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for an indication or intended use in an age group, dose or 

dosing schedule, duration of use, or route of administration 

not contained in the approved product labeling (i.e., pack-

age insert [PI]). While it is considered lawful for a physician 

to independently decide to prescribe a drug or use a medical 

R
ecent fines by the federal government for off-label 

marketing highlight the critical regulatory and legal 

environment that pharmaceutical and medical device 

manufacturers continue to face. Off-label use is the practice 

of prescribing pharmaceuticals or using medical devices 
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Enforcement Issue

device for off-label indications when in 

the best interest of a patient, it is illegal 

for manufacturers to promote off-label 

uses of their products or devices. 

FDA Guidance
For years, the pharmaceutical industry 

has been looking for ways to e%ectively 

communicate the value and/or superior-

ity of their companies’ products, while 

adhering to o'en vague compliance 

guidelines surrounding how requests are 

classi#ed, as well as what constitutes an 

appropriate, legally acceptable response. 

More recently, the medical device 

manufacturers have come under the 

same scrutiny by government o&cials 

and are now facing similar challenges. 

As presented in a May/June 2012 Update 

magazine article, the Food and Drug 

Administration (FDA) recently released 

dra' guidance to the industry, entitled 

“Responding to Unsolicited Requests for 

O%-Label Information About Prescrip-

tion Drugs and Medical Devices.”1, 2 

"e article provided an overview of the 

Guidance, including distinctions be-

tween solicited and unsolicited requests, 

handling of non-public and public 

unsolicited requests, implications for the 

industry, and several unanswered ques-

tions related to online and social media 

promotion topics.

FDA Overview
Elaine Hu Cunningham, Senior Regu-

latory Review O&cer with the FDA’s 

O&ce of Prescription Drug Promotion 

(OPDP), also recently presented an over-

view of the [Dra'] Guidance at the 24th 

Annual Meeting & Expo of the Acad-

emy of Managed Care (AMCP).3 In her 

presentation, Cunningham highlighted 

examples through which the distinction 

between solicited and unsolicited re-

quests is made clear. Speci#c guidelines 

to which #rms should adhere to regard-

ing responses to requests, accompanying 

documentation that should be provided 

to the requestor along with the requested 

information, and the maintenance of 

detailed records - including the nature 

of the request, details related to the 

requestor and the provided response – as 

well as any follow up inquiries from the 

requestor were also highlighted. 

Industry Examines Impact
Also presenting at the April 2012 

AMCP Meeting, Iris Tam, Pharm.D., 

Director of Managed Care Medical 

Communications at Genentech, and a 

member of the AMCP Format Execu-

tive Committee focused on the impact 

of the Guidance on the industry and 

P&T and pharmacy and therapeutics 

and formulary processes.4 According to 

Dr. Tam, the Guidance has been highly 

anticipated by the industry. In general, 

however, she stated that the principles 

and practices of medical communication 

departments across the industry already 

align with the new Guidance, as their 

practices have been informed by previ-

ous FDA opinions. 

Opportunities for  
Mitigating Risk

In addition to discussing the Guidance 

in general terms, Dr. Tam also provided 

an overview of mechanisms by which 

the industry complies with previously 

communicated FDA opinions and the 

current [Dra'] Guidance, including the 

AMCP Format for Formulary Submis-

sions (AMCP Format) – a template and 

guideline for standardizing product 

related information provided by drug 

companies to health care decisions 

makers (HCDMs) upon an authentic 

unsolicited request.5 Comprehensive 

product dossiers, created according to 

the AMCP Format, contain product 

information, clinical studies (on-label 

and o%-label), disease background, 

comparative e%ectiveness research, treat-

ment guidelines, technology assessments, 

economic studies, and economic models. 

"e purpose of the Format is to improve 

timeliness, scope, quality, and relevance 

of information provided in response to 

an unsolicited request, as well as stream-

line the evidence acquisition and review 

processes performed by decision makers 

across the health care sector.

Upon review, criteria outlined 

within the AMCP Format were found to 

generally align with the FDAs’ [Dra'] 

Guidance, including those related to the 

requirement of an unsolicited request, 

con#dential provision of a dossier con-

taining o%-label evidence, documenta-

tion of the request, inclusion of truthful, 

non-misleading, accurate, and balanced 

scienti#c information, and inclusion of 

a product’s full FDA-required labeling 

and primary resources and citations 

(upon request).

Documentation of unsolicited requests 

for o%-label information is a critical risk 

management process for many compa-

nies. Developed as a companion distribu-

tion mechanism for dossiers prepared in 

accordance with the AMCP Format, the 

AMCP eDossier System has also been de-

signed to, not only improve the e%ective 

and timely communication of critical 

evidence during the decision making 

process, but also to further mitigate risks 

associated with the provision of product 

dossiers, which may contain o%-label 

information.6 "e System both stream-

lines and strengthens the request and 

documentation processes associated with 

unsolicited requests for such informa-

tion. It also provides an additional layer 

of security for manufacturers by requir-

ing that HCDMs not only initiate the 

request electronically, but that they also 

verify that the request is truly unsolic-
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ited before being granted access to the 

product dossier.

