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Dabigatran for Atrial Fibrillation

M

ore patients will be taking the new anticoagulant dabigatran (Pradaxa) and fewer will
be taking warfarin for atrial fibrillation. It's not just because dabigatran doesn't need
monitoring. Dabigatran also prevents more strokes than warfarin, about 5 more strokes
per 1000 patients per year with a similar overall bleeding risk. Some insurers now cover
it without a prior authorization and Canadian guidelines already recommend it over
· NutritionUpdate
warfarin for A fib. However, there are safety concerns.
Switching from warfarin to dabigatran. It is suggested to switch patients with poor control or those who can't be
well monitored. To switch, warfarin should be stopped and wait until the INR is below 2 then starting dabigatran.
There are cases of bleeding when dabigatran is started too soon. 150 mg BID is recommended or 75 mg BID
for renal impairment. Routine switching of patients doing well on warfarin is not recommended. Dabigatran
causes more GI bleeds and may prevent fewer heart attacks.
Missed doses. Careful adherence to the BID regimen is encouraged. Dabigatran starts to wear off about 15
hours after the last dose. If patients miss a dose it should be taken ASAP unless the next dose is due in less
than 6 hours. Patients should not double up doses.
Bleeding. Dabigatran doesn't have any antidote such as vitamin K. If bleeding occurs, stop the dabigatran. For
severe bleeding, fresh frozen plasma or whole blood may be necessary.
Surgery. Dabigatran should be stopped at least one day before surgery or 3 days before for patients with renal
insufficiency. Surgeons may stop it sooner for surgeries with a high bleeding risk.
Dyspepsia. This is common. Dabigatran caps contain tartaric acid to improve absorption. Taking them with
food, an H2-blocker, or PPI might help. PPIs may decrease absorption, but probably not enough to reduce
dabigatran's efficacy. If dyspepsia persists, warfarin is suggested instead.
Storage. Dabigatran is sensitive to moisture and is good for only 30 days after the bottle is opened. Capsules
should be kept in the original bottle and tightly capped.
PharmacistsLetter.com
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Taking Statins with Elevated Liver Enzymes

he question often comes up about whether it's okay for patients with elevated liver enzymes to take a statin.
Up to 10% of people starting a statin get a rise in liver enzymes. But only about 1% of patients have an increase
above 3 times the normal limit and most increases are transient. It's a medical myth that statins cause liver injury
or that they can't be used in patients with chronic liver disease. In fact, statins may lower liver enzymes in
patients with elevations due to nonalcoholic fatty liver disease or hepatitis C. The theory is that statins may
decrease liver inflammation or improve insulin sensitivity by reducing fat in the liver. Statins are fine for a patient
with elevated liver enzymes due to chronic, stable liver disease, especially nonalcoholic fatty liver disease. But
not for patients with unexplained high liver enzymes until the cause can be evaluated. Avoid statins in patients
with acute liver failure or decompensated cirrhosis. No statin is more or less likely to cause liver enzyme
increases. There's no proof that routine monitoring is necessary. But until statin labeling changes, it's suggested
to monitor liver enzymes before starting statins and then periodically. It's suggested to repeat the test if liver
enzymes increase more than 3 times the upper limit of normal. If it persists, the cause should be checked and
possibly decrease the dose or stop the statin. If there’s symptoms of liver injury such as jaundice or unexplained
nausea or abdominal pain, they should call their prescriber.
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Switching Analgesics

M

any patients will need to switch to a different analgesic now that propoxyphene (Darvon, etc) is off the market
due to safety concerns. Many experts say it's about time. Propoxyphene can increase the risk of arrhythmias, even
at usual doses and in patients without cardiac problems. It's not a very good analgesic...propoxyphene plus
acetaminophen usually doesn't work any better than acetaminophen alone. Patients should stop or transition to a
different analgesic. It's recommended to switch to acetaminophen or an NSAID first when appropriate. If an opioid
is needed, acetaminophen with hydrocodone or codeine is suggested instead. About 10% of patients don't
metabolize codeine to its active form and need a different opioid. Tramadol is suggested (Ultram, etc) if needed for
acute pain but it's usually less effective than hydrocodone. Don't stop propoxyphene abruptly if its been taken
regularly for several weeks or more unless switching to a different opioid. Instead, taper the dose to avoid withdrawal
symptoms. For example, cut the dose in half each week or decrease it by 25% every few days.
PharmacistsLetter.com

