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Long-Term Bisphosphonates May Be OK for Select Patients

A

n analysis of long-term bisphosphonate use, evaluating a composite endpoint of both vertebral and
nonvertebral fractures in postmenopausal women, showed minimal benefit of continued bisphosphonate treatment
beyond 5 years, although some patients at high risk might consider taking these agents longer.
Marcea Whitaker, MD, from the US Food and Drug Administration's (FDA's) Division of Reproductive and Urologic
Products, Office of New Drugs, and colleagues, in response to postmarketing reports of rare but serious
bisphosphonate-related adverse effects (eg, atypical femur fractures, osteonecrosis of the jaw, and esophageal
cancer), conducted a systematic review of long-term bisphosphonate efficacy. The FDA focused their review on
3 long-term extension trials that evaluated bisphosphonate treatment for from 6 to 10 years: the Fosamax Fracture
Intervention Trial Long-Term Extension (FLEX), the Reclast Health Outcomes and Reduced Incidence with
Zoledronic Acid Once Yearly–Pivotal Fracture Trial (HORIZONPFT) extension, and the Actonel Vertebral Efficacy
with Risedronate Therapy–Multinational Trial (VERT-MN) extension.
All women in the studies had were postmenopausal and had baseline fractures, low bone mineral density T scores
(•1.5 or less), or both.
The FDA considered rate of fracture, rather than bone mineral density, to be a more meaningful endpoint for
long-term efficacy. Although the findings for the 3 trials showed a similar benefit in patients treated for 5 years, the
FLEX trial, which included 10 years of bisphosphonate exposure, became the focus of the FDA efficacy review.
According to the FDA analysis of the FLEX trial, the rates of vertebral and nonvertebral osteoporotic fractures were
similar whether participants continued to receive alendronate for up to 10 years (a rate of 17.7%) or were switched
to placebo for the extension period (16.9%). However, a post hoc analysis of FLEX indicated that the subgroup of
patients without vertebral fractures at baseline but with a femoral-neck T score of less than •2.5 did show a benefit
in terms of a reduced number of nonvertebral fractures. In contrast, pooled data from all 3 trials of patients treated
with bisphosphonates for more than 6 years failed to show a benefit in terms of a reduced number of fractures.
"These data raise the question of whether continued bisphosphonate therapy imparts additional fractureprevention benefit, relative to cessation of therapy after 5 years," the authors write.
According to the researchers, however, "patients at low risk for fracture (e.g., younger patients without a fracture
history and with a bone mineral density approaching normal) may prove to be good candidates for discontinuation
of bisphosphonate therapy after 3 to 5 years, whereas patients at increased risk for fracture (e.g., older patients
with a history of fracture and a bone mineral density remaining in the osteoporotic range) may benefit further from
continued bisphosphonate therapy."
Dennis M. Black, PhD, from the Departments of Epidemiology and Biostatistics at the University of California, San
Francisco, and colleagues also discussed risk levels at which bisphosphonates might be continued past 5 years,
based on the FDA analysis. Dr. Black and colleagues suggest that patients with "low bone mineral density at the
femoral neck (T score below •2.5) after 3 to 5 years of treatment are at the highest risk for vertebral fractures and
therefore appear to benefit most from continuation of bisphosphonates. Patients with an existing vertebral fracture
who have a somewhat higher (although not higher than •2.0) T score for bone mineral density may also benefit
from continued therapy." However, "patients with a femoral neck T score above •2.0 have a low risk of vertebral
fracture and are unlikely to benefit from continued treatment," they suggest. Dr. Black and colleagues also point
out that not all drugs in this class are alike, "so recommendations for discontinuation of bisphosphonates need to
be drug-specific." Bisphosphonates that are approved for treatment of osteoporosis are currently labeled with an
Important Limitation of Use statement: "The optimal duration of use has not been determined. All patients on
bisphosphonate therapy should have the need for continued therapy re-evaluated on a periodic basis."
Source: Emma Hitt, PhD, Medscape.com
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FDA OKs Alzheimer's Brain Plaque Test

