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Much Remains to Be Seen

prohibited promotional statements by pharmaceu-

tical manufacturers about drug uses not approved
by the agency (referred to as off-label uses). Recently,
however, a number of court cases regarding pharmaceu-
tical promotional speech are working their way through
the courts, and ultimately, the U.S. Supreme Court
may be asked to again rule on the constitutionality of
the FDA's regulation of pharmaceutical promotion un-
der the First Amendment. Although these cases likely
will not change the nature of drug promotion overnight,
they will be cases to watch in the coming years.

The Food and Drug Administration (FDA) has long

ReGULATION OF OFF-LABEL PROMOTIONAL SPEECH
Currently, pharmaceutical manufacturers are prohibited
from promoting their drugs to health care professionals for
unapproved “off-label” uses as this results in the marketing
of both an unapproved and misbranded drug product, both
of which are criminal offenses.! Under the Federal Food,
Drug, and Cosmetic Act (FFDCA), all new drugs marketed
in the United States must go through the FDA's drug ap-
proval process.”? New drug status is determined based on
the use “prescribed, recommended, or suggested” on the
drug’s labeling.?® If a drug’s labeling includes an indication
that is not generally recognized as safe and effective, the
drug is a new drug requiring FDA approval.*

Labeling is not confined only to what is on the drug con-
tainer. It extends to all statements about the drug. Labeling,
as defined by the FFDCA, is all material located on the con-
tainer or accompanying the container.®> Through its regula-
tions, the FDA specifically has stated that labeling includes:

Brochures, booklets, mailing pieces, detailing piec-
es, file cards, bulletins, calendars, price lists, cat-
alogs, house organs, letters, motion picture films,
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film strips, lantern slides, sound re-
cordings, exhibits, literature, and re-
prints and similar pieces of printed,
audio, or visual matter descriptive of
a drug and references published...for
use by medical practitioners, phar-
macists, or nurses, containing drug
information supplied by the manu-
facturer, packer, or distributor of the
drug and which are disseminated
by or on behalf of its manufacturer,
packer, or distributor...

Accordingly, through the FDA’s labeling
regulation, off-label statements are prohib-
ited in all forms.

The FDA has further ensured that there
is no off-label promotion through the agen-
cy’s advertising regulations. The regula-
tions state, “An advertisement for [an FDA
approved] prescription drug...shall not rec-
ommend or suggest any use that is not in
the labeling accepted” by the FDA.”

Finally, the FDA has prohibited promo-
tional off-label statements, including oral
statements, through its misbranding au-
thority.® FDA Untitled Letters have cited
drug manufacturers for their sales repre-
sentatives’ off-label statements to health
care professionals, stating that such state-
ments cause pharmaceutical products to be
misbranded.” The Department of Justice
also has pursued False Claims Act cases
against pharmaceutical manufacturers on
the theory that off-label statements cause
the promoted drug to be misbranded.*

Although the FDA has prohibited all off-
label promotion of approved drug prod-
ucts, it has not prohibited all modes of dis-
seminating off-label information. Rather,
the FDA explicitly has recognized the per-
missibility of pharmaceutical manufactur-
ers’ dissemination of certain truthful and
non-misleading scientific information per-
taining to off-label drug uses. For instance,
an FDA 2009 guidance document provid-
ed clear direction on when manufacturers
may distribute scientific or medical journal
articles and scientific or medical reference

publications pertaining to off-label uses of
approved drugs."! The FDA also has a long-
standing policy of permitting the dissemi-
nation of certain off-label information in re-
sponse to unsolicited requests for scientific
information from health care professionals,
which was recently reaffirmed through a
December 2011 draft guidance document.'?

Moreover, through its Investigational
New Drug regulations, the FDA has per-
mitted “the full exchange of scientific in-
formation concerning [Investigational New
Drugs], including dissemination of scien-
tific findings in scientific or lay media.”*®
Accordingly, while the FDA allows the dis-
semination of certain off-label scientific in-
formation, it prohibits the dissemination of
off-label promotional information.

