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Treatment of Diabetes with Metformin and Insulin
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T

ype 2 diabetes (formerly known as non insulin-dependent diabetes) is more common among persons who
are obese. Dietary modification and weight loss improve glycemic control in these patients. However, the
addition of pharmacologic therapy is often needed to obtain tight glycemic control. Because sulfonylureas
have a high rate of failure, the use of other oral agents or insulin is often necessary. Overweight patients who
are insulin resistant often require high dosages of insulin. These high dosages can cause weight gain, making
glycemic control more difficult. Avilés-Santa and associates performed a randomized, double-blind, placebocontrolled trial to evaluate the efficacy of combining metformin with insulin in the treatment of patients with
poorly controlled type 2 diabetes.
Metformin decreases hepatic glucose output and
improves peripheral insulin sensitivity, which results in
improved glycemic control in patients with type 2
diabetes. With the use of metformin, blood lipid
abnormalities,
particularly
hypertriglyceridemia,
improve, and weight loss is often reported. These
beneficial effects make the combination of metformin
and insulin an attractive treatment that allows patients
to avoid weight gain while achieving glycemic control.
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Forty-three patients were randomized to receive †--N = 22 patients.
metformin or placebo in addition to their current insulin Reprinted with permission from Avilés-Santa L,
therapy (at least two doses per day) and were Sinding J, Raskin P. Effects of metformin in patients
followed for 24 weeks. Metformin was started at a with poorly controlled, insulin-treated type 2
dosage of 500 mg per day and increased gradually diabetes mellitus. Ann Intern Med 1999;131:182-8.
over eight weeks to the maximum dosage of 2,500 mg
per day. The dosages of insulin were modified throughout the study to achieve better glycemic control.While
glycemic control improved in both groups, the hemoglobin A1c levels were 10 percent lower in the metformin
group than in the placebo group. Patients in the placebo group had a significant increase in daily insulin
dosages and a 3.2 kg (7 lb, 6 oz) increase in average body weight compared with those in the metformin
group, who had no increase in daily insulin requirements and a 0.5 kg (1 lb, 2 oz) increase in average body
weight. Side effects of metformin versus placebo are listed in the table. The authors conclude that adding
metformin to an intensified insulin regimen results in a reduction of hemoglobin A1c level that is 11 percent
lower than that achieved with insulin therapy alone, with less total insulin used, a less complicated insulin
regimen and no increase in the incidence of hypoglycemia or weight gain.
Source: RICHARD SADOVSKY, M.D.
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Controversy over which Oral Anticoagulant to Use

T

here is controversy over which oral anticoagulant to use to prevent strokes in patients with atrial fibrillation.
Warfarin was the only option for over 50 years, but there are questions about how the new ones stack up.
Warfarin is the gold standard. It has limitations; INR monitoring, dose adjustments, and many drug and food
interactions. But advocates call it "the devil we know" because we're familiar with its long-term safety and it's
the only one with an antidote.
Dabigatran (Pradaxa) is a direct thrombin inhibitor and the first of the new oral anticoagulants that don't need
INR monitoring. It prevents more strokes than warfarin, about 5 more strokes per 1000 patients per year with
a similar overall bleeding risk.
Rivaroxaban (Xarelto) is the first oral factor Xa inhibitor and will likely be approved for atrial fib soon. It's given
just once/day, but it doesn't work any better than warfarin and it costs about the same as dabigatran.
Apixaban (Eliquis, ELL-eh-kwiss) will be the next oral factor Xa inhibitor, likely out late next year. It's the one
many are waiting for. It seems more effective and causes less bleeding than warfarin.
Most recommend that warfarin should be continued for atrial fib, especially in longtime users with good INR
control. A newer agent is recommended if INR control is poor or monitoring isn't feasible. For now, use
dabigatran. To switch, waiting until the INR is below 2 before starting dabigatran is recommended. It's also
cautioned using dabigatran in the elderly due to bleeding concerns, especially if underweight or renal function
Source: PharmacistsLetter.com
is poor.

