
Communicating Beyond the 
Label: FDA Guidance Finalized

Executive Summary

On Wednesday, June 13, 2018, the Food and Drug 
Administration (FDA) finalized two important guidance 
documents related to communications about prescription 
drugs and medical devices1: 

1. Drug and Device Manufacturer Communications 
With Payors, Formulary Committees, and Similar 
Entities – Questions and Answers 

2. Medical Product Communications That Are 
Consistent With the FDA-Required Labeling — 
Questions and Answers

The draft versions of these guidance documents were 
released in January 2017. These recent finalized versions 
represent a significant opportunity for marketers of medical 
products to revisit existing practices and resolve some 
outstanding questions, especially regarding providing 
information to payors prior to receiving FDA approval.

In light of these new guidances, Intouch Solutions 
recommends that prescription drug and medical device 
manufacturers take the following actions:

• Review existing policies to determine whether they 
are more restrictive than the FDA’s new guidances 
permit, especially regarding the provision of preapproval 
information.

• Assess existing promotional communications under 
development and in review to determine whether they 
are affected by these guidances.

• Establish or revise policies and procedures to ensure 
adherence to the FDA’s current position.

• Track the pending announcement in the Federal Register 
for whether the Office of Management and Budget 
review of the data collection provisions from these 
guidances are approved or modified prior to changing 
internal policies and procedures to align with these 
recommendations. 

Payor Communications Guidance 

For the first time, the draft Payor Communications Guidance 
from January 2017 addressed the healthcare economic 
provision included in the Food and Drug Administration 
Modernization Act (FDAMA), passed in 1997. Among other 
things, that law enabled prescription drug manufacturers 
to provide information about the economic consequences of 
using their products to certain groups of people while meeting 
a lower standard of evidence than is typically required for 
promotional claims. Specifically, the law stated that: 

“Health care economic information 
[HCEI] provided to a payor, formulary 
committee, or other similar entity 
… [in the course of] carrying out its 
responsibilities for the selection of drugs 
… shall not be considered to be false or 
misleading … if the health care economic 
information relates to an indication 
approved … [and] is based on competent 
and reliable scientific evidence … ”2
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In the 20 years after FDAMA’s passage, the FDA had provided 
no guidance about this provision (known as FDAMA 114), 
which left manufacturers uncertain about basic questions 
such as what a “similar entity” might be; how to understand 
the limitations of “HCEI;” and what the competent and 
reliable scientific evidence (CARSE) standard was and 
whether HCEI was regarded by the Agency as promotional 
and subject to promotional requirements.3 Congress 
expanded the FDAMA 114 exemption further via the 21st 
Century Cures Act. 

FDA’s finalized Payor Communications Guidance answers 
many of the questions raised by the initial FDAMA 114 
provision, as well as the expansion provided in the 21st 
Century Cures Act. Specifically, this guidance addresses: (a) 
the type of information that falls under the definition of HCEI 
that can be communicated; (b) to whom this information can 
be provided; (c) what it means to be related to an approved 
indication; (d) how to determine whether the information 
meets the CARSE standard; (e) what information should be 
included in an HCEI presentation; and (f) what information 
can be provided prior to approval. The finalized version of the 
guidance also makes clear that FDA is extending the same 
principles to HCEI presentations about restricted devices.

How Is HCEI Defined? 

FDA’s answer has not changed from the draft version of the 
guidance. FDA elaborates on the lengthy definition provided 
in the statute by noting that any analysis of the outcomes of 
treatment, including even comparative analysis that does not 
rely on a head-to-head clinical trial, could be presented. This 
is a significant broadening of the types of information that are 
being explicitly permitted and also seems to be more in line 
with requests pharma companies receive from payors. The 
FDA also describes a wide variety of ways to disseminate 
this information, such as reprints, budget-impact models and 
modeling software.

