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FDA Panel: Ban 2 Popular Asthma Drugs
Bridget M. Kuehn

A PANEL OF ADVISORS TO THE US
Food and Drug Administration
(FDA) recommended that the

agency ban the marketing of 2 popular
asthma drugs that have been associated
withan increased riskof rarebut serious
adverseeventsand, insomecases,death.

The panel was charged with assess-
ing the risks and benefits of certain
asthma treatments, specifically the long-
acting �-agonist (LABA) drugs formot-
erol and salmeterol and combination
products containing both a LABA and
an inhaled corticosteroid (formoterol
plus budesonide and salmeterol plus
fluticasone). Previously, the FDA’s Of-
fice of Drug Safety and the agency’s pul-
monary and allergy drug products
division had made contradictory rec-
ommendations concerning LABAs.

The panel, which consisted of mem-
bers from 3 committees that advise the
FDA on drug safety, pediatric issues,
and pulmonary and allergy drugs, rec-
ommended that the agency ban the
marketing of products containing a
LABA only (formoterol or salmeterol)
as asthma treatments in all age groups.
However, they also recommended the
continued sale of combination prod-
ucts (formoterol plus budesonide for
adults and adolescents or salmeterol
plus fluticasone for all ages) for treat-
ing this disorder, noting that these drugs
appeared to be less risky.

The agency typically follows the rec-
ommendations offered by its advisory
committees.

“What we have come to learn is that
LABAs, when used alone, are associated
with more deaths [among asthma pa-
tients],” said Marsha D. Rappley, MD,
dean of the College of Human Medicine

atMichiganStateUniversity inEastLan-
sing.Rappleyservesaschairof theFDA’s
pediatric advisory committee.

As part of its deliberations, the com-
mittee reviewed a new FDA meta-
analysis of data from 110 clinical trials
of LABA products used to treat asthma;

these trials included more than 60 000
patients taking formoterol, salmeterol,
formoterol plus budesonide, sal-
meterol plus fluticasone, or a non-
LABA therapy (http://www.fda.gov
/ohrms/dockets/ac/08/briefing/2008
-4398b1-01-FDA.pdf). Overall, the
LABAs were associated with a greater
risk of asthma-related death, asthma-
related intubation, or asthma-related
hospitalization. However, this trend was
only significant for salmeterol, which is
not surprising because of the majority
of the patients included in the analysis
(more than 43 000) were involved in
trials of salmeterol. Use of salmeterol
plus fluticasone was not associated with
an increased risk of adverse events.

Of the 20 asthma-related deaths docu-
mented in the trials, 16 were among pa-
tients taking LABAs, while only 4 were
using non-LABA therapies. All 16 deaths
were among patients taking salmeterol.

Rappley noted that overall data col-
lected on this class of drugs since the
1990s have consistently shown a small
increased risk of rare but serious asthma-
related events associated with LABAs,
particularly LABA-only products.

It is not clear why taking LABA drugs
alone may cause asthma-related events.
Some scientists have hypothesized that
because LABA drugs, which widen air-
ways, provide patients an immediate
sense of relief, patients with separate
LABAandcorticosteroid inhalersmay fail
to use the corticosteroid, leading to un-
controlled inflammation.

“Our recommendation is that the
combined agent is clearly the wiser
choice,” Rappley said.

Although prior to the panel’s meeting
severalmedicalorganizationsexpressed
objections to the idea of a complete ban
on LABA products for use in asthma pa-
tients,thesplitdecisionseemstohavewon
support from some. Thomas B. Casale,
MD,executivevicepresidentoftheAmeri-
canAcademyofAllergy,Asthma,andIm-
munologyandchiefofallergyandimmu-
nologyatCreightonUniversityinOmaha,
Neb,saidtheacademysupports thecom-
mittee’srecommendations,whicharecon-
sistent with the National Institutes of
Health’s (NIH’s) guidelines on the treat-
ment of asthma. In addition, he warned
that patients who hear about the ban
should not abruptly change their treat-
mentregimen,butshouldinsteaddiscuss
anypossiblechangeswiththeirphysician.

Rappley also emphasized the impor-
tance of following the NIH’s guidelines.
The guidelines recommend asthma

Asthma treatments containing long-acting
�-agonists alone are associated with an
increased risk of rare but serious adverse events.
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patients first receive a low-dose inhaled
corticosteroid; then, if their asthma re-
mains uncontrolled, they should they re-
ceive additional medications.

