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Combination Lipid-Lowering Therapy No Better than
High-Dose Statins

I

n a systematic review of 102 trials, researchers found limited evidence suggesting that
combination lipid-lowering therapy is no better than high-dose statin monotherapy in
· Stopping PPIs
improving clinical outcomes in high-risk patients. However, data do suggest that
· NutritionUpdate
high-risk patients receiving combination therapy with a statin and ezetimibe (ZetiaMerck, Schering-Plough) are more likely to attain low-density lipoprotein (LDL) goals
compared with patients receiving high-dose statin monotherapy. A systematic review of 102 clinical trials,
including 98 randomized controlled trials and 4 nonrandomized studies, comparing use of a statin plus another
lipid-modifying agent with statin monotherapy was published online by the Annals of Internal Medicine. The
combination regimens included a statin plus bile-acid sequestrants, fibrates, ezetimibe, niacin, or omega-3 fatty
acids. The investigators compared efficacy outcomes (mortality rates, vascular events, and lipid levels), serious
adverse events, and cancer incidence among trials that were at least 24 weeks in duration. The primary
analysis focused on high-risk patients who required intensive lipid-lowering therapy. High-risk patients were
defined as those with a a 10-year coronary heart disease risk greater than 20%, mean baseline LDL of a least
190 mg/dL, or both.
·

Pain Management

The investigators noted that the overall quality of the evidence is weak, with many studies having a short
duration and only evaluating surrogate outcomes. Only three trials assessed the effects of combination therapy
(two statin-ezetimibe and one statin-fibrate trial) versus high-dose statin monotherapy on mortality in high-risk
patients; no statistically significant difference was noted between the groups (odds ration 0.61 [95% CI
0.22-1.71]). No significant difference in mortality was noted in lower risk patients. No studies compared the
effects of combination therapy with high-dose statin monotherapy on outcomes such as myocardial infarction,
stroke, transient ischemic attacks, or revascularization procedures, so analyses on these outcomes could not
be performed. An analysis of two trials that compared statin - ezetimibe therapy to high-dose statin
monotherapy showed that high-risk patients who received combination therapy were more likely to meet their
LDL goal. The investigators commented that an analysis of the overall evidence suggests that a great reduction
in LDL is seen in combination therapy compared with high-dose statin monotherapy in high-risk patients. No
statistical differences were noted for serious adverse events or the incidence of cancer.
The investigators repeatedly pointed out that the strength of their evidence was very low or limited; therefore,
the results of this analysis must be interpreted cautiously. Two major trials are currently evaluating the effects
of combination therapy versus statin monotherapy on clinical endpoints. AIM-HIGH (Atherothrombosis
Intervention in Metabolic Syndrome with Low HDL [High-Density Lipoprotein]/High Triglycerides and Impact on
Global Health Outcomes) is designed to test whether the combination of simvastatin plus extended release
niacin is superior to simvastatin alone for delaying the time to a first major cardiovascular disease outcome over
a 4-year median follow-up period. IMPROVE-IT (Improved Reduction of Outcomes: Vytorin Efficacy
International Trial) is designed to evaluate the effects of combination therapy with simvastatin plus ezetimibe
compared with simvastatin monotherapy on the occurrence of the composite endpoint of cardiovascular death,
major coronary event, and stroke over a minimum follow-up period of 2.5 years. The results of these two major
outcome trials should help shed some light on combination therapy versus monotherapy.
Continued on Page 4
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Fatty Acids Raise Colon Ulcer Risk

P

eople who eat lots of red meat, cook with certain types of oil, and use some kinds of polyunsaturated fatty
acid (PUFA)-heavy margarines, may be increasing their risk of a painful inflammatory bowel disease, a study in
more than 200,000 Europeans shows. These foods are high in linoleic acid and the study have found that people
who were the heaviest consumers of this omega-6 PUFA were more than twice as likely to develop ulcerative
colitis as those who consumed the least.
Dr. Andrew Hart of the University of East Anglia in Norwich, UK, and his colleagues also found that eating more
eicosapentaenoic acid, an omega-3 fatty acid found in fish and fish oils, was associated with a lower risk of the
disease.
While people need a certain amount of linoleic acid to survive, Hart noted in an interview with Reuters Health,
excess amounts are taken up into the lining of the colon, and if they're released, they can promote inflammation.
Omega-3 fatty acid, he added, does the opposite. "It basically dampens down inflammation," he explained.
To investigate the role of fatty acids and ulcerative colitis, a life-long disease characterized by inflammation of
the lining of the large intestine, Hart and his colleagues looked at data from the European Prospective
Investigation into Cancer and Nutrition (EPIC) trial, which includes over half a million people from 10 European
countries. Their analysis included 203,193 men and women 30 to 74 years old. During follow-up, which ranged
from about 2 to 11 years, 126 people developed ulcerative colitis. People in the top quartile of linoleic acid intake
(they were consuming around 13 to 38 grams a day) were 2.5 times more likely to have developed the disease
than people who consumed the least, about 2 to 8 grams daily.
There's currently no proven dietary treatment for ulcerative colitis, Hart noted, but the current findings raise the
possibility that eating a diet low in linoleic acid could be helpful. While a Western-style, red-meat-heavy diet is
high in this fatty acid and low in omega-3s, Hart noted, a more Mediterranean style eating pattern -- with plenty
of fruits and vegetables, fish, and nut oils -- would be low in linoleic acid and high in omega-3.
He estimated that if omega-3s do help prevent ulcerative colitis, eating a couple of servings of fish a week would
probably be protective.
SOURCE: Newsmax - Gut, December 2009.