U

.S. regulators gave the nod to an imaging test from Eli Lilly and Co. that can for the first time help doctors
detect brain plaque tied to Alzheimer's disease, the company said. The Food and Drug Administration approved
the radioactive dye, called Amyvid, to help doctors rule out whether patients have Alzheimer's, the most common
form of dementia, Lilly announced late on Friday.
The dye binds to clumps of a toxic protein called beta amyloid that accumulates in the brains of patients with
Alzheimer's. Doctors can then see the plaque light up on a positron emission tomography, or PET, scan. Patients
with Alzheimer's always have some brain plaque, so its absence in the test would tell doctors to look for other
causes of mental decline, such as depression or medications, Lilly has said. But Lilly, which plans to sell the drug
through its unit Avid Radiopharmaceuticals Inc., said the test should not be used to diagnose Alzheimer's, since
brain plaque can also be tied to other neurologic conditions and may occur naturally in older people with normal
mental states.
An FDA advisory panel recommended against approving the dye last year, saying doctors might have trouble
interpreting scans of the plaque, and the FDA rejected Amyvid last March. Since then, Eli Lilly said it has worked
to identify better ways of training doctors to use the test.
Dr. Daniel Skovronsky, CEO of Avid, said one in five patients who are diagnosed with Alzheimer's turn out not to
have the disease after an autopsy.
"The approval of Amyvid offers physicians a tool that, in conjunction with other diagnostic evaluations, can provide
information to help physicians evaluate their patients," he said in the company's statement from Friday. There is
currently no cure for Alzheimer's, a mind-robbing disease that affects more than 35 million people worldwide and
gets worse with age. But an early hint that something is wrong might improve the success of drugs meant to
prevent or delay disease progression, researchers believe.
Avid has been in the lead in the race for imaging agents for Alzheimer's, which are estimated to have a potential
global market anywhere from $1 billion to $5 billion.
Source: Newsmax.com

Women's estrogen levels may slow healing

U

niversity of California investigators recently documented one reason why wounds tend to heal more slowly in
women: estrogen levels. “It's long been known that women suffer more than men from chronic inflammatory
diseases; this study suggests that estrogen itself is responsible,” said Gerald Weissmann, M.D., editor-in-chief of
the FASEB Journal. Karsten Gronert, Ph.D., and her colleagues administered a mild abrasion injury to the front of
the eye of male and female mice. They then analyzed wound healing by image analysis. They gave male mice
estrogen eye drops and/or drugs that activate specific estrogen receptors. They found that estrogen negatively
affects a highly evolved protective lipid circuit that has recently emerged as an important protective pathway called
“15-lipoxygenase-Lipoxin-A4.” This pathway balances pro-inflammatory signals to promote wound healing and to
keep inflammation within safe ranges. This discovery provides new clues for treating a wide range of inflammatory
diseases such as dry eye disease, rheumatoid arthritis, lupus, multiple sclerosis and scleroderma.
Source: John O’Conner; McKnights.com

Hospitalization harms memory, cognition

S

eniors who have been hospitalized have a higher risk for experiencing a cognitive decline, a new study finds.
In a study of 1,870 Chicagoans over the age of 65, researchers tested the participants' cognitive functioning and
long-term memory after a hospitalization. They found that overall cognitive function declined more than twice as fast
after a first hospital stay. What's more, on specific cognitive tests, the rate of decline after the first hospital stay was
more than three times faster on a long-term memory test and 1.5 times faster on a complex attention test. These
findings could be critical with hospitals and nursing homes increasingly being encouraged to work together to
prevent hospital readmissions for nursing home residents, Rush University researchers said. They found that the
severity of the illness, longer hospital stays and older age each were associated with a more rapid cognitive decline
after hospitalization. But these factors did not eliminate the effect of hospitalization.
Source: Mary Gustafson; McKnights.com
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T

he US Food and Drug Administration (FDA) announced today that it has completed investigation
into the death of a patient with multiple sclerosis (MS) shortly after taking the first dose of fingolimod
(Gilenya, Novartis). The investigation included extensive review of clinical trial and postmarket data on
other cardiovascular or unexplained deaths.
"FDA could not definitively conclude that Gilenya was related to any of the deaths," the agency notes
in its statement. "However, based on its re-evaluation of the data, FDA remains concerned about the
cardiovascular effects of Gilenya after the first dose. Data show that, although the maximum heart rate lowering effect
of Gilenya usually occurs within 6 hours of the first dose, the maximum effect may occur as late as 20 hours after the
first dose in some patients." For this reason, the agency notes, the drug is now contraindicated for certain patients,
specifically:

UPDATE

·

Patients who in the last 6 months experienced myocardial infarction, unstable angina, stroke, transient
ischemic attack, decompensated heart failure requiring hospitalization, or class III/IV heart failure

·

History or presence of Mobitz type II second-degree or third-degree atrioventricular (AV) block or sick sinus
syndrome, unless patient has a functioning pacemaker

·

Baseline QTc interval •500 ms

·

Treatment with class Ia or class III antiarrhythmic drugs

It is recommended that all patients starting fingolimod treatment be monitored for signs of bradycardia for at least 6
hours after the first dose. The FDA is now recommending hourly pulse and blood pressure monitoring for all patients
starting treatment, with electrocardiogram monitoring prior to dosing and at the end of the observation period; monitoring
should continue until any symptoms resolve. The period should extend past 6 hours in patients at higher risk, in some
cases overnight. High-risk patients include the following:
·

Those who develop severe bradycardia after administration of the first dose

·

Those with certain preexisting conditions in whom bradycardia may be poorly tolerated

·

Those receiving therapy with other drugs that slow the heart rate or atrioventricular conduction

·

Those with QT interval prolongation prior to starting fingolimod or at any time during the cardiovascular
monitoring period

·

Those receiving therapy with other drugs that prolong the QT interval and that can cause torsades de pointes

The agency also released more detail on the patient who died in November 2011 within 24 hours after the first dose of
fingolimod; the death prompted release of a Drug Safety Communication (DSC) at that time. "Based on the reported
information, a cause of death could not be identified," they note. "The patient also had extensive brainstem MS lesions;
such lesions have been associated with sudden death," the statement said. "The patient was also taking 2 blood
pressure medications (metoprolol and amlodipine), which can also affect heart rate; whether they could have played a
role in the patient's death is unknown. "On the basis of the available data, a link between the first dose of Gilenya and
the patient's death could not be ruled out, however, there is not clear evidence that the drug played any role in the
death," they conclude.
After receiving this case, FDA also reevaluated completed and ongoing clinical trial data relating to effects of fingolimod
on heart rate and blood pressure at the time of its approval. "Analyses of changes in heart rate by 24 hour Holter
monitoring confirmed that the heart rate-lowering effect of Gilenya is biphasic, with an initial decrease within 6 hours,
and a second decrease, in part related to a circadian rhythm, around 12 to 20 hours post-dose," the statement notes.
"In order to allow an adequate response to possible severe symptomatic bradycardia in the 6- to 24-hour period after
the first dose, FDA concluded that it would be prudent to extend the monitoring period beyond 6 hours in patients who
experience a heart rate of less than 45 beats per minute in the first 6 hours, or in those who had their lowest heart rate
at 6 hours post-dose, as further bradycardia is still possible after 6 hours." To reduce risks related to bradycardia or
atrioventricular block, extended monitoring is now recommended in patients with certain preexisting conditions, such as
QT prolongation, and in patients receiving concurrent drugs that slow the heart rate or atrioventricular conduction.
Finally, the agency reviewed postmarket data on other deaths of apparently cardiovascular or unknown origin,
concluding that for each of the deaths, any contribution of fingolimod treatment was unclear, and the rate of death
among MS patients treated with fingolimod was not higher than the rate of death for MS patients not receiving the drug.
"FDA will communicate any important new information about the cardiovascular safety of Gilenya when it becomes
available," the agency concludes.
Source: Susan Jeffrey; Medscape.com
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Vs Truth

R

UMOR: You can’t use clopidogrel (Plavix) or aspirin in patients who are sensitive to them.

