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Executive Summary

Background

On September 27, 2007, the Food and Drug Administration Amendments Act (FDAAA) of 2007, Public Law No. 110-85, was enacted.  Section 901 of this law requires the Secretary of Health and Human Services (HHS) to:

[R]eport to the Congress on direct-to-consumer advertising and its ability to communicate to subsets of the general population, including elderly populations, children, and racial and ethnic minority communities.  The Secretary shall utilize the Advisory Committee on Risk Communication established under this Act to advise the Secretary with respect to such report.  The Advisory Committee shall study direct-to-consumer advertising as it relates to increased access to health information and decreased health disparities for these populations.  The report required by this paragraph shall recommend effective ways to present and disseminate information to these populations.  Such report shall also make recommendations regarding impediments to the participation of elderly populations, children, racially and ethnically diverse communities, and medically underserved populations in clinical drug trials and shall recommend best practice approaches for increasing the inclusion of such subsets of the general population.  

FDAAA requires the Secretary of HHS to submit the report to Congress not later than 24 months after the date of enactment of FDAAA (i.e., by September 27, 2009).

To prepare this report to Congress, the Food and Drug Administration (FDA) convened a meeting of the Advisory Committee on Risk Communication (Committee), presented information to allow the Committee members to study direct-to-consumer (DTC) advertising as it relates to increased access to health information and decreased health disparities for subsets of the general population, and sought recommendations from the Committee members on effective ways to present and disseminate information to subsets of the general population.

FDA also sought comments from interested parties, including consumers, researchers, healthcare practitioners, the drug industry, and professional and trade associations, by publishing notices in the Federal Register  (FR) requesting comment on the DTC advertising and clinical trial inclusion topics.  FDA received 40 comments (11 on DTC advertising issues, and 29 on clinical trial issues) in response to these notices.  These comments are summarized in the appropriate sections of the report below and are available under Docket No. FDA-2008-N-0226 (ability of direct-to-consumer advertising to communicate to subsets of the general population) and Docket No. FDA-2009-N-0674 (participation of population subsets in clinical drug trials) at http://www.regulations.gov.

Summary of the Meeting and Comments
DTC Advertising

FDA sought input from both the Advisory Committee on Risk Communication and from interested parties on the topic of DTC advertising and its ability to communicate to subsets of the general population, including elderly populations, children, and racial and ethnic minority communities, and how it relates to increased access to health information and decreased health disparities for these populations.  
The Committee indicated that further research is needed to determine how DTC advertising affects certain subsets of the general population, since most of the available research on DTC advertising’s influence on consumer behavior looked at the population at large.  The Committee recommended that a research agenda be developed to further assess this issue.  The Committee members also expressed concerns about the quality of some DTC advertising information and about targeting children with such advertising, and made suggestions on how to more effectively communicate health information to subsets of the general population.

The majority of the written comments received from interested members of the public, including nonprofit organizations, trade associations, manufacturers, clinicians, academicians, and consumers, expressed an overall negative view of DTC advertising.  Although some comments provided information on positive health-related behaviors linked to exposure to DTC advertising, such as raising consumer awareness of treatment options and health conditions, motivating consumers to have productive discussions with physicians about important health issues, and facilitating needed diagnoses and treatments of important health conditions, most comments cited concerns.  Specifically, many comments voiced concern that DTC advertising has demonstrated no proven public health benefits, may compromise public safety by focusing on the newest drugs before risks are fully understood, increases healthcare costs by promoting expensive drugs with little or no additional clinical value compared to less expensive alternatives, and undermines interactions between doctors and patients.  Some comments also expressed concerns about the comprehension rate of risk information in DTC advertising, particularly in adults with low literacy, and about the failure of DTC advertising to adequately disclose risks that are specifically relevant to some patient subsets, including the elderly and women.

Several comments made recommendations regarding methods to improve the communication effectiveness of DTC advertising.  Many of these recommendations focused on increased prominence and clarity of risk information, and improved balance in disclosures of benefit and risk information in DTC advertising.  Some comments also recommended strategies other than DTC advertising to present and disseminate information to population subsets, such as increasing the Government’s role in educating the public, including more focus on public service announcements and FDA-approved patient information.

Barriers to Clinical Trial Participation

FDA sought information from the public to determine whether there are specific impediments to participation of certain groups in drug clinical trials and what approaches are necessary to increase the participation of certain subsets of the general population identified in section 901(d)(5) of FDAAA (elderly populations, children, racially and ethnically diverse communities, and medically underserved populations).  In addition to a FR notice, FDA had internal meetings to discuss specific subpopulations and barriers identified by staff. 

Comments were submitted by a wide range of patient groups, industry, healthcare associations, healthcare professionals and other interested individuals  who generally agreed that additional efforts were needed to increase the participation in clinical trials of the groups identified in section 901(d)(5) of FDAAA.  The reasons for the lack of participation by particular subpopulations, however, were extremely varied and without any predominant rationale.  The public comments included recommendations to increase community outreach, education, and the recruitment of minority healthcare providers.
Specific recommendations included:

· Sites should recruit clinical trial personnel from diverse backgrounds.
· Written materials should be comprehensible to individuals with low levels of literacy, and sites should provide bilingual interpreters and provide translations of all materials.

· Both Medicare and private insurers should be mandated to cover standard-of-care costs for trial participants in an effort to eliminate a significant cost and barrier to participation in clinical trials.

· Because transportation can be a significant barrier to participation, increased availability of satellite or partner sites, and availability of visiting nurses to assist individuals who cannot travel was recommended.
Although removing barriers to increase participation of underrepresented groups in clinical trials was supported, there was also concern about creating requirements that increase time, cost, or complexity for investigators.  There was no primary scientific survey or data that could positively identify a common solution to increasing participation.

FDA also identified an additional subpopulation not included in section 901(d)(5) of FDAAA – pregnant women.  In order to support and increase pregnant women’s participation in clinical trials, FDA intends to pursue the following actions:  (1) continue to raise awareness and educate the public, healthcare practitioners, drug manufacturers, and FDA reviewers about the need for informed medication use during pregnancy through clinical study; (2) optimize the use of existing FDA legislation (i.e., FDAAA) to facilitate the conduct of research on the use of individual drugs in pregnant women; (3) require, when appropriate under FDAAA, postmarketing studies of drugs in pregnant women; (4) finalize the Pregnancy and Lactation Labeling Rule; (5) conduct discussions with drug manufacturers early in the drug development process; and (6) as part of the review process, ensure that a clinical study will address all appropriate maternal, fetal, and neonatal outcomes. 
Conclusions
HHS recognizes that the need to reduce health disparities among population groups is of critical importance to the public health.  Increasing access to and understanding of health information to certain subset populations may result in better health outcomes for these populations.  Research on DTC advertising of prescription medications has shown that this advertising can educate consumers about health issues.  However, research also shows that DTC advertising can have negative consequences and that improvements can be made to increase its effectiveness as a communication tool for population subgroups.  Serious concerns have also been expressed about targeting children, as opposed to their caregivers or other adults, with DTC advertisements, as children are a particularly vulnerable segment of the population that may not be capable of properly understanding and evaluating drug advertisements.  FDA is not aware of evidence suggesting that targeting prescription drug advertisements towards children should be encouraged.
It is apparent that further research focusing on subsets of the population is warranted before an accurate assessment of DTC advertising’s impact on access to health information and reducing health disparities can be made.  It is also important to recognize that health disparities may have root causes (such as unhealthy living conditions, barriers to entry into the healthcare system, and differences in the quality of care received by different population groups) that are unlikely to be impacted by DTC advertising; thus, initiatives other than effective DTC advertising should be considered to improve health outcomes for subsets of the general population.

Based on the input received, we believe that the communication value of DTC advertising and its potential to induce positive health-related behaviors on the part of disadvantaged subsets of the general population can be enhanced by implementing the following recommendations:

· Use communicators (e.g., spokespeople) and channels (i.e., the media used to convey messages) that the target populations rate as credible.
· Present information (including information about both benefits and risks of advertised products) in easily understandable language.

· Provide information in languages other than English for communities who have limited English literacy.

· Format the message to allow for easy reading and/or processing of the information by the target population subset (e.g., larger print size, slower presentation and increased repetition of key information).

· Produce help-seeking or other ad campaigns concerning diseases and health issues that have particular relevance to the target community.

· Provide information from the advertised drug’s FDA-approved prescribing information on the drug’s specific efficacy and/or specific risks for the target community (when such information exists).

· Provide information about relevant nondrug interventions (e.g., diet and exercise) that patients should consider.

· Provide information on any available discounts or patient assistance programs that can help low income individuals obtain medications.

· Involve the target community in the development of the message to ensure it is relevant and culturally sensitive. 

· Pretest messages in the target community to ensure they are understandable and culturally sensitive, and that key components of the messages, such as benefits and risks of treatment and disease and lifestyle management information, are effectively communicated.

· Work with ethnic media sources and community-based organizations that are already established in the target community to disseminate messages.

HHS believes these recommendations will improve the effectiveness of the advertisements, which in turn will help consumers make more informed decisions about their health and consumers will experience improved health outcomes as a result.  However, as previously mentioned, HHS also believes it is important to keep in mind that improved DTC advertising is unlikely to impact all the causes of health disparities.  Other interventions aimed at improving health outcomes for certain subpopulations, such as removing barriers to entry into the healthcare delivery system and improving the quality of healthcare received, should also be considered as part of any plan to reduce health disparities for subsets of the general population.
Increasing the participation of certain subpopulations in clinical trials will require parallel efforts by HHS, the healthcare community, educational institutions, community-based organizations, and others.  Based on the wide range of issues commented on and the perspectives included in the comments on clinical trial participation, additional research would be helpful in developing effective interventions and identifying promising solutions.  Because the most effective approaches may vary for different groups, or for addressing different reasons relating to underrepresentation in clinical trials, more than one study would likely be needed.  HHS is committed to undertaking the actions within FDA’s authority to help increase clinical trial participation, particularly in the review of clinical trial design and utilization of existing authorities.  HHS will explore the possibilities of partnering with various healthcare and professional organizations, as it has done in the past, to implement programs that have been proven to increase participation and raise awareness of the benefits of clinical trial participation.  HHS also will continue to review all of the recommendations and examine the feasibility of implementation.  HHS is committed to taking any action that will help ensure that medical research considers the implications of the product being researched for various populations and help assure that data relevant to the entire treatment population are obtained.

Table of Contents

Executive Summary
i
PART I.  The Ability of DTC Advertising to Communicate to Subsets of the General Population
1
I.
Introduction
1
II.
Background
1
A.
Regulatory Overview
2
B.
History of DTC Advertising
4
C.
Research on the Effects of DTC Advertising
6
1.
African-American Consumers
7
2.
Older Consumers
9
103.
Low Literacy Consumers


4.
Children
12
III.
Actions Taken to Gather Information on the Ability of DTC Advertising to Communicate to Subsets of the General Population
12
A.
May 15, 2008, Meeting of the Advisory Committee on Risk Communication
12
B.
Federal Register Notice
13
IV.
Major Issues Concerning the Ability of DTC Advertising to Communicate to Subsets of the General Population – Summary of the Committee Meeting and the Comments Received
15
A.
Ability of DTC Advertising to Communicate to Population Subsets
15
B.
DTC Advertising as it Relates to Increased Access to Health Information
17
C.
DTC Advertising as it Relates to Decreased Health Disparities
20
D.
Effective Ways to Present and Disseminate Information to Population Subsets
23
V.
Recommendations and Conclusion
26
PART II.  Barriers to the Participation of Subsets of the General Population and Medically Underserved Populations in Clinical Drug Trials
30
29I.
Introduction


29II.
Background


32A. 
Communication and Knowledge Barriers


32B. 
Trust and Cultural Sensitivity


C. 
Costs of Clinical Trial Participation
34
D. 
Other
34
III.
Overview of Responses
34
IV.
Recommendations: Selected Proposals, Comments, Suggestions, and Concerns
35
A.
Pregnant Women
35
B.
Particular Age Groups
37
C.
Racial and Ethnic Minorities
39
D.
Increasing Participation in Clinical Trials
40
1.
Communication and Knowledge Barriers
40
422.
Trust and Cultural Sensitivity


3.
Costs of Clinical Trial Participation
45
4.
Other General Issues and Recommendations
47
V.
Conclusion
48
49APPENDIX:
Comments Referenced in Part II of the Report




PART I.  The Ability of DTC Advertising to Communicate to Subsets of the General Population

I.
Introduction

On September 27, 2007, the Food and Drug Administration Amendments Act (FDAAA) of 2007, Public Law No. 110-85, was enacted.  Section 901 of FDAAA requires the Secretary of Health and Human Services (HHS) to submit a “report to the Congress on direct-to-consumer advertising and its ability to communicate to subsets of the general population, including elderly populations, children, and racial and ethnic minority communities.”  The law requires the Secretary to “utilize the Advisory Committee on Risk Communication … to advise the Secretary with respect to such report.  The Advisory Committee shall study direct-to-consumer advertising as it relates to increased access to health information and decreased health disparities for these populations.”  The report is required to “recommend effective ways to present and disseminate information to these populations.”  These topics are addressed in Part I of this report.  The report is also required to “make recommendations regarding impediments to the participation of elderly populations, children, racially and ethnically diverse communities, and medically underserved populations in clinical drug trials” and “recommend best practice approaches for increasing the inclusion” of such populations in these trials; these topics are addressed in Part II of this report.

