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Re: Comments on FDA Proposed Use of Rapid Response Surveys to Obtain Data
on Safety Information to Support Quick-Turnaround Decision Making
[Docket 02N-0131]

Dear Sir or Madam::

Enclosed please find comments from GlaxoSmithKline in response to FDA’s proposed
use of rapid response surveys to obtain data on safety information to support quick-
turnaround decision-making. Public comment regarding the FDA proposal was solicited
in its notice in the Federal Register on April 30, 2002, Vol. 67, No. 83, pages 21253 to
21255 (Docket No. 02N-0131).

These comments are provided in duplicate. If you have any questions regarding these
comments, please contact me at (919) 483-6733.

Sincerely,

Juple S. Almenoff, M.D.,\PW.D.

rector, Pharmacovigilance and Risk Management
Global Clinical Safety and Pharmacovigilance
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Comments on FDA Proposed Use of Rapid Response Surveys to Obtain Data on
Safety Information to Support Quick-Turnaround Decision Making
[Docket 02N-0131] -

On April 30, 2002, FDA issued a Federal Register Notice Entitled, “Agency Information
Collection Activities; Proposed Collection; Comment Request; Generic FDA Rapid
Response Surveys” (FR Vol.67, No. 83, 21253 to 21255). In association with its request
for OMB approval, the notice solicits public comments on the use of rapid response
surveys to obtain data on safety information to support quick-turnaround decision maklng
about potential safety problems or risk management solutions from health care
professionals, hospitals and other user-facilities (e.g., nursing homes, etc.), consumers,
manufacturers of biologics, drugs and medical devices, distributors, and importers when
FDA must quickly determine whether or not a problem with a biologic, drug, or medical
device impacts the public health. We note that FDA has invited comment on four specific
aspects to the proposal. Below we have provided our responses to each:

1) FDA has asked whether the proposed collection of information is necessary for the
proper performance of FDA’s functions, including whether the information will
have practical utility.

Although the Federal register provided few details regarding how FDA intends to
utilize the rapid response surveys, we envision one scenario in which such an
approach may provide utility; public health emergencies that are confined to specific
geographic areas such as tampering or product contamination. However, these types
of situations often require intensive investigation that might extend beyond the scope
of a survey. Surveys might also be valuable tools to assess whether there is improper
prescribing of a product in the medical community. Finally, surveys are an excellent
vehicle for assessing prescriber attitudes and knowledge. The information obtained
could enhance FDA’s understanding of the medical community’s opinions, and this
could help to guide the agency in risk management or risk intervention planning.

In our view, the proposal for rapid response surveys has limited practical utility as a
tool for assessing the post marketing safety profile of drugs, vaccines, and/or devices.
The survey size (50-200 respondents) is extremely small and thus not powered to
detect rare, serious events. Any common adverse events that these surveys might
detect would be more reliably characterized in clinical trials or post marketing safety
studies, hence this approach would be unlikely to provide new information. To this
end, it would be helpful if the agency could provide more specific information about
the types of measurements that would be made as well as specific descriptions of the
program objectives that are under consideration. Furthermore, it would be of interest
to know whether there are precedents and/or preliminary data to support or validate
the utility of this approach as an adjunct to other post-marketing safety surveillance
methods.

Because the Federal Register Notice provides very little specific information
regarding the proposed surveys we feel it is difficult for the public to provide
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meaningful comment on whether the proposed collection of information is necessary
or will have practical utility or achieve the intended goals. Accordingly, we suggest
that prior to implementing such an approach FDA provide a more detailed description

~ of its proposal to use rapid response surveys and allow further public comment after
providing information that address the following questions/comments:

Under what circumstances does the Agency envision the quick surveys should be
utilized? Would there be standard criteria or would the “rapid response surveys”
be utilized on an “as-needed” basis?

It would be helpful if the Agency could provide more specific information about
the types of measurements it envisions and specific descriptions of the program
objectives that are under consideration.