Most importantly, the provision of 

o%-label information to a HCDM must 

be documented in detail, according to 

the new Guidance. Many manufactur-

ers have invested signi#cant resources 

(human and #nancial) to ensure that 

appropriate documentation is entered, 

validated, and stored. Medical and 

Outcomes Liaison teams across the 

industry are trained to carefully listen to 

the requests of HCDMs, supply the most 

accurate and relevant information, and 

then document, not only the response, 

but the details leading up to the submis-

sion of the unsolicited request. "ese 

activities are in line with the FDA Guid-

ance, however, they pose signi#cant chal-

lenges to manufacturers in day-to-day 

practice as they cannot risk omissions in 

their documentation processes given the 

regulatory environment.

"e eRequest Tool within the AMCP 

eDossier System provides several critical 

features that can assist these teams, as 

well as their legal and regulatory depart-

ments, with monitoring compliance 

to unsolicited request guidelines.  A 

few key capabilities of the eRequest 

Tool include: (a) registration process 

that ensures individuals accessing the 

System, via a password-protected login, 

are true health care decision makers 

(HCDM); (b) opportunity for HCDMs 

to clearly, concisely, and electroni-

cally communicate speci#c requests 

for information to manufacturers via a 

centralized, online tool (i.e., eRequest); 

and (c) ability for a manufacturer to 

track the history of all requests initi-

ated by HCDMs and ful#lled in a single 

location. With the eDossier System, 

compliance o&cers have a potential 

single source of independently vali-

dated information to review statistics 

on the number of requests, individuals 

requesting information, and the type 

of information requested. Because the 

System is self-contained, there are no 

additional steps required to collate this 

information from multiple sources, or 

manually enter requests from various 

team members into a separate database. 

In addition, this data may be exported 

for use by legal/regulatory teams for re-

porting purposes – making audit trails 

seamless. "e eRequest Tool is available 

at no cost to all quali#ed health care 

decision makers and all manufacturers.

Furthermore, the way in which 

the systems were designed [facilitate 

adherence to the dra' guidelines by 

including] accompanying product 

information such as a PI, a prominent 

statement that the use is not FDA ap-

proved, a prominent statement of the 

FDA-approved indications, a prominent 

statement providing all important safety 

information, and references for all in-

formation disseminated in the response. 

"ese core pieces of information can be 

easily included as electronic Appendices 

to a product’s eDossier, accessible 24/7 

by the requesting party.

And So We Wait
While the industry awaits FDA’s 

release of the #nal Guidance (comment 

period ended in March 2012), it appears 

that those manufacturers utilizing some 

of the currently available resources and 

tools are complying with these regula-

tory guidelines. Even so, all current 

policies, procedures, and systems of 

operation should be examined going 

forward and updated in an e%ort to 

retain integrity of information supplied 

to HCDMs in response to unsolicited re-

quests for o%-label information. It is also 

critical that manufacturers have e%ective 

systems in place to ensure the collection 

and tracking of critical compliance data 

related to, strike and, insert for informa-

tion a'er requests. 

Case Study: Potential 
Implementation of 
the eRequest Tool for 
Unsolicited Requests 

A hypothetical, yet realistic, example 

based on discussions with legal repre-

sentatives, health care decision makers, 

and pharmaceutical manufacturers is 

outlined below.

Pharmaceutical company A has had 

several drugs receive new indications in 

the past 2 years, and also is anticipating 

the launch of at least two new products 

pending FDA approval within the next 

18 months.   As expected, the company 

has received a large number of unsolic-

ited requests for information both on the 

existing products with new indications, 

but also for data related to the products 

in development.   

Tracking the status of these requests as 

well as documenting that the requests are 

within current guidelines and addressed 

in a timely manner has been challenging.  

Recently, a company audit found that 

request came in from over 200 man-

aged care and hospital/IDS formulary 

decision-makers and that these were sent 

to over 35 di%erent company employees.  

Each of these requests had to be manually 

logged into a database as well as manually 

veri#ed for adherence to company policy.   

"ere were numerous areas where errors 

could have been made using the current 

process, and the number of individuals 

involved o'en resulted in delays in get-

ting information to key stakeholders. 

  Company A decided to leverage the 

eRequest Tool on the AMCP eDossier 

System to help streamline the process 

and also speed up the approval and 

delivery of information.   "e major-

ity of unsolicited requests were being 

submitted through the eRequest system.  
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Individuals who submit a request outside 

the system receive a standard message di-

recting them to use the eRequest system.  

All requestors are already pre-screened 

by the System to be quali#ed decision 

makers that meet FDA guidelines on the 

type of individuals who are eligible to 

receive this type of information. If the 

requestor is a registered user, the request 

for information is forwarded automati-

cally.   If the company has dossier infor-

mation on the system, the request can be 

ful#lled immediately by the manufac-

turer.   If the company needs to manually 

ful#ll the request, it is forwarded to the 

company contact for ful#llment.  

"e System tracks the following 

information for review and audit:

Requestor name, title, company, 

telephone, email

Requested information

Date Requested

Direct veri#cation of the unsolicited 

request by the originating requestor

Date ful#lled (if automatic)

Close date (documentation manual 

request was ful#lled)

Individual ful#lling manual request

"e above information is available 

for immediate download and review by 

manufacturers (and their legal counsel) 

so that audits may be done in real time or 

retrospectively.  

A'er implementation, Company A 

was able to:

Ensure all requestors met  the 

de#nition of a quali#ed health care 

decision maker

Evaluate the types of requests received

Store all information regarding 

requests/requestors in single database 

Conduct quality Improvement analysis 

on ful#llment times

Prevent documentation errors by using 

a single request system vs. manual 

entries and multiple email requests 
FDLI
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