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Docket No. 2005N–0394: Food and Drug Administration’s Communication of Drug Safety Information
To Whom It May Concern:
The American Society of Health-System Pharmacists (ASHP) is pleased to respond to the Food and Drug Administration’s (FDA’s) October 3, 2005, notice in the Federal Register requesting comments on the Center for Drug Evaluation and Research (CDER) current risk communication strategies for human drugs.  ASHP is the 30,000-member national professional and scientific association that represents pharmacists who practice in hospitals, health maintenance organizations, long-term-care facilities, and other components of health systems.
ASHP believes that the mission of pharmacists is to help people make the best use of medicines, and our primary objective is to assist pharmacists in fulfilling this mission.  Components of the Society’s efforts in assisting pharmacists in this regard include policy positions and guidance documents for best practices such as those on medication use and patient care, extensive publishing activities with a strong focus on professional and patient drug information, and educational programs. As a private-sector publisher, ASHP represents the perspective of a scientific, nonprofit publisher of evidence-based drug information. This evidenced-based information is provided as a foundation for safe and effective drug therapy.  The inclusion of emerging safety information for a particular drug or class of drugs must be carefully evaluated to determine its significance to the current discussion of the risks and benefits of the medication. 

For example, we have published AHFS Drug Information (originally called the American Hospital Formulary Service) since 1959. The authority of AHFS Drug Information includes federal recognition through legislation and regulation as an "official" compendium for information on medically accepted uses of drugs. As a well-respected publisher of evidence-based drug information, ASHP has also applied this expertise for almost 30 years in publishing high-quality drug information for consumers.

ASHP was one of the first private-sector organizations to publish medication monographs intended for educating patients. A variety of products and services are currently created from MedMaster, ASHP’s master database of Consumer Medication Information (CMI), including its MedTeach software used by healthcare professionals to provide customized patient monographs, the National Library of Medicine’s MedlinePlus consumer website, 

the Consumers Union’s Consumer Reports Medical Guide website, and others. The MedMaster database also serves as the basis for ASHP’s widely acclaimed safemedication.com consumer website.  

ASHP considers the Agency’s new endeavors to provide healthcare professionals and consumers with timelier access to emerging drug safety information to be a positive goal; however, we have some specific concerns about the process for the evaluation and the style and content of this new information.

1) How would publishers of evidence-based drug information assess the information communicated via the CDER website with little or no background information on the assessment criteria or information used by the agency to create these documents in order to present a balanced view of risks and benefit for safe medication use?
2) How many sources of information are necessary for communication of information to healthcare professionals and the general public? Could the FDA re-examine each format and its usefulness and then combine or eliminate some of these communication tools? Although there are examples provided, there is a lack of definition supporting or explaining each format.
3) An evaluation of the comprehension of the Patient Information Sheets (PISs) and/or the FDA Alert information in the new Drug Watch program by consumers should be conducted. Without this kind of assessment, it is difficult to assess their value. A baseline evaluation of the PIS is especially important to measure the success of modifying the content or format for low literacy, elderly, and non-English speaking individuals. 
4) To date, it has not been established what the mechanism will be to alert healthcare providers or the general public of changes or updates to these risk communication tools.

5) The FDA should conduct a best-practices analysis of any proposed website that purports to provide useful consumer medication information of any type, format, or scope. Such an analysis should closely examine best practices in healthcare web design for consumers as well as healthcare professionals and should prompt the agency to implement such redesign as necessary to reflect such best practices for effective communication. 

