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50 Pequot Avenue

New London, CT 06320

Global Research & Development

April 4, 2006

Division of Dockets Management (HFA-305)
Food and Drug Administration

5630 Fishers Lane, rm. 1061

Rockyville, MD 20852

Re: Draft Guidance For Industry on Patient-Reported Outcome Measures: Use in Medical
Product Development to Support Labeling Claims
[Docket No. 2006D-0044, 69 Federal Register, 5862-5863, February 3, 2006]

Dear Dockets Management:

Pfizer Inc appreciates the opportunity to provide comment to the FDA on the Draft Guidance for
Industry entitled, "Patient-Reported Outcome Measures: Use in Medical Product Development to
Support Labeling Claims”. Patient Reported Outcome (PRO) measures are very important to the
development of new medicines. The draft is well written and is a comprehensive compilation of
information on PROs not found elsewhere in a single document. As this is an important guidance for
sponsors submitting data to the Agency on obtaining labeling based on PRO data, we encourage the
FDA to keep practical application in the typical trial setting in mind as this draft is finalized.

Pfizer has prepared a comprehensive critique of the entire document; this critique is found in the
attached table. However, we have identified six general concerns that we believe are of primary
importance:

1. Practical application of the guidance to the studies trial sponsors typically conduct;

2. Standards for PROs that may not be attainable or justifiable based on accepted practices in both
the psychometric and clinical fields;

3. Clarification of the communication process with the Agency regarding development and use of PRO
measures;

4. The use of PRO measures in adverse event reporting;

5. Need for a template for submitting a PRO dossier to the FDA; and

6. Referencing the content of the guidance.

Below, we discuss each of these six concerns in more detail. In addition, we summarize our general
concerns regarding draft sections IV, V, and VI below.




1. Practical application of the guidance to the studies trial sponsors typically conduct

This draft guidance contains important information on new instrument generation. It can easily be

applied to submission scenarios that include newly created PRO measures for use to support claims.

This is-important for the development of new instruments when no other existing validated measures
exist.

The practical application of this guidance to most clinical trials and submissions conducted by the
industry for labeling claims will be limited because most sponsors attempt to use existing validated
instruments that have been developed by others, often by academic researchers. Companies came
under considerable criticism in the past for developing the “XYZ Company Questionnaire” and were
strongly discouraged from doing so. Therefore, most sponsors refrain from developing a new
instrument whenever possible.

Typically, when an outcomes scientist is considering the inclusion of a PRO measure in a clinical trial,
that scientist will conduct a thorough literature search to investigate and identify established and
validated instruments that measure clinically meaningful outcomes for the given clinical scenario.
When existing instruments are found, they are examined. They are only modified when a need is
identified through the examination process, which may include the conduct of pilot studies.

The document could be made more useful to sponsors if additional guidance were provided on how the
Agency will evaluate the use of existing PRO measures in triais and apply it for use in establishing
claims. For example, the draft guidance describes the information needed to establish the validation
evidence for a new measure. This kind of information (e.g., specific data on the validation process)
may not be available to a sponsor who is using an older questionnaire that was validated by an
academic researcher many years in the past. What types of documentation would be considered
sufficient to demonstrate to the FDA that the existing, widely used tool had been adequately validated?
It is this type of guidance that will apply to the majority of PRO measure submission scenarios.

2. Standards for PROs that may not be attainable or justifiable based on accepted practices in
both the psychometric and clinical fields

As the document now reads, it appears that the Agency is encouraging perfection in instrurment
development. Clearly, not every PRO measure can meet all the stringent requirements set forth in the
document. For example, the evaluation of validity alone is not merely checking off a list of statistical
tests. Itis an expert judgment call based on a weighting of the evidence. The document suggests that
there is much more of a clear-cut approach to instrument development than is practical or economically
feasible.

A relevant caution, that is well founded and stated in the Standards for Educational and Psychological
Testing (1929, 2004, pg 4), the recognized epitome of professional and technical standards in testing,
is worth consideration here: "Evaluating the acceptability of a test or test application does not rest on
the literal satisfaction of every standard.... and acceptability cannot be determined by using a
checklist.... evaluating acceptability involves: a) professional judgment that is based on a knowledge of
behavioral science, psychomedrics, and the community standards in the professional field fo which the
tests apply [italics added]; b) the degree to which the intent of the standard has been satisfied by the
test developer and user; c) the alternatives that are readily available; and d) research and experiential
evidence regarding the feasibility of meeting the standard.” A common sense approach is needed
rather than a “must check each box” requirement.

