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FDA OKs Latuda for Bipolar Depression

T

he U.S. Food and Drug Administration (FDA) approved two new indications for the use of Latuda®
(lurasidone HCl) as 1) monotherapy and 2) adjunctive therapy with either lithium or valproate, both to treat
adult patients with major depressive episodes associated with bipolar I disorder (bipolar depression). “These
two approvals represent a significant milestone for the millions of Americans who are living with bipolar
disorder and struggling to manage the symptoms of bipolar depression,” said Masayo Tada, Representative
Director, President and Chief Executive Officer of Dainippon Sumitomo Pharma Co., Ltd. “We look forward to
building on the strong foundation started in the United States to bring LATUDA to other markets around the
world. In addition, we are preparing for Phase 3 clinical trials for bipolar I disorder (bipolar depression) in
Japan, an important market for us, where Phase 3 clinical trials for schizophrenia are already underway”.
Two positive double-blind, randomized, placebo-controlled, six-week clinical trials supported the two new
indications for LATUDA for the treatment of adult patients with bipolar depression, both as monotherapy
(PREVAIL 2) and as adjunctive therapy (added to background treatment with lithium or valproate) (PREVAIL
1). In both studies, the pre-specified primary endpoint was reduction in depressive symptoms, as measured
by change from baseline in the Montgomery-Asberg Depression Rating Scale (MADRS) total score at Week
6. The key secondary endpoint (i.e., adjusted for multiple comparisons) was change from baseline in the
Clinical Global Impression-Bipolar Version-Severity of Illness (CGI-BP-S) score at Week 6. Other secondary
endpoints included changes from baseline at Week 6 in responder rates; rates of remission; Hamilton Anxiety
Rating Scale (HAM-A); Sheehan Disability Scale (SDS); Quick Inventory of Depressive Symptomatology-SelfReport (QIDS-SR16); and Quality of Life, Enjoyment and Satisfaction Questionnaire-Short Form (Q-LES-QSF).
Both studies showed that treatment with LATUDA resulted in statistically significant reductions in MADRS
scores at study endpoint compared to placebo, with significant separation from placebo observed as early as
Week 2 of treatment. Additionally, across both studies, patients receiving LATUDA demonstrated statistically
significant improvements vs. placebo at Week 6 on secondary endpoints, including CGI-BP-S, responder
rates, rates of remission, anxiety symptoms, self-assessment of depression, as well as measures of
functionality and quality and enjoyment of life. The most common adverse reactions (incidence •5%, in either
dose group, and at least twice the rate of placebo) in patients receiving LATUDA as monotherapy were
akathisia, extrapyramidal symptoms, somnolence, nausea, vomiting, diarrhea, and anxiety; discontinuation
rates due to any adverse reaction were 6.0% for LATUDA and 5.4% for placebo. In adjunctive treatment, the
most common adverse reactions in patients receiving LATUDA (incidence •5% and at least twice the rate of
placebo) were akathisia and somnolence; discontinuation rates due to any adverse reaction were 5.8% for
LATUDA and 4.8% for placebo. Patients treated with LATUDA also experienced low rates of change in weight,
body mass index (BMI), lipid parameters and measures of glycemic control.
“Patients with bipolar disorder spend the majority of their symptomatic time in the depressed phase of the
illness. This phase most commonly results in impaired function, a remarkable decrease in quality of life and
may lead to increased risk for attempted suicide,” said Joseph Calabrese, M.D., Professor of Psychiatry and
Director of the Mood Disorders Program at University Hospitals Case Medical Center, Case Western Reserve
University. “Unfortunately, there are very few treatments specifically approved to treat the symptoms of bipolar