Question 1 – What are the strengths and weaknesses of communications tools listed?
There are a number of tools provided by the FDA to communicate drug safety information to healthcare professionals and the public; however, the FDA has not clearly defined the purpose of each and how they will interface with existing programs. This has resulted in a confusing milieu of “official” information on drug safety that potentially confuses not only consumers but the healthcare professionals they depend on for advice. Therefore, we would like to provide additional specific comments about these communication tools.
Patient Information Sheets
Authority for PISs
Under what statutory or regulatory authority is the agency able to develop PISs? What is the relationship between these documents and the current array of documents provided by the FDA, drug manufacturers, and compendia of information on medically accepted uses of drugs to healthcare professionals and the lay public?
Distribution of PISs
How are patients to receive PISs (with prescriptions, via the worldwide web if they visit the FDA site, or along with written CMI)?  It is not clearly stated how the public is to be alerted to the initial document when this information is released and subsequently when an emerging safety information section is added or the information is updated or removed. If the web is the principal means of communication for this information, how will consumers unable to effectively access the web be able to obtain this safety information?
Evaluation of content
The content of the “FDA Alert” consists of a summary of the facts, but in most cases it does not give a balanced view of risk versus benefit of the drug.  In addition, there is no consistent statement telling patients to discuss their drug therapy with their physician before making any changes in their current medication therapy, such as discontinuing the medication. Many patients may be alarmed by the content of the initial alert and not read the PIS any further.  Given that this information is a summary of emerging information, it is extremely important that the wording conveys all of the factual information, stated in a manner that does not cause undue anxiety or fear in patients currently receiving the drug.

It has been stated that the FDA intends to develop a PIS for all approved drugs. What is the purpose of PISs that do not carry an FDA alert of emerging safety information?  They do not meet the criteria for useful written patient information outlined in the Secretary of Health and Human Services’ “Action Plan for the Provision of Useful Prescription Medicine Information” or the recent “Draft Guidance for Useful Written Consumer Medication Information (CMI).”  There is a statement at the beginning of each PIS that indicates it is a summary document and alerts the reader: “For details, talk to your healthcare professional.” This statement does not refer the reader to more comprehensive sources that may contain additional information not included in this summary. Is it the intent of the FDA to create another class of consumer medication information, or are PISs intended to compete with the current format of written CMI? The FDA already requires distribution of Medication Guides at the time of dispensing for selected prescription drugs that pose a serious and significant public health concern. It is important at this stage of PIS development to clearly outline the intent and purpose of this type of patient information relative to other current formats of patient information such as CMI and Medication Guides.
Evaluation of format

Is there a template available for development of PISs to identify which of the “critical facets of a product’s approved labeling” are to be included?   Are all of the contraindications, warnings, and precautions from the drug labeling to be included as is suggested in the recent “Draft Guidance for Useful Written Consumer Medication Information (CMI)”?  To date, PISs have been inconsistent in content, especially when comparing wording and header content of drugs in a similar class.  Emerging information also has been added to the PIS in an inconsistent manner. In most cases, an “FDA Alert” has been added near the top of the PIS; however, when new information was released about the increased exposure to estrogen in users of Ortho Evra compared with those taking typical oral contraceptives, the new information was added to the end of the document under a heading of “Reports of new information after Ortho Evra became available.”
Another inconsistent factor in the PIS format is the inclusion of the date that the document was written and when revision of the material takes place. A sampling of current PISs found no original date for atomoxetine (Strattera) or for the long-acting beta agonists (salmeterol xinafoate [Serevent Diskus], fluticasone propionate and salmeterol xinafoate [Advair Diskus], formoterol fumarate [Foradil]); the original date was included only in the HTML, but not the PDF formats. 
The first sentence for the PIS states that it is a summary. CMI recommendations also include the statement: “A disclaimer stating that the CMI is a summary and does not contain all possible information about the medicine.” As an example of the confusion that might arise, how will consumers and health professionals be able to distinguish between the “summary” embodied in a Drug Watch patient information sheet and the “summary” embodied in CMI? To a consumer, a summary is a summary. In addition, the principles embodied in the Keystone Action Plan for CMI indicate that CMI should only include the most important information. The FDA, therefore, must establish wording that clearly differentiates the different levels of information provided by CMI, Medication Guides, and Patient Information Sheets.  ASHP strongly recommends that the FDA quickly engage the expertise necessary to determine whether the distinction the agency is making between the type of information represented in the Drug Watch program versus that represented by other drug safety actions that the agency might take will be understood by consumers, as well as health professionals.