NSAIDs and Taking Low-Dose Aspirin

N

SAIDs can be a challenge in patients taking low-dose aspirin. Adding an NSAID increases GI risk and can
increase cardiac risk. NSAIDs with COX-1 activity (naproxen, ibuprofen, etc) seem to have a lower cardiovascular
risk than those with more COX-2 activity (celecoxib, diclofenac, etc). But COX-1 NSAIDs can interfere with aspirin's
antiplatelet effects if they bind to platelets first. Aspirin irreversibly inhibits platelets so its effects are more consistent
and longer-lasting Other analgesics are recommended first for pain in aspirin users. If an NSAID is needed, lean
towards naproxen as it seems to have the lowest cardiovascular risk. Use the lowest effective dose for the shortest
time possible. Occasional use of ibuprofen is okay too. Take plain aspirin about one hour before naproxen or
ibuprofen to give aspirin time to bind to platelets first. Using enteric-coated aspirin with naproxen or ibuprofen is
discouraged. Separating the doses may not help avoid the interaction. A PPI is recommended if GI bleeding is a
concern.
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C

Common Sense Approach on taking PPIs and Clopidogrel

ardiology and GI experts now recommend a common sense approach about how to use PPIs in patients taking
clopidogrel (Plavix). Some PPIs can reduce clopidogrel's antiplatelet activity but whether this is clinically significant
is controversial. Some observational trials suggest that patients taking a PPI with clopidogrel have a higher risk of
heart attacks and death. But a randomized trial suggests that adding omeprazole to clopidogrel doesn’t increase
cardiac risk and decreases GI bleeding. Saving PPIs for clopidogrel patients with a HIGH bleeding risk such as
those with a prior GI bleed is recommended. Or for patients with MULTIPLE risk factors such as older age...H.
pylori infection...or concomitant aspirin, other NSAIDs, steroids, or warfarin. There are still questions about which
PPI to use. FDA recommends not using omeprazole with clopidogrel but the evidence for an interaction is weak and
the other PPIs cost more. If possible, use a PPI that is less likely to decrease clopidogrel activity, such as
pantoprazole...instead of omeprazole. Don't count on separating clopidogrel and PPI doses to avoid the interaction.
Omeprazole can reduce the antiplatelet activity of clopidogrel even when doses are given 12 hours apart. An
H2-blocker (famotidine, etc) is also an option but these are less effective than PPIs at preventing GI bleeding.
Cimetidine should be avoided since it can also inhibit CYP2C19.
PharmacistsLetter.com

Reformulated Oxycontin

M

ore patients are asking for OxyContin "OC" instead of "OP." They claim the new "OP" tablets don't work as well
as, or cause more side effects than, the original "OC" tablets. The new tablets are bioequivalent to the original
tablets but there are slight differences. The new tabs take slightly longer to reach peak levels, which could be
perceived as being less effective. They also have a slightly higher peak, which might lead to more side effects. But
the real "problem" for some people is that the new tabs are harder to abuse and worth less on the street. The original
OxyContin, or "hillbilly heroin," goes for about $80 per 80 mg tab on the street. The new "OP" tabs are hard to crush
or chew to release all the drug at once or get the powder to snort. And people who try to dissolve the new tablets
in water or alcohol just get a gummy gel that can't be drawn up in a syringe. If the new OxyContin tabs truly aren't
working well, titrate the dose or switching to another long-acting opioid. The original OxyContin and its generics will
soon be gone. And new generics won't be back until at least 2013 or later. The new OxyContin tabs won't curb all
abuse. Patients can still take large amounts orally and some folks are already trying to figure out how to get
oxycodone out of the new tabs.
PharmacistsLetter.com
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T