HCEI Audience

Interest in HCEI has expanded significantly since the 
original FDAMA 114 provision was enacted, and the entities 
requesting it have evolved rapidly. The finalized Payor 
Communications Guidance has minor modifications to the 
draft version. The guidance provides greater clarity around 
the audiences for whom the FDA deems it appropriate to 
provide this information. In addition to the list provided in the 
law, the FDA clarifies that the appropriate audiences include 

“drug information centers, technology assessment panels, 
pharmacy benefit managers, and other multidisciplinary 
entities that review scientific and technology assessments to 
make drug selection, formulary management, and/or coverage 
and reimbursement decisions on a population basis for health 
care organizations.” The key factors in the FDA’s elaboration 
are that the audience has the specialized knowledge required 
to interpret the HCEI analyses presented to them (i.e., 

“Expertise in this area is essential to understand and evaluate 
health care economic analyses and their limitations.”) FDA 
points out that Congress intended to limit the provision of 
HCEI to people with the specialized skills and knowledge to 
understand and act on HCEI.

The finalized Payor Communications 
Guidance provides greater clarity around 
the audiences for whom the FDA deems  
it appropriate to provide this information.

In the finalized version of the guidance, FDA also clarified 
that although the intended audience for HCEI does not 
include individual prescribers, it is acceptable to provide HCEI 
to an individual prescriber who is serving on a formulary 
or pharmacy and therapeutics committee, or otherwise 
participating in the type of population-based decision making 
entity described above.

Related Indication Limitation

The law explicitly limits the provision of HCEI to a related 
indication that has received FDA approval. FDA lists 11 examples 
of types of information that go beyond the approved data 
provided for the approved indication, but which the FDA would 
nonetheless see as being appropriately related to an approved 
indication for the purposes of this guidance.

1. Duration of Treatment — For example, evaluating the cost 
of treatment for a chronic condition used beyond the length 
of the pivotal trial

Acronym Guide

FDAMA Food & Drug Administration 
Modernization Act (law passed in 1997)

FDAMA 114 Section 114 of FDAMA that discusses HCEI

HCEI Healthcare economic information

CARSE Competent and reliable scientific evidence
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2. Health Care Setting — HCEI impacts in treatment 
settings other than those in the pivotal trial, such as 
managed care when the pivotal trial was only conducted 
in fee-for-service setting. In the draft guidance, this was 
referred to as “Practice Setting.”

3. Burden of Illness — Evaluating economic impact of things 
such as lost days of work due to the condition

4. Dosing/Use Regimen — Presenting the results of 
observational studies of actual patient usage that differs 
from approved labeling

5. Patient Subgroups — Analyses of HCEI in subgroups 
that were not pre-specified in the pivotal trial. The 
finalized guidance further specified that such subgroup 
presentations would be acceptable even when the 
subgroups have response rates that differ from those 
presented in the approved labeling.

6. Length of Hospital Stay — HCEI analyses of effect  
of treatment

7. Surrogate or Intermediate Endpoints — The FDA 
retained in the finalized version a reference to guidance 
on surrogate endpoints but deleted the example from 
the draft of hypertension control as a surrogate for 
myocardial infarctions. 

8. Clinical Outcomes Assessments — HCEI analyses based 
on patient- or other-reported measures on factors such 
as productivity or basic activities of daily life

9. Compliance/Adherence — FDA added this category in 
the finalized guidance.

10. Persistence — HCEI analyses may present information 
on how long patients remain on therapy (for the 
approved indication(s)).

11. Comparisons — HCEI analyses looking at the comparison 
between different treatments, treatment modalities, and 
even comparing treatment to no treatment

CARSE Standard

CARSE (competent and reliable scientific evidence) is 
required for any HCEI analysis that is presented, and the 
FDA elaborates on how it understands that standard in the 
Payor Communications Guidance. Rather than listing specific 
features an analysis must meet, the FDA indicates that it will 
regard an analysis to have met the CARSE standard if it is 
generally accepted as such within the scientific community as 
indicated by its adoption by third-party, authoritative bodies. 
This is largely unchanged from the draft version, though one 
additional example of such a body is provided—the Agency 
for Healthcare Research and Quality.

