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As health care spending continues to rise, there is  
more pressure than ever on payers and other  
 decision-makers to control costs. Pharmaceutical com-

panies’ communications with payers and formulary commit-
tees therefore play a necessary and increasingly important role 
in ensuring that these decision-makers have access to current, 
reliable information on which to base coverage decisions. 
Manufacturers often are the best source of this information, 
yet the over-breadth and ambiguity of FDA’s regulatory scheme 

governing manufacturer speech chills many of them from shar-
ing the types of information that payers consider to be among 
the most valuable. Incongruously, despite the constraints 
on manufacturer communications, other key stakeholders, 
including government and private payers, are subject to no such 
restrictions and routinely develop and disseminate all sorts of 
information with the aim of controlling health care costs. This 
article describes FDA’s far-reaching, unclear, and asymmetrical 
regulatory scheme in the context of payer communications,1 
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highlights a few of its practical implica-
tions, and calls for the agency to permit 
more flexibility in payer interactions.

The Deficiencies in FDA’s 
Regulatory Regime 
Notwithstanding FDA’s repeated asser-
tions that payer communications are 
within its purview,2 FDA has not issued 
any regulations or guidance explicitly 
addressing communications with payers. 
The regulatory scheme addresses manu-
facturer communications more generally, 
including through the prescription drug 
advertising regulations, but it is a poor fit 
for payer interactions.    

Indeed, the types of information 
payers need frequently do not align 
with the types of information FDA has 
traditionally permitted manufacturers to 
share. Payers often require information 
on investigational products and uses 
to ensure prompt coverage following 
FDA approval, as well as information 
on uses, dosage regimens, and patient 
populations that are not included in the 
approved product labeling. Manufactur-
ers are chilled from proactively sharing 
such information, however, by FDA’s 
prohibition on so-called “pre-approval 
promotion”3—a term that has never been 
defined—and the agency’s interpretation 
of the FDCA’s “unapproved new drug”4 
and “misbranding”5 provisions to pro-
hibit off-label promotion. Additionally, 
information of interest to payers often 
is derived from sources that would not 
meet the “substantial evidence” standard 
the agency has historically applied to 
promotional claims of safety and effica-
cy6 and would not qualify as “adequate 
and well-controlled studies” under FDA’s 
safe harbor for proactive dissemination 
of journal reprints that discuss off-label 
uses.7

FDA’s Draft Guidance for Industry: 
Responding to Unsolicited Requests for 

Off-Label Information About Prescription 
Drugs and Medical Devices does permit 
manufacturers to respond to requests for 
off-label information from payers, but 
only when the requests are not “prompt-
ed in any way” and when the responses 
are provided in a “private, one-on-one 
communication.”8  The distinction 
between proactive, public communica-
tions on one hand, and reactive, private 
communications on the other, is suspect 
on First Amendment grounds,9 and 
also impedes productive dialogue with 
payers, who in order to receive off-label 
information from manufacturers under 
the Draft Guidance must know what 
information to ask for and how to frame 
the question.   

In an attempt to open the channels of 
communication with payers,10 Congress 
in 1997 enacted Section 114 of the Food 
and Drug Administration Moderniza-
tion Act (FDAMA), which provides that 
the communication of health care eco-
nomic information (HCEI) to formulary 
committees and other similar entities 
will not be considered false or misleading 
if it directly relates to an approved indi-
cation and is based on competent and re-
liable scientific evidence.11  The impact of 
the statutory provision has been muted, 
however, because FDA has never issued 
any guidance to clarify its key terms. 

The absence of clear regulations or 
guidance governing payer communi-
cations has not prevented FDA from 
issuing numerous warning and untitled 
letters to companies for alleged regula-
tory violations.12  Many key stakeholders 
and experts in the field of health care 
delivery, including payers, prescribers, 
academic researchers, and members 

of industry, agree that the absence of 
regulations or guidance from FDA about 
FDAMA 114 or payer communications 
generally, in combination with the threat 
of government enforcement, has resulted 
in the underutilization of HCEI to the 
detriment of the public health.13  

To facilitate guidance development, 
many have offered their own recom-
mendations. Most recently, PhRMA and 
BIO jointly released their “Principles 
on Responsible Sharing of Truthful and 
Non-Misleading Information about 
Medicines with Health Care Profes-
sionals and Payers.”14 Anchored by the 
commitment to share science-based, 
contextualized data with health care 
professionals and payers in a truthful 
and non-misleading way, the Principles 
acknowledge that although the FDA-ap-
proved labeling should be a primary 
source of product information, other 
sources—including pharmacoeconomic 
analyses, pipeline and off-label informa-
tion, and real-world evidence—are vitally 
important to patient access and appropri-
ate care. The Principles also describe sev-
eral hypothetical scenarios to illustrate 
how manufacturers should convey these 
types of information to payers, offering 
detailed guidance with respect to the 
disclosures that may be appropriate (e.g., 
related to study limitations, risk of bias, 
and regulatory status). The AMCP Part-
nership Forum, comprised of members 
from academia, industry, and the payer 
and provider communities, also recently 
weighed in, releasing consensus recom-
mendations that addressed, inter alia, 
the audience with whom HCEI may be 
shared, permissible types of analysis and 
the applicable evidentiary standard, and 

