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he U.S. Food and Drug Administration (FDA) is reviewing new data from two studies that
provide further evidence of the risks of anemia drugs known as erythropoiesis-stimulating
agents, or ESAs. The studies show that patients with breast or advanced cervical cancers who
received ESAs to treat anemia caused by chemotherapy died sooner or had more rapid tumor
growth than similar patients who didn’t receive the anemia drug. These two studies were not
among the six studies that were described in revised labeling approved by FDA Nov. 8, 2007,
which strengthened warnings about ESAs in cancer patients. Taken together, all eight studies
show more rapid tumor growth or shortened survival when patients with breast, non-small cell
lung, head and neck, lymphoid or cervical cancers received ESAs compared to patients who
did not receive this treatment. In all of these recent studies, ESAs were administered in an
attempt to achieve a hemoglobin level of 12 grams per deciliter (g/dL) or greater, although
many patients did not reach that level. FDA plans to discuss this new data and revisit the risks
and benefits of using ESAs in patients with chemotherapy-induced anemia at a public advisory committee meeting in
the next few months. “This new information further underscores the safety concerns regarding the use of ESAs in
patients with cancer, which FDA addressed in previous communications,” said Janet Woodcock, M.D., FDA's deputy
commissioner for scientific and medical programs, chief medical officer, and acting director of the Center for Drug
Evaluation and Research. “FDA is reviewing these data and may take additional action. In the meantime, FDA
recommends that health care providers review the risks and benefits of ESAs outlined in the product label and discuss
this information with their patients.” ESAs are a bioengineered version of a natural protein made in the kidney that
stimulates the bone marrow to produce more red blood cells.
Physicians determine whether a patient is anemic and decide on ESA dosing by measuring how much of the protein
known as hemoglobin is present in a patient's red blood cells, typically expressed in grams per deciliter. FDAapproved uses of ESAs are for the treatment of anemia in patients with chronic kidney failure; for cancer patients
whose anemia is caused by chemotherapy; and for those infected with the human immunodeficiency virus (HIV) whose
anemia is caused by the HIV drug AZT (zidovudine). ESAs are also approved to reduce the number of transfusions
during and after major surgery. On Nov. 30, Amgen, manufacturer of the three ESAs -- Aranesp, Epogen, and Procrit
-- provided FDA with information from the 733-patient PREPARE study of women who received chemotherapy before
undergoing surgery for breast cancer. After three years, 14 percent of the patients who received Aranesp to treat their
anemia had died, compared to 9.8 percent who did not receive the drug. Tumor growth was also faster in patients
receiving Aranesp.
On Dec. 4, Amgen informed FDA of the results of a study by the National Cancer Institute’s Gynecologic Oncology
Group of patients receiving chemotherapy and radiation for advanced cervical cancer. The patients were administered
either Procrit to maintain hemoglobin levels above 12 g/dL or blood transfusions as needed. After three years, 66
percent of the patients who did not take Procrit were alive and free of cancer growth compared to 58 percent who had
received the drug. FDA approved revised boxed warnings and other safety-related product labeling changes for ESAs
in November and March 2007. Safety concerns regarding ESAs were discussed during advisory committee meetings
in 2004 and 2007 and labeling was revised in 1997, 2004 and 2005 to reflect new safety information. This
communication is in keeping with FDA's commitment to inform the public about its ongoing safety reviews. FDA is
committed to strengthening the science that supports medical product safety at every stage of the product life cycle
from pre-market testing and development through post-market surveillance and risk management.
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Anti-Inflammatory Drug May Prevent Type 2 Diabetes