To prepare Part I of the report, the Food and Drug Administration (FDA or Agency) examined the following issues regarding direct-to-consumer (DTC) advertising: 

· The ability of DTC advertising to communicate to subsets of the general population, including the elderly, children, and racial and ethnic minority communities;
· DTC advertising as it relates to increased access to health information for these populations;
· DTC advertising as it relates to decreased health disparities for these populations; and
· effective ways to present and disseminate health information to these populations.
FDAAA requires the submission of the report not later than 24 months after the date of enactment (i.e., by September 27, 2009).  This report is submitted to the Committee on Health, Education, Labor and Pensions of the Senate and the Committee on Energy and Commerce of the House of Representatives, as required.

II.
Background

The following section provides an overview of the legal and regulatory requirements that apply to prescription drug DTC advertising and a brief history of DTC advertising and 

research into its effects, including a summary of pertinent research on its effects on subsets of the general population.

A.
Regulatory Overview

FDA regulates the promotion of prescription drugs, including advertising and promotional labeling, under the authority of the Federal Food, Drug and Cosmetic Act (the Act).
  Within FDA, human prescription drug promotional labeling and advertising is regulated by the Division of Drug Marketing, Advertising, and Communications (DDMAC) in the Center for Drug Evaluation and Research (CDER).  DDMAC is also responsible for regulating the promotional labeling and advertising of some prescription therapeutic biologic products; the Advertising and Promotional Labeling Branch (APLB) in the Center for Biologics Evaluation and Research (CBER) regulates the promotional labeling and advertising of all other prescription biologics, including vaccines and blood products.

The Act and FDA’s implementing regulations require that prescription drug advertising be truthful and non-misleading and that it present a balanced picture of the benefits and risks of the product being promoted.  Specifically, under section 502(n) of the Act (21 U.S.C. 352(n)) and FDA’s implementing regulations (21 CFR part 202), an advertisement (ad) for a prescription drug must include a “true statement” of information in brief summary “relating to side effects, contraindications and effectiveness” of the product, in addition to the product’s established name and quantitative composition.  FDA’s implementing regulations specify that, among other things, this statutory requirement is not satisfied if an ad for a prescription drug product is false or misleading with respect to side effects, contraindications or effectiveness, or if it fails to reveal material facts about “consequences that may result from the use of the drug as recommended or suggested in the advertisement.”
  These regulations also specify that an ad must present a fair balance between information relating to risks and benefits, which is achieved when the presentation of true information relating to side effects and contraindications is comparable in depth and detail with the presentation of information relating to effectiveness.
  
Furthermore, according to FDA’s implementing regulations, the information in brief summary relating to side effects and contraindications required by the Act must disclose “each specific side effect and contraindication (which include side effects, warnings, precautions, and contraindications, and include any such information under such headings as cautions, special considerations, important notes, etc. . . .) contained in required, approved, or permitted labeling for the advertised drug dosage form(s).”
  The resulting information disclosure is commonly called the “brief summary.” 

While print advertisements generally must include the aforementioned brief summary of each of the risk concepts from the product’s FDA-approved prescribing information, the regulations specify that broadcast advertisements (e.g., radio or television ads) must include information relating to the major side effects and contraindications of the advertised drug in the audio or audio and visual parts of the presentation; this disclosure is referred to as the “major statement.”  These broadcast advertisements are also required to either present a brief summary or, alternatively, make “adequate provision . . . for dissemination of the approved or permitted package labeling in connection with the broadcast presentation.”
  The regulations thus specify that the major statement, together with adequate provision for dissemination of the product’s package insert (PI), can provide the required information disclosure for broadcast advertisements.

The requirements for the disclosure of information relating to side effects, contraindications and effectiveness do not apply to advertisements that do not make claims regarding the therapeutic safety or effectiveness of the drug.  For example, “reminder” advertisements, which “call attention to the name of the drug product but do not include indications or dosage recommendations for use of the drug product,” are exempted from the disclosure requirements discussed above.
  Drug manufacturers may also produce what are known as help-seeking or disease awareness communications, which are communications that discuss a particular disease or health condition and encourage patients to seek appropriate treatment, but do not mention any specific drug or make any representation or suggestion concerning a particular drug.  These help-seeking/disease awareness communications are not subject to the requirements of the Act because they do not promote any specific product.

Historically, the statutory and regulatory provisions that apply to prescription drug advertising have focused on the content of advertisements and have not addressed the intended audience for a particular advertisement.  However, with the passage of FDAAA in 2007, specific provisions were added to the Act that focused exclusively on advertisements targeted to consumers.  

Specifically, Title IX of FDAAA contains several provisions specific to DTC advertising.  For example, Section 901 of FDAAA (under this title) gives FDA the authority to require submission of any television (TV) drug ad for pre-review by the Agency not later than 45 days before the ad is publicly disseminated.  FDA can make recommendations for changes to be made to the ad that are consistent with the approved product labeling, that are necessary to protect the consumer good and well-being, or that relate to the efficacy of the drug in specific population groups, including elderly populations, children, and racial and ethnic minorities.
  Section 901 of FDAAA also requires that the major statement relating to side effects and contraindications in prescription drug TV and radio ads be presented in a “clear, conspicuous, and neutral manner.”  In addition, it requires the submission of this report to Congress on DTC advertising.  Finally, section 901 gives FDA the authority to hold any person who disseminates a false or misleading prescription drug DTC ad liable for civil monetary penalties.  Section 906 of FDAAA (under Title IX) also contains a requirement related to DTC advertising.  It requires published DTC ads to include a specific statement and contact information encouraging consumer reporting of negative side effects of prescription drugs to FDA, and it also requires FDA to conduct a study to determine whether the specific statement is appropriate for inclusion in DTC television ads.
None of the Federal statutory or regulatory provisions applicable to DTC prescription drug advertising address the amount of such advertising that companies may engage in.  In addition, none of these provisions either require or restrict the development of truthful and non-misleading advertisements targeted to certain subsets of the general population, including the elderly, children, or racial and ethnic minority communities.
  Rather, as described above, these laws and regulations focus on the content of the advertisements themselves.
  

B.
History of DTC Advertising

FDA has had primary authority over prescription drug advertising since the 1962 Kefauver-Harris Amendments to the Federal Food, Drug and Cosmetic Act.
  Congress transferred direct authority over these advertisements from the Federal Trade Commission to FDA in these Amendments.
  At the time of the 1962 Amendments, prescription drug advertising primarily targeted healthcare professionals.  As consumers gained increased access to healthcare information and became more involved in their healthcare decisions, drug companies began to target consumer audiences with promotion.
  

The first prescription drug print advertisement directed to consumers was published in 1981.
  In 1982, the Commissioner of FDA predicted the exponential growth of DTC advertising, and in response drug companies sent in a large number of DTC advertisement proposals to FDA.
  In 1983, FDA made a request to the pharmaceutical industry for a voluntary moratorium on DTC advertisements to allow FDA time to examine and address the issue.
  During the moratorium, both FDA and the pharmaceutical industry studied the effects of DTC advertising.  One study conducted by FDA found that consumers wanted more information about prescription drugs and healthcare and would view DTC advertising favorably.
  
FDA withdrew the voluntary moratorium on DTC advertising in 1985.
  In its announcement of this withdrawal, FDA concluded that its existing regulations governing prescription drug advertising provided sufficient safeguards to protect consumers and that it would continue to regulate prescription drug advertising in accordance with the Act and applicable regulations.
  

After the moratorium lifted, pharmaceutical companies began to expand their consumer-directed promotional efforts.  The majority of this promotion occurred in the print medium; companies were unclear at that time about how they could comply with the requirements applicable to broadcast media (in particular, the requirement that advertisers make “adequate provision” for dissemination of the product’s PI).  In 1997, FDA issued a draft guidance describing an approach for fulfilling the requirement for adequate provision in connection with broadcast advertising for prescription products;
 this guidance was finalized in 1999.
  Following the issuance of these documents, companies expanded their consumer-directed promotional efforts to include broadcast advertisements.
Generally, companies are required to submit copies of their prescription drug promotional pieces to FDA at the time the piece is first publicly used.
  Currently, FDA receives several thousand consumer-directed prescription drug promotional pieces every year.  For example, in 2008, DDMAC received a total of 71,085 promotional pieces, and of this total, 14,456 were consumer-directed pieces and another 10,861 were Internet promotional materials, many of which targeted consumer audiences.

C.
Research on the Effects of DTC Advertising

Direct-to-consumer advertising has raised many questions about its ultimate effect on the public.  There has been vigorous debate about the pros and cons of this form of advertising.  On the positive side, advocates have suggested or argued that DTC advertising increases awareness of available treatments for underdiagnosed and undertreated conditions, improves understanding of product risks and benefits, improves compliance with therapy, and enables better discussions between patients and their healthcare provider(s).  On the negative side, critics have said that DTC advertising overstates benefits and understates risks of advertised drugs, causes patients to pressure doctors for advertised drugs, causes inappropriate prescribing, increases the price of drugs and the cost of healthcare, harms the relationship between patients and doctors, causes consumers to believe that aspects of normal experience are indicative of disease (a medicalization of normal experience), and interferes with patients’ ability to obtain unbiased information about treatments.
  
Research on the impact of DTC advertising has produced varying levels of support for both sides of the debate about the effects of DTC advertising.  FDA’s own research on these questions concluded that both doctors and patients rate DTC advertising as having positive and negative effects.
  Most of this research has focused on the general population, however, and has not considered how DTC advertising affects subsets of the population.  Additional research focusing on whether DTC advertising has differential impacts on specific subsets of the general population is needed in order to fully explore this topic.  

To provide background and inform this report, FDA reviewed the published literature for studies that examine DTC advertising’s impact on subsets of the general population.  As stated above, DTC advertising has been present since the early 1980’s.  Because the greatest increase in consumer-directed promotion came after the issuance of FDA’s final guidance on Consumer-Directed Broadcast Advertisements in 1999, FDA focused its review on studies published after the issuance of this guidance. 

1.
African-American Consumers

Racial minorities, such as African-Americans, face unique health challenges.  Minorities are more likely to experience poor communication with their healthcare provider, have less access to services for certain disease states (such as mental health), and are more likely to suffer from or experience less-than-optimal outcomes in certain disease conditions, such as diabetes and AIDS.
  

Research that has focused on the impact of DTC advertising on African-American patients includes both direct survey research and segmentation analysis of larger population surveys.  One survey examined the self-reported behavior of African-American patients as measured immediately after a visit to their physician.
  The majority of patients reported high awareness of DTC advertising: 76 percent reported they had been exposed to a DTC ad in the 2 months before the visit.  Slightly fewer than half (44 percent) said they had looked for more information because of a DTC ad, 23 percent had a question for their physician on the day of the visit as a result of a DTC ad, 29 percent said they had asked for a prescription medication they had seen advertised, and 48 percent said they felt the ads helped them make better health decisions.  

A survey of older Americans’ attitudes found that African-American seniors were more likely than Caucasian seniors to say that DTC advertising was a good idea (60 percent vs. 47 percent) and were more likely to have called the toll-free number listed in the ad to get more information (19 percent vs. 7 percent).
 
Another survey that examined the responses of African-American participants compared to those of the general population
 found that African-Americans were more likely to talk with their doctor after seeing a DTC ad than other respondents (31 percent vs. 27 percent).  Among those respondents in the survey who saw a DTC ad and talked with their doctor, however, African-American respondents were less likely to ask their doctor for a prescription than general population respondents (16 percent vs. 31 percent).  This conflicts with the results of a secondary data analysis of another survey in which African-American respondents were more likely to request a prescription drug after viewing a DTC ad, but less likely to actually receive the drug they requested.
  The apparent conflicting results of these two reports may be due to differences in the way the question was asked of respondents.