Carbs Impact Breast Cancer Risk

T

he amount of carbohydrates a woman eats can affect the likelihood that she will develop breast cancer,
Swedish researchers report. Another factor is the overall "glycemic load" of her diet, a concept based on the fact
that different carbohydrates have different effects on blood sugar. For example, white bread and potatoes have
a high glycemic index, which means they tend to cause a rapid surge in blood sugar. Other carbs, such as
high-fiber cereals or beans, create a more gradual change, giving them a low glycemic index.
Dr. Susanna C. Larsson of the Karolinska Institute in Stockholm and colleagues analyzed data on 61,433 women
who completed "food frequency" questionnaires in the late 1980s. Over the course of 17 years, 2,952 women
developed breast cancer and women with higher glycemic load diets were more prone to do so, the researchers
reported. In addition, carbohydrate intake, glycemic index, and glycemic load were all positively associated with
risk of a certain type of breast tumor: namely, estrogen receptor (ER)-positive/progesterone receptor (PR)negative breast cancer.
Women with the highest "glycemic index diet" had a 44 percent increased risk of developing ER+/PR- breast
cancer, compared with women with the lowest glycemic index diet. Women in the highest category of "glycemic
load" had an 81 percent increased risk of ER+/PR- tumors, and those with the highest carbohydrate intake had a
34 percent increased risk, compared with those in the lowest groups.
The investigators speculate that high-glycemic load diets may boost breast cancer risk by increasing
concentrations of insulin and sex hormones in the body, which may contribute to the development and spread of
breast cancer cells. The findings support the benefits on breast health of a diet high in healthy "low glycemic
index" foods.
SOURCE: International Journal of Cancer
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MedicationUpdate

Y

ou'll hear more controversy about ezetimibe (Vytorin, Zetia). The latest data suggest that
ezetimibe (Zetia) doesn't reduce atherosclerosis as well as niacin...when added to a statin. This
has experts scratching their heads. Ezetimibe lowers LDL better than niacin...and the current
thinking is "lower is better." But niacin also increases HDL...and ezetimibe doesn't. Researchers
are trying to determine if the benefit seen with niacin is due to its ability to increase HDL or to other
factors. Keep in mind that niacin's apparent benefit in the most recent data is just an intermediate
end point, arterial plaque...and not improvement in overall outcomes. For now, it's recommended
to continue statins first to reduce cardiovascular risk. Add other agents only if patients don't reach lipid goals...or
can't tolerate high-dose statins. When a second drug is needed, lean towards niacin...especially for patients with
low HDL. One drawback is that niacin can take 8 weeks or longer to titrate.

N

ovartis will promote Valturna, a new combination of Diovan (valsartan) and Tekturna (aliskiren) for
hypertension. Valturna will be promoted for patients who need more than one drug to control their BP...but this
combo is usually not the best choice. Both Diovan and Tekturna inhibit the renin-angiotensin system. You don't
get much additional blood pressure lowering when you combine them...or when combining an ARB with an ACE
inhibitor. Plus these combos can increase the risk of hyperkalemia and renal dysfunction...with no evidence of
better cardiovascular outcomes. In fact, Canadian hypertension guidelines specifically say NOT to combine an
ACE inhibitor and ARB for uncomplicated hypertension. Continue using ACE inhibitors first...ARBs for patients
who don't tolerate ACE inhibitors...and drugs with completely different actions for combination therapy.
Source: Pharmacistsletter.com

Pain Management

N

ew "guidelines" for treating pain due to diabetic peripheral neuropathy are getting lots of
press. Clinicians usually expect guidelines to come from long-established professional or
governmental organizations. These latest recommendations are from a relatively new group
called the American Society of Pain Educators.

