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FDA Restricts Use of Simvastatin 80 mg

NutritionUpdate.........4

T

he Food and Drug Administration is recommending that physicians restrict prescribing high-dose
simvastatin (Zocor, Merck) to patients, given an increased risk of muscle damage. The new FDA drug safety
communication, states that physicians should limit using the 80-mg dose unless the patient has already been
taking the drug for 12 months and there is no evidence of myopathy. "Simvastatin 80 mg should not be
started in new patients, including patients already taking lower doses of the drug," the agency states.
In addition, the FDA is requesting that additional changes be made to the drug's label. The label will be
changed to include the new dosing recommendations, as well as warnings not to use the drug with various
medications, including itraconazole (Sporanox, Jannsen Pharmaceutica), ketoconazole (Nizoral by OrthoMcNeil Pharmaceutical), posaconazole (Noxafil, Merck), erythromycin, clarithromycin, telithromycin (Ketek,
Sanofi-Aventis), HIV protease inhibitors, nefazodone, gemfibrozil, cyclosporine, and danazol. In addition, the
10-mg dose should not be exceeded in patients taking amiodarone, verapamil, and diltiazem, and the 20-mg
dose should not be exceeded with amlodipine (Norvasc, Pfizer) and ranolazine (Ranexa, Gilead).
The changes to the label are based on the Study of the Effectiveness of Additional Reductions in Cholesterol
and Homocysteine (SEARCH), a study reported by heartwire . In that trial, 52 patients taking the 80-mg dose
developed myopathy compared with one patient treated with the 20-mg dose. In addition, 22 patients treated
with the high dose of simvastatin developed rhabdomyolysis compared with none treated with the 20-mg dose.
The FDA notes that the risks of myopathy and rhabdomyolysis were highest in the first year and that older
age and female sex increased the risks. Dr Steven Nissen (Cleveland Clinic, OH), who wrote an editorial
accompanying the 2004 publication of the A to Z trial, a study that tested high-dose simvastatin in acute
coronary syndrome patients, who was critical of the high rate of myopathy in that study, called the FDA
decision "appropriate" but said it comes late. "Most knowledgeable lipid experts stopped administering the
80-mg dosage of simvastatin years ago," he said in an email to heartwire . "Unfortunately, once again the
FDA has been too slow to react to a serious drug safety problem. We currently have more than two million
Americans taking an unsafe dosage of simvastatin when there are safer alternatives. I'm glad the FDA acted
but wish they hadn't taken so long."
Source: Michael O'Riordan; Medscape.com

New Dosing Guidelines for Erythropoiesis-Stimulating Agents

T

he US Food and Drug Administration (FDA) today urged more conservative dosing guidelines for
erythropoiesis-stimulating agents (ESAs) when used to treat anemia in patients with chronic kidney disease
(CKD).
The recommendations are in response to clinical trials showing an increased risk for cardiovascular events,
such as heart attack, stroke, thrombosis, and death, when ESAs are dosed to achieve a normal or nearly
normal blood hemoglobin level, Robert C. Kane, MD, acting deputy director for safety, Division of Hematology
Products, Center for Drug Evaluation and Research, said during a telephone news conference. The new
guidelines are being added to the boxed warning and other sections of the package insert. In addition, ESAs
have not been shown to improve quality of life, fatigue, or patient well-being, the FDA said in a news release.
Continued on Page 2
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ESAs are synthetic versions of a human protein known as erythropoietin, which stimulates primitive cells in
the bone marrow to produce red blood cells and decreases the need for blood transfusion, according to the
FDA. ESAs are approved to treat some forms of anemia resulting from CKD, chemotherapy, and certain other
conditions. Drugs in the ESA class are epoetin alfa, marketed as Epogen and Procrit, and darbepoetin alfa,
marketed as Aranesp. More than 20 million people aged 20 years or older in the United States have CKD,
according to the Centers for Disease Control and Prevention. "Health care practitioners should carefully
consider when to begin treatment with an ESA and actively monitor dosing in patients with [CKD], keeping in
mind the increased risk for serious cardiovascular events, and should talk to their patients about these
potential risks," John Jenkins, MD, director of the Office of New Drugs, said in the release. "The goal is to
individualize therapy and use the lowest ESA dose possible to reduce the need for red blood cell transfusions."
Product labels for ESAs have recommended dosing to achieve and maintain hemoglobin levels within the
range of 10 to 12 g/dL in patients with CKD. The new package insert removes this previous concept of a
"target hemoglobin range." The revised package insert for ESA products now recommends that physicians
and their patients with CKD should weigh the possible benefits of using ESAs to decrease the need for red
blood cell transfusions against the increased risks for serious adverse cardiovascular events."Serious risks
have been demonstrated when the hemoglobin level is higher than 11 [g/dL]," said Dr. Kane. "The intention
of the labeling change is to encourage flexibility in individual dosing for each patient's needs. Evidence shows
some reduction in the amount of transfusions with ESAs, but they do not appear to prevent it. Each physician,
after observing his patient over a period of time, has to individualize that decision."
For patients with anemia of CKD who are not on dialysis, the FDA recommends that physicians consider
starting ESA treatment only when the hemoglobin level is less than 10 g/dL and when certain other
considerations apply. If the hemoglobin level exceeds 10 g/dL, physicians should reduce or interrupt the dose
of ESA. For patients who are on dialysis, the FDA recommends that physicians initiate ESA treatment when
the hemoglobin level is less than 10 g/dL, and reduce or interrupt the dose if the hemoglobin level approaches
or exceeds 11 g/dL.. The new recommendations are based on data from clinical trials including TREAT (Trial
to Reduce Cardiovascular Events with Aranesp Therapy), which showed that using ESAs to target a
hemoglobin level of greater than 11 g/dL increased the risk for serious adverse cardiovascular events, such
as heart attack and stroke, and provided no additional benefit to patients.
The FDA will continue to evaluate the safety of ESAs and is requiring the manufacturer to conduct additional
trials. The FDA is also approving modifications to the existing risk evaluation and mitigation strategy for ESAs.
Source: Mark Crane; Medscape.com