African-American physicians are an important reference group because, for many of them, a majority of the patients they serve are African-American.  Surveys of African-American physicians
 reveal that their attitudes about DTC advertising have become more positive over time.  In a recent survey of this population, many African-American physicians felt that DTC advertising has some beneficial effects and some negative effects for their patients.  The benefits reported by more than 50 percent of surveyed physicians include making patients aware of treatment options (80 percent), making patients aware of problems earlier (64 percent), promoting better patient education regarding disease states (58 percent), making patients more aware of side effects (64 percent), and promoting better discussions during an office visit (60 percent).  Further, 73 percent of the surveyed physicians reported that their patients asked thoughtful questions as a result of seeing DTC advertisements.  The physicians surveyed also reported some negative effects on their patients.  This included making people think medicines work better than they do (76 percent), confusing people about the relative risks and benefits of medication (76 percent), and increasing patient second-guessing of a diagnosis (65 percent).  Fewer than 20 percent of physicians felt DTC advertising improved compliance with medication regimes.  Forty-five percent of physicians felt that DTC ads are a beneficial educational tool for patients in underserved communities generally or minority patients specifically, whereas 42 percent felt that DTC advertising may increase tension between doctors and patients.  

2.
Older Consumers

Older consumers also face unique health challenges.  Older patients are more likely to be taking medications, especially more than one medication at a time, than younger patients.
  At the same time, individuals age 65 and over are more likely to have basic or below basic health literacy skills than younger individuals.
  Therefore, older individuals may be both more targeted by DTC advertising and less able to adequately process and comprehend its messages.  

Research that has examined the effect of DTC advertising on older consumers includes both direct surveys and secondary analyses of existing datasets.  Generally, older consumers
 tend to report less awareness of DTC advertising than younger consumers (although awareness levels are still high, above 80 percent).
  Two secondary data analyses have found that compared to younger consumers, older consumers were more likely to trust their physicians’ judgment than their own and less likely to bring DTC ads to the attention of their physician.
  In addition, older adults are less likely than younger adults to request a specific drug in response to a DTC ad.  Interestingly, however, they report being more likely to receive a referral for additional medical services, such as diagnostic testing or a referral to a specialist, as a result of speaking with a physician in response to a DTC ad.

Older adults tend to hold attitudes about DTC advertising that are similar to younger adults on several issues.  In one survey,
 about 26 percent of older respondents (age 57 and older) felt that DTC ads accurately portray the risks and side effects of prescription drugs and 43 percent said they would ask their doctor for a prescription drug after seeing a DTC ad if they thought they needed the drug.  Another survey of adults age 60 and older
 reported that about half of the respondents (51 percent) felt the information in DTC ads was easily understood and they could “often” determine for whom the medication was intended, but that the ads did not provide enough information about side effects.  Approximately the same percentage (53 percent) thought DTC advertising was a good idea, 44 percent said they would be more likely to call for more information about the drug if a discount was offered or they could get the medication for free, and 78 percent said they would talk to a doctor about a DTC ad if they felt the medication might help them.

Perceived credibility of various DTC media is a factor in determining behavior that may result from DTC exposure.  Older consumers are less likely to trust the Internet and rate it as less informative than TV, magazine, and radio media compared to younger consumers.  Perceived credibility of the Web is more important than age in determining behavior.  Participants who see the Internet as credible are more likely to talk with their doctor and request a prescription as a result of seeing a DTC ad on the Internet.
  In one survey of adults age 50 and over,
 individuals who had a more positive attitude toward DTC advertising were more likely to rate DTC media as more credible.

3.
Low Literacy Consumers

Low health literacy consumers are another important subset of the general population to consider when evaluating DTC advertising’s impact on subsets of the general population.  It has been reported that only 12 percent of U.S. adults have proficient health literacy skills.
  Low health literacy has been associated with poorer health outcomes and higher healthcare costs.

Research has suggested that adults with lower literacy have a more difficult time understanding DTC ads.  One study with low literacy adults found that although 82 percent agreed that DTC ads give consumers important information, 72 percent also agreed that some of the information in the ads might be confusing to consumers.
  In addition to soliciting their opinions about DTC ads, the participants in this study were asked to rate three DTC television ads.  Whereas most of the participants (90 percent) reported liking the ads, their performance on a comprehension measure tended to be only slightly better than chance.  Overall, participants answered 59 percent of true/false comprehension questions correctly (range = 26 percent - 92 percent).  Risk-related questions were less likely to be answered correctly than benefit-related questions.  Participants were more likely to understand risks presented in audio, compared to audio and text or text only.

Reported difficulty in understanding the information in DTC ads is most likely a result of the information demands and high reading level of the information in the ad itself.  A content analysis of the print and Web site adequate provision materials from 23 DTC television ads
 revealed that the average reading grade level for the materials (as measured by the widely used Simple Measure of Gobbledygook (SMOG)
 readability formula) was between grades 10.5 and 11.6 for the main body copy and between 13.7 and 14.1 for the brief summary of risks.  Some pieces scored at grade 17 and higher.  Only one of the pieces met the standard eighth grade reading level recommended by the SMOG.

The content analysis also evaluated the print materials on the Suitability Assessment of Materials (SAM) instrument.  The SAM measures several categories; the most relevant to the questions at hand are the SAM literacy demand variables.  The literacy demand variables assess (1) readability (measured by the Fry readability formula), (2) writing style (active rather than passive voice), (3) vocabulary, (4) use of context, and (5) use of headers.  Of the materials reviewed, none of the materials scored lower than sixth grade on readability, and 90 percent scored at the ninth grade or higher on readability.  The brief summary page of magazine ads was more likely to contain passive voice compared to the main body of the ads.  In addition, the brief summary was more likely to have long or multiple embedded phrases, uncommon words, and extensive unexplained medical vocabulary.  In summary, the authors concluded that the brief summary of risks is difficult for most readers to understand and read compared to the main body copy, a result the authors attribute to the promotional nature of the main body copy. 

4.
Children

Children younger than age 18 are exposed to a great deal of advertising in many forms.
  This includes DTC ads directed at children or at their parents.
  Exposure may also vary across different subsets of children.  For example, studies of television viewing rates have shown that African-American children tend to watch more television than their Caucasian counterparts.
  However, FDA is not aware of published research that examines the impact of DTC advertising on children younger than 18.  

III.
Actions Taken to Gather Information on the Ability of DTC Advertising to Communicate to Subsets of the General Population

In addition to reviewing the available scientific literature for data on DTC advertising’s impact on subsets of the general population, FDA sought input from the following sources to prepare this report to Congress on the ability of DTC advertising to communicate to subsets of the general population.

A.
May 15, 2008, Meeting of the Advisory Committee on Risk Communication

FDA convened a meeting of the Advisory Committee on Risk Communication (Committee) on May 15, 2008, to aid the Agency in preparing this report.
  The Committee met for presentations and discussion of DTC advertising and how it relates to communicating to subsets of the general population, such as the elderly, children, and racial and ethnic minority communities and the relation of DTC advertising to increasing access to health information and decreasing health disparities.
At this meeting, several presentations were made to aid Committee members in their study of DTC advertising as it relates to increased access to health information and decreased health disparities for subsets of the general population.  The presentations included an overview of FDA’s DTC advertising regulation and the FDAAA DTC report requirement.  In addition, FDA retained an outside consulting group, Eastern Research Group (ERG), to review the scientific literature on DTC advertising and present a summary of its findings to the Committee, with particular emphasis on literature relating to DTC advertising’s ability to communicate to subsets of the general population and its impact on these groups.
  Following this presentation, several Committee members noted that, given the limited data currently available, there is clearly a need for more research on this topic to fully explore how DTC advertising relates to improving health outcomes for population subsets.

Consultants to the Committee with expertise in advertising, consumer behavior, and health communication issues presented information on how advertising is processed by different subsets of the general population and suggested best practices for health communication based on their experience and expertise.  There was also an open public hearing portion of the meeting during which the Committee heard the views of two members of the public on this topic.  Finally, the Committee heard presentations from FDA staff members involved in the Agency’s own efforts to communicate health information to elderly populations, children, and racial and ethnic minority communities.

Committee members were asked to provide suggestions or points for FDA to consider regarding the relation of DTC advertising to increasing access to health information and decreasing health disparities for groups such as the elderly, children, and racial and ethnic minority communities.  They were also asked to provide suggestions about effective ways to communicate information to subsets of the general population.  

B.
Federal Register Notice

FDA also sought comments from interested parties, including consumers, the pharmaceutical industry, researchers, communication experts, healthcare practitioners, and professional and trade associations, to aid the Agency in preparing this report.  In a notice published in the FR on April 28, 2008, announcing the May 15, 2008, Committee meeting, FDA indicated that interested persons could present data, information, or views to the Committee, and that they could also submit written submissions to the docket provided in the notice.
  The notice referred interested parties to the docket
 for further information on topics of particular interest for comment.  The Agency posted a document
 in the docket indicating that it was particularly interested in scientific research, data, and information on the topics outlined below:

· Are different subsets of the population in the United States, including the elderly, children, and racial and ethnic minority communities, being targeted or reached by DTC promotion?  If so, which segments of the population and to what extent?

· Furthermore, if any subsets of the population such as the elderly, children, and racial and ethnic minority communities are being reached or targeted by DTC promotion, what effect, if any, does this DTC promotion have on its intended audience?

· For example, FDA is interested in scientific data that relate to the existence of a relationship between targeted DTC promotion and the disease or condition at issue.  For example, was the targeted audience particularly appropriate for the drug being promoted (e.g., high prevalence of the disease the drug treats in the audience)?

· FDA also is interested in receiving data as to whether DTC promotion is providing educational content about the diseases or conditions at issue.  If so, is this educational content sufficient or should additional educational content about the disease or condition be provided?

· Moreover, FDA is interested in any data that relate to any type of relationship between targeted DTC promotion and subsequent contact (telephonic, e-mail, office or clinic visit) with a healthcare provider by the targeted consumer.  If there is a relationship between exposure to the promotion and contact with a healthcare provider, how soon after the targeted audience is first exposed to the advertisement does this contact occur?

· Furthermore, FDA is interested in scientific data that relate to an actual improvement in health as a result of the targeted promotion.  For example, after being exposed to the promotion, did the targeted audience engage in behavior modification (i.e., exercise, diet) that was directed at improving health?

· Finally, FDA is interested in any data that relate to difficulties a targeted audience had in understanding the content in a DTC ad about a disease or condition.  Are there any segments of the population for which targeted DTC promotion resulted in behavior that was unintended or unforeseen?  If so, what type of behavior and to what extent?

· Are there any subsets of the population for which targeted DTC promotion should generally be deemed to be inappropriate?  If so, which subsets of the population and why?  Furthermore, if there are such subsets of the population, are there any best practice approaches that the FDA should consider with respect to these population subsets?

· Are there any advertising strategies that raise concern when such strategies are applied to prescription drug advertisements that are directed to specific subsets of the population?  Conversely, are there any advertising strategies that reflect an approach to promotion that the data indicate should be used with respect to advertisements directed to a certain subset of the population?

To reach as broad an audience as possible, FDA informed its constituents of this request for comments at several different conferences and meetings.

During the 5 month comment period, FDA received 11 comments.  These comments are available at http://www.regulations.gov under Docket No. FDA-2008-N-0226 and include comments from one healthcare practitioner/clinician, one academician, one marketing/communications company, two consumer advocates, two pharmaceutical companies, and four nonprofit organizations/trade associations. 
IV.
Major Issues Concerning the Ability of DTC Advertising to Communicate to Subsets of the General Population – Summary of the Committee Meeting and the Comments Received
A.
Ability of DTC Advertising to Communicate to Population Subsets

Information was presented at both the May 15, 2008, meeting and in the written comments about the exposure of different population subsets to DTC advertising.  Concerns were also raised about targeted DTC promotion for certain population subsets.

Exposure of subsets to DTC advertising

Information presented at the May 15, 2008, meeting showed high exposure rates of the elderly and African-Americans to DTC advertising.  However, discussion at the meeting indicated a concern about DTC advertising’s ability to reach subsets of the population who do not access or rely on mainstream media sources.  Although specific data relating to the different channels DTC advertisers preferentially use were not presented, the general sense was that the majority of DTC advertising is disseminated through mainstream media channels.  It was reported that many members of racial and ethnic minority populations, particularly non-English speakers, prefer ethnic media sources and may, therefore, have relatively low exposure and access to DTC promotion.  Some discussion also focused on the digital divide – the differences in technology access between segments of the population – and how this could have a negative impact on the ability of DTC promotion to reach some subsets, such as the elderly and some ethnic minority communities, particularly as more advertisers focus on the Internet as a primary channel of communication.  

In the FR Notice, FDA asked interested persons to comment on whether different subsets of the population, including the elderly, children, and racial and ethnic minority communities, are being targeted or reached by DTC promotion and requested information on which segments of the population and to what extent.  However, many of the comments addressed the pros and cons of DTC advertising generally and did not present specific data to substantiate the ability of DTC advertising to reach subsets of the general population.  A handful of comments did indicate that DTC promotion often reaches or targets the elderly and children.  Two nonprofit organizations stated that the elderly, in particular, are targets because many of the classes of drugs that are the subject of DTC advertising treat conditions that the elderly are more likely to suffer from than the general population.  