Managing Dementia in Patients with Behavior Issues

I

t's challenging to manage elderly dementia patients who have behavior issues; agitation, aggression, and
delusions. About 20% of elderly dementia patients experience delusions or hallucinations at some point and
many become agitated or aggressive. Some common causes are easy to overlook. Dehydration,
constipation, pain, infection, or adverse medication effects should be ruled out.
• Nonpharmacologic options can help manage agitation or aggression and they're safer than meds, such as
a calm environment, soothing rituals, reducing noise and sudden changes in surroundings or caregivers, etc.
Meds should be reserved for behavior problems that affect safety. It’s recommended to start low, one-quarter
to one-half the usual starting dose, and increase slowly if needed. Short-term use is suggested since behavior
problems often come and go.
• Antidepressants might be worth a try. An SSRI (citalopram, etc) for agitation or trazodone for agitation with
insomnia.
• Mood stabilizers (valproate, etc) are controversial because of conflicting evidence on whether they're
effective. When they're used, be aware of side effects such as nausea and sedation with valproic acid, rash,
dizziness, and sedation with lamotrigine.
• Antipsychotics increase stroke risk and mortality. There's one more death for every 52 frail nursing home
dementia patients treated with an antipsychotic for 10 weeks. It is best to save them for patients with disabling
delusions, hallucinations, or paranoia and aggressive behavior that's harmful to themselves or others. Avoid
antipsychotics in patients with Lewy body dementia. These patients often have fluctuating cognition,
parkinsonism, hallucinations, and severe sensitivity to antipsychotics. A very low dose of Seroquel
(quetiapine) should be used if necessary.
• Benzodiazepines should usually be avoided as they can actually increase agitation by worsening cognition.
It’s recommended to re-evaluate med regimens at least quarterly and patients should attempt to wean off
therapy with GDR attempts as their condition permits.
Source: PharmacistsLetter.com

Survey: More Nursing Homes are Considering E-Prescribing

M

ost facility operators responding to a new survey say that their next technology-related purchase will be
an e-prescribing system. Long-term care has been “behind the 8-ball” in the past on the technology front,
though this is starting to change, noted speaker Linda Spokane, director of analytics and technical services
at the New York Association of Homes & Services for the Aging. Experts have observed a huge upward
Continued on Page 4
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UPDATE

T

he US Food and Drug Administration has approved the first drug combination to be used
in the treatment of diabetes and elevated LDL-cholesterol levels. Known as Juvisync (Merck), the new
medication combines sitagliptin (Januvia, Merck), a dipeptidyl peptidase-4 (DPP-4) inhibitor used for glycemia
control, with the cholesterol-lowering simvastatin. Currently, the combination tablet is approved in three doses:
sitagliptin/simvastatin 100 mg/10 mg, 100 mg/20 mg, and 100 mg/40 mg. Merck has told the FDA that it is
planning on developing the fixed-dose combination tablet using sitagliptin 50 mg, making the sitagliptin/
simvastatin combination available in 50-mg/10-mg, 50-mg/20-mg and 50-mg/40-mg doses. Due to restrictions
on using simvastatin 80 mg in patients because of concerns about muscle toxicity, the combination will not be
available with high-dose simvastatin. In a statement issued by the FDA, the new fixed-dose combination is
approved given evidence that shows the drugs are effective when taken together as single tablets. "Juvisync is
a convenience combination and should only be prescribed when it is appropriate for a patient to be placed on
both of these drugs," states the agency.The FDA noted that statins can sometimes cause hyperglycemia in
some patients with type 2 diabetes, although the risk is small and is outweighed by the cardiovascular disease
risk reduction with the drugs. The prescribing information will contain a warning about this possibility. Common
side effects with the combination include upper respiratory infections, rhinitis, sore throat, headache, muscle and
stomach pain, constipation, and nausea, according to the FDA.
Source: FDA.gov

T

he US Food and Drug Administration (FDA) has granted approval for an ipratropium bromide and albuterol
sulfate inhalation spray (Combivent Respimat Inhalation Spray, Boehringer Ingelheim) for patients with chronic
obstructive pulmonary disease (COPD) who use a regular aerosol bronchodilator, but continue to have evidence
of bronchospasm and require a second bronchodilator. This combination inhaler is considered to be a suitable
alternative for patients who are currently using ipratropium bromide and albuterol sulfate (Combivent Inhalation
Aerosol), which will soon be unavailable. The aerosol product is being phased out, as it contains
chlorofluorocarbons (CFCs), and will be removed from the market after December 31, 2013.
Source: FDA.gov

MANAGEMENT

G

etting pain under control quickly when there's a pain crisis is called a "pain code."