Excessive standards are not of value, and can be inefficient, if they do not improve decision-making at
a practical level. If the clinical or PRO field has generally accepted an instrument as “fit for use,” it
seems unlikely that small technical issues with the instrument, if corrected, wouid have a significant
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impact on the results from the instrument or the decisions based on those results. In such cases, the
marginal social benefit of perfecting the instrument can be far less than the marginal social cost of such
work. This is especially true when that work may involve uncertainty about what is acceptable at the
Agency; delays in the development time needed to get a new drug through the development and
approval process and made available to patients who need it.

If there is a benefit to perfecting an instrument, it generally lies in reducing the amount of type Il error
(the probability of a false negative) in the tests based on that instrument. Reducing this type of error
would work to the benefit of the sponsor in that it would increase the probability of a positive result on a
PRO measure. If the sponsor sees such a benefit, it will have an incentive to perform the extra
development or validation work indicated. There do not need to be regulatory requirements when
natural, market-based incentives are present.

An unwanted side-effect of excessively high regulatory standards is likely to result in a proliferation of
“re-validated” instruments resulting from minor modifications made to make them fit certain populations
and/or treatment situations more precisely. In an environment where there is already a large number of
existing PRO instruments, such a proliferation of instruments and versions will become scientifically
unwieldy, limit the comparisons that can be made across diseases, populations, and treatments, and
lead to less standardization rather than more. Pfizer does not see this as a desirable result of
regulation.

Finally, at a recent meeting co-sponsored by the Mayo Clinic and FDA, participants voted
overwhelmingly that the new standards proposed for PRO instruments were much higher than those
being used for more routine clinical endpoints. To propose that PROs need to be held to higher
standards suggests that existing standards for clinical measures may be flawed and have led to pcor
decision-making. Pfizer does not believe that this has been the case. Over many years of use in
clinical trials and regulatory decisions, and based on the opinions of many experts, those clinical
endpoints have generally been deemed as fit for use. Pfizer believes that standards set in the clinical
field have largely been acceptable, and that PRO standards should not be set higher than those used
for clinical endpoints.

Thus, Pfizer is concerned that excessively high standards are being applied to PRO measures that may
not be attainable in practical application, that this same excessive standard has not been seen as
necessary in other measures, and that such high standards are not necessarily justified. The Agency
must consider and clarify the purpose of proposing such standards for PRO measures at this time.

3. Clarification of the communication process with the Agency regarding development and use
of PRO measures

Because the draft guidance is neither an exact nor comprehensive set of rules for how PRO studies
and instrument development must be conducted (e.g., validation and use) it is well recognized in the
PRO field that interaction with the agency during various phases of drug development is advisable to
consult on various aspects of the PRO work being performed. However, this is an evolving practice
without clearly defined expectations. It would be very helpful if the guidance could address the specific
time points in drug development during which consultation on PRO claims might be expected to occur
and would further support Agency and sponsor cohesiveness during the drug development approval
process and provide greater potential for inclusion of labeling based upon PRO data. This is
particularly critical in light of recent public comments by FDA staff noting that the application of these
guidelines would be done on a "case-by-case” basis. Presentations by the FDA Study Endpoint and
Label Development (SEALD) division at recent conferences have included this kind of information; it
would reach a wider audience in sponsor companies and other interested parties if included in the
guidance per se (e.g., end-of Phase || meeting and/or pre-NDA meeting).
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It also would be helpful if the guidance document clarified how SEALD would be involved in such
meetings and the role of the various reviewing divisions. In the past, it has been the reviewing division
that has decided who would attend the meeting and how standards are set. [s it intended that this
guidance communicate that SEALD would have a role in these meetings to ensure consistency and
appropriate engagement? [f yes, that should be clearly indicated. While not a component of the
guidance document per se, this does lead to the question of whether or not the Agency will have the
resources to address questions and provide feedback on instruments prompted by the guidance.

4, The use of PRO measures in adverse event reporting

it would be helpful for the Agency to clarify how PRO measures relate to adverse event reporting. As
opposed to the standard practice of capturing adverse events in an unsolicited manner during clinical
trials, PRO measures often solicit information about specific symptoms, medical events, or treatment-
related side effects from patients. Because they actively solicit such information, it is well accepted that
PRO instruments are likely to result in higher levels of reporting of events than the standard unsolicited
reports yield. Thus, PRO data collection is not intended to be comparable to the routine AE data
collection thatf is standard in clinical protocols.

