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Communications with Payors 
Draft Guidance   

 
New Safe Harbor for Pipeline 

Communications 
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New Safe Harbor for Pre-Approval 
Communications with Payors 

• Expressly permits pre-approval communications with 
payors about investigational products 

• Scope:  Limited to investigational drug and/or device 
products (i.e., products not yet approved for any use) 

― Does not cover communications about unapproved 
uses of approved products 

• Timing:  Silent as to specific timing 

― Draft guidance does not expressly impose any time-
based restrictions on how early communications 
may occur prior to approval 
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Types of Information Covered 

Anticipated Timeline for 

Approval / Clearance 

Information must be 

“unbiased, factual, accurate and non-misleading” 

Indication Sought 

Results of clinical and 

preclinical studies 

Product Information (e.g., drug 

class, device design) 

Pricing Information 

Marketing Strategies 

Patient Support Programs 
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Required Disclosures 

• Clear statement regarding product’s investigational 
status and that safety and effectiveness has not 
been established 

• Information related to stage of product 
development (e.g., clinical trial phase) 
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Communications with Payors 
Draft Guidance   

 
Clarification of HCEI Provision 
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Previous HCEI Framework – FDAMA 114 

FDCA § 502(a) (as amended by FDAMA) 
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21st Century Cures Act § 3037 
Amendments to 21 U.S.C. § 352(a) (FDAMA § 114) 

(a) FALSE OR MISLEADING LABEL If its (a)(1) If its labeling is false or misleading in any particular. Health care 
economic information provided to a formulary committee, or other similar entity, in the course of the committee or the 
entity carrying out its responsibilities for the selection of drugs for managed care or other similar organizations a payor, 
formulary committee, or other similar entity with knowledge and expertise in the area of health care economic analysis, 
carrying out its responsibilities for the selection of drugs for coverage or reimbursement, shall not be considered to be 
false or misleading under this paragraph if the health care economic information directly relates  relates to an indication 
approved under section 355 of this title or under section 262(a) of title 42 for such drug and is based on competent and 
reliable scientific evidence. The requirements set forth in section 355(a) of this title or in section 262(a) of title 42 shall 
not apply to health care economic information provided to such a committee or entity in accordance with this paragraph, 
is based on competent and reliable scientific evidence, and includes, where applicable, a conspicuous and prominent 
statement describing any material differences between the health care economic information and the labeling approved 
for the drug under section 505 or under section 351 of the Public Health Service Act. The requirements set forth in 
section 505(a) or in subsections (a) and (k) of section 351 of the Public Health Service Act shall not apply to health care 
economic information provided to such a payor, committee, or entity in accordance with this paragraph. Information that 
is relevant to the substantiation of the health care economic information presented pursuant to this paragraph shall be 
made available to the Secretary upon request. In this paragraph, the term “health care economic information” means any 
analysis that identifies, measures, or compares the economic consequences, including the costs of the represented health 
outcomes, of the use of a drug to the use of another drug, to another health care intervention, or to no intervention. 

(2)(A) For purposes of this paragraph, the term `health care economic information' means any analysis (including the 
clinical data, inputs, clinical or other assumptions, methods, results, and other components underlying or comprising the 
analysis) that identifies, measures, or describes the economic consequences, which may be based on the separate or 
aggregated clinical consequences of the represented health outcomes, of the use of a drug. Such analysis may be 
comparative to the use of another drug, to another health care intervention, or to no intervention. (B) Such term does not 
include any analysis that relates only to an indication that is not approved under section 505 or under section 351 of the 
Public Health Service Act for such drug. 
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Definition of HCEI 
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21st Century Cures 

― Expanded HCEI beyond economic “analysis” 

― Includes: “clinical data, inputs, clinical or other assumptions, 
methods, results and other components underlying or 
comprising the analysis” 

― Includes comparative analyses to another drug or 
intervention 

Guidance 

― Permits a variety of formats (e.g., evidence dossier, 
reprint, software model) 



Covered Audience for HCEI: All Payors 

21st Century Cures Act Clarified Covered Audience 

“a payor, formulary committee, or other similar entity with knowledge 
and expertise in the area of health care economic analysis, carrying out 

its responsibilities for the selection of drugs for coverage or 
reimbursement” 

Examples 

Payors 

Formulary / P&T Committees 

Drug Information Centers 

Technology Assessment Panels 

Pharmacy Benefit Managers 

 

Other Requirements 

― Healthcare decision maker 

― Consider HCEI through a 
“deliberative process” 

― “Appropriate range of 
knowledge and expertise in . 
. . HCEI” 

 

 
FDA Draft Guidance, p 4-5  
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HCEI “Related to” an Approved Indication 

FDAMA § 114 

HCEI must “directly relate” 
to an approved indication 

 

21st Century Cures 

HCEI must “relate” to  

an approved indication 

 

What does it mean to be “related to” an approved indication? 

