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Draft Guidance Given on Disclosures
The Food and Drug Administration has
released draft guidance designed to pro-
vide more information on conflicts of in-
terest involving members of its adviso-
ry committees and the waivers that
allow them to participate in specific
meetings.

The draft guidance is designed to bring
agency policy in line with standard con-
flict of interest practice in the academic
community, where medical journals re-
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quire disclosures to be specific and thor-
ough, the FDA said in a press briefing.

The FDA has 49 advisory committees
with a total of more than 600 positions.
Federal law allows the FDA to grant
waivers so that experts who have con-
flicts of interest can participate in advi-
sory committee meetings.

When a waiver is granted, federal law
requires the FDA to disclose the type, na-
ture, and magnitude of the conflict on its
Web site. The law limits the number of

waivers to about 13% of all meeting par-
ticipants, and in practice the agency
grants waivers to fewer than 5%.

Under the draft guidance, the agency
would expand the information disclosed
about waivers so that the nature of the
waiver granted and name of the com-
pany or institution involved also would
be posted online prior to committee
meetings.

Public comment will be accepted
through June 20.

What is their best escape route?

Patients on PPI
therapy aren’t

always “fire” proof

More than 46 % may still suffer from
breakthrough heartburn.™

Today’s proton pump inhibitors may provide an answer for
patients suffering from chronic heartburn. But, symptom
elimination is less common than you may think.

In a medical survey of 400 PPI users, more than 46% reported
suffering from breakthrough heartburn.! Also, in a 2008 Gallup
survey, 56% of people taking a prescription medication for their
heartburn experienced breakthrough acid reflux.> And, break-
through heartburn can have a substantial impact on everyday
work activity.*

Although many try to manage by turning to over-the-counter
remedies," most never tell their doctor that they are using
OTCs for their breakthrough episodes.'?

More isn’t always better when it comes to PPI therapy.
A common management option is to increase the PPl dose
to twice daily.®* However there are important reasons why
this may not be the answer.

More than once-a-day PPl dosing, or long-term therapy, has
been shown in a number of large studies to be associated with
an increased risk of fractures,”® (especially in patients over 50).
As well, PPIs have been associated with increases in certain
types of infections.’*'?
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Is there an appropriate “partner” for PPl therapy?

PPI patients who are in the throes of breakthrough heartburn
want fast relief. A possible answer is to partner their therapy
with a fast-acting adjunct that compliments rather than conflicts
with their PPI. Consider recommending a strong, trusted antacid
that can provide the fast relief PPI patients need for heartburn
breakthroughs.

TUMS Ultra. Goes to work in seconds to provide PPI
patients with a fast escape route.

TUMS Ultra is the strongest TUMS we have ever made. With
1000mg of calcium carbonate per tablet, nothing works faster
than TUMS Ultra. Also, there are no known drug interactions
with PPI therapy. TUMS Ultra is conveniently portable,
affordable, and pleasant tasting.

Ask your PPl patients
specifically about breakthrough
heartburn, and consider
recommending TUMS Ultra

as their fast escape route.

An ideal PPI partner
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Infusion Pumps to Be Regulated

The FDA will regulate the design and
manufacture of infusion pumps in the
wake of thousands of adverse event re-
ports, the agency announced.

Over the past 5 years the FDA has re-
ceived more than 56,000 reports of ad-
verse events, including more than 500
deaths, related to the pumps.

During that period there have been 87
recalls of infusion pumps undertaken to
address identified safety concerns. The
problems have ranged from manufac-
turing defects to software bugs to user
error.

The FDA is taking several steps to ad-
dress the devices” problems at the level
of manufacture.

In the interim, the agency is advising
clinicians to use several strategies to re-
duce risk when using infusion pumps:
Have a plan in place to respond to pump
failures; prevent errors by labeling infu-
sion pump channels and tubing; check
settings of infusion pumps; check pa-
tients for signs of under- or overinfusion;
and promptly report adverse events to
the FDA.