It has become accepted practice in clinical trial protocols to declare that PRO instrument responses will
NOT be reconciled with the adverse event data in those frials. One exception is when a PRO question
elicits information about a potentially serious adverse event (e.g., suicide ideation)). Under these
circumstances, it may be necessary for trial protocols to identify specific methods for reviewing
responses of this nature. The FDA has supported this approach in the past; it would be useful to have
this more clearly articulated in the guidance.

5. Need for a template for submitting a PRO dossier to the FDA

It would be helpfui to industry if the PRO guidance document also included a template for submitting a
PRO labeling “dossier” to the agency for consideration. To accommodate the need to address the use
of older, existing instruments, the template could have two versions, one describing what should be
included for a newly developed measure and one describing what should be included when using an
older, existing measure or an older measure that has been modified. It also would be preferable that
the template be structured so that the same template would be used throughout the development
process, with more information submitted as the drug progresses through development (i.e., like a
rolling submission). The inclusion of template(s) would help sponsors understand the type of
information the Agency would consider sufficient documentation to support the use of the selected
measure.

6. Referencing the content of the guidance

While we understand that it is relatively uncommon for FDA guidances to provide references for their
statements, we think that in this particular case it would be extremely helpful to document some
statements in the same manner that a scientific document would be. Such referencing would not only
provide even greater credibility to the draft guidance, but also will give researchers more detailed
information about the methods FDA views as standards in the field. Since this is intended to be the
sole source of written guidelines on the use of PROs to support labeling in clinical trials, the addition of
references would make it a more complete resource for the industry.

In addition to these general concerns, we have the following concerns with regard to sections IV, V, and
VI of the draft guidance:
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General comments on section IV
1. Validation of modifications to instruments

Section IV of the guidance document provides recommendations regarding the validation of aff
modifications and translations. However, some modifications of existing instruments are very minor
and should not require extensive re-validation or to be held to the same standards as the validation of a
newly developed instrument for which there is little or no experience. For example, the timing or
sequence of procedures often vary from the way the developers used the PRO instrument in a
validation study to the way they are used in a clinical trial since the PRO validation study may not have
the same clinical assessments or requirements as a sponsored clinical study. However, these minor
changes should not alter the psychometric properties of the instrument. In addition, a separate
validation (as validation is described in the guidance document) should not be required for each
translation in order to provide evidence that measurement properties for the translated versions are
comparable. Demonstration of comparability through the translation process, including international
harmonization and cognitive debriefing with patients, should be sufficient. The guidance document
appears to overreach in its validation requirements under these circumstances. It would be helpful to
include examples of when the Agency does and does not view validation as necessary, or how much
validation work is expected in different situations.

2. Use of patient input

It is generally true that PRO instruments should have patient input included in development. However,
it is an overstatement to say that all instruments are incomplete if they do not include input from
patients. In some cases one may not always be able to obtain input directly from the patient (e.g.,
severely ill or cognitively impaired patients). Incorporation of patient input does not guarantee that the
instrument will be complete in coverage, be valid, or have predictive validity. The value depends on the
educational level of the patients, their level of insight into their condition, and the ability of the
interviewer to skillfully probe the patient for rich responses. The inclusion of patient input should be
stated as a desirable characteristic but should not be reguired under all circumstances.

3. Recall periods

There is a vast body of literature and research that supports longer recall periods (e.g., past week, past
month) than the patient’s current state at little or no cost to accuracy. For example, descriptions of
current state, while perhaps appropriate for symptom events, may not be appropriate for measuring
instrumental activities of daily living. Consider the case where a current rating may be that today is a
‘bad’ day, but all other days leading up to this have been ‘very good'. Thus, asking someone fo recall
his or her feelings right now runs the risk of missing important information. The concern over accuracy
of recall is a matter of test-retest reliability over the recall period of interest — the error component is the
burden of the sponsor, to bear in study design and standardization of the assessment. Itis
unnecessary for the guidance document to be prescriptive regarding the recall period. It should
recommend that the recall period be reasonable for the condition and PRO under study.

