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T

he maximum dose of Extra Strength Tylenol brand acetaminophen will soon be six, not eight pills a day.

Johnson & Johnson's McNeil Consumer Healthcare announced the voluntary dosage reduction. Labels will
carry new dosing instructions this fall. The company says it will cut the maximum dosage of Regular Strength
Tylenol and other acetaminophen-containing products in 2012.
"Acetaminophen is safe when used as directed,” says Edwin Kuffner, MD, McNeil vice president of over-thecounter medical affairs. "But, when too much is taken, it can cause liver damage." The action is intended to
cut the risk of such accidental overdoses, the company says in a news release. Current recommendations
advise taking no more than 4,000 milligrams of acetaminophen a day. McNeil's new label will recommend
taking no more than 3,000 milligrams of acetaminophen daily.
Each Extra Strength Tylenol pill is 500 milligrams; the regular strength formulation contains 325 milligrams
per pill. Last January the FDA asked makers of prescription drugs to use no more than 325 milligrams of
acetaminophen in any combination product. That request did not cover over-the-counter acetaminophen
products. A major cause of acetaminophen overdose is that people often don't realize a combination product
contains the drug. They then take two or more acetaminophen-containing products at the same time, often
exceeding the safe dosage.
Source: Daniel J. DeNoon; WebMD Health

Drug Mix Up Puts Patients at Serious Risk

T

he US Food and Drug Administration has issued an alert about medication error reports in which patients
were mistakenly given the antipsychotic risperidone (Risperdal, Johnson & Johnson) instead of the dopamine
agonist ropinirole (Requip, GlaxoSmithKline) and vice versa.
The FDA evaluated 226 wrong-drug medication errors relating to confusion between the 2 drugs from the
Adverse Event Reporting System database and the Institute for Safe Medication Practices. Several cases
resulted in adverse events (n = 16), including 5 cases that required patients to be hospitalized.
The adverse events included confusion, lethargy, ataxia, hallucinations, tiredness, dizziness, tingling,
numbness, and altered mental status. The FDA reports that in 1 case, reported outside the United States, a
patient was given risperidone instead of ropinirole for 1 month before the medication error was noticed.
Ropinirole was restarted without benefit of titration. One month after the correct prescription was restarted the
patient died. However, the FDA reports it is not clear "what role, if any, the error had in the death of this patient."
The FDA determined that the factors contributing to the confusion between the 2 products include the following:
·
·
·
·

Similarities of both brand (proprietary) and generic (established) names;
Similarities of the container labels and carton packaging;
Illegible handwriting on prescriptions; and
Overlapping product characteristics, such as the drug strengths, dosage forms, and dosing intervals.

Further, the FDA is requesting that the manufacturers of the brand-name medications and their generic
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counterparts take the following measures to reduce the potential for confusion between the 2 products:
Use of "tall man" lettering on container labels and carton packaging to present generic names as
risperidone and rOPINIRole, which may improve the ability of healthcare professionals to distinguish between
the 2 drug names.
·

Change individual labels and carton packaging to provide better visual differentiation between the
generic products for risperidone and ropinirole in order to reduce the potential for confusion. Currently, the
label and packaging features (ie, similar font size and type, layout, and color) for generic ropinirole and
risperidone products make the bottles look similar.
·

The FDA notes that the incidence of confusion between the 2 products increased considerably after 2006 with
the introduction of the generic products, which feature the established generic names on container labels.
Generic risperidone was approved in 2006 and generic ropinirole was approved in 2008. Nevertheless, the
FDA says it cannot rule out the possibility that the brand names may also have contributed to the confusion
between the 2 drugs.
Source: Caroline Cassels, Medscape.com