The FDA has also ordered Baxter, the
manufacturer of Colleague Volumetric
Infusion pumps, to recall and destroy all
of these pumps currently in use in the
United States, because of a “longstand-
ing failure to correct many serious prob-
lems” with the pumps.

The FDA said that hospitals and oth-
er users of these Colleague pumps will
be receiving more information from Bax-
ter and the FDA about making the tran-
sition to other infusion devices.

GnRH Agonists Get Safety Study

The FDA is investigating whether treat-
ment with a gonadotropin-releasing hor-
mone agonist increases the risk of dia-
betes and cardiovascular events in men
with prostate cancer.

In a statement issued May 3, the
agency said that a preliminary analysis of
several studies has identified an associa-
tion between the use of gonadotropin-
releasing hormone (GnRH) agonists and
a “small increased risk” for diabetes, MI,
stroke, and sudden death. The FDA has
not made any conclusions about
whether diabetes or these cardiovascular
diseases are caused by treatment with
these drugs, which are available in gener-
ic formulations and as brand-name prod-
ucts (Lupron, Eligard, Synarel, Trelstar,
Vantas, Viadur, and Zoladex).

The studies under review are pub-
lished observational studies and one ran-
domized controlled clinical trial that
compared androgen deprivation therapy
using a GnRH agonist with other treat-
ments in men with prostate cancer.

At this time, the FDA is advising that
health care professionals should be aware
of these potential risks “and carefully
weigh the benefits and risks of GnRH ag-
onists when determining a treatment for
patients with prostate cancer,” and that
they should monitor patients for dia-
betes and cardiovascular disease when
treated with one of these drugs.
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These drugs are also used in women
(for endometriosis-related pain, anemia
associated with uterine fibroids before a
hysterectomy, and palliative treatment
for advanced breast cancer), but “there
are no known studies that have evaluat-
ed the risk of diabetes and heart disease”
in women taking these drugs, according
to the FDA.

Cancer Linked With Parkinson’s Rx
An excess number of prostate cancer cas-
es among men treated with the Parkin-
son’s disease product that contains enta-
capone, carbidopa, and levodopa in a
controlled clinical trial has prompted an
FDA review of the combination drug’s
safety.

The agency is evaluating data from the
Stalevo Reduction in Dyskinesia Evalu-
ation—Parkinson’s Disease (STRIDE-PD)
study, which found that over a mean of
almost 3 years, the number of prostate
cancers diagnosed among the men treat-
ed with entacapone, carbidopa, and levo-
dopa (marketed as Stalevo) was about
four times higher than the cases diag-
nosed among those treated with the car-
bidopa and levodopa combination prod-
uct (marketed as Sinemet). The FDA has
not concluded that Stalevo increases the
risk of prostate cancer.

“Healthcare professionals should be
aware of this possible risk and follow cur-
rent guidelines for prostate cancer
screening” in patients on this combina-
tion product, and patients should not
stop taking their medication unless di-
rected to do so, the statement added.

Warning Added to Thyroid Drug Label
Severe liver injuries have been associat-
ed with use of the antithyroid drug
propylthiouracil, and the FDA has added
a boxed warning to the product’s label
conveying this risk, the agency an-
nounced.

The warning for propylthiouracil
(PTU) says that there have been reports
of severe liver injury and acute liver fail-
ure, including fatalities, in those treated
with the drug. Additionally, the agency
said, for patients who are beginning
treatment for hyperthyroidism, “it may
be appropriate to reserve use of propyl-
thiouracil for those who cannot tolerate
other treatments such as methimazole,
radioactive iodine, or surgery.”

PTU was approved in 1947 for the
treatment of hyperthyroidism.

The warning also notes that because
birth defects have been associated with
use of the antithyroid drug methimazole
during the first trimester, “propylthio-
uracil may be the treatment of choice
during and just before the first trimester
of pregnancy.”

The FDA issued a warning to health
care professionals about PTU’s hepatox-
icity in June 2009 and has added the
boxed warning as part of the Risk Eval-
uation and Mitigation Strategy (REMS)
for the drug.