R

esearchers at the Joslin Diabetes Center are reporting that an inexpensive anti-inflammatory drug similar to
aspirin, salsalate, may prevent type 2 diabetes by lowering blood glucose and reducing inflammation. The study,
which appears in the February issue of Diabetes Care, is a small, proof-of-principal clinical trial, but is promising
enough to spur three more trials to see if the drug, salsalate, can also treat diabetes by lowering blood glucose,
slow the progression of coronary artery disease in those with metabolic syndrome, and perhaps prevent diabetes
in those at high risk.
“This is exciting because salsalate has a good safety profile after many years of use, is inexpensive to make and
appears to have the potential to lower blood glucose,” said Allison B. Goldfine, M.D., lead researcher on the study,
Head of Clinical Research at Joslin and Assistant Professor at Harvard Medical School. “It may be useful in
preventing diabetes." While it has long been known that high doses of aspirin could reduce blood glucose levels,
the risk of stomach bleeding is too high to allow for this treatment to be used, she said. It has also been known for
several years that inflammatory markers and proteins are elevated in people with diabetes and that aspirin can
reduce inflammation, she noted. Animal studies had shown aspirin could be effective, but since it could not safely
be used in humans at high doses, the researchers thought about designing a new drug. Goldfine suggested trying
salsalate, a non-steroidal, anti-inflammatory medication that is similar to aspirin but does not cause bleeding in
patients at risk for diabetes. The inexpensive drug has been used for decades to treat arthritis. The double-masked,
placebo-controlled study of 20 obese young adults found that salsalate substantially reduced blood glucose levels
as well as inflammation, and, as a result, may cut their risk of developing type 2 diabetes.
“Our study was the first to look at the metabolic changes that occur when you give salsalate to obese people who
have not yet developed diabetes and we’re really encouraged by what we found,” she said. The study found that
those who took 4 grams of salsalate per day for one month reduced fasting glucose levels by 13 percent and levels
of C-reactive protein, a marker for inflammation, by 34 percent. Earlier studies have implicated inflammation in the
development of type 2 diabetes and heart disease.

Seasonal Allergy Relief Coming Soon

T

he results of a new Creighton University study may soon spell relief for some of the estimated 40 million
Americans who suffer from seasonal allergic rhinitis (SAR) caused by pollens such as grass and ragweed.
According to Creighton (Cray-ton) researchers, noninhaled, intranasal carbon dioxide (CO2) may offer a new,
effective and safe treatment for many SAR sufferers. The study will be reported in an upcoming issue of the Journal
of Allergy & Clinical Immunology. “These findings indicate that noninhaled, intranasal carbon dioxide is very
promising as a safe and effective treatment to provide rapid relief for seasonal allergic rhinitis. With the exception
of a burning/stinging sensation when the carbon dioxide is first administered, there appears to be no significant side
effects with this technique. “It could be a good alternative for people who don’t want to take intranasal steroids,”
said Thomas B. Casale, M.D., principal investigator and chief of Creighton School of Medicine’s Division of
Allergy/Immunology. Currently, there are no treatments available that provide truly rapid relief of SAR symptoms
and can be used safely long-term, he added. In the Creighton study, patients receiving CO2 reported a significant
and rapid improvement in congestion, sneezing and other nasal symptoms — within 10 minutes and lasting at least
24 hours — over those taking a placebo (plain air). The CO2 group also reported some, although not statistically
significant, improvement in non-nasal symptoms such as watery and itchy eyes. Within 30 minutes of treatment, 50
percent of those taking CO2 reported more than a 50 percent improvement in nasal symptoms, compared to 27.6
percent of the placebo group. The Creighton study involved 89 subjects, 18 to 75 years of age, who had at least a
two-year history of seasonal allergies requiring pharmacotherapy. Sixty received CO2 and 29 received plain air.
The patients took the gases intranasally twice — once for each nostril — within an interval of less than five minutes
for a total dose of about 1,200 milliliters. They avoided inhaling the gas by breathing through the mouth, allowing
the gas to flow in one nostril, pass through the nose and sinus cavities, and pass out the other nostril.
The use of intranasal noninhaled CO2 has already proven effective in treating migraines, although it is not yet
approved by the U.S. Food and Drug Administration for that use. Allergic rhinitis is triggered by some of the same
mechanisms as migraines. Casale noted that, despite currently available treatments, a significant proportion of
patients with allergic rhinitis continue to suffer symptoms that impair their quality of life and can lead to other
conditions such as asthma. The medical costs associated with SAR are estimated at $6 billion annually in the
United States alone, he said.
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MedicationUpdate