he Food and Drug Administration approved ProStrakan Group Plc's Abstral, a fast-dissolving tablet
formulation of fentanyl that is administered sublingually, for the treatment of breakthrough cancer pain in
opioid-tolerant adult patients. Abstral will only be available through a risk evaluation and mitigation strategy
(REMS) program, which is intended to mitigate the risk of misuse, abuse, addiction, overdose and serious
complications resulting from medication errors. It is the first product to be approved with the FDA-mandated class
REMS for transmucosal immediate-release fentanyl products. The FDA requires that all immediate-release fentanyl
products be available within a single REMS system this year. "When fully implemented, [the] FDA expects that
prescribers, pharmacies and distributors of all immediate-release transmucosal fentanyl products will be able to use
standardized materials and a single, shared system to implement the REMS," said Dr. John Jenkins, director of the
FDA's Office of New Drugs in the Center for Drug Evaluation and Research. As part of the Abstral approval,
ProStrakan has agreed to conduct a post-approval study of the drug in children. ProStrakan expects to launch
Abstral in the first quarter. The company said Abstral will be the only fast-acting sublingual tablet for breakthrough
cancer pain on the U.S. market.
Source: FDA.gov
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he U.S. Food and Drug Administration today approved Provenge (sipuleucel-T), a new therapy for certain men
with advanced prostate cancer that uses their own immune system to fight the disease. Provenge is indicated for
the treatment of asymptomatic or minimally symptomatic prostate cancer that has spread to other parts of the body
and is resistant to standard hormone treatment. Prostate cancer is the second most common type of cancer among
men in the United States, behind skin cancer, and usually occurs in older men. In 2009, an estimated 192,000 new
cases of prostate cancer were diagnosed and about 27,000 men died from the disease, according to the National
Cancer Institute. “The availability of Provenge provides a new treatment option for men with advanced prostate
cancer, who currently have limited effective therapies available,” said Karen Midthun, M.D., acting director of the
FDA’s Center for Biologics Evaluation and Research. Provenge is an autologous cellular immunotherapy, designed
to stimulate a patient’s own immune system to respond against the cancer. Each dose of Provenge is manufactured
by obtaining a patient’s immune cells from the blood, using a machine in a process known as leukapheresis. To
enhance their response against the cancer, the immune cells are then exposed to a protein that is found in most
prostate cancers, linked to an immune stimulating substance. After this process, the patient’s own cells are returned
to the patient to treat the prostate cancer. Provenge is administered intravenously in a three-dose schedule given at
about two-week intervals. The effectiveness of Provenge was studied in 512 patients with metastatic hormone
treatment refractory prostate cancer in a randomized, double-blind, placebo-controlled, multicenter trial, which
showed an increase in overall survival of 4.1 months. The median survival for patients receiving Provenge treatments
was 25.8 months, as compared to 21.7 months for those who did not receive the treatment. Almost all of the patients
who received Provenge had some type of adverse reaction. Common adverse reactions reported included chills,
fatigue, fever, back pain, nausea, joint ache and headache. The majority of adverse reactions were mild or moderate
in severity. Serious adverse reactions, reported in approximately one quarter of the patients receiving Provenge,
included some acute infusion reactions and stroke. Cerebrovascular events, including hemorrhagic and ischemic
strokes, were observed in 3.5 percent of patients in the Provenge group compared with 2.6 percent of patients in the
control group.
Source: FDA.gov
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Rumor vs. Truth