“The committee reviewed data that
indicated asthma medications are being

prescribed in ways that don’t follow the
guidelines and that place adults and
children with asthma at risk,” she said.

Accordingly, thepanel recommended
that the agency, medical organizations,
andthemanufacturersofLABAproducts

worktoeducatephysiciansabout the im-
portanceoffollowingtheguidelines.They
alsosaid that large trialsdesignedspecifi-
callytoassesstherisksandbenefitsofcom-
bination LABA-inhaled corticosteroid
products are needed. �

Clinicians Advised to Step Up HIV Tests
Rebecca Voelker

EXPERTS IN HIV/AIDS CARE HAVE

called upon physicians and other
health professionals in the United

States to follow federal recommenda-
tions issued more than 2 years ago that
call for routine HIV testing of all pa-
tients aged 13 to 64 years.

Since the US Centers for Disease
Control and Prevention (CDC) re-
leased the recommendations in 2006,
some headway has been made in in-
creasing the number of patients tested
routinely. Even so, experts meeting at
a national summit in Alexandria, Va, in
late November said routine HIV test-
ing has not been widely implemented.

“We still are not anywhere near
[routine HIV testing] being the
national norm,” said Veronica Miller,
PhD, executive director of the Forum
for Collaborative HIV Research, an
independent, public-private partner-
ship based at the George Washington
University School of Public Health
and Health Services in Washington,
DC.

“Testing for HIV should be as rou-
tine as the flu shot,” said Miller.

STOP THE CYCLE

Support for routine testing is based on
several factors. Rapid screening using
a saliva test that is highly sensitive and
specific for HIV-1 and HIV-2 has been
available for more than 6 years (CDC
advises that rapid HIV tests require con-
firmatory testing). With treatment ad-
vances that have occurred over the past
decade, physicians and patients can
approach HIV infection as a chronic,
rather than fatal, illness.

“The test is fast, cheap, and easy. It’s
almost perfect in terms of getting posi-
tive or negative results, and it detects
a lethal disease that can now be treated,”
said John Bartlett, MD, professor of
medicine at Johns Hopkins University
School of Medicine, Baltimore, Md.

Routine testing could help tens of
thousands receive lifesaving treat-
ment while preventing new infec-
tions. Of the 1.1 million individuals in
the United States estimated to have HIV
infection, about 20% are unaware of
their status, often because their behav-
iors are not particularly high risk, said
Ken Mayer, MD, director of the Brown
University AIDS Program in Provi-
dence, RI. “Those individuals are much
more likely to transmit HIV to their
partners, so you have an ongoing cycle
of new transmissions occurring,” he
noted.

MISSED OPPORTUNITIES

New data presented during the summit
showedthatmissedopportunitiesforHIV
testingarewidespread.Onestudy,which
Mayer co-wrote with researchers from
HealthBenchmarksInc,aWoodlandHills,
Calif, health services researchcompany,
and Gilead Sciences, Inc, a Foster City,
Calif, biopharmaceutical company, re-
viewed 2006 claims data from 8 health
planscoveringnearly8millionenrollees
throughoutthecountry.Only4.9%ofthe
planmemberswhohadanillnesssugges-
tive of AIDS, such as recurrent pneumo-
niaor tuberculosis, receivedanHIVtest.

Richard Rothman, MD, PhD, asso-
ciate professor of emergency medi-
cine at Johns Hopkins, noted that many
missed opportunities for HIV testing
occur at hospital emergency depart-
ments (EDs). He said many of the pa-
tients who account for the more than
120 million ED visits annually are un-
insured and have no regular source of
health care where testing otherwise may
take place. In an analysis of ED visits
nationwide between 1993 and 2005,
Rothman and his colleagues found that
HIV tests were performed in 3.2 per
1000, or 0.32%, of ED visits. Of those
tested, 6% were HIV-positive.

Experts at the summit said lack of re-
imbursement by many private and pub-
lic insurers is a substantial barrier stand-
ing in the way of increased routine HIV
testing. Kevin Fenton, MD, PhD, of the
CDC, said Aetna Health Plans and Blue
Cross Blue Shield plans have been
among the most progressive commer-
cial insurers in paying for HIV tests. But
he noted that Medicare and Medicaid
do not routinely reimburse for HIV tests
and “need to come on board.” �

Experts are calling on US physicians and other
health professionals to follow federal
recommendations that advise routine HIV
testing for all patients 13 to 64 years.
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