What is the nature of the “vital information” the Agency anticipates will be
obtained from this source of data collection e.g. will the surveys seek information
about adverse events associated with drug or device use, information regarding

“real-world” use in relation to the intended use as described by the product

labeling, or the feasibility of risk 1ntervent10ns that are being considered to
address a safety issue?

How will the Agency select participants for the surveys and ensure that
participants are representative of the group targeted for input? FDA has noted
that some respondents would be contacted more than once per year. Under what
circumstances would the Agency contact a participant more than once?

With regard to an assessment of post-marketing safety, what is the Agency’s
view of the relative role of data derived from the surveys in relation to data from
controlled clinical studies, epidemiology studies, and spontaneous medical event
reports? We are concerned that small, voluntary surveys will be associated with
selection bias and provide results that essentially represent testimonial evidence.
The proposed survey size (50-200) is extremely small and thus not powered to
detect new or rare serious adverse events. More frequent adverse events would be
more reliably characterized in clinical trials or post marketing safety studies.
Therefore it is unlikely that the use of the surveys would provide new
information regarding adverse events. We believe that the safety results derived
from rapid response surveys should not be used for regulatory decision making
unless the information has been corroborated by more scientifically robust data.
Does FDA intend the primary use of the surveys to support development of a
specific research proposal rather than as a means to collect evidence based data
that would be used as part of the assessment of the safety profile?

We believe that the FDA should expeditiously communicate survey results with
the company whose product is being investigated, and permit that company to
respond to these results, especially if regulatory actions are anticipated.
Accordlngly, we request the Agency describe how it plans to involve the input of
the sponsor in the design and assessment of the rapid response surveys.
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2) FDA has invited comment on the accuracy;of FDA'’s estimate of the burden of the

3)

4

proposed collection of information, mcludmg the validity of the methodology and
assumptions used.

We have no comment on FDA’s estimate of the proposed annual reporting burden as
described in table 1 on page 21254.

FDA has invited comment on ways to enhance the quality, utility and clarity of the
information to be collected.

We believe that if this program is pursued, FDA should collaborate with other
government agencies, academic, and industry experts that have extensive
experience in the design, execution and interpretation of surveys for public health
decision making.

Sponsors are experts with regard to their products. In the event that FDA plans to
implement a rapid response survey, the company will likely have valuable
perspectives and information that could enhance the quality of information
collected. Accordingly, we suggest that the product’s sponsor should be consulted
if FDA is considering use of a survey.

The potential biases and limitations of the survey instrument must be clearly
understood so that critical decision making is not influenced by potentially
spurious data. If the surveys are to be used for regulatory decision making, FDA
should provide evidence that the survey methodology has been validated and is
not confounded by issues such as selection bias.

The Agency should develop clear deﬁnltlons and guidelines for what constitutes
the type of situation for which these surveys would be appropriate.

Surveys directed to consumers or other non-medical personnel may provide
insight about drug utilization or awareness of benefit/risk messages but may
provide medically unreliable data. Accordingly, the recipients of the survey need
to be carefully tailored to the type of information to be collected and the intended
respondents.

Any adverse events described by a given respondent should represent only the
personal experience of that respondent and not include anecdotes that the
respondent may have heard.

The proposed sample size of 50- 200 respondents might not adequately cover
diverse geographic regions and practice settmgs so it W111 be important to analyze
the representatlveness of these samples.

The Agency has invited comment on ways to minimize the burden of the collection

of information on respondents, including the use of automated collection
techniques, when appropriate, and other forms of information technology.

A dec1510n to use automated collection techmques should be influenced by the type of

information collected. We believe that automated information collection would not
generally be an appropriate source of information for adverse medical events. We
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believe that such information would best be collected either in person or through a
telephone interview by staff with appropriate training. Automated information
collection techniques might be valuable for gathering information about prescriber
attitudes and knowledge of safety issues that might guide the Agency in its decisions
about risk management proposals.
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