T

ruth: This is false but with a big caveat. To use either one safely in a sensitive patient, you’ll need to pick a
management strategy either desensitization or immune suppression. Up to 5% of patients are sensitive to clopidogrel
or aspirin. Severe hypersensitivity reactions such as fever, abdominal pain, neutropenia, and thrombocytopenia are
rare. Dealing with them usually requires a formal desensitization protocol and clopidogrel must be stopped during the
protocol. Protocols vary but usually require a washout period of more than 5 days and 3 or more days of escalating
clopidogrel doses. About 25% of patients sensitive to clopidogrel are also sensitive to ticlopidine and about 17% to
prasugrel (Effient). It's too early to say if cross-sensitivity between clopidogrel and ticagrelor (Brilinta) is a problem.
The good news is that the most common hypersensitivity reaction to clopidogrel is skin rash and it can be managed
without stopping the drug. In fact, new evidence suggests that 3 weeks of prednisone clears up most skin rashes due
to clopidogrel. 30 mg of prednisone twice daily for 5 days is recommended, then decrease the dose by 5 mg/day
every 3 days for 15 days. If itching is a problem use an oral antihistamine. Hypersensitivity to aspirin is a bigger deal.
It can be life threatening, so desensitization is preferred in these patients. Often desensitization can be accomplished
over a period of hours during hospitalization just before a procedure requiring aspirin, such as cardiac stenting. But
if desensitization isn’t an option, it's recommended to stick with just one antiplatelet drug: clopidogrel, prasugrel, or
ticagrelor. There’s no proof that using an antiplatelet agent like dipyridamole instead of aspirin improves outcomes.
Don't combine clopidogrel with prasugrel or ticagrelor. There’s no added benefit to combining them but there could
be a higher risk of bleeding.
Source: PharmacistsLetter.com

How Seniors Can Keep Slim and Agile as They Age

M

any older adults find themselves dealing with an ever-expanding waistline. This can be an
exceedingly frustrating state that is often linked to body changes as much as diet. Sometimes,
even those who eat healthy, balanced meals made up of moderate portions can find themselves
gaining weight to the point of obesity. Besides upping your risk for serious conditions like heart disease and diabetes,
excessive weight can really affect your ability to be mobile.
If you’ve tried eating the right diet and your weight is still a lot higher than you’d like it to be, is there anything you can
do to lower your risk for physical impairments? It may be time to get some exercise. Even if your weight stays on the
high end of the scale,exercise could still protect you from disability.
Researchers at the University of Sherbrooke in Quebec investigated whether exercisecould have beneficial effects on
a number of factors linked to physical mobility. Specifically, they looked at muscle quality, muscle mass index, relative
strength, and physical capacity in overweight, sedentary postmenopausal women.
For their study, they recruited 70 participants. In an interesting twist, the study actually investigated two treatments:
isoflavones (given in doses of 70 milligrams/day); and exercise (in the form of resistance and aerobic training). The
research team divided the women into four groups: those taking placebo; those taking isoflavones; those exercising
and taking placebo; and those exercising and taking isoflavones.
The researchers found that, after six months of training, exercise increased strength and muscle quality by more than
50%, while muscle mass index increased by seven percent in both exercise groups only. They concluded that exercise
training can improve muscle tissue strength, function and quality in sedentary postmenopausal women. Unfortunately,
isoflavones, irrespective of exercise, did not produce changes in any of these physical variables. They say the results
from their study suggest that overweight women could reduce the risks of mobility impairments, even in the absence
of weight loss, by following an exercise routine that includes both resistance and aerobic training at a high intensity.
This is good health news.
Don’t let being overweight stop you from exercising. Regardless
of your weight, exercise will benefit your physical health.
Remember to follow the example of this study and do a little
resistance and aerobic exercise. It’s a natural remedy against
disability. And — you’ll feel better, more agile and stronger for your
efforts today!
Source: YoLoHealth.com
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