UMOR: Pomegranate juice is proven to fight cardiovascular disease, prostate cancer, and erectile
dysfunction.
RUTH: One manufacturer, POM Wonderful, claims pomegranate juice and capsules are proven to
fight cardiovascular disease, prostate cancer, and erectile dysfunction. But these claims are currently under
government scrutiny and there's concern that they are over-hyped and represent misbranding. And this brings up
big legal issues. Supplements and foods cannot make claims about treating specific diseases; only drugs can make
such claims. Plus available pomegranate studies are far too preliminary and conflicting. The Federal Trade
Commission issued a complaint against POM Wonderful for deceptive advertising and FDA issued a warning letter
about misbranding and marketing of an unapproved drug. Pomegranate juice has high levels of antioxidants and
may help heart disease and prostate cancer but more studies are needed. Pomegranate juice inhibits CYP2D6 and
2C9 in animal models and in vitro and might increase levels of some benzodiazepines, statins, sulfonylureas,
warfarin, etc. Pomegranate juice in moderation is fine but not to rely on it to treat or prevent diseases and it could
interact with some Rx meds.
Source: PharmacistsLetter.com
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or years, many people have suspected that stress and obesity are linked — and now scientific
research has found evidence to support this connection. Specific biochemical reactions appear to
help explain this link and, as doctors better understand these reasons, they may be better able to
address the obesity epidemic facing the United States.
The most insidious aspect of the link between stress and obesity is that it tends to be selfreinforcing, notes Bonnie Taub-Dix, RD, of New York City, a weight-loss expert and spokeswoman for the
American Dietetic Association. "Very often, when people are stressed they may eat inappropriately," Taub-Dix
says. "If that causes them to gain weight, that can cause even more stress. You wind up causing exactly what
you're trying to alleviate."
Ever notice that when you're really stressed, you tend to crave comfort foods that are high in fat or sugar?
Researchers have found that specific hormones may play a role in this process.
· Serotonin. When we reach for fattening comfort foods during stressful times, it may be an attempt to
self-medicate. "When you eat carbohydrates, it raises the body's serotonin level," Taub-Dix says. “Serotonin is
the body's feel-good chemical. It makes you feel [better]." Not surprisingly, people under stress don't tend to
make smart food choices. "Very often the carbohydrates that people go for are laden with fat, like muffins,
pastries, doughnuts, and cookies," Taub-Dix observes. "It's not like they're going for whole-wheat pasta."
· Cortisol. Researchers have also discovered that chronic stress can cause the body to release excess
cortisol, a hormone critical in managing fat storage and energy use in the human body. Cortisol is known to
increase appetite and may encourage cravings for sugary or fatty foods.
· Neuropeptide Y. More recent studies also suggest that our bodies may process food differently when
we're under stress. One study found that lab mice fed a diet high in fat and sugar gained significant amounts of
body fat when placed under stressful conditions. Mice fed a normal diet, however, didn't gain as much weight
despite stress. Researchers linked that phenomenon to a molecule called neuropeptide Y that is released from
nerve cells during stress and encourages fat accumulation. A diet high in fat and sugar appears to further
promote the release of neuropeptide Y.
Stress and Obesity: Break the Cycle
So if we're wired to seek out unhealthy foods when we are under stress, how do we avoid gaining weight
when times get tough?
· Don't allow yourself to become too hungry. "When you get hungry and you go too long without eating,
you get a drop in your blood sugar. It's very hard to think rationally when your blood sugar levels are that low.
You'll eat anything," Taub-Dix explains. To avoid this scenario, be sure you're not skipping meals, she advises.
· Keep portion size in mind. "When people are stressed out, there's a tendency not to think about what
they're eating and how much they're eating," observes Taub-Dix. Smaller portions can help keep your total
calorie intake under control.
· Eat healthy snacks. Taub-Dix recommends snacks that combine protein and carbohydrates. The body
digests them more slowly, allowing you to feel fuller longer. "An example might be almond butter and wholegrain crackers, or cheese and a piece of whole-grain bread," she says. Avoid snacks high in fat and sugar.
· Think about what you're eating. "When people are really stressed, they think that paying attention to
their diet will cause more stress," Taub-Dix notes. "Actually, it's just the opposite. Don't forget that food is fuel
for your body and your brain. When you eat properly, you're fueling your body to fight stress."
· Deal with your stress. This may be easier said than done, but finding ways to manage your stress is
essential to your overall health. Try yoga, tai chi, or meditation. Exercise regularly. Spend time with friends. Seek
counseling. Reduce the number of stressors in your life.
If you find yourself reaching for high-fat, sugary snacks when
you're feeling stressed, know that you're not alone.
Fortunately though, you can break this cycle. Find ways to
minimize stress in your life and focus on making better food
choices. Stress may be a part of life, but it doesn't have to lead
to weight gain.
Source: Dennis Thompson, Jr.; EverydayHealth.com
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