Lastly, it will be important to have PISs included in all FDA alerts when they are released so patients can associate the FDA Alert information with their current drug therapy. After the recent antidepressant and NSAID alerts, numerous drugs included in those alerts are not posted on the current Drug Safety web page for consumers to identify and link to the alert information.

Healthcare Professional Sheets

Healthcare Professional Sheets (HPSs) have been defined as formats that are “intended to highlight the most up-to-date information healthcare professionals may want to consider when prescribing drugs for their patients.” To date, the FDA has not defined or explained the source of this information, nor criteria for this format. Will the content of this information be what was used as the basis for the Drug Safety Oversight Board’s decisions and recommendations? Many other documents are already in use for communicating important information for the prescribing and use of medications, such as MedWatch Safety Alerts, Dear Healthcare Provider letters, Public Health Advisories, and Talk Papers.  It would be helpful to define what kind of language or content the HPSs will have to distinguish them from these current sources of information. It also is important that the standards applied in determining what is considered the threshold for deciding when to issue such an alert and the standards for content, scope, and format that will be applied consistently.
In order to support a balanced assessment of risks and benefits by clinicians, the FDA should also provide more details in HPSs explaining the reason that the agency is issuing an alert. For example, the current “Alert for Healthcare Professionals” on amiodarone does not clearly explain what recently has changed about amiodarone’s safety that prompted the FDA to issue the sheet. References linking the professional to published clinical studies or publications would be useful for the practitioner to review the findings in the content of the complete study. This is particularly important for a drug like amiodarone, since the FDA’s alert differs in its recommended use of the drug in relation to what is included in current evidence-based practice guidelines for advanced cardiovascular life support (ACLS) issued by the American Heart Association and six other highly regarded international groups.  The ACLS guidelines for example, state that amiodarone has better evidence-based support than any other currently available antiarrhythmic, and it is recommended as the drug of choice (not an alternative) for certain tachyarrhythmias.  These ACLS guidelines have long been regarded as the standard of care for ACLS, and clinicians should be provided with a more detailed rationale as to why an FDA-issued alert should alter their current practice.  In general, any recommendation for change in practice that is embodied in any FDA alert must be clearly explained in the context of all available evidence so that clinicians can weigh the risks and benefits in a truly informed manner.
Talk Papers, Public Health Advisories, Press Releases
These communication tools have been used to convey safety information from the FDA to healthcare professionals and the general public.  Because they appear to be somewhat similar in format, additional explanation from the FDA would be helpful to distinguish the specific role in communication of safety information among each of these document types. With the recent addition of specific consumer and healthcare professional communication tools, the content, format, and timing for publication of these established formats should be more clearly defined. For example, the “Public Health Advisory: Suicidality in Adults Being Treated with Antidepressant Medications” lists not only a Public Health Advisory, but also Patient and Healthcare Professional Sheets, and a Talk Paper that all convey similar information in different formats.
MedWatch Listserv Safety Updates
The listserv provides timely notification of safety information for subscribers. The webpage serves as a useful archival tool to store the alerts based on the date of notification. It would also be useful to be able to specifically search the safety alerts and labeling changes for a specific drug or product if the date of notification is not known. 
CDER Internet site
The major shortcoming of the CDER website is that the information is not well organized. Safety information for the healthcare professional may be found not only under the “Drug Safety” banner but also under MedWatch. Consumer information can also be found in a variety of places, with the general information located in the same content area as the safety information. Ideally, the consumer information and the healthcare professional information should be separate and clearly identified as such. Drugs that do not carry specific safety alerts should not be listed under the header of Drug Safety.  Additionally, all of the drugs that have been listed in the communication tool should be represented on the website if they are implicated in drug safety issues. For example, ibuprofen, one of the most widely used nonsteroidal anti-inflammatory drugs (NSAID), is not listed under the “Drug Specific Information” link. A consumer, upon hearing of the NSAID alert in the media, may go to this site and by not finding the drug (ibuprofen) assume that it was not part of the alert. 
It is also confusing to access a tab on the CDER page labeled “drug information” and find a menu of over 90 additional information links for both consumers and healthcare professionals, some of which are repeated from the original CDER webpage.  Ambiguous titles such as “Major Drug Information Pages” are unclear as to actual content and increase the time spent trying to find specific information on this website.  The “Drugs@FDA” is the most organized venue for drug listing on the website; however, to find safety information requires sorting through several layers of product information and to know that a link titled “Other important information from FDA” contains emerging safety information.
Question 2 – What kind of information is available about awareness, use, and perceptions of the effectiveness of these communication tools by healthcare professionals and the public?
To date, there has not been a comprehensive assessment of the awareness, use, and perceptions of the FDA communication tools by healthcare professionals or the public. There is an urgent need that formal assessments be instituted to provide specific information about the usefulness and effect of these tools, especially on the consumer, and that such assessment be conducted and evaluated before any further rollout of the FDA’s new mechanisms for communicating drug safety information. ASHP believes that the FDA should quickly initiate the necessary assessment needed to determine the consequences of these recent actions.  To date, the only medication information for consumers subject to usefulness standards and periodic assessment parameters is CMI published by the private sector.  Similar mechanisms should be established for clearly defining and evaluating the information published by the FDA. 