Imagine a patient who has advanced cancer who has been admitted to the hospital complaining of 10 out of 10
pain. Your goal is to get the pain under control quickly. The most important fact to remember is this -- the time
to pain control is the same as the time to the maximum concentration of the opioid in the blood.
So for a drug such as morphine given intravenously, the time to maximum concentration is 8 minutes. Therefore,
successive doses of morphine can be given every 8 minutes. For someone whose pain is completely out of
control, 10 out of 10, you want to double the dose to get that pain under control.
So for example, with the patient I described, with 10 out of 10 pain, he might have been on a patient-controlled
analgesia dose of 1 mg of morphine. You want to double it to 2 mg. If after 8 minutes that pain is not controlled,
you double it again. That would be a 4-mg dose. Wait 8 minutes. If the patient is not experiencing any relief, then
you want to double it again to 8 mg. If the patient is still not getting any relief after another 8 minutes, double it
again to 16 mg.
The point here is you're doubling the dose of the opioid at the level of the receptor. When the patient begins to
describe relief, you found the dose that is controlling that person's pain.
The most frequent mistake that people make is they dose every half-life. When someone is in a pain crisis, you
want to get on top of that pain quickly. You want to avoid the demoralization that comes from not being able to
deal with the pain right away.
So the key fact to remember is dose every time to maximum concentration. For morphine, for hydromorphone,
and for intravenous fentanyl, that's every 8 minutes. If you are giving it subcutaneously, that would be every 30
minutes. And if you were giving it orally, it would be every hour. But the key point is dose every time to maximum
concentration and double the dose until the patient reports relief.
Source: Charles von Gunten; WebMD.com
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swing in the number of long-term care providers adopting e-prescribing systems as a way to decrease
medication errors and improve safety. An estimated 20% prescription orders go unfilled by patients across
various settings with paper-based systems.
“Technology is going to make your job easier as we move forward with pay-for-performance programs,” Spokane
said. “The emphasis on health homes will facilitate the need to adopt new technologies.”
Electronic medical record adoption rates are less than 50% in New York, and only 7% of Leading Age facilities
in the state are involved with their local health information organizations, Spokane reported, citing a NYAHSA
study. She said she suspects other states have similar rates. “There's been an increase in the use of
technology,” she noted. “EMR, telehealth and telemedicine systems are being adopted at higher rates, but cost
is a major barrier. The next step is to educate [providers] about adopting and adapting new technology.”
Congress is increasingly looking at technology to improve both care and the bottom line. In fact, Rep. Renee
Ellmers (R-NC) sent a letter in mid-August to Health and Human Services Secretary Kathleen Sebelius in which
she requested that HHS consider a study of health IT's benefits and cost effectiveness, with a focus on
evaluating medical error rates.
Source: John O’Connor; McKnights.com

UPDATE

I

f you’re an older man who takes vitamin E supplements, you may be putting yourself at
an increased risk of prostate cancer. A large study of about 35,000 men age 50 and older found that those
taking vitamin E daily had a 17 percent higher risk of developing prostate cancer.
“Taking high doses, 400 IU (international units), of vitamin E seemed to increase the risk of prostate cancer,”
lead author Dr. Eric A. Klein of the Cleveland Clinic said in a statement. “We have to not look at these
(supplements) as inert substance; they actually have a pharmacologic effect and that’s important so you have
to be careful about what you take.”
This latest finding is from a follow-up study of the Selenium and Vitamin E Cancer Prevention Trial (SELECT)
published in 2008. That initial research found no reduction of prostate cancer risk from taking selenium and
vitamin E supplements and a “statistically nonsignificant” increase in prostate cancer risk associated with taking
vitamin E. Researchers then called for longer follow-up study. For SELECT, 34,887 healthy men between
August 2001 and June 2004 were randomly assigned to one of four daily treatments: 8,752 received 200
micrograms of selenium; 8,737 received 400 IU of vitamin E; 8,702 received both; and 8,696 were given a
placebo. Scientists reported that a total of 521 additional prostate cancers were diagnosed: 113 in the placebo
group, 147 in the vitamin E group, 143 in the selenium group, and 118 in the combination group.
Researchers found that the rate of prostate cancer detection was greater in all groups when compared with
placebo, but was statistically significant only in the vitamin E alone group, which showed a 17 percent increased
rate of prostate cancer. “Given that more than 50 percent of individuals 60 years or older are taking supplements
containing vitamin E, and that 23 percent of them are taking at least 400 IU/daily despite a recommended daily
dietary allowance of only 22.4 IU for adult men, the implications of our observations are substantial,” the authors
wrote.
The researchers said the findings suggests that vitamin E can increase prostate cancer risk long after supplementation has ended.
Prostate cancer is a relatively common disease — about one in six men will be diagnosed with it, according to
the American Cancer Society. However, it has a mortality rate of only 3 percent. What confounds doctors is
determining who is at greater risk of dying from prostate cancer once it is discovered. Many tumors are slow
growing and aggressive treatment such as surgery and radiation can leave men impotent and incontinent. A
government panel sparked controversy recently by issuing
new guidelines that the commonly administered PSA test
for prostate cancer no longer be given to healthy men.
Experts advise men to consult their doctors and consider
their personal risk factors when making decisions about
testing and treatment.
Source: Healthmax.com