Vitamin B12

I

t is rarely necessary to give vitamin B12 by injection. This is being brought up now by the recent shortage
of injectable B12 (cyanocobalamin) due to manufacturing delays. Many patients have trouble absorbing B12
from food due to reduced gastric acidity or lack of intrinsic factor. Originally, these patients needed B12 by
injection but in many cases supplements can be given orally instead. About 1% of the B12 in oral supplements is absorbed passively even in patients without gastric acid or intrinsic factor. 1000 to 2000 mcg/day
of oral or sublingual B12 for mild to moderate deficiencies is recommended. Sustained-release B12
supplements should be avoided because their absorption might not be adequate. A B12 nasal spray
(Nascobal) is another option if needed. Injectable B12 is recommended for initial treatment of more severe
deficiencies especially if there are neurologic symptoms and for patients who can't take or adhere to oral
medications.
Source: PharmacistLetter.com

FDA Studying Link Between Bisphosphonates, Esophageal Cancer

T

he US Food and Drug Administration (FDA)
continues to review conflicting studies on whether
oral bisphosphonates prescribed for osteoporosis
are linked to an increased risk for esophageal
cancer, the agency announced today.
The FDA stressed that it has not concluded that this
class of medications increases the risk for
esophageal cancer, and that it believes their ability
to lower the risk for serious fractures in patients with
osteoporosis outweighs their known potential risks.
Esophogeal cancer, the agency noted, is rare,
particularly among women. Caveats aside, the FDA
faces the challenge of making sense of studies that
come to different conclusions about a possible
association between oral bisphosphonates such as
alendronate (Fosamax, Merck) and ibandronate
(Boniva, Genentech) and esophogeal cancer. The 2
largest studies under review relied on the UK
General Practice Research Database.
One study published last August reported no
increase in the cancer risk. The other study, which
appeared a month later, found that the risk for
esophogeal cancer doubled among patients who

had 10 or more prescriptions for bisphosphonates or
who had taken them for more than 3 years, according
to the FDA. Other researchers who delved into
different patient databases have reported either no
increased risk or a lower risk for esophogeal cancer.
While the FDA continues its investigation, the agency
is advising physicians to instruct patients to carefully
follow the directions for taking oral bisphosphonates,
as esophagitis and other esophageal events have
been reported for patients using the drugs incorrectly.
Esophagitis and esophageal irritation are potential
precursors of cancer. Patients should be told to take
their bisphosphonate with a full glass of water first thing
in the morning after they wake up. They should not eat
or drink anything or lie down for at least 30 to 60
minutes afterward, according to the FDA. Reclining
after taking the drug can cause it to wash back up the
esophagus.
The FDA also is telling physicians that there are not
enough scientific data at this time to justify endoscopic
screenings of patients who are taking oral
bisphosphonates without any symptoms of esophageal
problems.

Source: Robert Lowes; Medscape.com

Page 3

UPDATE

B

rilinta, a new antiplatelet drug, will compete with Plavix (clopidogrel) and Effient
(prasugrel) for acute coronary syndrome or after a stent. Plavix will still lead the pack for a while. It was the first
one approved and is used the most. Plavix has a delayed onset and variable response because it has to be
activated by cytochrome P450 enzymes in the liver. Effient is more effective than Plavix but causes more
bleeding and is not for patients with a prior stroke or TIA, or over 75. Brilinta seems to be more effective than
Plavix for acute coronary syndrome and has a similar risk of major bleeding in most cases. For every 1000
patients with acute coronary syndrome treated for up to one year, Brilinta prevents 11 more CV deaths, 11 more
heart attacks, and at least 6 more stent thromboses compared to Plavix. But these benefits are only seen with
lower doses of aspirin. Brilinta should be taken with 81 mg/day of aspirin. Doses over 100 mg/day may reduce
Brilinta's efficacy. Brilinta has a faster onset than Plavix or Effient because it's not a prodrug. It also wears off
faster because it binds to platelets reversibly instead of permanently like Plavix and Effient. This may be an
advantage in acute settings in case a patient needs surgery but both Brilinta and Plavix need to be stopped 5
days before surgery. Brilinta's short duration may be a disadvantage in the long run because it's taken twice a
day instead of once a day like the others. It's recommended to take Plavix first for most patients especially when
the generic comes out (again) next year. Caution is required when combining Brilinta with strong 3A4 inhibitors
or inducers. 40 mg/day should not be exceeded for simvastatin or lovastatin. Brilinta may cause shortness of
breath especially the first week. Switch to Plavix or Effient if it's severe or persistent.
Source: PharmacistLetter.com