 
 

Disclosures

The FDA recommendations on disclosures accompanying 
HCEI are largely unchanged, though FDA did address the 
frequent concern expressed by industry that the disclosures 
are too lengthy by noting that where an authoritative body 
has established a format for providing such information, FDA 
does not expect to see the information duplicated, and also 
noting that certain disclosures would not apply to every 
presentation of HCEI. The list of recommendations in the 
finalized guidance includes:

1. Study design and methodology
2. Generalizability, especially including any limitations to the 

ability to project the results of the analysis
3. Limitations (including limitations related to data or the 

incompleteness thereof), analysis, assumptions, study 
design, etc.

4. Sensitivity analysis
5. Additional disclosures, including:

a. A conspicuous and prominent statement of differences 
from approved indications MUST be presented

b. FDA-approved indication and labeling
c. Disclosure of omitted studies or data
d. Risk information, especially if there is unique or relevant 

risk information related to the HCEI analysis or use 
being presented

e. Financial bias 

Preapproval Presentation of HCEI

Prior to release of the Payor Communications Guidance, 
the industry was unclear whether responding to frequent 
requests from payors for information about products prior to 
their approval would constitute preapproval promotion. This 
guidance establishes a safe harbor for such communications. 
The draft guidance indicated that FDA would not consider such 
communications to the appropriate audience as preapproval 
promotion, if the communication is limited to:

1. Product information (e.g., drug class, device design)
2. Indication under investigation (e.g., clinical trial endpoint, 

study design, etc.)
3. Factual presentation of preclinical and clinical trial results 

(without any characterization of whether these results are 
promising or imply safety or efficacy)

4. Timeline for FDA review
5. Pricing information
6. Marketing strategies
7. Patient support and other product-related services



When presenting such information, the FDA recommends 
that firms also indicate clearly:

1. That the product is not yet approved
2. Where the product is in its development (e.g., in Phase III, 

NDA-submitted, etc.)

In addition, the FDA recommends that companies keep 
records of such presentations and the information presented 
so that they can provide follow-up information if the 
initial communication proves to be outdated, and that the 
companies then provide the follow-up information (if, for 
example, the clinical trial results do not meet the study’s 
primary endpoint). And of course, at no point should a 
company suggest that its product is safe or effective prior to 
receiving approval from the FDA.

In addition, the finalized version of the guidance expanded 
this safe harbor to include presentations about products 
that are already approved for at least one indication but that 
are currently under investigation for additional indications. 
FDA states that it would not use HCEI presentations about 
these unapproved, investigational uses as evidence of a new 
intended use.

HCEI Is Promotional Communication

The finalized guidance retained the position that HCEI 
presentations related to an approved indication qualify 
as promotional and must abide by all promotional 
requirements. That includes the requirement to provide 
copies of the material to FDA prior to dissemination. FDA 
clarified in the finalized guidance that preapproval HCEI 
presentations that meet the conditions specified above 
are not considered promotional presentations, and are not 
subject to those requirements.

What Is the Significance of the Guidance Being Finalized?

In general, guidance documents cannot create legally 
binding requirements even after being finalized4; however, 
when a law specifies that FDA must provide certain 
information via guidance document, then the elaboration 
of those requirements in a guidance document is binding. In 
the case of the Payor Communications Guidance, the 
law as revised in the 21st Century Cures Act, specified 
that presentations of HCEI that differed materially from the 
approved drug label must include a prominent statement 
disclosing those differences.

Additionally, the information-collection provisions from this 
guidance have not yet received OMB approval. Only after that 
approval is received, and a notice of the approval is published 
in the Federal Register, will the recommendations about what 
disclosures to provide about study design and other aspects of 
HCEI presentations to payors take effect. Companies should 
be cautious in their implementation of these aspects of the 
guidance until the approval notice is published. 