Related to “the disease or condition, manifestation of the disease or 
condition, or symptoms associated with the disease or condition in the 

patient population for which the drug is [approved].” 

FDA Draft Guidance, p 5-6  
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Examples – HCEI “Related to” Approved 
Indication 

“Related to” 

Patient Reported 
Outcomes (e.g., 

work productivity) 

Not “Related to” 

HCEI on prevention or cure 
when product approved only 

for symptom relief 

FDA Draft Guidance, p. 6 - 9 

Dosing 

Patient Subgroups 

Validates Surrogate 
Endpoints 

Comparisons 

Practice Setting 
(e.g., managed care 

vs. FFS) 

Length of Hospital 
Stay 

Duration of 
Treatment 

Disease Burden 
(e.g., cost of lost 

work days) 

Patient Populations Outside 
Indicated Population 
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HCEI Must Be Based on CARSE: 
“Competent and Reliable Scientific Evidence” 

Competent and Reliable  
Scientific Evidence 

“Generally-accepted scientific 
standards, appropriate for the 

information being conveyed, that 
yield accurate and reliable 

results.” 

Consider standards and good 
research practices developed by 
other authoritative bodies (e.g., 

International Society for 
Phamacoeconomic and Outcomes 

Research) 

Accompanied by Appropriate 
Context 

Study Design 

Generalizability 

Limitations 

Sensitivity Analyses 

Methodology 

FDA Approved 
Labeling 

Differences from 
Approved Labeling 

Omitted Studies / 
Data Sources 

Financial / Affiliation 
Biases 

Risk Information 
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Other Key Points from Draft Guidance 

• CARSE standard applies to all components of 
the HCEI, including all inputs and assumptions 

• Dissemination of HCEI is considered to be 
promotion 

― Proactive vs. reactive? 

― Must be submitted under Form FDA 2253 (drugs 
and biologics) 
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21st Century Cures Act § 3037 
• (a)  . . . .  Health care economic information provided to a payor, formulary committee, or other 

similar entity with knowledge and expertise in the area of health care economic analysis, carrying 
out its responsibilities for the selection of DRUGS for coverage or reimbursement, shall not be 
considered to be false or misleading under this paragraph if the health care economic information 
relates to an indication approved under SECTION 355 OF THIS TITLE or under SECTION 
262(a) OF TITLE 42 for such DRUG, is based on competent and reliable scientific evidence, and 
includes, where applicable, a conspicuous and prominent statement describing any material 
differences between the health care economic information and the labeling approved for the 
DRUG under SECTION 355 OF THIS TITLE or under SECTION 262 OF TITLE 42. The 
requirements set forth in SECTION 355(a) OF THIS TITLE or in subsections (a) and (k) of 
SECTION 262 OF TITLE 42 shall not apply to health care economic information provided to 
such a payor, committee, or entity in accordance with this paragraph. Information that is relevant 
to the substantiation of the health care economic information presented pursuant to this paragraph 
shall be made available to the Secretary upon request. 

• (2) (A) For purposes of this paragraph, the term “health care economic information” means any 
analysis (including the clinical data, inputs, clinical or other assumptions, methods, results, and 
other components underlying or comprising the analysis) that identifies, measures, or describes 
the economic consequences, which may be based on the separate or aggregated clinical 
consequences of the represented health outcomes, of the use of a DRUG. Such analysis may be 
comparative to the use of another DRUG, to another health care intervention, or to no 
intervention. 

• (B) Such term does not include any analysis that relates only to an indication that is not approved 
under SECTION 355 OF THIS TITLE or under SECTION 262 OF TITLE 42 for such drug. 
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