Some of the comments addressed subsets of the general population beyond those specifically queried about.  For example, some comments indicated that DTC promotion often targets women.  Two comments stated that it is widely accepted that women make the majority of healthcare decisions for their family and that it is very likely that DTC advertising is and will be specifically targeted towards women.  One clinician added that women interact with healthcare services more frequently than men and are prescribed more medications.  This practitioner also commented that women’s magazines are often filled with multiple drug ads, and advertising in the general media tends to be more focused on drugs that women are more likely to take.  The same individual also cited studies of DTC advertisements of antidepressants that demonstrate that these ads predominantly target women.
  References
,
,
 were also provided suggesting that DTC advertising targets women more frequently than men, including an analysis of the quantity and placement of U.S. television DTC advertising that found that prescription drug ads aired most often during programs targeting women and older viewers.
  The authors of this analysis estimated that an average viewer would see more than 30 hours of DTC advertising each year, far more time than is spent in consultations with physicians, and that older women would be likely to view more than the average amount of prescription drug advertising.  

Concerns about targeted DTC promotion for some population subsets

Children – A key concern raised at both the May 15, 2008, Committee meeting and in the comments is whether it is appropriate for DTC advertising to target children.  Committee members questioned whether the specific listing of this population subset in the Report requirement in FDAAA was meant to indicate that targeted advertising of children was desirable.  The Committee members considered children a particularly vulnerable segment of the population, and information presented by a consultant to the Committee indicated that young children are particularly susceptible to claims in advertising because they are not fully able to understand the persuasive intent of advertising and have yet to develop the skepticism that adults have towards promotion.  It was suggested that, if advertisers are going to communicate to children, they should at a minimum communicate to children and their parents or caregivers, or their parents/caregivers only.  It was also suggested during the Committee’s discussion that, if children are to be targeted, the messages should focus on educating them about the safe use of drugs and/or addressing particular problems in this population to change behaviors (e.g., abuse of prescription drugs).  

A speaker during the open public hearing portion of the May 15, 2008, meeting expressed concerns over the impact of DTC advertising on children, particularly for sexual or intimate adult issues and for psychotropic drugs.  Similarly, in response to the FR notice, a consumer member of a nonprofit organization commented that, although DTC advertising may not specifically target children, certain ads shown during “waking hours” negatively expose children to explicit material about sexual or intimate personal adult issues (e.g., erectile dysfunction) and should be banned except between the hours of 10 p.m. and 6 a.m.

Women – One comment expressed deep concern over targeted DTC advertising in women of childbearing age because some of these drugs, including the acne drug Accutane (isotretinoin), can lead to serious birth defects.  This clinician cited data revealing that women taking Accutane were highly exposed to DTC advertising for the drug, and indicating that this advertising influenced a certain percentage of women to seek treatment.
  The clinician also asserted that the advertising for several drugs that were eventually withdrawn from the market because of safety concerns, including Rezulin, Propulsid, and Vioxx, heavily targeted women.  Furthermore, the same practitioner expressed concern about the influence hormone replacement therapy advertising had in driving demand for prescriptions.

B.
DTC Advertising as it Relates to Increased Access to Health Information

At the May 15, 2008, Committee meeting and in the written comments, information and opinions were provided on the relationship between DTC advertising and increased access to health information.  Some of this information related to DTC advertising’s ability to improve patient knowledge of treatments and health conditions.  However, information was also presented on low health literacy as an impediment to patient education through DTC advertising, and concerns were expressed about the quality of information in some DTC advertising.

Impact on patient education

Information presented at the May 15, 2008, meeting indicated that DTC advertising can increase patients’ access to healthcare information, as evidenced by patients’ increased knowledge of advertised medications and the diseases or conditions they treat.  It can also cause patients to look for more health information.  A survey of members of the National Medical Association (an organization of African American physicians), cited at the meeting, indicated that 45 percent of surveyed physicians agreed that DTC ads are a beneficial educational tool for patients in underserved communities and groups.
  It was also reported that many physicians believe consumer-focused advertising of prescription medications enriches the doctor-patient dialogue.  Specific benefits cited included promoting better patient education regarding disease states, alerting patients to health problems earlier, and making patients aware of treatment options.  

Some of the written comments also reported that DTC advertising can increase access to healthcare information.  Two manufacturers advocated the benefits of DTC advertising from a broad viewpoint.  One stated that DTC advertising has the potential ability to improve the comprehension of and access to health information for subsets of the general population.  The other stated that DTC advertising raises consumer awareness of treatment options and health conditions, motivates consumers to have productive discussions with physicians about important health issues, and leads to needed diagnoses and treatments of important health conditions.  However, specific data were not provided on DTC advertising as it relates to subsets of the general population such as the elderly, children, and racial and ethnic minorities.
Health literacy concerns

Discussion at the meeting and in the comments indicated a concern that low literacy among population subsets impairs access to health information, whether through DTC advertising or other sources.  In particular, for subsets with limited English or overall literacy, it was thought that health literacy would be even more limited.  It was suggested that this would have a severe impact on the ability of DTC advertising to communicate to these groups given their inability to understand basic healthcare information and their lack of previous exposure to the medical information and terminology contained in such ads.  One presenter at the meeting indicated that there is evidence to suggest that, among consumers with limited English literacy, risk information in advertising is not accurately understood.  Similarly, this presenter cited evidence suggesting that a majority of seniors report that risk information in advertising is confusing and difficult to understand.

A nonprofit organization also stated in its written comments that DTC advertising yields low comprehension of risk information, particularly in adults with low literacy.  In addition, this group asserted that certain demographic groups (particularly the elderly and those with less education or for whom English is a second language) may be less able to adequately assess risks and benefits of drugs or evaluate the rapid-fire information presented in a television commercial.  Another comment summarized a study assessing comprehension of DTC advertising in adults with limited literacy that found that this subset was much less likely to understand risk information compared with the company’s positive messaging.
 
Concerns about the quality of information in DTC advertising

At the May 15, 2008, meeting, Committee members suggested that, when considering how DTC advertising relates to increased access to healthcare information, it is important to keep in mind that not all DTC advertising is a good communication tool – i.e., some advertising overstates product benefits or minimizes risks.

Similarly, comments addressing DTC advertising as it relates to increased access to health information expressed concerns about the quality of information in some DTC advertising.  The majority of comments expressed an overall negative view on DTC advertising, asserting that it has no proven public health benefits, may compromise public safety by focusing on the newest drugs before risks are fully understood, increases healthcare costs by promoting expensive drugs with little or no additional clinical value compared to less-expensive alternatives, and undermines interactions between doctors and patients.  

A nonprofit group stated that the only comprehensive review
 of studies on DTC advertising demonstrated that there are no empirical data that demonstrate better communication between patients and physicians and improved health outcomes as a result of DTC advertising.  This review concluded that in the absence of such evidence, the assumption is that the likely clinical and economic disadvantages outweigh the as-yet unproven benefits.

Nearly half of the comments raised concerns that DTC advertising is used for “disease mongering” but bears little relationship to true public health needs.  One individual defined this term as presenting health conditions in a broad way that blurs the distinction between healthy normal life and conditions that require drug treatments.  A nonprofit organization defined the term as growing the market for particular pharmaceutical products through disease awareness campaigns that use advertising to “widen the boundaries of illness.” 
Several comments expressed concerns about the failure of DTC advertising to adequately convey critical information and questioned whether this advertising had educational value.  One representative questioned the value of the “brief summary” in DTC advertisements and recommended that these advertisements use an alternative method of disclosure that consumers could more readily read and understand.  One comment stressed that there is evidence that DTC advertising, in general, fails to inform the public of safety concerns.  This practitioner provided data about the educational content of DTC advertising from a study analyzing 320 magazine ads for the presence or absence of key information needed for informed treatment choices.  This study concluded that few ads provided even the most basic information needed based on the following points:  in 9 of 10 ads, no mention was made of the likelihood of treatment success or how long treatment was needed; over 7 of 10 failed to mention other helpful activities like exercise or diet or any other possible treatments; and little useful information was provided about the condition, with 9 of 10 failing to correct commonly held misconceptions and three-quarters failing to mention any risk factors.  
In addition, some comments expressed concern about the failure of DTC advertising to adequately disclose risks that pose particular problems for population subsets such as the elderly and women.  
C.
DTC Advertising as it Relates to Decreased Health Disparities

Data and information were presented at the May 15, 2008, meeting and in the comments about positive and negative effects of DTC advertising on health-related behaviors.  However, it was also suggested that further research is needed on this topic to establish whether DTC advertising can have a positive impact on health disparities.

Positive impacts of DTC advertising on health-related behaviors

Although no evidence was presented at either the May 15, 2008, meeting or in the comments showing a demonstrated effect of DTC advertising on reducing health disparities (i.e., population-specific differences in the presence of disease, health outcomes, or access to healthcare), some of the information presented indicated that DTC advertising can prompt behaviors that could have a positive impact on health, suggesting DTC advertising may have the potential to reduce health disparities.  

Much of the information discussed at the meeting related to DTC advertising’s impact on the population as a whole rather than on specific population subsets.  For example, it was asserted that research has demonstrated that (1) DTC advertising influences a certain percentage of patients to visit a doctor and ask for medication, (2) patients who request drugs tend to get treatment, and (3) most patients who request medication in response to DTC advertising do have the condition the drug treats.  It was also suggested at the meeting that DTC advertising has the potential to destigmatize undertreated medical conditions, which could lead patients to address these conditions and improve their health.

Some of the information discussed did relate to specific population subsets.  One presenter summarized results of a survey
 of African-American patients indicating that DTC advertising prompts some patients to ask for prescriptions or to make an appointment to see their doctor to talk about a drug they had seen advertised.  These behaviors could result in improved health if the medication requested is received and is appropriate for the patient (and the patient adheres to the medication regimen), and/or if the visit to the doctor results in other health issues being successfully addressed.  This presenter also indicated that one study suggests that a certain percentage of elderly patients who went to see their doctor because of a DTC ad were referred for further treatment as one of the outcomes of the office visit.
  

The presenter also discussed the impact of DTC advertising on children’s health.  Although, as summarized above, there were many concerns raised about targeting children with DTC advertising, the presenter stated that evidence indicates that exposure of children’s caregivers to DTC advertising could lead to positive impacts, such as inspiring the caregivers to visit their child’s physician.  Children’s caregivers were more likely to be inspired by DTC advertising to visit a physician than the rest of the population of caregivers.  

Several comments included data specific to elderly patients and women for this topic.  Two responders cited the same study discussed by the presenter at the May 15, 2008, meeting suggesting that elderly patients may be especially likely to receive referrals for further treatment in response to DTC advertising-inspired visits.  Based on this study, one comment noted that African-Americans, those with children at home and those with self-reported poor health, were more likely to request a drug than others.  

Nearly half of the comments agreed that DTC advertising, in general, directly influences prescribing by causing patients to request advertised drugs from their doctors.  One individual cited an FDA study of responses to fictitious advertising in a random sample of the population in four U.S. cities that found that both women and the elderly were likely to say they would ask their doctor for a prescription in response to DTC advertising.
  Assuming that the requested medication is appropriate for the patients inspired to make such a request in response to DTC advertising, such behavior could improve health.

Negative impacts of DTC advertising on health-related behaviors

It was suggested at the May 15, 2008, meeting by some presenters and Committee members that DTC advertising may have a negative health impact for some patients.  For example, it could result in the shift from nondrug interventions to drugs for patients who are not appropriate for drug therapy.  This could have a negative impact on patients by exposing them to the side effects of unnecessary medication and by failing to address behavior changes that are needed to improve health. 

Similarly, many of the comments expressed concerns about the health-related impact of DTC advertising, including that DTC advertising (1) may expose patients to drugs whose risks are not fully known, (2) may cause overprescribing of drugs, and (3) may undermine interactions between doctors and patients.  One clinician commented that DTC advertising of pharmaceutical treatment options has been shown to reduce the likelihood of patients engaging in lifestyle management options.  This individual cited a paper that concluded that DTC advertising related to diabetes, high cholesterol, obesity, and hypertension reduced the likelihood of engaging in moderate exercise.
  

The practitioner further commented that consumers overestimate the benefits of advertised drugs and, as a result, can be directed to a management option that is not helpful, which will lead to unnecessary expense and exposure to adverse effects.  Moreover, this comment stated that DTC advertising can divert the opportunity of patients conversing with doctors about the most effective ways to minimize the risk of disease to instead engaging in discussions about the merits of a particular product that a patient saw advertised. 

This individual also described a study examining a sample of pharmaceutical advertisements during peak viewing times in June and July 2004.  The authors of this study found that none of the advertisements described healthy activities or other lifestyle changes as an alternative to medicines and commented that “several ads for cholesterol-lowering drugs appeared to suggest that nonpharmacological approaches were almost futile.”