Consistent Communications Guidance 

The second finalized guidance addresses the issue of when 
communications about a product can include additional 
information that is not in the product’s label without violating 
FDA regulations. Specifically, this includes information that is 
not explicitly included in a label, but which might nonetheless 
be considered by the FDA as appropriate because it is 
consistent with the approved label.  

Although the FDA’s guidance about communications 
consistent with a product’s label does not address 
communications regarding unapproved uses, the FDA 
released a separate memorandum in 2017 regarding the 
First Amendment that set out the view of the Agency 
on this topic. The memorandum reiterated the Agency’s 
traditional view that existing law requires the FDA to 
place restrictions on the promotion of unapproved uses 
and the rationale for why the agency believes this is 
consistent with the Constitution. The FDA is still in the 
process of reviewing its position on this topic, and the 
memorandum is not the final step in that review. In the 
meantime, the Agency has provided separate guidance 
about some forms of communications regarding 
unapproved uses. The Payor Communication Guidance 
discussed above now includes information about HCEI 
presentations for certain off-label uses (where the 
product is currently under investigation). In addition, the 
FDA has provided the following guidances on this topic: 

1. Responding to Unsolicited Requests for Off-Label 
Information About Prescription Drugs and Medical 
Devices

2. Distributing Scientific and Medical Publications on 
Unapproved New Uses Recommended Practices

The First Amendment and  
Off-Label Information

http://www.fda.gov/downloads/drugs/guidances/ucm285145.pdf
http://www.fda.gov/downloads/drugs/guidances/ucm285145.pdf
http://www.fda.gov/downloads/drugs/guidances/ucm285145.pdf
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm387652.pdf
http://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm387652.pdf


The FDA is setting out the standards that companies can 
use to provide such information without subjecting the 
company to the charge of misbranding the product. 

 
The FDA is setting out the standards 
that companies can use to provide such 
information without subjecting the 
company to the charge of misbranding 
the product.

The first point to note is that this guidance does not address 
uses outside of the approved uses for the products. Though 
such uses might sometimes be “consistent” with the 
approved labeling, any communications about unapproved 
uses are outside of the scope of this guidance. Indeed, as 
discussed below, the finalized guidance makes clear that only 
presentations that are connected to the approved indication 
are the subject of this guidance.

Instead, the Consistent Communications guidance is focused 
on the difficulty frequently faced by product manufacturers 
that the product’s approved label is, by necessity, limited. 
Companies have far more information about their products 
than could possibly be included in the approved label, and 
quite often the question arises about what (if any) of this 
information they can share in promotional contexts without 
being subjected to enforcement for off-label promotion. FDA 
calls these communications CFL (Consistent with the FDA-
required labeling) communications and provides examples of 
communications that would and would not be covered by this 
guidance (discussed further below).

Three-Factor Test

The first consideration for the FDA is a three-factor test. 
Although the test itself is unchanged from the draft guidance, 
significant sections of the discussion on the test are new, 
including examples of how certain presentations could meet 
or fail to meet the test. 

A communication must pass all three factors to be considered 
consistent with the product labeling. The three factors are: 

1. Does the communication conform with the approved 
product labeling in the following ways:

a. Indication?
b. Intended patient population?
c. Limitations and directions for handling/use?
d. Dosing and administration?

2. Does the communication increase the likelihood for harm 
relative to the approved labeling?

3. Can the FDA-required labeling enable safe use of the 
product as described in the communication?

The first test for any communication that goes beyond the 
FDA-approved labeling is to answer all of the questions above. 
Communications that do not conform with the approved labeling, 
that would increase the likelihood for harm, or that cannot be 
used safely via the existing labeling would be construed by 
the FDA as being inconsistent with the product’s label for 
the purposes of this guidance.

Examples: Passing and Failing the Test

The FDA provides examples of the types of communications that 
it would consider as consistent with the product label, as defined 
by this guidance. 