THE NEeD FOR CLARIFICATION

It is this line between scientific and promo-
tional off-label information dissemination that
has prompted a number of pharmaceutical
companies to seek clarification through the
courts and from the agency. In 2009, Allergan,
Inc. challenged the FDA's regulation of off-la-
bel speech as a violation of the First Amend-
ment." In September 2010, however, as part
of a criminal and civil investigation, Allergan
dismissed its lawsuit.!> Allergan stated:

To resolve [a] criminal and civil in-
vestigation, Allergan was required by
the Government to dismiss Allergan’s
First Amendment lawsuit pending in
Washington, D.C., in which Allergan
sought a ruling that it could proactive-
ly share truthful scientific and medi-
cal information with the medical com-
munity to assist physicians in eval-
uating the risks and benefits if they
choose to use [Allergan’s drug] off-la-
bel...Allergan is disappointed that the
court was not afforded an opportunity
to hear and rule on these important
First Amendment issues, as Aller-
gan believes that physicians, patients,
manufacturers, payers, and ultimate-
ly the quality of evidence-based medi-
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cine itself would have benefited from
a ruling clarifying the law.'®

Allergan was not the only company that
felt legal clarification was needed. On July
5, 2011, a citizen petition was submitted to
the FDA on behalf of seven drug and device
manufacturers asking the agency to clarify its
regulations and policies concerning the per-
mitted and prohibited off-label speech.!” The
petition explained that the “lack of clarity and
vagueness surrounding the contours of per-
missible manufacturer speech has significant
consequences to manufacturers, the govern-
ment, physicians, and patients.”® As a result
of the uncertainty surrounding the FDA's reg-
ulations, “each individual manufacturer may
either over- or under communicate clinically
relevant information, with significant atten-
dant consequences for the public health.”?

SETTING THE STAGE FOR COURT CHALLENGES

Further laying the groundwork for legal chal-
lenges to the prohibition on off-label promotion
is a recent Supreme Court decision in Sorvell v.
IMS Health Inc, a case that may bolster argu-
ments that the regulation of off-label promo-
tional speech is unconstitutional.®® Although
Sorrell did not directly address the question of
off-label promotion, it did open the door for
further First Amendment challenges.

The case decided whether a Vermont stat-
ute that prohibited the use of prescriber iden-
tifiable information for the marketing and pro-
motion of prescription drugs was a violation
ofthe First Amendment.” The Court held that
Vermont's statute discriminated based on the
content of the speech and the identity of the
speaker, namely marketing speech by phar-
maceutical companies.” Accordingly, the stat-
ute was subject to heightened scrutiny.” The
Court struck down the statute using both strict
scrutiny, which is applied to discriminatory
statutes and is “all but dispositive[,]" as well as
the slightly less stringent level of scrutiny ap-
plied to commercial speech.*

When coming to its conclusion, the Court
made several statements that could have par-
ticular significance in a challenge to the FDA's

off-label promotion policy. “A ‘consumer’s
concern for free flow of speech often may be
far keener than his concern for urgent politi-
cal dialogue! That reality has great relevance
in the fields of medicine and public health,
where information can save lives.”® Particu-
larly, the Court explained that:

Those who seek to censor or bur-
den free expression often assert that
disfavored speech has adverse ef-
fects. But the “fear that people would
make bad decisions if given truthful
information” cannot justify content-
based burdens on speech. “The First
Amendment directs us to be espe-
cially skeptical of regulations that
seek to keep people in the dark for
what the government perceives to
be their own good.” These precepts
apply with full force when the audi-
ence, in this case prescribing physi-
cians, consists of “sophisticated and
experienced” consumers.*

The Court went on, stating:

There are divergent views regard-
ing detailing and the prescription of
brand-name drugs. Under the Con-
stitution, resolution of that debate
must result from free and uninhibit-
ed speech. As one Vermont physician
put it: “We have a saying in medicine,
information is power. And the more
you know, or anyone knows, the bet-
ter decisions can be made.” There are
similar sayings in law, including that
“information is not in itself harmful,
that people will perceive their own
best interests if only they are well
enough informed, and that the best
means to that end is to open the chan-
nels of communication rather than to
close them.” The choice “between the
dangers of suppressing information
and the dangers of its misuse if it is
freely available” is one that “the First
Amendment makes for us.”*’
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These statements likely will set the stage
for a Supreme Court challenge to the prohibi-
tion of off-label promotion. In dissent, Justice
Breyer acknowledged this, citing the FDA's
promotional regulations and stating, “If the
Court means to create constitutional barri-
ers to regulatory rules that might affect the
content of a commercial message, it has em-
barked upon an unprecedented task — a task
that threatens significant judicial interference
with widely accepted regulatory activity.”