Further assessments of the effects of DTC advertising on health disparities are needed 

At the May 15, 2008, meeting the Committee stated that further research is needed to measure the impact of DTC advertising on the health of population subsets.  One Committee member noted that it is striking how woefully inadequate the available data are.  The Committee recommended that a research agenda be developed and that the topics examined should include the impact of DTC advertising on compliance/adherence to drug therapy and the correct use of drug therapy.  
It was also suggested that this research examine to what degree DTC advertising has shifted the balance away from other important behaviors known to be related to health disparities.  One Committee member asserted that although the United States uses more drugs than any other developed country in the world, the U.S. population is not healthier than the populations of other developed countries (who do not have DTC advertising). 

Some Committee members also indicated that the ads themselves should be examined to see whether they are conveying an accurate net impression of the products to different population subsets and are genuinely helpful to consumers.  Another Committee member noted that it would be very helpful for the pharmaceutical industry to provide in-depth case studies of actual advertising campaigns targeted to specific population segments, including data on the results of those campaigns in terms of health-related behaviors on the part of the population segment targeted.  

It was also suggested that other potential causes of health disparities be examined.  For example, one presenter at the meeting referred to a study
 that indicated African-American patients are less likely to receive the prescriptions they request from their physicians for advertised drugs than other patients.  The study did not examine the appropriateness of the requests made, but Committee members suggested that further evaluation may be warranted, since this result could be suggestive of a disparity in how physicians respond to advertising-inspired requests from different population subsets. 

One manufacturer commented that a better understanding of the impact of DTC advertising on specified population subsets would help to improve the comprehension of and access to health information.  This manufacturer stressed the need for an assessment of the impact of newer technologies, media, and communication approaches (e.g., the Internet rather than television) as a means of increasing access to health information for the specified population subsets.

D.
Effective Strategies to Present and Disseminate Information to Population Subsets

The Committee members at the May 15, 2008, meeting and comments to the docket made a number of recommendations on how to effectively disseminate health information to subsets of the population.  One key point made was that different strategies need to be used to reach different population subsets; there is no “one size fits all” approach for effective communication to different groups.  The recommendations made relating to DTC advertising fall into the categories of the source of the message, the message itself, the channel used to send the message, and the audience or receiver of the message.  Recommendations were also made for alternatives to DTC advertising to improve access to health information and reduce health disparities among population subsets.

· Source – Discussion at the May 15, 2008, Committee meeting indicated that it is important that the source of the information be credible in the eyes of the population targeted by the message.  

The similarity of the source to the audience is also important.  For example, a Committee consultant indicated that African-Americans’ evaluations of ads are more favorable when the ads use African-American models and that Hispanics evaluate ads as more trustworthy and favorable when the ads use Hispanic models.

· Message – Key message considerations to ensure effective communication include the amount of information contained in the message, which may be tailored to reflect different processing abilities of different populations, the cultural appropriateness of the message, and the health literacy of the population.  

It was suggested at the May 15, 2008, meeting that given the limited health literacy of many consumers, it is particularly important to present health information to consumer audiences in easily understandable terms.  Similarly, it is important to have messages available in multiple languages to reach non-English-speaking populations.  If advertisements or other pieces are translated from English to another language rather than originally created in the second language, it is also very important to ensure the resulting foreign language piece accurately communicates the intended message, since word-for-word translations often result in inaccurate messages.  It is also important that additional foreign language information be available for non-English-speaking patients.  One Committee member noted that although some DTC ads indicate additional information is available at a phone number or a Web address, the information in these locations is typically only presented in English.  It is also important to be sensitive to cultural differences when developing messages.  

The formatting of the message is also an important consideration.  For example, for elderly patients it was suggested that larger print sizes should be used to enhance readability and that slower presentation rates in broadcast ads, as well as increased repetition of information, would aid comprehension and the ability of elderly patients to recall information.  One comment recommended the implementation of a standardized format to communicate risk information.  

A nonprofit organization commented on the importance of consistently including information in both product labeling and in advertising relating to the safety and effectiveness of advertised drug products in subpopulations (e.g., “Use in Specific Population” information from a drug’s PI).  

Several comments also emphasized that the messages conveyed by ads should reflect an appropriate risk-benefit balance.
· Channel – The importance of using a variety of channels to disseminate messages to population subsets was emphasized.  In general, it was suggested that advertisers need to assess how population subsets receive information and be willing to use a variety of channels to reach different populations.  For example, as summarized in the Background section above, research has shown that perceived credibility of the Internet is important in determining behavior; consumers who see the Internet as credible are more likely to talk to their doctor as a result of seeing a DTC ad on the Internet.  
Furthermore, although national advertising campaigns may reach a broad audience, the importance of communicating on a local level was also emphasized.  It was suggested that the many racially and ethnically diverse communities rely much more heavily on interpersonal communication and ethnic media sources to receive health information than on mainstream media sources.  It was recommended that communication be done on a very local level in some communities, perhaps through the training of individual community members, who then would go out and talk to others in the community about health issues. 
Another recommendation for effective communication was the development of partnerships with community-based organizations that work with the target population subsets, including churches, educational institutions, clinics and community health centers.  It was also suggested that it is important to have understandable health information available at community pharmacies for underserved populations.
· Audience – The characteristics of the target population subset are another important consideration.  It was recommended that advertisers carefully consider the needs of the audience, particularly vulnerable or disadvantaged groups, when developing messages.  For example, DTC advertising or help-seeking messages targeting a specific population should focus on diseases or health conditions that significantly affect the community. Similarly, other information that may be relevant to the community, such as the availability of discounts or prescription payment assistance programs, should be included in the message.  

Committee members recommended that the target community be involved in developing messages to ensure the messages are relevant and effective, and that messages be pretested in the target community to ensure they are understandable and key messages are effectively communicated.

· Alternatives to DTC Advertising – It was suggested during the Committee meeting and in the written comments that HHS and the federal government generally should continue to focus on the many other programs and methods besides improved DTC advertising to increase access to health information and decrease health disparities among population subsets.    

For example, one Committee member suggested that the Government should consider establishing a centralized body that plays a major role in communicating health information to population subsets and in leading other efforts to increase access to quality healthcare.  It was also suggested that FDA consider partnering with industry to do research and develop messages for these communities.  Similarly, some comments recommended that the Government increase its role in educating the public since it is viewed as a more credible source than advertisers.  Recommendations included more focus on public service announcements and increasing the availability of FDA-approved patient information for drugs.  

V.
Recommendations and Conclusion
FDA recognizes that the need to reduce health disparities among population groups is of critical importance to the public health.  Increasing certain population subsets’ access to and understanding of health information may result in better health outcomes for these populations.  Research on DTC advertising of prescription medications has shown that this advertising can educate consumers about health issues.  However, research has also shown that DTC advertising can have negative consequences and that improvements can be made to DTC advertising to increase its effectiveness as a communication tool.  In addition, serious concerns have been expressed about the appropriateness of targeting children (versus their caregivers or other adults) with prescription drug advertisements, and FDA is not aware of evidence that suggests that this practice should be encouraged.  It is apparent that further research that focuses on subsets of the population is warranted before an accurate assessment of DTC advertising’s impact on health disparities amongst subsets of the general population can be made.  

Recommendations

Exposure to DTC drug advertising can be linked with consumer behavior.  For example, the available scientific evidence supports that DTC advertising can, for the audience at large, motivate positive health-related behaviors, such as causing patients to seek further information, visit their doctors, and request medications that may be appropriate for them.  However, limited evidence is available regarding DTC advertising’s impact on some population subsets that face health disparities, including the elderly, children, and racial and ethnic minority communities.  

The available evidence indicates that DTC advertising can elicit positive behaviors in the subsets of the general population that have been studied.  For example, research suggests that it can motivate a certain percentage of elderly patients to talk to their doctor if they feel medication might help them.  Furthermore, evidence suggests that, among African-American patients, DTC advertising can have the following positive impacts: 

· help educate patients about diseases; 

· help patients make better decisions; 

· motivate patients to look for more information and to request medication; 

· encourage better discussions with doctors; and 

· make patients aware of health problems earlier.  

However, there is also evidence that DTC advertising can have negative effects, including the following:

· cause patients to think medications work better than they do;
· cause patients to think medications have fewer or less significant side effects or risks than they do; and 

· shift patients away from other health-related behaviors, such as diet and exercise.  

Furthermore, evidence suggests that low health literacy patients have a difficult time understanding DTC ads. 

In addition, many questions remain about the extent to which DTC advertising can reduce health disparities for subsets of the general population, and limited evidence is available regarding many patient groups who are disadvantaged.  Further population-specific research is needed on the causal impact of advertising on behavior in these populations, including the behaviors described above as well as medication use and adherence.  

Although the available information does not provide definitive evidence on DTC advertising’s ability to reduce health disparities for different subsets of the general population, it is logical to assume that developing more effective, higher quality advertisements would be beneficial for all target audiences.  To that end and based on the input received, HHS makes the following recommendations for effective ways to present and disseminate information to these populations
:

· Use communicators in the advertisements and channels to disseminate messages that the target populations rate as credible.
· Present information (including information concerning both benefits and risks of advertised products) in easily understandable language.

· Provide information in languages other than English for communities who have limited English literacy.

· Format the message to allow for easy reading and/or processing of the information by the target population subset (e.g., larger print size, slower presentation, increased repetition of key information).

· Produce help-seeking or other ad campaigns concerning diseases and health issues that have particular relevance to the target community.

· Provide information from the advertised drug’s prescribing information on the drug’s specific efficacy and/or specific risks for the target community (when such information exists).

· Provide information about relevant nondrug interventions (e.g., diet and exercise) that patients should consider.

· Provide information on any available discounts or patient assistance programs that can help low income individuals obtain medications. 

· Involve the target community in the development of the message to ensure it is relevant and culturally sensitive.

· Pretest messages in the target community to ensure they are understandable and that key components of the messages, such as benefits and risks of treatment and disease and lifestyle management information, are effectively communicated and culturally sensitive.

· Work with ethnic media sources and community-based organizations that are already established in the target community to disseminate messages.
Although FDA cannot require companies to develop DTC drug ads specifically for underserved subsets of the population (our legal authority is focused on the content of ads rather than their creation), we encourage drug companies to develop high quality messages about relevant disease conditions and treatments for underserved patient populations.  These recommendations can be applied to branded DTC advertisements and unbranded help-seeking/disease awareness messages developed by the pharmaceutical industry.  We encourage manufacturers to develop such disease awareness communications for certain subpopulation patient groups, particularly for serious or life-threatening diseases or health conditions that are underdiagnosed or undertreated in the target community.  These recommendations can also be applied to health communications from other sources, such as FDA.  We believe that application of these recommendations will improve the effectiveness of the resulting messages, and as a result these messages may help consumers make better informed decisions about their health and to ultimately experience better health outcomes.  

Conclusion

As required by Section 901 of FDAAA, HHS has evaluated DTC advertising’s ability to communicate to subsets of the general population, including elderly populations, children, and racial and ethnic minority communities, and studied how it relates to increased access to health information and decreased health disparities for these populations.  Based on this evaluation, HHS concludes that DTC advertising that incorporates the communication recommendations discussed above has the potential to offer public health benefits by prompting positive health-related behaviors among the target audiences.  Because the available evidence also indicates that some DTC advertising has the potential to have a negative impact on consumers FDA will continue to carefully monitor these promotions with the above suggestions in mind to ensure that key messages are being adequately communicated.  FDA encourages further research on this topic from academia and industry.  FDA will also examine the feasibility of conducting its own research to assess the impact of DTC advertising on subsets of the general population.
HHS believes that health education efforts by entities other than the pharmaceutical industry are an important component of increasing access to health information for certain subsets of the general patient population.  To that end, we will continue our outreach efforts to these communities to better inform consumers and will look for further opportunities to partner with other interested parties on communication efforts aimed at improving health for certain subsets of the general patient population.  

Finally, HHS believes it is important to recognize that increasing access to health information, whether through DTC advertising or otherwise, is unlikely to impact all the potential causes of health disparities experienced by different subsets of the general population, such as unhealthy living conditions, barriers to entry into the healthcare system, and disparities in the quality of care received.  Other interventions, such as improving access to quality medical care, are necessary to address these issues.  Thus, effective DTC advertisements and other health communications should only be one aspect of a comprehensive approach to reducing health disparities for certain subsets of the general patient population.
PART II.  Barriers to the Participation of Subsets of the General Population and Medically Underserved Populations in Clinical Drug Trials

I.
Introduction 

Participation of all segments of the population in medical research is critical to the public health.  The ability to develop drugs that are safe and effective for diverse groups and subpopulations hinges, in large part, on the availability of clinical drug trial participants from these same groups.  Some researchers and public health experts argue that inconsistent representation of certain communities can potentially lead to health disparities and insufficient data for risk assessment.  Efforts to include differing genders, ethnicities, and ages, as appropriate to the product being studied and developed, help ensure the best possible public health outcome. 