Stop Taking Niacin for Dyslipidemia?

L

ots of patients are asking if they should stop
taking niacin (Niaspan, etc) for dyslipidemia. It's all
due to the new study showing that adding niacin to a
statin does NOT improve cardiovascular outcomes
and might increase strokes. This is a surprise. Niacin
is often added to a statin to raise HDL and further
lower LDL and triglycerides. But now it seems that
adding niacin doesn't improve outcomes in patients
with heart disease and an LDL already treated to 70
mg/dL. Some experts say this study shows that LDL
trumps HDL. Others say this is further evidence of
the possible benefit of statins' non-lipid-lowering
effects. But...and it's a big but...this doesn't tell us
whether niacin is beneficial for the many patients
who are not at their LDL goal. Stay with the current
guidelines and focus on lowering LDL.

A healthy diet and regular physical activity is
emphasized. Maximize statins as they have the best
evidence for reducing mortality and cardiac risk. Avoid
simvastatin 80 mg/day because myopathy risk is too
high. If simvastatin (Zocor, etc) 40 mg isn't enough, it's
suggest to try atorvastatin (Lipitor) 40 mg or
rosuvastatin (Crestor) 10 to 20 mg. If the LDL goal is
not reached on a statin alone, focus on the pros and
cons of adding niacin, ezetimibe (Zetia), or a bile acid
sequestrant. That combo therapy lowers LDL more.
But the cons are the extra cost...potential adverse
effects...and lack of good evidence that the combos
improve outcomes. Don't jump to conclusions about
niacin and strokes. Niacin has been around a long
time...and has never been linked to strokes.
Source: PharmacistLetter.com
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UPDATE

T

he tetanus toxoid/reduced diphtheria toxoid/acellular pertussis single-dose booster
vaccine (Tdap; Boostrix, GlaxoSmithKline Biologicals) received approval today from
the US Food and Drug Administration (FDA) for adults aged 65 years and older. The
vaccine is already licensed for individuals aged 10 to 64 years. Given as a single-dose booster shot, the vaccine
is the first approved to prevent all 3 diseases in seniors. Before today's decision, only vaccines for preventing
tetanus and diphtheria were approved in this age group.
Adding a pertussis vaccine to the mix meets a public health need, according to Karen Midthun, MD, director of
the FDA's Center for Biologics Evaluation and Research. "Pertussis is a highly contagious disease, and
outbreaks have occurred among the elderly in nursing homes and hospitals," said Dr. Midthun in a press release.
The vaccine's safety and effectiveness were demonstrated in a study of roughly 1300 individuals aged 65 and
older, according to the FDA. Antibody responses among the participants resembled those in infants who had
received a closely related pertussis vaccine. Likewise, antibody responses to the tetanus and diphtheria
components matched up with those to a licensed tetanus and diphtheria vaccine.
Headache, fatigue, and pain at the injection site were the most common adverse reactions reported by seniors
receiving the vaccine.
Source: Robert Lowes; Medscape.com

T

he Food and Drug Administration is recommending that physicians restrict prescribing high-dose simvastatin
(Zocor, Merck) to patients, given an increased risk of muscle damage [1]. The new FDA drug safety
communication, issued today, states that physicians should limit using the 80-mg dose unless the patient has
already been taking the drug for 12 months and there is no evidence of myopathy. "Simvastatin 80 mg should
not be started in new patients, including patients already taking lower doses of the drug," the agency states.
In addition, the FDA is requesting that additional changes be made to the drug's label. The label will be changed
to include the new dosing recommendations, as well as warnings not to use the drug with various medications,
including itraconazole (Sporanox, Jannsen Pharmaceutica), ketoconazole (Nizoral by Ortho-McNeil
Pharmaceutical), posaconazole (Noxafil, Merck), erythromycin, clarithromycin, telithromycin (Ketek, SanofiAventis), HIV protease inhibitors, nefazodone, gemfibrozil, cyclosporine, and danazol. In addition, the 10-mg
dose should not be exceeded in patients taking amiodarone, verapamil, and diltiazem, and the 20-mg dose
should not be exceeded with amlodipine (Norvasc, Pfizer) and ranolazine (Ranexa, Gilead).
Source: FDA.gov