CurRreNT CAses oN OFF-LABEL PROMOTION
Par Pharmaceuticals, Inc. or Alfred Caronia
may provide the Supreme Court with the
opportunity to reach the issue of the First
Amendment implications of the FDA’s off-la-
bel promotional policy and the government’s
related enforcement efforts. On October 14,
2011, Par sued the government in the United
States District Court for the District of Colum-
bia, seeking a court declaration regarding the
legality of the FDA's off-label speech regula-
tions.?” Par produces Megace® ES, a drug for the
treatment of AIDS-related wasting.*® Although
physicians frequently prescribe Megace® ES
for its on-label use in AIDS patients, it is even
more frequently prescribed off-label to treat
geriatric and cancer patients.*

Par stated in its complaint that the major-
ity of Megace” ES prescriptions are for such
off-label uses.** According to Par, the off-label
use of Megace® ES to treat cancer patients is
so widely accepted by the medical commu-
nity that Par was not able to conduct the pla-
cebo-controlled clinical studies required for
FDA approval of a cancer indication.** Physi-
cians would not agree to administer a place-
bo to cancer patients suffering from wasting
because they felt that it would be contrary to
the best interests of their patients.**

Par, however, does not seek to make off-
label statements about the use of Megace”
ES in cancer and geriatric patients. Rath-
er, Par seeks to make on-label statements
about Megace® ES to doctors who primari-
ly treat cancer and geriatric patients.* Par
asserts that physicians who treat cancer
and geriatric patients reasonably may en-

counter patients suffering from AIDS-re-
lated wasting.3®

However, if Par intends to market its ATDS
drug for on-label purposes to oncology and
geriatric specialists, it claims that it could be
held criminally liable, as marketing to such
practitioners could be viewed as evidence of
intent to promote drugs for off-label purpos-
es by the Department of Justice when enforc-
ing the prohibition on off-label promotion.*” In
its complaint, Par cited recent cases in which
the government prosecuted manufacturers
“that spoke to physicians in settings where, in
the government’s view, there was insufficient
likelihood of on-label use.”® Accordingly, Par
seeks a declaration that the government’s pro-
hibition of its speech is both unconstitutional
and inconsistent with the FFDCA, as applied
to its on-label statements to doctors who po-
tentially could prescribe the company’s drugs
for off-label uses.

Relying heavily on the Supreme Court’s
Sorrell opinion, Par argues that the FDA’s
restriction on the company’s on-label
speech to physicians discriminates based
on the content of the speech and the speak-
er.* The regulations only prohibit off-la-
bel speech and only prohibit such speech
by drug manufacturers.*® Accordingly, the
regulations should be subject to the same
heightened standard of review as Sorrell.

Moreover, even if the heightened level of
review does not apply, Par argues that the
speech prohibition fails under the interme-
diate level of scrutiny used for commercial
speech.* According to Par, the government
does not have a substantial interest in re-
stricting Par’s proposed speech, and any
interests the government may hold can be
achieved through less restrictive means.*

Par proposes making truthful and non-mis-
leading on-label statements.* As Par states,
“the government’s asserted interests in public
safety and the integrity of the FDA approval
process are at their lowest ebb when a manu-
facturer is engaged in speech about the FDA-
approved, on-label use of its drug.”* Further,
any interest that the government may have
in preventing the off-label use of Par’s drug is

Journal of Health Care Compliance — March — April 2012




Pharmaceutical

undermined by the facts that federal health
care programs provide reimbursement for oft-
label uses of the medication and Par’s com-
munications would only be to licensed physi-
cians.*® Even if the government does have an
interest in restricting the speech, it could be
achieved through less restrictive means such
as requiring manufacturers to confirm that
the on-label use would be pertinent to the
doctor’s practice or disclose that the use is not
FDA approved.” Finally, Par argues that not
only has its Constitutional rights been violat-
ed but that the FDA overstepped its authority
in promulgating the off-label speech regula-
tions under the FFDCA.*