Section 901(d)(5) of FDAAA of 2007 requires that FDA submit to Congress a report that includes “recommendations regarding impediments to the participation of elderly populations, children, racially and ethnically diverse communities and medically underserved populations in clinical drug trials” and recommendations that address “best practice approaches for increasing the inclusion of such subsets of the general population” in clinical drug trials.  These topics are discussed in Part II of this report.
II.
Background
FDA plays an important role in helping to ensure that the broadest possible group of trial participants is included to better protect the general public health when and if a drug is approved.  For over 20 years, FDA has worked to encourage broad participation of all groups in clinical trials.  As a public health agency, FDA believes it is important to test medical products in the people they are meant to help.  It is important to test medical products in a wide variety of people because drugs can work differently in people of various ages, races, ethnicities, and genders.  In the past, most new drug testing was done on white men.  Other groups and subpopulations were not adequately represented.
Eligibility requirements for clinical trials are developed by researchers and usually include criteria for age, sex, type and stage of disease, previous treatment history, and other medical conditions.  Inclusion or exclusion criteria help identify appropriate participants and help to exclude those who may be put at risk by participating in a clinical trial.  These eligibility requirements are specific for the particular clinical trial, and each one must be considered on its own terms.  FDA plays an important role in helping to ensure that the broadest possible group of trial participants is included to better protect the general public health when and if a drug is approved.  

FDA has previously identified the need for inclusion of children, both sexes, the elderly, racially and ethnically diverse communities, and other populations in clinical trials so that data are available to evaluate the potential differences among these subgroups.  (63 FR 6855, February 11, 1998).  In addition, statutory mandates and incentives such as the Pediatric Research Equity Act (PREA) (Public Law No. 108-155 as amended by FDAAA) and the Best Pharmaceuticals for Children Act (BPCA) (Public Law No. 107-109 as amended by FDAAA) require and encourage medical research to consider implications of the product being researched for pediatric populations.  Increased participation from all subgroups in clinical trials may help assure that data relevant to the entire treatment population are obtained. 
Other agencies also have promulgated guidelines for the participation of diverse groups in clinical trials.  For example, the National Institutes of Health (NIH) requires the inclusion of women and minority groups in NIH-funded trials unless an exception is warranted.
  NIH has also issued guidelines for inclusion of children as research subjects.
 

Under FDA regulations (21 CFR 312.33), all sponsors of investigational new drug applications (INDs) must include in annual reports the number of patients tabulated by age, gender, and race.  Under 21 CFR 314.50(d)(5)(v) and (vi), new drug applications (NDAs) are required to include analyses of efficacy and safety by demographic subgroups.  Biologics license applications typically include analyses of efficacy and safety by demographic subgroups.  The International Conference on Harmonization (ICH) guidance on the common technical document also calls for such analyses.
  FDA reviews these analyses in developing its decisions on product applications. 

FDA has issued labeling recommendations for specific subpopulations
 and guidelines for studying gender differences in clinical drug studies.
  FDA has made recommendations for minimum standards for the collection and use of race and ethnicity information to assist in the reporting of the summary of safety and effectiveness data by demographic subgroups (age, gender, race), and analyzed whether modifications of dose or dosage intervals are needed for specific subgroups.

In addition, healthcare professional organizations, various universities, foundations, and industries are taking, and have taken, steps to encourage broad participation of all populations in clinical drug trials.  Since 1998, the National Medical Association (NMA) has administered Project IMPACT (Project to Increase Minority Participation and Awareness of Clinical Trials), a program initially funded by the Department of Health and Human Services (HHS) designed to train African-American physicians to be clinical investigators and to increase knowledge and raise awareness about clinical trials among African-American physicians and consumers.
  The program is currently funded by AstraZeneca and has expanded to include the Interamerican College of Physicians and Surgeons, a Hispanic health professional organization.
  Further, some foundations have supported studies and programs designed to increase participation in clinical trials (e.g., the Lance Armstrong Foundation’s support of the Education Network to Advance Clinical Cancer Trials (ENACCT), intended “to foster awareness about cancer clinical trials, enhance their acceptability and improve access to them.”  ENACCT’s mission is to improve access to cancer clinical trials, particularly among racial and ethnic minority groups and low income groups who are more likely to have higher cancer mortality rates than the population as a whole.
  Industry has partnered with academia to fund similar programs (e.g., Genentech’s and Baylor College of Medicine’s research initiative with the Intercultural Cancer Council, Eliminating Disparities in Clinical Trials (EDICT)), a project which “addresses underrepresentation of minorities and underserved patients in clinical studies.”
  

There is nearly universal recognition that certain subgroups of the population are underrepresented in clinical trials.  There are also a variety of opinions on how to increase participation in clinical trials for all groups.  To prepare for this report, FDA held internal meetings to discuss and identify particular impediments for the subpopulations included in FDAAA section 901(d)(5) and other medically underserved populations.  The agency also examined current practices and regulations affecting the conduct of clinical trials.
In an effort to obtain the best information available for this report, FDA sought public comments on existing programs and best practices.  On January 13, 2009, FDA published a Federal Register (FR) notice and request for comments (74 FR 1695) seeking information to determine whether there are specific impediments to participation of certain groups in clinical trials and which groups were affected; what practices currently exist to increase participation in clinical trials; and whether additional approaches are necessary to increase the participation of certain subsets of the general population (elderly populations, children, racially and ethnically diverse communities, and medically underserved populations) in drug clinical trials.  To elicit more specific comments and any data not currently available, FDA presented a series of questions in the following subsections: 

A. 
Communication and Knowledge Barriers

1. To what extent do differences in native language, educational level, and literacy interfere with members of some populations’ capacity to:
• 
find out about the existence of clinical trials and how to enroll;
• 
understand informed consent documents and procedures;
• 
adhere to clinical trial instructions and drug regimens; and
• 
complete clinical trials?
2. 
To what extent do limitations in access to technology and to medical care in general decrease the chance that members of some populations will know about the existence of clinical trials and how to participate in them?  Are these subsets of populations aware of www.ClinicalTrials.gov?
3. 
What proven methods, i.e., best practices, are available to address the impact of these potential barriers to communication about the existence of, and how to participate in, clinical drug trials?
4. 
To what extent are healthcare providers aware of www.ClinicalTrials.gov?
B. 
Trust and Cultural Sensitivity

1. 
To what extent do culturally bound beliefs or traditions, or trust in or stereotypes about the medical research community, interfere with group members’ willingness to participate in clinical drug trials?  Are particular populations significantly more or less trusting of those who conduct medical research?
2. 
What approaches to address cultural sensitivity and trust issues, including increased collaboration with community-based organizations, have been shown to increase successful clinical trial participation?
3. 
To what extent do the beliefs of clinical trial personnel about the commitment or ability of members of some populations to follow through with a protocol influence the willingness to recruit and enroll such individuals in clinical drug trials?
4. 
What approaches, i.e. best practices, have been shown to improve trust between potential participants and clinical drug trial researchers and healthcare providers who can provide referrals?

C. 
Costs of Clinical Trial Participation

Note:  The term cost may vary from participant to participant and is intended to include time lost (e.g., wages, childcare), effort expended, and other sacrifices that may be necessary to participate in clinical drug trials.
1. 
To what extent do data show that the costs of participation, to either potential participants or to those who conduct clinical drug trials, prohibit participation or enrollment of particular populations?
2. 
To what extent do data address the following?

• 
Do particular populations understand the potential public benefit from participating in clinical drug trials as compared to the cost to the participant?

• 
Is the belief that there is a public benefit from participating in clinical drug trials a sufficient incentive for participation for some populations?
3. 
To what extent do data show that limited health insurance coverage is an impediment to clinical drug trial participation?
4. 
To what degree is the geographical accessibility to clinical trials a significant cost that affects the participation of some populations?
5. 
What are the costs of participating in clinical drug trials that are most relevant to some populations? How might these be reduced?
6. 
What approaches, i.e. best practices, have been shown to decrease costs with resulting increased participation in clinical drug trials?

D. 
Other

Please describe any other barriers or best practice approaches that HHS should consider in striving to increase participation of certain population subsets in clinical drug trials.

III.
Overview of Responses

We received 29 comments in response to the FR Notice.  These comments were submitted by a wide range of patient groups, industry, healthcare associations, healthcare professionals, and other interested individuals.  Generally, the comments agreed that additional efforts were needed to increase the participation in clinical trials of the groups identified in section 901(d)(5) of FDAAA.  The reasons for the lack of participation by particular subpopulations, however, were extremely varied and without any particular predominant rationale.  Many comments included specific recommendations that identified existing programs that the submitter believed to be successful.  Many of the recommendations and/or comments were supported by data; others identified particular experiences or observations.  There was no primary scientific survey or data that could positively identify a common solution to increasing participation of what was typically identified as an underrepresented group in clinical trials.  Some of the recommendations were accompanied by detailed implementation proposals; others were simply suggested as good ideas.

Based on the wide range of issues commented on and the perspectives included in the comments, additional research would be helpful in developing effective interventions and identifying promising solutions.  As the most effective approaches may vary in different groups or in addressing different reasons relating to underrepresentation in clinical trials, more than one study would likely be needed.
The recommendations and best practices identified in the next section of this report have been compiled from comments submitted in response to the FR Notice and from FDA identification of particular areas of concern.  Most of the recommendations and observations are those of individuals and organizations that responded to the FR Notice.  Unless specifically stated, FDA has not adopted or rejected the recommendations provided in the next section of the report.  FDA also has not made a judgment on the accuracy of factual statements and observations submitted in response to the FR Notice.  
IV.
Recommendations: Selected Proposals, Comments, Suggestions, and Concerns

A.
Pregnant Women

Identification of Underrepresented Participants in Clinical Trials – Pregnant Women

Although neither pregnant women, nor women generally, were identified in section 901(d)(5) of FDAAA, pregnant women have been specifically identified by FDA as a “medically underserved population” in clinical drug trials.  Therefore, the comments and recommendations in this subsection are supported by FDA and the Agency intends to pursue these recommendations.

Despite the significant advances made on the inclusion of women in clinical trials, and despite the large number of pregnant American women at any one time, pregnant women are generally not represented in drug development studies, and healthcare practitioners are often left without safety and efficacy data to inform counseling and prescribing for their pregnant patients and other patients of childbearing potential.  Although medical need and resulting health disparities drive the necessity to responsibly include pregnant women in clinical studies, there is tremendous resistance to treating pregnant women for medical problems based on the desire to protect their fetuses.  As a result, healthcare practitioners have very limited information on which to base informed and judicious treatment choices that can optimize the health of mothers and their fetuses while minimizing risk from exposure to the pharmaceutical treatments themselves.  Paradoxically, failure to study pregnant women in clinical trials, because of a desire to protect them and their fetuses, directly harms pregnant women and fetuses because prescribing decisions and medical care occur in an environment of undefined risk.  Studies should be conducted to determine appropriate limitations for extrapolating efficacy, safety, and dosing information from nonpregnant female populations to pregnant female populations.  

Pregnant women cut across several categories identified by section 901(d)(5) of FDAAA, including racial, ethnic, and medically underserved populations.  This particular subpopulation presents unique issues needing additional attention.  Many medical conditions occur commonly among women of childbearing age and require ongoing drug treatment during pregnancy to manage symptoms, minimize or delay long-term morbidity, optimize quality of daily life, and sometimes prolong life. 

There is a widespread misconception that not treating the mother is advantageous and protective of the fetus.  Exclusion of pregnant women from clinical trials also stems from concerns about potential liabilities related to real or perceived research-related risks and/or deviations from current standard-of-care.  Clinical trial designs include important safeguards and monitoring of research subjects to ensure their welfare while assessing safety and/or efficacy of an investigational drug therapy.  A clinical trial situation contrasts with current clinical care for pregnant women, where the benefits and risks for needed drugs may be so undefined that the setting has fewer safeguards than a clinical trial.

There are perceived scientific challenges associated with studying pregnant women in clinical trials.  Few of these challenges, however, are substantially different from routine challenges faced when studying other underrepresented populations.  These challenges can be overcome through good planning and study design as follows:

· Even though nearly all pregnant women see an obstetrician/gynecologist or a family practitioner for their pregnancy care, recruitment and enrollment of pregnant women in clinical trials is perceived as challenging because pregnancy lasts only nine months.  

· These practice communities (obstetrician/gynecologist or a family practitioner) are much less engaged in the clinical research community than many other arms of the medical profession.      

· Studies of pregnant women are likely to have unique monitoring and data collection needs, such as ultrasound examinations and fetal heart monitoring.  

· Pregnancy physiology, disease state, and drug effects on mother and/or fetus may change over the course of pregnancy and this may affect data elements collected during different trimesters.  

· Following delivery, medical information must be obtained for both mother and infant and comprehensive data collection may require more sources and effort.  
· When there are other therapies that are considered standard-of-care (whether or not evidence-based), there is reluctance to study innovative drug and biological products in pregnant women even when the therapy under study offers potential advantages with regard to efficacy and/or safety.
· Randomized controlled clinical trials are considered the gold standard for drug development studies.  Therefore, some people believe that data obtained through alternative study designs (such as large scale epidemiology studies) are inadequate to inform labeling and use.  