T

he U.S. FDA approved Arcapta Neohaler (indacaterol inhalation powder) for the long term, once-daily
maintenance bronchodilator treatment of airflow obstruction in people with chronic obstructive pulmonary
disease (COPD) including chronic bronchitis and/or emphysema. COPD is a serious lung disease that makes
breathing difficult. Symptoms can include breathlessness, chronic cough and excessive phlegm. Arcapta
Neohaler is a new molecular entity in the beta-adrenergic agonist class that helps muscles around the airways
of the lungs stay relaxed to prevent symptoms of COPD, such as wheezing and breathlessness. Arcapta
Neohaler is not intended to treat asthma or sudden, severe symptoms of COPD. The safety and efficacy of
Arcapta Neohaler was demonstrated in six confirmatory clinical trials that included 5,474 patients ages 40 and
older with a clinical diagnosis of COPD. Those treated had a smoking history of at least one pack a day for 10
years and exhibited moderate-to-severe decreases in lung function. Arcapta Neohaler carries a boxed warning
that long-acting beta adrenergic agonists (LABA) increase the risk of asthma-related death. All LABA, including
Arcapta Neohaler, should not be used in patients with asthma, unless used with a long-term asthma control
medication. The most common side effects reported by those using Arcapta Neohaler include runny nose,
cough, sore throat, headache and nausea.
Source: FDA.gov

PAIN MANAGEMENT

B

utrans (BYOO-trans), is a once-a-week C-III buprenorphine patch for chronic pain. It's
a step between non-opioid analgesics and stronger opioids for chronic moderate
pain; low back pain, osteoarthritis, etc. It's also approved for severe pain but dosing limits will make it less useful
for treating severe pain. Buprenorphine is a partial opioid agonist and antagonist. It may cause less respiratory
depression, fewer withdrawal symptoms, and have less abuse potential than a pure opioid agonist (oxycodone,
morphine, etc). Butrans patches come in 3 strengths; 5, 10, and 20 mcg/hr. Patients should start with Butrans
5 mcg/hr for opioid-naive patients and those switching from less than 30 mg/day of oral morphine or its equivalent.
Butrans 10 mcg/h is for those patients on 30 to 80 mg/day of oral morphine. It should be cautioned to taper the
opioid to 30 mg/day of morphine or less before starting the patch and to avoid possible withdrawal symptoms.
Butrans 20 mcg/h should not be exceeded due to possible QT prolongation and don't combine it with other drugs
that can increase the QT interval, such as amiodarone or quinidine. Butrans is not likely to be strong enough for
patients taking more than 80 mg/day of oral morphine or an equivalent. The fentanyl patch or higher dose of an
oral opioid instead is recommended. For breakthrough pain, use acetaminophen, NSAIDs, or a short-acting
opioid such as hydrocodone or oxycodone. Wait at least 3 days before increasing the Butrans dose.
Source: PharmacistsLetter.com
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V