The government, however, has a differ-
ent view of the regulatory scheme that Par
faces. Chief among the government’s argu-
ments is that Par is not at risk for governmen-
tal enforcement action for making statements
about approved drug uses to practitioners who
might prescribe the drug for off-label purpos-
es.” The government stated in a recent filing
that “engaging in truthful and non-misleading
speech about the approved use of [a drug] will
not place [manufacturers] in danger of being
charged with distributing a drug that was mis-
branded...because FDA would not regard that
speech as establishing, by itself, [manufactur-
ers’] objective intent that [a drug] be used for
an unapproved use....”" At the same time,
however, the government stated that “market-
ing a drug in settings where few if any patients
come within the scope of the drug’s approved
indications may well prompt the government
to inquire into the manufacturer's marketing
activities.” Thus, while Par’s proposed on-la-
bel statements to practitioners who might pre-
scribe Par’s drugs for off-label uses would not,
on their own, prompt prosecution, it could
prompt a governmental investigation.

Par’s challenge to the FDA's regulations is
not the only case making its way through the
courts. The Supreme Court also may have the
opportunity to review the FDA's regulation of
off-label speech for drugs through U.S. v. Ca-
ronia. Alfred Caronia, a sales representative
for Orphan Medical, Inc., now known as Jazz
Pharmaceuticals, was convicted in September

2008 for conspiracy to misbrand as a result of
arranging for alleged off-label statements by a
promotional speaker.>* In April 2010, Mr. Ca-
ronia appealed his sentence of one year pro-
bation, one hundred hours of community
service, and a $25 fine in the Second Circuit
Court of Appeals.”

His appeal included a challenge to the trial
court’s ruling that Mr. Caronia’s First Amend-
ment rights were not violated.> Mr. Caronia
maintains that the FDA's misbranding posi-
tion is “too restrictive and unconstitutional on
the grounds that it was not narrowly tailored
enough to protect” his constitutional rights.>
Because the Caronia appeal commenced prior
to the Supreme Court’s Sorrell opinion, the par-
ties submitted supplemental arguments regard-
ing the impact of the Sorvell decision on Mr. Ca-
ronia’s case.” The Medical Information Work-
ing Group, a coalition of medical and device
manufacturers, also filed an amicus curiae brief
in support of Mr. Caronia.” Both Mr. Caronia
and the Medical Information Working Group
argue that the Sorrell opinion applies to Mr. Ca-
ronia’s speech, which, accordingly, should be
protected by the First Amendment.*®

The language used by the Supreme Court
in Sorrell indicates that both Par and Alfred
Caronia have strong arguments that the pro-
hibition of promotional off-label speech vio-
lates the First Amendment. At the same time,
however, these cases will not be heard in a
vacuum. Both the Supreme Court and lower
courts previously have addressed the consti-
tutionality of the FDA speech regulation un-
der the lower standard of review used for
commercial speech. These courts have found
that the FDA does have a significant interest
in preventing the dissemination of off-label in-
formation by manufacturers, namely, encour-
aging manufacturers to seek FDA approval for
all drug uses, and this interest is furthered by
preventing manufacturer dissemination of in-
formation about unapproved drug uses.” The
FDA laws and policies challenged, how-
ever, failed the constitutional test because
there were less restrictive means that could
have been used to achieve the same ends.®
Thus, whether either Par Pharmaceuticals
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Inc. or Caronia will prevail likely will turn
on whether the FDA’s prohibition of manu-
facturer off-label promotion is discrimina-
tory and thus deserving of the highest level
of scrutiny or, if not deserving of such scru-
tiny, whether the prohibition unduly bur-
dens speech.

Whether Par Pharmaceuticals Inc. or Caro-
nia will reach the Supreme Court is yet to be
seen. And even if they are heard by the Su-
preme Court, a decision likely will not change
the entire nature of off-label promotion. Rath-
er, it is more likely that the Court will proceed
incrementally, addressing discrete aspects of
the government’s off-label promotional poli-
cy. In the coming years, however, these will
be cases to watch closely, as they could begin
a course of events that impact how drugs are
promoted in the United States.
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