• Head-to-head clinical trial results, so long as the clinical trial 
results compare two on-label uses of the product

• Additional information about the adverse events in the 
approved labeling, such as how to mitigate their severity 
or impact

• Onset-of-action information beyond that contained in the 
original label

• Information about long-term use beyond that provided 
in the pivotal trial data (e.g., information about a chronic 
treatment approved with a 24-week clinical trial about its 
use over 52 weeks)

• Subgroup information relating to the approved indication 
(e.g., when a product is approved for male and female 
patients and the company wants to provide information 
specifically about the female population in the trial)

• Patient-reported outcomes for the approved indications if 
the claims are based on adequate and valid measurement 
tools as outlined in separate guidance

• Product convenience claims, including explicitly in 
the finalized guidance that a product could claim its 
administration was more convenient if it was significantly 
shorter than a competitor’s

• Additional information about a product’s mechanism of 
action beyond what is provided in the product label

• Information about the concomitant use of a product in a 
population with a comorbidity. The new example in the 
finalized guidance is for a hypertension treatment used by 
patients receiving another treatment for diabetes mellitus.

https://www.fda.gov/downloads/drugs/guidances/ucm193282.pdf%20on%2024%20January%202017


The FDA also provides examples of what communications it 
does NOT consider consistent with the label:
• Information about a distinct indication for the treatment 

that is not included in the current label
• Use of a product in a different population from the 

approved indication
• Use of a product for a different stage or severity of the 

condition (e.g., discussing use of a product for severe 
pain when it is only approved for moderate pain)

• Monotherapy use when approved use is solely in 
combination therapy

• Changing the route of administration from the 
approved label

• Modifying the strength, dosage or use regimen outside 
the approved labeling

• Changing the dosage form (e.g., from a capsule to an 
oral solution)

Evidentiary Support 

The finalized version of the guidance provides a more 
extensive discussion of the varying types of evidentiary 
support that might be appropriate. In the finalized guidance, 
FDA acknowledges that evidence that does not meet the 
substantial evidence standard for product approval can 
be sufficient for ensuring that the communications are 
truthful and non-misleading. FDA does not propose a single 
standard for all types of CFL communications. Instead, FDA 
emphasizes that the evidentiary support would depend in 
part on the type of CFL communication being made, with 

“different evidence” being needed to “support a long-term 
efficacy presentation than would be needed [for] a product’s 
mechanism of action” communication. In all cases, FDA 
suggests that the evidence be “scientifically appropriate 
and statistically sound” and that the CFL communication 

“accurately characterize” the evidence.

The guidance states that communications 
should be supported by “scientifically 
appropriate and statistically 
sound” evidence that is “accurately 
characterized.”
 
Conclusion

In both of these guidances, the FDA is expanding the 
possibilities for what information companies can provide in 
areas that have been particularly difficult for them to navigate. 
Issuing final versions of these guidances represents a 
significant step in giving prescription product marketers more 
confidence about what information they can communicate to 
interested stakeholders.
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This client advisory was prepared exclusively for Intouch Solutions by PhillyCooke 
Consulting. Neither PhillyCooke Consulting nor Intouch Solutions is a law firm, and 
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1The Consistent with Labeling Guidance also covers biologics and veterinary medicines 
in addition to prescription drugs and devices for human use. As noted below, there are 
instances where FDA provides different guidance depending on the product category. The 
Payor Communications Guidance does not cover veterinary medicine products, but does 
include biologics, prescription drugs for human use, and medical devices within its scope.
2Section 502(a) of the FD&C Act, as amended by FDAMA.
3Though note that FDA Form 2253 has included a category for Formulary Economic and 
Formulary Kit as categories of material type for several years. The Payor Communications 
Guidance clearly states that the FDA does regard HCEI analyses as promotional 
communications subject to all of those requirements when discussing approved indications. 
421 CFR 10.115(d)(1).
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