Consumers in particular are being overwhelmed by an extensive variety of information about the medications they receive.  This has occurred without any assessment by the FDA of the potential consequences that the wide and disparate formats of consumer drug safety information might be having on consumer understanding and behavior. As a result of the new risk communication programs and tools, a consumer could receive a confusing array of documents about each drug -- the CMI provided at dispensing, any mandated Medication Guide (there could be multiple guides for a single drug), any voluntary patient package insert provided by the manufacturer, and any Patient Information Sheets created under the Drug Watch program (there could be multiple sheets for a single drug).  

Other potentially important findings would be to identify the specific actions that were taken by consumers subsequent to reviewing the Drug Alert information. Actions such as discontinuing the medication or failing to contact the prescribing physician could have negative effects on their health.
Question 3 – Do these tools provide the right kind and amount of risk and other information that healthcare professionals need to make informed decisions about whether to prescribe drug products, and that the public needs to make informed decisions about whether to use those products?
In general, it is troubling that the FDA will have great flexibility in publishing anything it chooses based simply on a preliminary analysis that there may be emerging information on possible drug safety concerns. While the FDA can later withdraw a specific alert if the agency subsequently determines that no such risk could be substantiated, there are potential short- and long-term negative consequences on drug usage and patient care that are created by initially sounding an unnecessary alarm.  The FDA does not seem to have adequately assessed such potential fallout from its actions, and this is particularly troubling as the agency has already published numerous statements to consumers and healthcare professionals prior to public opportunity for comment on these new communication tools.

Even more troubling, however, is that the FDA will not be subject to any standards about the tone, quality, and usefulness of the information it publishes to communicate drug safety information.  This is distinct from any other FDA regulatory action concerning drug safety and, therefore, is not subject to any of the usual processes associated with the development and revision of professional labeling, including information directed at consumers.  In addition, the communication tool for consumers (PIS) would not be subject to the FDA’s own recently proposed “Guidance on Useful Written Consumer Medication Information (CMI)” nor to any principles embodied in the Secretary of Health and Human Services’ “Action Plan for the Provision of Useful Prescription Medicine Information.” Although the goal of providing emerging information to the public is laudable, there is concern as to how that information will be presented in a balanced format for the patient so that current medication therapy will not be stopped inappropriately. 

Thus, while the  FDA’s goal is to provide the most current information needed in balancing the risks and benefits of a given drug product about which the safety has been questioned, ASHP doubts that such balancing can occur when the criteria and standards used in the FDA’s judgment are not clear to either the prescriber or patient.  