Indeed, the types of information payers need frequently do 
not align with the types of information FDA has traditionally 
permitted manufacturers to share.  
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the extent to which the HCEI may vary 
from the product labeling.15  Neverthe-
less, nearly 20 years after enactment 
of FDAMA 114, and despite multiple 
requests16 and repeated agency promis-
es,17 FDA has never issued any guidance 
to clarify the provisions in FDAMA 114, 
much less to address payer interactions 
more generally.       

Practical Implications for 
Payer Communications
The increasing emphasis on cost and 
value in the health care system—when 
juxtaposed with a regulatory scheme 
that is asymmetrical, unduly restrictive, 
and ambiguous—leaves manufacturers 
in a difficult predicament, compromises 
the ability of payers to make timely and 
well-informed decisions, and profoundly 
impacts patient care. There are numer-
ous examples of communications that 
companies should unquestionably be 
permitted to engage in with payers, but 
over which FDA’s current approach casts 
a cloud of uncertainty. Among them are:
1)  Communications about unapproved 

products or uses: FDA regulations 
chill many manufacturers from 
sharing information about product 
candidates or new uses of approved 
products with payers prior to FDA 
approval for fear that the agency 
may view the communications as 
pre-approval “commercialization” 
or as promoting a new intended use. 
The restriction is especially prob-
lematic with respect to emerging 
therapies, where manufacturers 
are the best and often only source 
of clinical and pharmacoeconomic 
information required for coverage 
decisions, which are typically made 
well before the plan year begins.18   
A clear pathway for sharing infor-
mation prior to approval is there-
fore critical to ensure that patient 

access to important and potentially 
life-saving therapies is not restricted 
or delayed.    

2)  Communications that are not 
based on substantial evidence:  
Although payers desire real-world 
and comparative data, such data 
rarely constitutes the “substantial 
evidence” required by FDA even for 
promotional communications that 
are fully consistent with the label-
ing.19 Meta-analyses, observational 
studies, and certain other types 
of research, however, frequently 
do  compare the risks and benefits 
associated with various products 
that are used to treat a certain dis-
ease or condition, yet the extent to 
which manufacturers may share this 
information proactively with payers 
has never been articulated. 

3)  Responses to research in which a 
manufacturer’s product was used in 
a way not contemplated in the prod-
uct labeling: Under FDA’s regulatory 
regime, the single most determina-
tive factor of whether information 
may be discussed is not the quality 
of the data or stakeholders’ need 
for the information, but rather the 
identity of the speaker. Speakers 
aside from product manufacturers 
have free reign to discuss any form 
of evidence with any party, yet the 
ability of product manufacturers to 
respond proactively is uncertain at 
best. In addition to the grave First 
Amendment concerns raised by this 
asymmetry,20 this framework has 
significant consequences for payers, 
prescribers, and patients.   

Consider, for example, a hypothetical 
scenario in which a government actor 
analyzes Medicare claims data to develop 
comparative effectiveness research (CER) 

about products commonly used to treat 
high cholesterol in the general popula-
tion, one of which is “Product X,” a drug 
with an indication specifically limited to 
treatment of patients with a previous his-
tory of cardiovascular events. If the CER 
concludes that Product X is associated 
with higher incidence of adverse events 
than other therapies—a result flatly con-
tradicted by other, higher-quality data—
the manufacturer may fear that proactive 
rebuttal of the CER could be viewed by 
FDA as a claim that Product X is safe or 
effective for an off-label use. 

The Path Forward  
With each passing year, there is build-
ing consensus that the FDA regulatory 
scheme governing payer communica-
tions is unclear, unworkable, and subject 
to constitutional challenge. Payers, mem-
bers of industry, and other key stakehold-
ers have offered a number of suggestions 
to address the flaws in FDA’s current 
system and, due to their varied interests, 
may have different ideas of how best to 
allow additional flexibility while protect-
ing the public health. While the correct 
approach may be debated, to ensure that 
that payers have access to the wide range 
of evidence necessary to make informed 
coverage decisions and that patients have 
access to the therapies that they need, the 
time has come for prompt, meaningful 
reform. 

FDLI

1. Our focus on payer communications 
in this article should not be interpreted 
to mean that FDA’s regulatory scheme 
as applied to manufacturer commu-
nications with prescribers or other 
individuals does not suffer from similar 
infirmities. Moreover, we note that 
the agency has jurisdiction to regulate 
payer interactions only to the extent 
they qualify as advertising, labeling, 
or evidence of intended use, as those 
terms are properly construed pursuant 
to the Food, Drug, and Cosmetic Act 
(FDCA) and in light of First Amend-
ment principles protecting the right of 
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