depression, which represents a very large unmet medical need for patients and their families.”
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“The pharmacological profile of LATUDA, together with preclinical and initial clinical findings, suggested the
potential for efficacy in depressive episodes associated with bipolar disorder. Historically, it has been difficult to
show efficacy in clinical trials for the treatment of bipolar depression, but we felt strongly it was the right path to
take given the high unmet need,” said Antony Loebel, M.D., Executive Vice President and Chief Medical Officer
of Sunovion Pharmaceuticals Inc. “We are pleased that the two new LATUDA indications for monotherapy and
adjunctive treatment of bipolar depression are supported by robust evidence demonstrating efficacy and safety.”
The efficacy of LATUDA in the treatment of adult patients with major depressive episodes associated with bipolar
I disorder (bipolar depression) both as 1) monotherapy and 2) adjunctive therapy with either lithium or valproate
was established in one 6-week controlled monotherapy study and one 6-week controlled adjunctive study. The
efficacy of LATUDA in the treatment of adult patients with schizophrenia was established in five 6-week
controlled studies. The effectiveness of LATUDA for longer-term use, that is, for more than 6 weeks, has not
been established in controlled studies. Therefore, the physician who elects to use LATUDA for extended periods
should periodically re-evaluate the long-term usefulness of the drug for the individual patient. The efficacy of
LATUDA in the treatment of mania associated with bipolar disorder has not been established.
The recommended starting dose for LATUDA as monotherapy or as adjunctive therapy with either lithium or
valproate for the treatment of adult patients with bipolar depression is 20 mg/day taken with food (at least 350
calories) with no initial dose titration required. LATUDA has been shown to be effective for the treatment of
patients with bipolar depression in a dose range of 20 mg/day to 120 mg/day. The maximum recommended dose
for the treatment of patients with bipolar depression is 120 mg/day. In the monotherapy study, patients taking
LATUDA 80 mg/day to 120 mg/day did not experience additional efficacy on average, compared to patients
taking LATUDA 20 mg/day to 60 mg/day.
The recommended starting dose for LATUDA for the treatment of adult patients with schizophrenia is 40 mg/day
taken with food (at least 350 calories) with no initial dose titration required. LATUDA has been shown to be
effective for the treatment of patients with schizophrenia in a dose range of 40 mg/day to 160 mg/day. The
maximum recommended dose for the treatment of patients with schizophrenia is 160 mg/day.
For patients with moderate to severe renal or hepatic impairment, the recommended starting dose is 20 mg/day.
The dose in moderate to severe renal and moderate hepatic impairment patients should not exceed 80 mg/day
and the dose in severe hepatic impairment patients should not exceed 40 mg/day.
LATUDA should not be administered with strong CYP3A4 inhibitors (e.g., ketoconazole, clarithromycin, ritonavir,
voriconazole, mibefradil). If LATUDA is being prescribed and a moderate CYP3A4 inhibitor (e.g., diltiazem,
atazanavir, erythromycin, fluconazole, verapamil) is added to the therapy, the LATUDA dose should be reduced
to half of the original dose level. If a moderate CYP3A4 inhibitor is being prescribed and LATUDA is added to
therapy, the recommended starting dose of LATUDA is 20 mg/day with a maximum recommended dose of 80
mg/day. Grapefruit and grapefruit juice should be avoided in patients taking LATUDA. LATUDA should not be
administered with a strong CYP3A4 inducer (e.g., rifampin, avasimibe, St. John’s wort, phenytoin,
carbamazepine.) If LATUDA is used concomitantly with a moderate CYP3A4 inducer, it may be necessary to
increase the LATUDA dose after chronic treatment (7 days or more) with the CYP3A4 inducer.
Source: PharmaLive.com