T

he American Heart Association now recommends STOPPING all NSAIDs except aspirin in heart
attack patients. Patients who take NSAIDs within a week before a heart attack seem to have a higher
risk of a recurrent heart attack or death. It is recommended that NSAIDs...except aspirin...during
hospitalization for heart attack or unstable angina should be discouraged. Morphine is recommended
for pain during hospitalization...and alternatives to NSAIDs after discharge should be encouraged. A
stepwise approach to pain management for patients with heart disease or those at high risk should be
used. First, it is recommended that acetaminophen….aspirin...tramadol...small doses of opioids...or
non-acetylated salicylates (salsalate, etc). If pain continues, try a nonselective NSAID. Naproxen
seems to be the least cardiovascular risky NSAID so far. When other options aren't effective try COX-2
selective NSAIDs (meloxicam, etodolac, celecoxib, etc). Use the lowest effective NSAID dose for the shortest possible
time. For cardioprotection daily aspirin is recommended.

Y

ou'll see ads promoting WelChol (colesevelam) for type 2 diabetes to lower GLUCOSE...not just cholesterol. It's
the first lipid drug approved for glycemic control. Bile acids play a role in cholesterol and glucose metabolism.
Reducing bile acid absorption can improve both factors. Colesevelam will be used as add-on therapy for
diabetes...along with metformin, insulin, or sulfonylureas. Expect a modest benefit in A1c...about a 0.5% decrease.
But it has the added benefit of lowering LDL up to 20%. Other bile acid resins (cholestyramine, colestipol) also lower
blood glucose...but colesevelam seems to be better tolerated. Colesevelam can be an option for patients who are
close to their A1c goal...especially when additional LDL-lowering is desired. Patients with triglycerides over 300
mg/dL should be cautious...avoid colesevelam when triglycerides are over 500 mg/dL. Colesevelam can increase
triglycerides...especially when combined with insulin or sulfonylureas. It is recommended using the same dose for
glucose or cholesterol...six tablets once daily or three tablets BID with meals. Advice is being given to take glyburide,
oral contraceptives, levothyroxine, or narrow therapeutic index drugs at least 4 hrs before colesevelam. Patients are
warned about possible constipation...and avoid colesevelam if they have gastroparesis or other GI motility problems.

T

here's still controversy about how to dose low-molecular-weight heparin (Lovenox, etc) in patients who are obese.
Some prescribers worry that doses based on total body weight will be too high for patients over 150 kg. This leads
them to cap the dose to try to prevent overdosing. In fact, Fragmin (dalteparin) labeling recommends a maximum
treatment dose...the other low-molecular-weight heparins do not. Many experts fear that capping treatment
doses...or using just a fixed dose for prophylaxis...may lead to UNDERDOSING. For TREATMENT, it’s
recommended using total body weight to calculate doses in obese patients. This does NOT seem to increase
bleeding risk or lead to poorer outcomes. For patients over 150 kg, check peak anti-Xa levels to monitor clotting
activity. This may need to be sent to an outside lab. Or use unfractionated heparin instead. The aPTT test for
monitoring heparin is more reliable and readily available. For PROPHYLAXIS, increase the dose of the lowmolecular-weight heparin by about 25% in patients who are morbidly obese...BMI > 40 kg/m2. These higher doses
might be more effective than the standard fixed dose in these patients. It should be discouraged using low-molecularweight heparin in patients who are very obese AND have severe renal impairment. It’s recommended using
unfractionated heparin in these patients instead.
Source: Pharmacist’s Letter, Vol. 24, No. 2

Rumor vs. Truth

R
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UMOR: Prostaglandin eye drops (Lumigan, etc) can enhance eyelash growth.