MANAGEMENT

T

he last decade brought advances in our understanding of chronic pain, but this has
not translated into better treatments yet, an analysis shows. It found that treatments for
chronic, non-cancer pain such as low back pain, arthritis, headache, and fibromyalgia
don't do enough to alleviate pain or restore functioning in the majority of people. And don't expect any one pill
to do the trick, says the report's author, Dennis C. Turk, PhD, an anesthesiologist and pain specialist at the
University of Washington in Seattle. "There is this expectation that you will wave a wand and there will be a new
pill or new surgery to alleviate your pain, and that is not likely to happen."
"Chronic pain is a complex problem, and the only way to treat it is with a combination of treatments because no
one treatment is sufficient," he says. Combination therapy may mean multiple medications or medications plus
lifestyle changes, psychological treatments, and/or rehabilitation and physical therapy.
Likening chronic pain to diabetes, Turk says "there are a lot of things to do in addition to medication, as in
diabetes, where you also watch your weight and test your urine and blood." It will involve a more holistic
approach, he says. "We have a tendency to try to diagnose people in silos and treat everyone with knee
osteoarthritis (OA) the same way," he says. But "we need to treat people as a whole and not just knees." Social,
emotional, and environmental factors all play a role in how we experience pain and painful conditions.
Source: WebMD.com
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ASCP Board Releases Antipsychotics Policy Statement

T

he American Society of Consultant Pharmacists (ASCP) Board of Directors has reaffirmed the Society’s
commitment to clinically sound medication use in seniors with the approval of its policy statement on use of
antipsychotic medications in nursing home residents. ASCP released the statement in response to a report by
the Office of Inspector General of the U.S. Department of Health and Human Services on the potential
inappropriate use of atypical antipsychotics in nursing home residents with dementia. The ASCP Board affirmed
the duty of consultant pharmacists to strive for the safe and effective use of atypical antipsychotics and other
medications by patients with behavioral and psychological symptoms of dementia (BPSD). ASCP supports the
use of non-pharmacologic interventions as initial therapy for patients with BPSD. When antipsychotic
medication is used, ASCP states that the use should be:
· clinically indicated,
· for a specific and documented therapeutic goal,
· limited to the duration needed and at the lowest effective dose, and
· monitored to evaluate the medication’s effectiveness and any adverse effects.
Source: ASCP.com

UPDATES

R

ed-meat eaters have a higher risk of chronic liver disease and some cancers of the
liver and esophagus, say two new studies. Researchers tracked more than 495,000 men
and women aged 50 to 71 in the NIH-AARP Diet and Health Study. After eight years, the risk of chronic liver
disease was roughly 2-1/2 times higher in those who reported eating about four ounces a day of red meat (beef
and pork) than in those who averaged only half an ounce a day. The risk of liver cancer (hepatocellular
carcinoma) was 74 percent higher in the four-ounces-a-day group.
In contrast, people who reported eating about three ounces a day of white meat (chicken, turkey and fish) had
roughly half the risk of chronic liver disease and liver cancer compared to those who averaged half an ounce a
day. Processed meats, the iron in meat, nitrites, and nitrates were also linked to a higher risk of chronic liver
disease, but not liver cancer. In another analysis of the NIH-AARP Study, people who reported consuming more
red meat had a 79 percent higher risk of one kind of esophageal cancer (squamous cell).
What to do: It's worth eating less red meat to lower your risk of heart disease and colon cancer. Fewer studies
have examined links with liver cancer because it's less common in the United States.
Excess alcohol consumption and chronic infection with hepatitis B or C virus increase the risk of liver cancer,
but the disease strikes many people who have none of those risk factors.

T

he omega-3 fats in fish may protect eyes from age-related macular degeneration (AMD), a leading cause of
blindness in older people. We use the macular (the center of the retina) to drive, recognize faces, read, and see
fine details.
Researchers tracked nearly 40,000 female health professionals (their average age was 55) for roughly 10 years.
Those who ate fish (mostly canned tuna and dark-meat fish like salmon and sardines) at least once a week had
about a 40 percent lower risk of AMD than those who ate fish less than once a month.
Women who consumed the most EPA and DHA, the two omega-3 fats in fish, also had a 40 percent lower risk
than those who consumed the least. There was no link between AMD and ALA (alpha-linolenic acide), the
omega-3 fat found in soy canola and flax oil.
What to do: There's no way to know if omega-3 fats can
prevent or slow AMD until 2013, when results are expected
from a large clinical trial (AREDS-2), which is testing daily
doses of DHA (350 mg) and EPA (650 mg). In the meantime,
it's worth shooting for at least two servings of fish a week to
lower the risk of heart disease.
Source: Nutrition Action Health Letter