· Informed consent documents must consider the risks and benefits to the mother, the risks and potential indirect benefits to the fetus, protection of the fetus, and the risks/benefits of using other therapies or no therapies. While the research risks for the mother are in part defined by research in the nonpregnant population, risks to the fetus may be undefined.

In addition, drug development research is costly.  There are direct research costs and unanticipated post-development costs due to unforeseen safety issues or litigation.  Drug companies are often reluctant to incur potential increases in costs and risks that may arise with the participation of pregnant women in clinical trials. 

Recommendations For Increasing Inclusion of Pregnant Women In Clinical Trials

FDA intends to focus on four important recommendations to encourage the inclusion of pregnant women in drug clinical trials:

· Continue to raise awareness and educate the public, healthcare practitioners, drug manufacturers, and FDA reviewers about the need for informed medication use during pregnancy through clinical study.
· Optimize the use of existing FDA authority (including new authority granted to the Agency under FDAAA) to facilitate research on the use of individual drugs in pregnant women.  For drugs used to treat conditions that are not pregnancy-related, FDA will consider leveraging the authorities granted in FDAAA, sections 901 and 905, to require, when appropriate, postmarketing studies and clinical trials of drugs in pregnant women to assess safety concerns.  
· Finalize the Pregnancy and Lactation Labeling Rule to improve drug product labeling and inform prescribing during pregnancy and lactation.  

· Engage in discussions between FDA and drug manufacturers early in the drug development process.  FDA should define and guide an iterative process for designing clinical studies in pregnant women for drugs where use is expected.  As part of the review process, FDA must ensure that a clinical study will address all appropriate maternal, fetal, and neonatal outcomes.  
B.
Particular Age Groups

Underrepresented Populations – Issues Related to Age

Several comments submitted in response to the FR Notice discussed issues associated with the participation of particular age groups in clinical trials.  For both elderly and young participants, special barriers and concerns affect participation in clinical trials.  

Several comments emphasized the importance of pediatric clinical trial research and some of the difficulties this issue presents.  In addition to the complex issues of ethics and consent, pediatric research is also limited by the fact that the majority of children are healthy (Ref. 1).  The number of pediatric patients within a disease area is small, requiring a more extensive, complex, global multisite clinical trial that is typically more costly to run.  Flexible study designs were identified as needed to address such challenges.  Many noted that although pediatric participation in clinical trials has improved, formulations for pediatric dosing remain difficult and resource-intensive to develop (Ref. 1). 

Although there are still deficiencies in inclusion of pediatric patients in clinical trials, as noted above, there have been great strides made because of PREA and BPCA.  The amendments to PREA and BPCA implemented by FDAAA are subject to statutorily mandated reviews and analyses by the Institute of Medicine (IOM) and the Government Accountability Office (GAO).  IOM and GAO will assess whether the amendments have resulted in increased pediatric research, thus identifying what may or may not work for increasing the participation of pediatric patients in drug clinical trials beyond the improvements already made.  

Comments identified barriers to participation for adolescent and young adult (AYA) individuals (Ref. 2).  Participation of AYA in clinical trials is limited and can be partially attributed to this group’s lack of access to health insurance.  In addition, this age group does not fit into either the pediatric or adult medical treatment categories.  One comment noted that the majority of cancer cases seen by pediatric oncologists occur in patients under the age of 15, and the vast majority of cancer cases seen by doctors trained in adult oncology occur in patients over the age of 39, leaving patients age 15-39 underrepresented in the design of both pediatric and adult protocols (Ref. 2). 

The elderly, as with pediatric patients and pregnant women, present additional challenges for inclusion in clinical trials.  One comment noted that it is important for the elderly to participate in clinical trials because these patients often respond differently to drugs because of changes in hepatic and renal metabolism (Ref. 3).  The same comment noted that the participation of the elderly in clinical trials raises a series of specialized issues, including the following: 
· obtaining informed consent (possibly from adult children or guardians) when the elderly person is not capable of giving informed consent;
· encountering a higher incidence of comorbid conditions and subsequent use of concomitant medications that could affect safety and efficacy;
· providing transportation;
· providing the option of a visiting nurse for seniors who cannot travel to the site; and
· training staff in nursing homes or hospice units to perform study-related assessment.
The comment recommended that the United States undertake a program similar to the European Union’s five-stage project “Increasing the Participation of Elderly in Clinical Trials (PREDICT)” (Ref. 3).  This program, still in its initial stages, calls for the creation of a “charter of rights” for the elderly in trials, a systematic review of literature concerning the inclusion of the elderly in trials, reviews of ongoing trials, and evaluations of professional and patient perceptions of trial participation.
  
Recommendations from Comments for Increasing Inclusion of Different Age Groups in Clinical Trials

· As some elderly individuals may suffer from Alzheimer’s disease or other cognitive impairments, personnel must be prepared to engage with the families and caregivers of elderly patients.

· Outreach to nursing home staff or Alzheimer’s caregiver groups may be an effective way to increase awareness of and interest in clinical trials among older patients and their caregivers.

· Providing transportation, making available a visiting nurse to seniors who cannot travel to the research site, or training nursing home staff to perform study-related assessments would make participation more possible for seniors who cannot drive.

· Removing top age limits for trials and opening phase 3 trials to adolescents may increase the number of people eligible for clinical trials.  

C.
Racial and Ethnic Minorities

Underrepresented Populations – Issues Related to Racial and Ethnic Minorities

Underrepresentation of racial and ethnic minorities in clinical trials continues to be a problem.  This lack of representation causes particular concern since clinical trials must assess the effectiveness and safety of treatments for the population as a whole, and not for particular subsets.  A number of diseases, such as type 2 diabetes, are more prevalent among racial and ethnic minority communities.  Increasing evidence shows that different groups may respond differently to educational, psychosocial, and pharmacological interventions (Ref. 4).  For example, a drug used to treat heart failure, BiDil, has been approved exclusively for use in African-American patients because it demonstrated a 43 percent decrease in mortality in this subpopulation but no statistically significant decrease in the general population.  

Underrepresentation of racial and ethnic minorities in clinical trials continues because of existing barriers to participation of members of these minority groups in clinical trials.  It is not surprising that the majority of responses to the FR notice discussed communication and knowledge barriers, trust and cultural sensitivity barriers, and costs of clinical trial participation primarily in terms of their effect on the participation of racial and ethnic minorities in clinical trials.  In addition to addressing practical solutions to barriers such as access to healthcare and healthcare providers with knowledge of clinical trials, a successful effort to increase participation of racial and ethnic minorities must take on cultural barriers, including misinformation and mistrust of the medical research community.  

The following subsections review the comments FDA received regarding communication and knowledge barriers, trust and cultural sensitivity, and costs of clinical trial participation.  Most of these responses to the FR Notice discussed barriers to ethnic and racial minority participation in clinical trials.  As nearly all barriers to clinical trial participation apply to racial and ethnic minority participation, more extensive discussion of these issues by topic follow in the subsections relating to each barrier. 

Recommendations from Comments for Increasing Inclusion of Racial and Ethnic Minorities in Clinical Trials

Although discussions of the primary barriers to participation of racial and ethnic minorities in clinical trials follow this subsection, comments also provided certain specific suggestions for increasing racial and ethnic minority participation in clinical trials:
· Increase outreach and education to minority healthcare providers about clinical trials.  

· Hire more clinical trial personnel who are members of racial and ethnic minority communities.  In particular, more racial and ethnic minority healthcare providers should be recruited as investigators.

· Educate all clinical trial personnel to increase cultural sensitivity.

· Increase community outreach and partnering with community organizations and leaders to promote education regarding opportunities to participate in clinical trials, medical research, in general, and latest advances in minority health and health disparities research.  

D.
Increasing Participation in Clinical Trials

1.
Communication and Knowledge Barriers 

Many comments identified numerous potential communication and knowledge barriers, including, but not limited to, differences in native language, educational level, and literacy.  Comments also identified limitations in access to technology and medical care as potential barriers to obtaining information about clinical trials and thus participating in clinical trials (Ref. 5).  The comments stressed that even with access to web-based resources, the clinical trial information on the Web sites is English and may not be beneficial for non-English-speaking communities or for those with limited English proficiency.  One recommendation was to have bilingual interpreters.  One comment also stressed that compliance by clinical trial volunteers with the study protocol could be affected by lack of interpreters (Ref. 6).

Some comments refuted the language barrier claim by indicating that companies have the ability to translate study materials and stated that study sites that enroll Spanish-speaking subjects also would have coordinators that speak Spanish (Ref. 7).  Other comments noted that the differences in native language, educational level, and literacy of the parents are critical as it relates to pediatric patients, and overcoming language barriers in this instance may require additional resources (Ref. 1).  The comments recommended a support system to ensure that the caregivers are fully informed of the risks and benefits of trial participation for their children as well as the study requirements. 

One comment stressed the need to ensure that the language and written materials used in all patient interactions – including discussions regarding clinical trials – be appropriate to each individual’s educational and literacy level.  One comment stressed the need for greater knowledge and awareness of clinical trials and recommended that information on clinical trials be incorporated into basic educational curricula of healthcare professionals and fostered through continuing education (Ref. 8).  Another comment stressed the significant role of primary care providers in facilitating patients’ participation in clinical trials and referenced one study that showed physician recommendation as the primary factor influencing patients’ decisions to enroll (Ref. 9).  

Many of the comments referenced lack of communication and/or knowledge as barriers both for patients and for physicians, including lack of awareness of the very existence of clinical trials.  Several comments referred to a study of minority willingness to participate in research
 (Ref. 4, Ref. 10, Ref. 11, Ref. 12).  This study was a review of peer-reviewed published clinical trials in which race and consent rates were reported.  Wendler et al. analyzed the reports and found that African-American and Hispanic patients agreed to participate in clinical trials at rates similar to non-Hispanic White Americans when approached about participation.
  Several of the comments noted that this finding suggests that minority patients are potential trial participants who are not being recruited because trials are not mentioned as an option for them, especially by their physicians.  This suggestion leads to the recommendation that education of physicians who treat minority patients would be a good strategy (also supported by Tuft Center Impact Report, cited in Ref. 13).  Another comment reported on experience gained through developing the IMPACT project, supporting conclusions that educating minority healthcare providers about clinical trials is important (both those who do and those who do not become investigators), and that minority individuals may be willing to participate if informed about a clinical trial by a trusted healthcare provider (Ref. 14).
  It was recommended that increasing the diversity of investigators would improve clinical trial diversity. 

One comment recommended especially and in detail that industry and the Government should focus on increasing the number of minority clinical trial investigators (Ref. 11); another comment recommended the strategy of expanding clinical trial sites by starting a new site with observational studies (Ref. 7).  

One comment included results of a literature review on participation in clinical research for potential HIV vaccines, including reports of barriers from lack of knowledge of clinical trials as a possibility; misinformation about HIV and vaccine clinical trials; and the need for reassurance even among those minority individuals who did enter a trial (Ref. 15).  The comment noted that lack of knowledge about clinical trials can be a barrier to trial participation; although prospective research subjects may need trial information to allay their safety concerns and feelings of doubt regarding participation, in some instances, willingness to participate in trials decreases with increased knowledge of the complexities and potential risks associated with a specific trial (Ref. 15).  The comment also noted studies indicating that use of English is a knowledge barrier for Hispanic patients, as did others reporting experience rather than data (Ref. 6, Ref. 16), though some concluded that language is less of a barrier now than previously experienced (Ref. 7, Ref. 17). 

Several comments also noted that the IMPACT and the ENACCT projects
 discussed in this section include good strategies.  Some comments addressed the IMPACT project for furthering the education and participation of minority physicians, who tend to treat minority patients in clinical trials (Ref. 7, Ref. 14).  The ENACCT project was noted as furthering education and awareness of cancer trials among minority communities, including healthcare providers (Ref. 5, Ref. 9).  Other community-oriented projects for awareness of cancer clinical trials also reported good results (Ref. 6, Ref. 8, Ref. 18).  

In addition, several comments discussed inadequate or ineffective recruitment approaches as a major barrier for minority participation in clinical trials and suggested alternative recruitment strategies, including partnering with established advocacy groups for the target population, working with local community leaders, developing local community health navigators, and training clinical trial personnel in plain language practices (Ref. 4, Ref. 5, Ref. 12, Ref. 19, Ref. 20, Ref. 21).

Recommendations from Comments for Addressing Communication and Knowledge Barriers

· Provide bilingual interpreters and provide translations of all materials in other languages.

· Provide written materials that are comprehensible to individuals with low levels of education.  Site personnel should be trained in communicating clearly and simply with individuals with low levels of English proficiency, educational attainment, or illiteracy.  

· Increase outreach to and education of physicians who work in minority communities or treat significant numbers of minority patients.