There were 34 cases of severe liver in-
jury associated with PTU reported be-
tween 1969 and 2009. The FDA is re-
quiring a boxed warning because of the
severity of these cases “and to ensure

that healthcare professionals are aware of
this risk and are vigilant for the signs and
symptoms of hepatic toxicity,” the state-
ment added.

Rules for Home Use Strengthened
Citing reports of injuries and deaths as-
sociated with home use of medical de-
vices that may not have been intended
for use in that environment, the FDA an-
nounced that it will enhance its regula-
tion of such products.

The agency aims to have a final poli-
cy in place within a year. Devices tar-
geted by this initiative include cardiac

monitors, ventilators, infusion pumps,
dialysis machines, and wound-care
products.

The FDA receives about 1,500 reports
of adverse events occurring in homes
each year. It is not clear how many of
those are related to home use of medical
devices; however, the agency has be-
come increasingly concerned based on
the trend toward early hospital discharge
as well as aging of the population.

Among the types of events reported
were ventilator failure because a care-
giver did not hear an alarm; cat dander
clogging a dialysis machine; and video-
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game interference causing the mal-
function of implantable cardioverter
defibrillators.

About 8 million people receive home
care each year from 17,000 paid
providers, at a cost of about $57 billion.
Those figures don’t account for people
who receive care from family members.

The FDA will establish a multipronged
approach to ensuring that manufactur-
ers, home health agencies, patients, and
caregivers have the information needed
to reduce the risk of malfunctions, in-
juries, and deaths.
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| have type 2 diabetes. This is...

e

ustrative purposes anl

Indications and usage

Levemir® is indicated for once- or twice-
daily subcutaneous administration for
the treatment of adult and pediatric
patients with type 1 diabetes mellitus
or adult patients with type 2 diabetes
mellitus who require basal (long-acting)
insulin for the control of hyperglycemia.

Important safety information

Levemir® is contraindicated in patients
hypersensitive to insulin detemir or one
of its excipients.

Hypoglycemia is the most common
adverse effect of all insulin therapies,
including Levemir®. As with other
insulins, the timing of hypoglycemic
events may differ among various
insulin ~ preparations.  Glucose
monitoring is recommended for all
patients with diabetes. Levemir®is not
to be used in insulin infusion pumps.
Any change of insulin dose should
be made cautiously and only under
medical supervision. Concomitant
oral antidiabetes treatment may
require adjustment.

Inadequate dosing or discontinuation
of treatment may lead to hyperglycemia
and, in patients with type 1 diabetes,
diabetic ketoacidosis. Levemir® should
not be diluted or mixed with any

Please see brief summary of Prescribing Information on adjacent page.
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other insulin preparations. Insulin
may cause sodium retention and
edema, particularly if previously poor
metabolic ~ control is improved by
intensified insulin therapy. Dose and
timing of administration may need to
be adjusted to reduce the risk of
hypoglycemia in  patients  being
switched to Levemir® from other
intermediate or long-acting insulin
preparations. The dose of Levemir®
may need to be adjusted in patients
with renal or hepatic impairment.

Other adverse events commonly
associated with insulin therapy may
include injection site reactions (on
average, 3% to 4% of patients in
clinical trials) such as lipodystrophy,
redness, pain, itching, hives, swelling,
and inflammation.

*Whether these observed differences
represent true differences in the effects
of Levemir®, NPH insulin, and insulin
glargine is not known, since these trials
were not blinded and the protocols
(eg, diet and exercise instructions
and monitoring) were not specifically
directed at exploring hypotheses related
to weight effects of the treatments
compared. The clinical significance of
the observed differences in weight has
not been established.

FlexPen® and Levemir® are registered trademarks of Novo Nordisk A/S.
© 2008 Novo Nordisk Inc.
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For your patients with type 2 diabetes, A
start once-daily Levemir

Levemir® helps patients with diabetes achieve
their A1C goal.??

e 24-hour action at a once-daily dose*>

e Provides consistent insulin absorption
and action, day after day*®’
e Less weight gain®*

To access complimentary e-learning programs,

visit novomedlink.com/Levemir
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