RUTH: True...and some manufacturers of “eyelash enhancers” are taking advantage of this
side effect. The FDA recently seized mascara-like products claiming to promote eyelash
growth...because they contain the glaucoma drug, bimatoprost (Lumigan). Similar prostaglandins
are also being used in other eyelash enhancers. It’s not a surprise that companies want to take advantage of these
drugs’ ability to increase eyelash growth. Minoxidil (Rogaine) and Botox also started as Rx drugs that became
better known for their cosmetic effects. In fact, some physicians prescribe Lumigan for eyelash growth. Patients
apply the drug to the eyelashes with a Q-tip or brush. It’s too soon to recommend using staglandin eyedrops to
enhance eyelashes as there are concerns about their safety and possible adverse effects. Also these
prostaglandins can darken the iris...cause dark circles under the eyes...and lead to “ingrown”
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eyelashes that can rub against the cornea.

Statin Drugs Don’t Prevent Alzheimer’s

C

ontrary to some reports, taking statins, which are cholesterol-lowering drugs, offers no protection against
Alzheimer’s disease, according to research published in the January 16, 2008, online issue of Neurology®, the
medical journal of the American Academy of Neurology.
The study involved 929 Catholic clergy members who were an average of 75 years old, free of dementia at the
beginning of the study and enrolled in the Religious Orders Study, an ongoing study of aging and Alzheimer’s
disease. All of the participants agreed to a brain autopsy at the time of their death and underwent annual
cognitive tests for up to 12 years. At the beginning of the study, 119 people were taking a statin. During the
12-year follow-up period, 191 people developed Alzheimer’s disease, of whom 16 used statins at the start of the
study. “Some studies have suggested people taking cholesterol-lowering drugs are less likely to have
Alzheimer’s disease, but our longitudinal findings found no relation between statin use and Alzheimer’s,” said
study author Zoe Arvanitakis, MD, MS, Associate Professor of the Department of Neurological Sciences at Rush
University Medical Center in Chicago and member of the American Academy of Neurology. “The study also
found no association between taking statins and a slower cognitive decline among older people.”
In addition, researchers performed brain autopsies on more than 250 people who died during the study to
examine the relation of statins to Alzheimer’s disease pathology and stroke in the brain, the two common
pathological causes of dementia. The study found statin use at any time during the course of the study had no
effect on pathology of Alzheimer’s disease or strokes. Arvanitakis says the study is limited in that there were
relatively few statin users among those who died. She says future studies will need to look at the possibility of
associations of statins with other pathologic changes of Alzheimer’s disease not examined in this study.

NutritionUpdate

V

itamin C Linked to Reduced Stroke Risk

A person's level of vitamin C may predict his or her likelihood of having a stroke, according
to a long-term study of some 20,000 middle-aged and older residents of Norfolk, United
Kingdom. During an average follow-up of 9.5 years, 448 strokes occurred in the study
population. Researchers found that people with the highest vitamin C concentration at the
start of the study had a 42 percent lower risk of stroke over 10 years compared to those
with the lowest levels of vitamin C.
The protective effect of vitamin C against stroke remained after accounting for factors that could
affect the risk, such as age, sex, smoking, alcohol intake, body mass index, blood pressure,
cholesterol, physical activity, diabetes, prior heart attack, supplement use, and social class.
Dr. Phyo K. Myint from the University of Cambridge, UK, and colleagues report the study results
in the American Journal of Nutrition. Myint noted that the level of vitamin C in the blood is a “good biomarker of
fruit and vegetable consumption, which have many nutrients that may be biologically active and protective for
stroke; this study supports the existing body of evidence that indicates the high fruit and vegetable consumption
is protective for stroke." In a related commentary, Drs. Sebastian J. Padayatty and Mark Levine of the National
Institutes of Health in Bethesda, Maryland emphasize that fruits and vegetables are associated with many health
benefits, including a reduction in strokes. “Because we do not know why or how the benefit occurs or what fruits
and vegetables are effective, it is prudent to consume a wide
variety," they add. "The optimum intake for reduction of
stroke and cardiovascular disease is unknown," they point
out, "but an intake of 5-9 servings daily is associated with
benefit and the public should aim toward the higher intakes."
SOURCE: American Journal of Medicine, January 2008.
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