itamin D is essential for adequate gastrointestinal absorption of calcium. Insufficient
amounts of vitamin D over time reduces serum calcium and can trigger a compensatory release of parathyroid
hormone. This may produce secondary hyperparathyroidism, resulting in mobilization of calcium from bone and
a reduction in bone mineral density, Long-term vitamin D insufficiency can lead to muscle weakness and
increase the risk for osteoporotic fractures, falls, rickets, and osteomalacia. Some experts suggest that, based
on epidemiologic evidence, vitamin D deficiency may increase the risk for certain chronic illnesses, including
various cancers, autoimmune diseases, and cardiovascular disease. Although some foods, such as milk and
orange juice, are fortified with vitamin D, studies have shown that many individuals still consume low amounts
of this nutrient or have insufficient vitamin D serum levels. This may in part be related to changing dietary
patterns in this United States, such as low consumption of milk and foods rich in vitamin D (eg, salmon, eel,
tuna, and mackerel). Since most biologically active vitamin D comes from skin exposure to sunlight, the
increased widespread use of broad-spectrum, high sun-protection-factor sunscreens in recent years may also
contribute to the rise in vitamin D deficiency.
Several guidelines have been issued by national organizations that recommend varying amounts of vitamin D
intake. Perhaps the most current, authoritative consensus report has been issued by the Institute of Medicine.
This guideline recommends a daily dietary allowance of vitamin D of 600-800 IU/day for most patients. However,
increased amounts are necessary for treating insufficiency and deficiency. Although much attention has been
given to vitamin D intake, most consensus statements do not delineate the differences between the 2 major oral
formulations: vitamin D2 (ergocalciferol) and vitamin D3 (cholecalciferol). Vitamin D is produced cutaneously
and converted to active metabolites in the liver and kidney. On exposure to ultraviolet irradiation, provitamin D3
(7-dehydrocholesterol) in the skin is converted to previtamin D3, which is then isomerized to more stable vitamin
D3 via a thermally induced transformation.
Historically, ergocalciferol has been used instead of cholecalciferol for severe vitamin D deficiency. This is out
of convention, or perhaps because high-dose ergocalciferol is more widely available in doses of up to 50,000
IU per softgel capsule from multiple manufacturers. Although this dose of cholecalciferol is available from at
least 1 manufacturer, it is often challenging to find in retail outlets. Based on this author’s experience, and
verified by others, it is often difficult to raise 25-hydroxyvitamin D levels with ergocalciferol in patients with
severe vitamin D deficiency.
Armas and colleagues administered single oral doses of 50,000 IU of the respective vitamin D preparations to
20 healthy male volunteers, and followed the time course of 25-hydroxyvitamin D levels over a period of 28
days. A pharmacokinetic analysis was also done. Both ergocalciferol and cholecalciferol produced similar initial
increases in serum levels of 25-hydroxyvitamin D over the first 3 days, indicating equivalent absorption.
However, levels continued to increase with cholecalciferol and peaked at day 14, whereas levels decreased
rapidly with ergocalciferol and were no different from baseline at day 14. The investigators concluded that
ergocalciferol potency is less than 30% of that of cholecalciferol and that it has a markedly shorter duration of
action. This study is consistent with other single, high-dose studies that indicate the mean time to peak
concentration of ergocalciferol to be about 3 days compared with 14 days for cholecalciferol. A review by
Houghton and Vieth estimated that cholecalciferol is more than 3 times as effective as ergocalciferol in elevating
25-hydroxyvitamin D and maintaining those levels for a longer time. These authors also note that cholecalciferol
metabolites have superior affinity for vitamin D-binding proteins in plasma, relative to ergocalciferol.
In conclusion, ergocalciferol (vitamin D2) and cholecalciferol (vitamin D3) are not bioequivalent and should not
be considered interchangeable. Although few head-to-head trials exist, based on pharmacokinetic studies and

limited clinical evidence, cholecalciferol is preferred over ergocalciferol. Because of its shorter half-life
and decreased potency, this is especially relevant in the
setting of severe deficiency, where high-dose ergocalciferol
is often only given once weekly. Health professionals
should encourage use of cholecalciferol over ergocalciferol
in all patients without severe renal failure, either as a
general supplement or as a treatment for vitamin D
deficiency.
Source: Darrell Hulisz, PharmD; Medscape.com

