IM, a commonly prescribed injectable treatment, according to a statement from Novartis. Fingolimod’s
approval was based on the largest clinical trial program ever submitted to date to FDA for a new MS drug and
included combined data from clinical studies showing significant efficacy in reducing relapses, the risk of disability
progression, and the number of brain lesions detected in people with relapsing forms of MS. According to
Formulary Editorial Advisor Craig I. Coleman, PharmD, associate professor of pharmacy practice, University of
Connecticut School of Pharmacy, fingolimod has been shown to be an effective oral alternative to injectable agents
for reducing the rate of relapse in patients with MS. The most frequent adverse reactions reported by patients
taking fingolimod in clinical trials include headache, influenza, diarrhea, back pain, elevation of certain liver
enzymes, and cough. “However, serious infectious, ophthalmic, pulmonary, and oncologic safety concerns have
arisen during the drug’s development; necessitating prescribers to closely monitor patients receiving the drug and
the medical community to assure vigorous post-marketing surveillance,” Dr Coleman said.
Source: Formulary ENews

T

here's controversy over the approval of generic enoxaparin. It's the first low-molecular-weight heparin to go
generic and FDA says it's interchangeable with Lovenox. Lovenox reps are saying the generic isn't the same and
suggesting prescribers write "do not substitute" on orders. Hospitals spend more on Lovenox than any other drug
and it's often used by outpatients too. You'll hear arguments that studies should've been done on the generic to
show it actually prevents clots as well as Lovenox because Lovenox is more chemically complex than other drugs.
But the FDA did develop special criteria to make sure generic enoxaparin is the "same" as Lovenox including
making sure the composition and the anticoagulant activity are equivalent. Generic enoxaparin can be used
instead of Lovenox and it should be pointed out that generic unfractionated heparin has been around for years.
Source: PharmacistsLetter.com

Rumor vs. Truth

R
T

UMOR: Avandia (rosiglitazone) won't be available in a couple of months.

RUTH:
Not quite true. FDA decided to let Avandia stay on the market, but use a REMS risk
management program to severely restrict its use. The proposed REMS limits Avandia's use to
patients who can't control their blood sugar with other drugs, including Actos (pioglitazone). European authorities
have taken a different approach. They're suspending Avandia's marketing authority, so it will NOT be available in
Europe. But they have stopped short of permanently revoking its approval. European authorities think available
data supports that Avandia increases cardiovascular risk. FDA's position is that the cardiovascular risk of Avandia
remains uncertain, and they're requiring that some of the Avandia data be re-analyzed. This leaves the door open
to further restrictions or lessening of existing restrictions on both sides of the Atlantic. In the meantime, the
manufacturer will stop promotion of Avandia worldwide. Some experts support the FDA decision while others are
taking the FDA to task for not simply pulling the drug. It's expected that a multifaceted REMS program will be in
place in a few months involving prescribers, patients, and pharmacists. It's anticipated that all patients will have
to review and sign a statement that they understand the risks of Avandia and be enrolled in the program to get it.
Health care providers will have to document that risks have been shared with patients and attest that new patients
can't be controlled with other meds and can't take Actos. Pharmacists will have to be sure a patient is enrolled in
the program before they can fill Rxs for rosiglitazone. The REMS restrictions will apply to any product containing
rosiglitazone including Avandamet (rosiglitazone/metformin) and Avandaryl (rosiglitazone/glimepiride). Patients
are discouraged from abruptly stopping Avandia and encouraged to talk with their prescriber to discuss their
options. Actos should be considered as a potential alternative but let the prescribers know about the FDA early
alert potentially linking it with bladder cancer. Current data aren't overly compelling and early alerts don't always
pan out but the FDA is looking into it further.
Source: PharmacistsLetter.com
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PPI and Plavix continued from Page 1

Another expert, Dr. James Brophy, a professor of medicine and epidemiology at the Royal Victoria Hospital in
Montreal, said that "much of the problem of earlier research in this area has been observational and therefore
subject to potential biases. The present study is a big step forward as it was a randomized study." This latest finding
-- coupled with the fact that other recent studies have not confirmed earlier studies suggesting an increase in
adverse cardiac events -- is reassuring, he said.
"For the moment, the data is reassuring that PPIs can be safely prescribed if there is a clinical indication," Brophy
said. "The story does seem a prime example of the Proteus phenomena, initially very positive worrisome results
generally being proven to be not as extreme as initially feared." Indeed, a recent Danish study also found that taking
Plavix and a PPI together was safe and did not compromise the effects of Plavix.
Source: Steven Reinberg, HealthDay

Warning about Tramadol

T

here are new warnings about tramadol abuse and suicide. Tramadol came out as an unscheduled drug but
many pharmacists and prescribers have seen cases of tramadol abuse. More states will make tramadol a controlled
drug. FDA will have stronger warnings about tramadol abuse due to its opioid effects. They also caution about
deaths due to overdose and suicide, especially in patients with addiction or emotional problems. Patients should
be cautioned about combining tramadol with alcohol or other CNS depressants due to their additive CNS effects.
Source: PharmacistLetter.com

NutritionUpdate

F

ish oil is used for a wide range of conditions. It is most often used for conditions related to the heart and blood
system. Some people use fish oil to lower blood pressure or triglyceride levels (fats related to cholesterol). Fish
oil has also been tried for preventing heart disease or stroke. The scientific evidence suggests that fish oil really
does lower high triglycerides, and it also seems to help prevent heart disease and stroke when taken in the
recommended amounts. Ironically, taking too much fish oil can actually increase the risk of stroke.
Fish may have earned its reputation as “brain food” because some people eat fish to help with depression,
psychosis, attention deficit-hyperactivity disorder (ADHD), Alzheimer’s disease, and other thinking disorders.
Some people use fish oil for dry eyes, glaucoma, and age-related macular degeneration (AMD), a very common
condition in older people that can lead to serious sight problems. Women sometimes take fish oil to prevent
painful periods; breast pain; and complications associated with pregnancy such as miscarriage, high blood
pressure late in pregnancy, and early delivery.
Fish oil is also used for diabetes, asthma, developmental coordination disorders, movement disorders, dyslexia,
obesity, kidney disease, weak bones (osteoporosis), certain diseases related to pain and swelling such as
psoriasis, and preventing weight loss caused by some cancer drugs. Fish oil is sometimes used after heart
transplant surgery to prevent high blood pressure and kidney damage that can be caused by the surgery itself
or by drugs used to reduce the chances that the body will reject the new heart. Fish oil is sometimes used after
coronary artery bypass surgery. It seems to help keep the blood vessel that has been rerouted from closing up.
When fish oil is obtained by eating fish, the way the fish is prepared seems to make a difference. Eating broiled
or baked fish appears to reduce the risk of heart disease, but eating fried fish or fish sandwiches not only cancels
out the benefits of fish oil, but may actually increase heart disease risk.
Two of the most important omega-3 fatty acids contained in fish oil are eicosapentaenoic acid (EPA) and
docosahexaenoic acid (DHA).
A lot of the benefit of fish oil seems to come from the omega-3 fatty acids that it contains. Interestingly, the body
does not produce its own omega-3 fatty acids. Nor can the body make omega-3 fatty acids from omega-6 fatty
acids, which are common in the Western diet. A lot of research has been done on EPA and DHA, two types of
omega-3 acids that are often included in fish oil supplements.
Omega-3 fatty acids reduce pain and swelling. This may explain
why fish oil is likely effective for psoriasis and dry eyes. These
fatty acids also prevent the blood from clotting easily. This might
make fish oils helpful for some heart conditions.
Source: WedMD.com
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