· Increase both the number of minority healthcare providers and minority site personnel to increase trust and ensure culturally sensitive interactions.
2.
Trust and Cultural Sensitivity

Many comments found distrust of the medical community a pervasive issue in the healthcare of the nation’s medically underserved minority populations.  According to one study, many of the reasons behind medication noncompliance, missed doctor visits, and failure to adhere to physician recommendations are directly related to the fact that many people in minority communities do not trust their doctors.
  Many comments cite the Tuskegee Syphilis Study as one of the major events that led to this tradition of mistrust.  In 1932, physicians from the U.S. Public Health Service recruited 399 poor, mostly illiterate black men to participate in a study whose aim was to observe the natural progression of untreated syphilis.  The participants were never told of their illness and for forty years were left to suffer from tertiary syphilis so doctors could collect data at autopsy.  In 1996, 25 years after the study was stopped, President Clinton publicly apologized to the 8 surviving participants.  Despite this apology, the study affected the trust minority communities have in the medical establishment, especially when it comes to participation in clinical trials.
Issues related to trust and sensitivity were central to many of the comments submitted in response to the FR Notice and were repeated in several of the categories for which comments were requested.  

The mistrust that some communities have toward the medical establishment stem from various sources (Ref. 5).  These include the following:

· awareness of past unethical medical research incidents;
· beliefs about motives of the researchers; for example, researchers that “use” the community and then do not share the research results and the implications of this practice within the community; and
· cultural or religious beliefs.
One comment noted that many investigators and their staff lack the skills necessary for conducting culturally sensitive community outreach and education programs or creating an infrastructure that allows for culturally sensitive patient recruitment and retention (Ref. 9).  Another noted that nonminority principal investigators and research staff would benefit from cultural competency training to improve their relationships with minority patient populations (Ref. 7).  Mistrust often may be overused as an excuse for poor effort by the research community to increase minority enrollment in clinical trials.  Many times mistrust can be overcome by simply investing the necessary time and effort required for culturally appropriate information sharing (Ref. 14).  Another comment noted that education may be the best method for increasing the level of comfort of minorities in participating in clinical trials (Ref. 19).

Despite well-known trust issues, members of the identified underrepresented groups (i.e., racial and ethnic minorities, the elderly, and children) are more than willing to participate in clinical trials when properly approached.  They comply with the treatments at rates similar to other groups and have an average drop-out rate (Ref. 4).  This comment also suggested that FDA should continue to enforce all existing regulations regarding the reporting of race and ethnicity in all clinical trials submitted to the Agency and make it mandatory to include racial and ethnic minorities in clinical trials.  

Trust in clinical trials is somewhat increased in minority groups if the investigator is a minority and/or a trusted healthcare provider.  One comment stated that there are not enough minority or female principal investigators and research staff to provide a culturally sensitive approach to potential research participants (Ref. 13).  Another suggested that recruitment of community-based physicians into clinical research can begin with establishing mentorship programs between these physicians and academic centers (Ref. 11).  One comment proposed that many minority groups are underrepresented in clinical trials because of the increasing number of trials conducted outside the United States (Ref. 22).  

Increasing pediatric participation in clinical trials was perceived by one comment to depend on honest and full disclosure, thorough review of the clinical trial protocol, and demonstrated respect (Ref. 16).  Among other suggestions, the comment also noted that gratitude towards children and their community will ultimately provide the best and most reliable method for improving trust and enrollment for pediatric studies.

Recommendations from Comments for Addressing Issues of Trust and Cultural Sensitivity

· Make it mandatory to include racial and ethnic minorities in all studies submitted to the FDA to support the registration and approval of new treatments.  Educate all personnel as follows to increase the level of comfort of minorities in participating in clinical trials:
· Increase community outreach programs (e.g., health fairs and free screenings). 
· Create and fund community research advisory boards.

· Educate local physicians about their patient base and applicable clinical trials. 
· Collaborate with community-based organizations to educate the community about clinical trials (schools, outreach ministries, churches).
· Employ clinical trial personnel who are experienced with diverse populations.
· Collaborate with diverse providers who service that particular ethnic population.

· Recruit community-based physicians and focus on partnerships with providers where minorities typically receive healthcare.
· Provide cultural competency training for nonminority principal investigators and research staff. 
· Require that trained healthcare professionals invest time to share the information in the language and vernacular understood by the consumer/patient.  The use of minority public relations firms to manage outreach to communities through popular media outlets also can aid in information sharing efforts. 
· Overcome issues related to trust and sensitivity in the pediatric population as follows:
· Establish long-standing commitments, close relationships, and provide the opportunity for feedback to participants and their healthcare providers.
· Make sure that children continue to receive the bulk of their care from the referring provider (which may benefit the children). 

3.
Costs of Clinical Trial Participation

The comments submitted in response to this particular issue were unable to provide any available data documenting impediments to participation in clinical trials and perceptions of public benefit.  Respondents did report that seniors’ participation in clinical trials increased with the extension of Medicare coverage.  

While there were not many comments submitted as to the perception of public benefit from clinical trials, one comment provided an example of an ad depicting a former Principal Chief of the Cherokee Nation encouraging clinical trial participation as a sacrifice for the benefit of future generations (Ref. 6).  

A significant number of comments addressed the impact of health insurance coverage on clinical trial enrollment.  Comments indicated that an increase in seniors’ enrollment in clinical trials occurred when Medicare provided coverage; however, participation was tempered when seniors enrolled in Medicare Advantage plans were dropped by their private insurers and returned to fee-for-service Medicare when they elected to enroll in a clinical trial (Ref. 10).  Numerous comments reported a lack of a mandate to cover standard-of-care costs for trial participants by private insurers and the need to make this mandate a standard benefit.
Geographic accessibility was reported as a cost and significant barrier to participation of certain subpopulations.  One comment reported that many Native Americans cannot travel the distance to clinical trial sites because of the expense for travel and lodging (Ref. 6).  In addition, even within certain urban areas, public transportation was described as inadequate.  Satellite or partnered sites were recommended to increase the accessibility of clinical trials to a broader population.  

The most relevant and frequently cited cost of trial participation described in the comments was out-of-pocket expenses.  Comments noted that travel expenses, parking, and meals should be covered up front rather than reimbursed.  Childcare was also mentioned as an out-of-pocket expense and a deterrent for potential participants.  Extended and flexible clinic hours or at-home follow-up for participants was recommended to improve recruitment of participants.  

Various organizations recommended financial approaches to decrease the costs as a way to increase participation in clinical trials by underrepresented populations.  One comment indicated the typical cost for clinical investigators conducting a trial was $6,000 per participant, yet the clinical investigator on average only received $2,000 per participant in compensation (Ref. 10).  The comment stated that this inequity put community-based researchers in underserved communities at a significant disadvantage.  It was recommended that the Government offer incentives in the form of patent extensions to sponsors in exchange for including underrepresented populations in clinical trials (Ref. 11).  Parking and meal vouchers also were recommended as an effective approach to reducing the cost of clinical trial participation by individuals.  Transportation and childcare was seen as a legitimate approach to increasing participation.  The comments were sensitive to the need to carefully balance adequate compensation for participation in the study with the appearance of coercion.  

Those without insurance can often access primary care through free or low-cost clinics.  However, comments noted that it is “nearly impossible” for the uninsured to find access to specialists to treat them and enroll them in clinical trials.  Comments noted that the community hospital environment does not permit time necessary to screen, recruit, and track patients because of existing staff and physicians’ limitations.  Furthermore, many individuals with limited access to healthcare are more likely to receive services from general practitioners than from specialists, and therefore less likely to be treated by physicians knowledgeable about clinical trials (Ref. 6, Ref. 23).

Just as the comments mentioned concerns about the additional costs for including pregnant women and pediatric patients, the issue of cost to the drug companies and other researchers was similarly noted.  Many comments raised concerns related to broader participation of underrepresented groups in clinical trials, since any additional set of requirements will necessarily affect required resources, time, and complexity.  Several comments expressed concern that additional protocol requirements or mandated subpopulation participation may increase the costs of clinical research and delay the development of important medicines.  One comment stated that inclusion of ethnic minorities as clinical trial participants may add complexity and cost (Ref. 11).  For example, to accommodate participants that have limited ability to understand English, or limited literacy in general, it was recommended that additional materials must be prepared and translated.  The use of a translator during medical consultations requires not only the cost of the translator, but also requires about twice as much time from both the physician and the patient.  

Recommendations from Comments for Addressing Issues of Cost of Clinical Trial Participation

· A mandate for both Medicare and private insurers to cover standard-of-care costs for trial participants would eliminate a significant cost and barrier to participation in clinical trials -- the lack of ongoing health coverage of individuals who enroll in clinical trials. 

· Extended and flexible clinical hours or at-home follow-up for participants would improve recruitment and retention of participants.

· As transportation can be a significant barrier to participation, the availability of satellite or partner sites, as well as increased transportation assistance, would increase participation. 
4.
Other General Issues and Recommendations 

Comments raised additional issues for HHS to consider in striving to increase participation of certain population subsets in clinical drug trials.  Several comments expressed concern regarding the complexity of trial requirements and the resulting effect on clinical trial cost and timetables.  One comment wrote that legal and administrative barriers, including Institutional Review Board approval, should remain only as restrictive as necessary and not delay or impede pediatric research (Ref. 16).  Another comment (Ref. 24) raised the particular concern that a strict interpretation of the FDAAA reference to include certain subpopulations in clinical trials would have a chilling effect on the development of drugs intended to treat rare diseases.  One comment submitted an article published in the American Journal of Therapeutics (“Assessing the Impact of Protocol Design Changes on Clinical Trial Performance” by Kenneth Getz of Tufts University) that analyzed data and found increasing protocol complexity and burden to the investigative site and argued for simplifying protocol designs (Ref. 13).  

According to one comment, due to tight timetables, Contract Research Organizations only recruit physicians with a proven track record of clinical research.  Therefore, physicians without experience lack opportunities to participate in enough clinical trials to maintain the infrastructure they have to build.  One comment pointed out that this results in minority physicians being underrepresented in clinical research (Ref. 11).  To address this problem, a recommendation was made to develop and implement a program to train investigators at sites that are connected to certain population subsets (Ref. 19).  Several comments echoed these concerns, more generally emphasizing the importance of increasing the diversity of clinical investigators and of medical providers.  

One comment observed that timelines imposed on trials through both internal pressures and external mandates are a barrier to broad participation (Ref. 7).  Collecting data on participants takes time and resources that may not be available.  However, the comment provides several suggestions for increasing participation in clinical trials, including the removal of top age limits for trials, opening phase 3 trials to adolescents, and collecting more detailed “race subcategory” data in phase 3 and 4 clinical trials (Ref. 7).  

Several concerns were raised about the practice of conducting clinical trials overseas when seeking diversity in subjects (Ref. 22).  The results of such studies conducted in other countries may not generalize to the diverse populations of the United States, since these studies may fail to account for significant diet, lifestyle, cultural, and socioeconomic differences between Americans and the foreign study participants.    

Several comments noted that increased complexity of protocols makes it more difficult to expand the base of clinical trial sites and investigators (Ref. 7, Ref. 13).

One comment observed that improved tracking methodology is needed for clinical trials (Ref. 25).  NIH currently mandates inclusion of women only in phase 3 trials; limited inclusion of women from NIH-funded phase 1 and 2 trials results in phase 3 trial study doses and time courses being based on results in men.  Additional data may help identify additional solutions to increasing the inclusion of women in clinical trials. 

FDA was encouraged in one comment to increase the flow of data through “carrot/stick” incentives as is accomplished through the current BPCA/PREA legislation for pediatric data (Ref. 7).  The comment stated that sponsors are unlikely to undertake efforts to increase the participation of subpopulations without additional mandates or significant identified advantages.  

Recommendations from Comments – Additional General Recommendations

· Any development of requirements or protocol changes to increase participation of underrepresented groups in clinical trials should be mindful of creating requirements that increase time, cost, or complexity.
· A program to train investigators at sites connected to certain population subsets should be developed and implemented.
IV.
Conclusion

FDA plays an important role in helping to ensure that participants in each drug trial are as representative of the population likely to take the drug as possible.  FDA will continue to encourage broad participation in clinical trials as the best means of obtaining needed information for the approval of safe and effective medical products. HHS will explore the possibilities of partnering, as it has done in the past, with various healthcare and professional organizations, to implement programs that have been proven to increase participation and raise awareness of the benefits of clinical trial participation.  HHS also will continue to review all of the recommendations and examine the feasibility of implementation.  HHS is committed to taking any action that will help ensure that medical research considers the implications of the product being researched for various populations, and helps assure that data relevant to the entire treatment population are obtained.  In those circumstances in which a problem is identified and direct action can be taken, a solution will be pursued under current authorities.  In more general matters, work with the community, health professionals, and sponsors will continue to address the level of participation and inclusion of certain subpopulations in clinical trials.
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