NEWS ABOUT BISPHOSPHONATES AND OSTEOPOROSIS

N

ew labeling will suggest stopping bisphosphonates (alendronate, etc) after 3 to 5 years in patients at low
fracture risk. This is a case of labeling catching up with the evidence. Bisphosphonates persist in the bones
for years, so 3 to 5 years of therapy is enough for many patients. Patients taking bisphosphonates for many years
should talk to their prescriber about possibly stopping the drug. It's usually okay to stop the drug after 3 to 5
years for patients at low fracture risk. These are often patients without a previous fracture and whose bone
density is close to normal.
Patients will probably need to continue therapy if they're at high fracture risk. These are often patients who still
have osteoporosis; previous fracture, or are taking medication that increases fracture risk, such as chronic
corticosteroids. Bone density may be checked before a bisphosphonate is stopped and a few years after to see
if therapy should be restarted. Continue taking about 1000 mg/day of calcium from diet and supplements for
women up to 50 and men up to 70 year and 1200 mg/day for older adults. It’s suggest to take 800 to 2000 IU/day
of vitamin D.
Source: PharmacistLetter.com
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T

here is a boxed warning about stopping Pradaxa (dabigatran), Xarelto(rivaroxaban),
or Eliquis (apixaban) in atrial fib patients. Stopping these new anticoagulants, even for a few days can quickly
return patients to their risk of stroke before starting therapy because these anticoagulants are short-acting with
half-lives of about 12 hours compared to about 40 hours with warfarin. Be aware of factors that can contribute
to "breakthrough" strokes and use these tips to help prevent them.
Adherence: The strategies suggested to improve adherence are manufacturer support programs, smartphone
apps or text messaging services that send alerts when it's time to take a dose. If patients miss a dose, they
should take it as soon as they remember, unless it's less than 6 hours before their next dose
of Pradaxa or Eliquis or less than 12 hours forXarelto. If adherence is an issue, warfarin is suggested to use
instead. It's longer-acting and INR testing can help with adherence.
Switching to warfarin: from Pradaxa, Xarelto, or Eliquis. This can be a challenge because warfarin takes about
5 days to take effect. So most patients will need to take both anticoags for a few days. For Pradaxa, follow the
labeling based on renal function. Stopping the Pradaxa after 3 days in patients with normal renal function is
suggested and after 1 to 2 days for those with renal impairment. Another approach is to use the INR to guide
when to stop especially when switching from Xarelto or Eliquis to warfarin. The INR should be checked after
about 3 days preferably before a dose of the short-acting anticoag because these sometimes raise INR. When
INR is 2, it’s suggested to stop using the other anticoagulant and check the INR again in 1 or 2 days to make
sure there isn't a dip.
Surgery. Bridging usually isn't needed with the new anticoags unless there's a delay in the procedure or in
restarting oral meds.

T

here’s a new ezetimibe and statin combo for dyslipidemia called Liptruzet (LIP-true-zet). It combines
ezetimibe with atorvastatin nstead of with simvastatin like Vytorin. Liptruzet lowers LDL about 10% more than
atorvastatin alone but this additional LDL lowering may not translate to better outcomes. So far Vytorin has not
been shown to be better than simvastatin alone for lowering cardiovascular risk. It’s recommended to use a
statin alone for most patients. It’s suggested saving non-statins (ezetimibe, fibrates, etc) for patients who can't
take statins or need help getting to their goal. But adding a non-statin to a statin isn't proven to lower cardiac
risk and some combos may increase side effects.
Source: PharmacistsLetter.com

RUMOR

R

TRUTH

UMOR: Artificial sweeteners are a good option to replace sugar for diabetes patients with a sweet tooth.