This group has been around just a few years...some of their work is funded by an industry grant...their guidelines
are published in journal supplements that are sponsored by Lilly...and they recommend Lilly's Cymbalta as one
of the first-line drugs. Additional first-line drugs in these recommendations are Lyrica...OxyContin... and tricyclic
antidepressants. These choices are based solely on the number of placebo-controlled trials...and NOT on when
each drug is appropriate. Most pain specialists would recommend these treatments in a different order.
Low-dose tricyclics are usually first, as they have the most evidence of benefit. Watch for anticholinergic effects,
especially in the elderly.
Duloxetine (Cymbalta) is FDA-approved for diabetic peripheral neuropathy pain. Recommended as an option for
patients who can't tolerate tricyclics...or for those who also have depression...causes a lot of nausea.
Venlafaxine (Effexor) is also used...but the data aren't as strong as for duloxetine.
Pregabalin (Lyrica) is also approved for diabetic peripheral neuropathy pain.
Gabapentin seems to work as well as tricyclics for diabetic peripheral neuropathy...and usually costs less than
pregabalin. Start with low doses to reduce CNS effects and titrate to at least 1600 mg/day of gabapentin or 300
mg/day of pregabalin for pain relief.
Opioids are for those who fail or can't tolerate other therapies.
It's important not to smoke and to check feet daily. Controlling blood glucose may help prevent neuropathy and
reduce its severity.
Source: Pharmacistsletter.com
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Statins continued from Page 1

Recent review suggests that monotherapy with a high-dose statin appears to be just as effective and safe as
combination lipid-lowering therapy. Patients should be counseled on the benefits of a low-fat, low-cholesterol
diet and lifestyle modifications such as daily physical activity, moderate consumption of alcohol, and smoking
cessation.
Source: APhA Drug Info Line

Concern about Stopping PPIs

T

here's renewed concern about rebound acid-related symptoms after stopping proton pump inhibitors (PPIs).
Patients who use a PPI for only 2 months and stop it can get hyperacidity symptoms...dyspepsia, heartburn, etc.
This is usually attributed to a relapse of the disorder but it can even happen in patients who didn't have symptoms
to start with. New research shows that PPIs can cause acid rebound even in healthy patients who take a PPI and
then stop it abruptly. This could be one reason why people find it hard to stop a PPI. Several strategies can help
patients who may not need their PPI anymore but are having trouble stopping. Taper the PPI over 4 to 6 weeks
by lowering the dose, then extend the interval to every other day, every third day, etc. Take H2-blockers or antacids
if needed on "off" days or switch directly to an H2-blocker with PRN antacids. Keep in mind that H2-blockers may
also cause acid rebound, just not as severe or for as long as PPIs. Taper the H2-blocker over a few weeks if
needed. Use an antacid PRN during the taper if needed to avoid relapsing back on to the acid blocker
Source: Pharmacistsletter.com

NutritionUpdate

A

ccording to a study recently reported in Annals in Internal Medicine, overweight patients
with newly diagnosed type 2 diabetes who adhere to low-carbohydrate, Mediterranean-style
diets are less likely to require antihyperglycemic drug therapies compared with those who adopt
low-fat diets.
This single-center, randomized, unblinded trial took place in a teaching hospital in Naples, Italy.
A total of 215 overweight patients with newly diagnosed type 2 diabetes and glycosylated hemoglobin (A1C)
levels lower than 11% who had not received any treatment were enrolled in the study. Patients were assigned to
either a Mediterranean-style diet (n = 108) in which fewer than 50% of calories were derived from carbohydrates
or to low-fat diets (n = 107) in which fewer than 30% of calories were derived from fat. The two groups were
followed for 4 years; primary outcome measure was time to introduction of antihyperglycemic drug therapy.
Antihyperglycemic drug therapy was started if follow-up A1C levels were greater than 7%. Secondary endpoints
included changes in weight, glycemic control, coronary risk factors, and medications; and meeting American
Diabetes Association coronary risk factor goals. At the end of the study, 44% of patients who consumed
Mediterranean-style diets required antihyperglycemic drug therapy compared with 70% of patients who adhered
to low-fat diets. Likewise, weight loss was greater in patients following the Mediterranean-style diets, and this
group also had greater improvements in certain measures of glycemic control and coronary risk factors.
Mediterranean-style diets include a higher proportion of fruits, vegetables, bread and other cereals, potatoes,
beans, nuts, and seeds than standard U.S. diets. Olive oil is an important monounsaturated fat source in
Mediterranean-style diets. In addition, dairy products, fish, and poultry are consumed in low to moderate amounts;
red meat is rarely consumed; eggs are consumed as often as four times a week; and wine is consumed in low to
moderate amounts. Mediteranean-style diets follow some but not all American Heart Association dietary
recommendations. According to AHA, Mediterranean-style diets contain a relatively high percentage of calories
from fat. AHA does not at this time endorse Mediterranean-style diets; the association has recommended further
studies to determine whether diet or other lifestyle factors are responsible for the benefits found in this
study. Mediterranean-style diets may be useful instead of or
in addition to low-fat diets and medication in patients with
type 2 diabetes. Diabetes is a progressive disease and most
patients will ultimately require pharmacotherapy regardless
of dietary choices. Patients should be urged to continue
heart-healthy diets despite the eventual need for drug
therapy.
Source: APhA Drug Info Line
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