General Comments on section V

1. Exact format and version of the guestionnaire

The draft guidance recommends that a protocol containing a PRO measure include the exact format
and version of the questionnaire. While this would control changes to the instrument, the protocol

typically does not include the exact version, as it will be administered to patients. Instead, the CRF has
the final instrument and should be referred to in this statement.
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2. Blinding and randomization

The draft guidance suggests that open label studies are rarely credible. There are a number of
instances when blinding is not possible. However, this does not mean that the study loses credibility.
We recognize that open label studies are not ideal, but they should not be ruled out entirely, particularly
when there is a high demand for active treatment comparative trials that are often unable to be blinded.
In addition, the guidance includes a number of unsubstantiated statements regarding the impact of
items that refer to baseline responses and the additional impact that blinding has on poorer responses
for those instruments referring to baseline versus the current state. We support the statement that
blinding and identifying a control group is not always feasible (lines 735-738); therefore, a sponsor
should consult with the FDA on such issues when needed.

3. Duration of PRQO studies

The draft guidance suggests that the duration of study for PROs may need fo be longer than for clinical
efficacy parameters. This is not always practical. In addition, there may be examples when the
duration of follow up may not be as long as for efficacy parameters depending on the study objectives.
For example, antibiotic trials traditionally have a primary efficacy assessment at day 14 or 28.

However, the greatest improvement may occur within the first several days after the initiation of therapy
as found using a symptom diary. For these patients, completion of the diary for the full 14 to 28 days
may provide minimal additional information, but will add burden to for patient and to the study.

4. Iltems missing from the guidance recommendations

Finally, there are a few items missing from the recommendations in Section V. This includes guidance
for active treatment comparative studies. For example, it would be helpful if the guidance included
recommendations on interpreting trial findings showing a difference in the PRO measure, but not the
clinical effectiveness endpoint, which may be common in non-inferiority comparative trials. Also, we
suggest adding guidance on appropriate study design for different instruments such as recommending
crossover design (vs. parallel) in evaluating treatment satisfaction/preference.

General comments on section VI
1. Multiplicity

Statistical adjustment for testing of multiple endpoints is an important concern of the Agency. The draft
guidance provides a reasonable discussion of the issues but does not provide any specific approaches
that would meet the Agency’s requirements for proper management of the analysis of multiple
endpoints. In the absence of recommendations, the application of this guidance will fall on the different
reviewing divisions and as such interpretation may vary widely. We recommend that the Agency
provide some examples of what it would consider to be appropriate and under what conditions.

2. Missing data

Missing data is a concern for all endpoints in a clinical trial. There are specific procedures used to help
identify and minimize the bias that may result. Included among these procedures are pre-specification
of the analysis population (e.g., ITT, per protocol, etc.) and imputation of missing data (e.g., LOCF,
LOCB, etc). With respect to PROs and more specifically multi-itemn, multidimensional, quality-of-life
measures, procedures in place to impute item or domain scores though imputation of missing forms or
time points are less well described. The Agency makes two statements — one suggests that small
amounts of missing data are less problematic than large amounts, though there is no specification as to
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what is a “large” amount. Second, the Agency recommends that analysis results using multiple
methods of imputation should be presented fo determine the sensitivity of the results to differing
assumptions. These two recommendations appear to be subject to interpretation at the reviewing
division level and may be inconsistent with how missing clinical efficacy endpoints are treated. It would
be useful for the Agency to reconcile this.

3. Minimal important differences (MID)

In the discussion of MIDs, it becomes apparent that clinical meaningfulness may become an additional
hurdle for PROs, and that this hurdle can be specified quantitatively. This suggests a different standard
for PROs than for other endpoints where generally statistical significance is the sole criterion for
success. It also raises the question of how to interpret differences in effect that exceed the MID, but
because of issues of power or multiplicity adjustment, may not exceed the statistical level of the p-
value. Also, the Agency provides little guidance as to what comparisons are meaningful. For example
is between-group change from baseline the relevant comparison or should one consider differences
between groups at end of treatment? If the Agency is indifferent to which analysis is better, then a
statement to that effect would be useful.

Pfizer would like to thank you for this opportunity to provide comment on the draft PRO guidance
document and look forward to continued dialogue on this important issue.

Sincerely,

Qi@mndd'w'-”m/mp_ deonor M. Pf"%+ﬁ)/plf>-

Richard J. Willke, Ph.D. Eleanor M. Perfetto, Ph.D., M.S.
Senior Director Senior Director
Worldwide Outcomes Research Payment Policy Analysis Group

L.S. Medical — Qutcomes Research

Attachment: Table of specific comments
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