T

RUTH: Patients with diabetes often use zero-calorie sweeteners to cut down on sugar. But naysayers say
that artificial sweeteners may make people hungrier and encourage them to eat more. In fact, the consumption
of diet soda is linked to obesity. They also argue that it’s uncertain whether artificial sweeteners help reduce
calorie and sugar intake long-term. This is true...but short-term studies are promising. Others are concerned
about long-term safety...but FDA-approved sweeteners have never been proven to pose a health risk.
Proponents argue that zero-calorie sweeteners are helpful if patients don’t use them as a ticket to consume more
calories. They’re safer than consuming large quantities of sugar because they don’t raise blood glucose in
patients with diabetes. Artificial sweeteners are a better choice than sugar but that doesn’t mean they’re a
healthy choice. Zero-calorie doesn’t equal healthy and that consuming less sugar isn’t a license to eat more.
Diabetes patients are encouraged to choose foods without added sugar or sweeteners such as veggies, fruits,
whole grains, and no-fat or low-fat dairy. If the patient has a sweet tooth, then they should look for a product that
uses an FDA-approved agent; aspartame, saccharin, sucralose, acesulfame K, or neotame. There’s no evidence
that one is safer than another. Stevia is another popular artificial sweetener, but it’s not FDA-approved as a food
additive its safety is not established.
Source: PharmacistsLetter.com
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ating a lot of oily fish or taking potent fish oil supplements may increase a man's risk of developing prostate
cancer, new research suggests. Moreover, marine sources of omega-3 fatty acids may also raise the risk for
aggressive prostate cancer, according to the study by scientists at the Fred Hutchinson Cancer Research
Center in Seattle.
"These anti-inflammatory omega-3s were associated with a 43 percent increased risk for prostate cancer
overall, and a 71 percent increased risk in aggressive prostate cancer," said study lead author Theodore Brasky,
a research assistant professor at Ohio State University Comprehensive Cancer Center in Columbus, who was
at Hutchinson at the time of the study. Aggressive prostate cancer is often fatal, he added.
Omega-3 fatty acids, found in fish such as salmon, trout and fresh tuna and in fish oil capsules, are widely
reputed to have health benefits because of their anti-inflammatory properties. But this new research, published
online in the Journal of the National Cancer Institute, confirms damaging evidence reported in two prior studies.
Just why are these omega-3 fatty acids associated with prostate cancer? "That's the million dollar question,"
Brasky said. Omega-3 fatty acids may have properties that aren't well understood and in high doses could
cause oxidative stress, which can lead to DNA damage, possibly increasing the risk for prostate cancer, he
speculated. Oxidative stress plays a role in other cancers, Brasky said.
Although omega-3 fatty acids have been touted as beneficial to heart patients, results of a study published in
the New England Journal of Medicine found they didn't live up to the claims. In that study, Italian researchers
reported that omega-3 fatty acid supplements did not reduce death from heart disease, heart attacks or strokes
in people with risk factors for heart disease.
"These fatty acids have been promoted as a blanket anti-chronic disease fatty acid," Brasky noted. "But nutrition
is more nuanced, as is disease occurrence. It's about time we stop talking about foods as good or bad and no
gray area," he said.
Based on these and other findings, Brasky thinks men should probably moderate their intake of fatty fish and
fish oil supplements. "We are getting to the point where we don't see a lot of benefit for heart disease. Some of
the enthusiasm for these fats has been premature," he added. One expert cautions that these new findings don't
show a cause-and-effect relationship between prostate cancer and omega-3 fatty acids.
"All of these studies on associations, which is what this is, are hypothesis-generating because they are looking
back in time," said Dr. Anthony D'Amico, chief of radiation oncology at Brigham and Women's Hospital in
Boston. "It's not a cause and effect."
The study would have to account for other risk factors for prostate cancer before it could be considered
definitive, he said. These include family history, age and race, among others, D'Amico explained. For the study,
researchers used data from the Selenium and Vitamin E Cancer Prevention Trial, which found no benefit from
either of these nutrients but an increase for prostate cancer for vitamin E.
The researchers compared blood levels of omega-3 fatty acids in more than 800 men later diagnosed with
prostate cancer with blood samples from nearly 1,400 men who did not develop the disease. The difference in
blood levels of omega-3 fatty acids between the lowest- and highest-risk groups was about 2.5 percent (3.2
percent versus 5.7 percent) -- a gap larger than achieved by eating salmon twice a week, the researchers noted.
The investigators found that men eating the most fatty
fish and taking the most fish oil supplements had an
overall 43 percent increase in risk for all prostate cancer,
compared with men eating the least fish or taking the
fewest supplements. The risk for aggressive prostate
cancer was 71 percent higher; for non-aggressive
prostate cancer, the risk was 44 percent greater.
Source: Steven Reinberg, Healthyliving.com
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