To date, it has not been established how often or by what mechanism the risk information is to be revisited by the FDA once it is posted in order to provide current information to healthcare professionals and consumers. This information must be reassessed on a periodic basis and if changes occur, they should be communicated in a similar manner to the initial alert. One recent example of a failure to communicate updated information occurred with an August 2005 update of Adderall and Adderall XR Extended-Release capsules.  The initial notice (February 2005) reporting the suspension of sales in Canada was provided to subscribers of the MedWatch listserv. However, when the new information that the drug was returned to market in Canada was added in August, it was not communicated via the listserv or as a news item on the website.  Because of the difference in the methods of communication, the first FDA Alert announcing the suspension of the drug in Canada was widely covered in the media; however, the return of the drug to market was not reported.  Similarly, additional information was added in November to a previous MedWatch alert from July about several women who died from sepsis while taking mifepristone; the new information also was not reported in the MedWatch system. A system needs to be established for notification of healthcare professionals and consumers when updated information about a previously released FDA Alert has been added to the website.
Question 4 – How easily accessible and understandable are FDA’s Internet-based sources of drug information?
A search on the Google search engine for “Prozac consumer information” or “Prozac drug information” finds that the FDA website is not listed in the first 10-15 hits. Unless a healthcare professional or consumer is aware of the FDA website as an important site for drug information, it may not be among the initial selections of information reviewed. Without some form of marketing, consumers (or even healthcare professionals) may not be aware of the FDA website as a key source of drug information.

If the consumer or health care professional directly accesses the FDA website in search of specific information, it may be confusing to these individuals to choose among the titles of “Drug Safety,” “Drugs@FDA,” “MedWatch,” or the dizzying array of choices from the Drug Information Pathfinder.  Perhaps even more confusing to the consumer is that the specific drug information is not under “Consumer Education/Information,” but rather under “Safety Information.” 
Although it is stated that the Drug Watch web page will be developed after the draft “Guidance for Industry on the FDA’s ‘Drug Watch’ for Emerging Drug Safety Information” is finalized, the present format, with the inclusion of PISs with and without FDA Alert information in various formats on the CDER home webpage under a header “Safety Information for Patients and Healthcare Professionals,” is confusing.  It would seem more appropriate to have only PISs with alert information contained on a webpage intended for emerging safety information. It may also be beneficial to consumers to have a dedicated page for patient information, rather than the current format of mixing information for healthcare providers and patients.

Most of the consumer information is written in language that is understandable by the general public; however, as noted previously, a better balance of risk and benefit information could be presented to allow consumers and their healthcare providers to better evaluate the application of this information to the individual situation. 

Question 5 – To what extent do CDER’s patient focused communication tools provide useful information for people with low health literacy skills?

As addressed in question 1 (Patient Information Sheets), these communication tools often do not give a balanced view of the risk versus the benefit of the drug. Even patients with high health literacy skills may experience anxiety and fear about their health upon hearing about possible severe adverse effects concerning their drug therapy. This reaction may be exacerbated in the low literacy population and cause non-compliance with their therapy or avoidance of further communication with their healthcare practitioner.  Unbalanced media coverage of these alerts also may present a biased viewpoint to the low-literacy population. Standard wording for each FDA Alert should include instructions as to the immediate action to be taken by the patient, such as to call their prescribing physician, stop taking the drug, or to note certain specific reactions that may occur while taking the medication (e.g., fever, rash, blurred vision).  Additionally, it is helpful to suggest an additional source of more complete and understandable information about the drug and/or disease state to improve understanding for the patient with low literacy skills. 
Question 6 – What mechanisms should CDER consider to convey risk information to special populations (e.g., elderly, non-English speaking)?

A range of strategies most likely will be required to adequately convey risk information to each of these populations. Certainly, translation of the information into major languages would be important to the non-English speaking population.  For patients who may be visually impaired, an audio version of this information that could be accessed would be useful. However, some of these special populations and those with limited access to healthcare simply may not be aware of the information that is available. Therefore, proactive mechanisms may be necessary to encourage healthcare professionals, such as pharmacists, to initiate discussion of these issues with individuals in these special populations.
ASHP appreciates the opportunity to present comments on this important patient care issue. We believe that the FDA, as it works to improve the communication of emerging safety information, should work with organizations such as ours in order to establish more effective methods and tools for communication. Feel free to contact me if you have any questions regarding our comments. I can be reached by telephone at 301-664-8702, or by e-mail at gstein@ashp.org.

Sincerely,
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Gary C. Stein, Ph.D.
Director of Federal Regulatory Affairs
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