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Sanofi aventis

Because healch mateers

04 April 2006

Via fux and UPS

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

5630 Fishers Lane, Room 1061

Rockville, MD 20852

Re: Docket No. 2006D-0044

Druft Guidance for Industry on Patient Reported Qutcome Meastres: Use in Medical Product
Developrrernt to Support Labeling Claims

Dear Sir/Madam:

Sanofi-aventis U.S. Inc, a rnember of the sanofi-aventis group, appreciates the opportunity to
cornment on the above-referenced Draft Guidance entitled “Patient Reported Outcome
Measures: Use in Medical Product Development to Support Labeling Claims”.

This draft guidance describes how FDA evaluaies Patient-Reported Outcome (PRO)
instrurnents used as effectiveness endpoints in clinical trials. It also describes the Agency’s
current thinking on how sponsors can develop and use PRO instruments to support claims in
approved product labeling.

We have evaluated the content of the draft guidance and offer the following comments and/or
clarifications for your consideration.

Section I; Introduction

Lines 21 — 29/Definition of treatment benefit

Draft Guidance: “This guidunce describes how the FDA evaluates patient-reported outcome
(PRQ) instruments used as effectiveness endpoints in clinical trials. It also describes our
current thinking on how sponsors can develop and use study2 results measured by PRO
instruments to support cluims in approved product labeling. It does not address the use of PRO
instruments for purposes beyond evaluation of claims made about a drug or medical product in
its lubeling. By explicitly addressing the review issues identified in this guidance, sponsors can
increase the efficiency of their endpoint discussions with the FDA during the product
development process, streamline the FDA's review of PRO endpoint adequacy, and provide
optimal information about the patient's perspective of treatment benefit at the time of product
approval.”

2006 D - OO4Y C\&

200 Crassing Boulevard, PO Box 6890, Bridgewater, NJ 08807-0890
Teb: (908} J04-T00 - www. sadiofaventis.cam

PrncI il a% cen ®» YD AN CLTWHA NHNHE TCZ QnA /TicT ann?.TT "WAY




Docket No. 2006D-0044
04-April-2006

In some clinical trlals, such as those for Oncology, where a new agent is added to 4 current
strategy, could we consider that no deterioration, for example in HRQOL, could be considored &
treatment benefit?

Lines 31-43/ PRO asscssmicnt by caregiver/ arent/bed-partner

Draft Guidance: “4A PRO is « measurement of any aspect of a patient’s health status that
comes directly from the patient (i.e., without the Interpretation of the patient’s responses by a
physician or anyone else). In clinical trials, o PRO instrument can be used to measure the
impact of an intervention on one or more aspects of patients’ health status, hereafier referred 1o
as PRO concepts, ranging from the purely symptomatic (response of a headache) to more
complex concepls (e.g., ability to carry out activities of daily living), to extremely complex
concepts such as quality of life, which Is widely undersiood to be ¢ multi-domain concept with
Physical, psychological, and social components, Data generated by a PRO instrument can
provide evidence of a treatment benefit from the patient perspective. For this data to be
meaningful, however, there should be evidence that the PRO instrument effectively measures
the particular concept that is studied. Generally, findings measured by PRO instruments may be
used to support claims in upproved product lubeling if the claims are derived from adequate
and well-controlled investigations that use PRO instruments that reliably and validly measure
the specific concepts at issue.”

In sorne diseases, such as ALZHEIMER, SCHIZOPHRENIA and SLEEP APNEA, is it
acceptable that PRO be assessed by a third-party (caregiver, parent, bed-partner for exarnple)?

Lines 38-40 and 180 ~ 181 (Section IV)

Draft Guidance: “Data generated by a PRO instrument can provide evidence of a treatment
benefit from the patient perspective. For this data to be meaningful, however, there should be
evidence that the PRO instrument effectively measures the particular concept that is studied
AND Therefore, in such instances, we encourage sponsors (o document the original
development processes, all modifications made, and updated assessments of its measurement
properties.”

Documentation is repeatedly referred to in this guidance. [t is ¢lear that this implies a
substantial obligation to the sponsor to provide such information prior to the start of
discriminatory trials. It would otherwise be impossible to ensure that a claim is likely to be
acceptable to the Agency.
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Section [I: Background
Lines 67 - 72

Draft Guidance: “Although an assessment of symptom impraovement or pertinent functian
depends on patient perception, historically these assessments were oflen made by physiclans
who observed and interacted with patients (depression scales, heart failure severity scales,
activities of daily living scales). Increasingly, such assessments are based on PRO instruments.
The purpose of this guidance is to explain how the FDA evaluates such instruments for their
usefulness in measuring and characterizing the benefit of medical product treatment. ”

Clarify intention “vis & vis” assessment of symptoms made so far by physicians will equal
validity (and conclusions) likely to be questioned in the future? Where would instruments,
intended to capture the caregiver perspective, fit?

Lines 86 - 88

Draft Guidance:” a sponsor should develop evidence Lo show not only a change in symptoms,
but how that change translates into other specific endpoints such as ability to perform activities
of daily living, or improved psychologicdl state.”

This implies that the sponsor must not only demonstrate that the instrument is qualified to
measure a concept, but if a wider claim is requested that the instrument has convergent validity
with a measure of wider impact.

Section III: Patient-Reported Outcomes — Regulatory Perspective
Lines 114 - 118

Draft Guidance: “This is important becuuse improvements in clinical measures of a condition
may not necessarily correspond to improvements in how the putient functions or feels. For
example, clinically meaningful improvements in lung function us measured by spirometry may
not correlate well with improvements in asthma-related symptoms and their impact on a
patient’s ability to perform daily activities.

Does this mean that we may face some potential issues with clinical validity during the
psychometric validation of the PRO used?
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Lines 146 — 151

Draft Guidaace: “PRO concepts can be general (e.g., improvement in physical function,
psychological well-being, or treatment satisfuction) or specific (e.g., decreased frequency,
severily, or how bothersome the symptoms are). PRO concepts can also be generic (i.e.,
applicable in a broad scope of diseases or condltions as in the case of physical functioning),
condition-speclfic (e.g., asthma-specific), or treatment-specific (e.g., measures of the toxicities
of u class of drugs such as interferons or opioids).”

What about the traditional rule of recommending one generic instrument in addition to (eg)
a disease-specific tool? Will it now be obsolete?

Lines 154 — 156: Taxonomy of PRO instrument

Draft Guidaace: “PRO instruments that are used in clinical trials (o support effectiveness
claims should measure the adverse consequences of treatment separately from the effectiveness
of treatment.

Does it mean that we should have, for example, a IRQOL instrument with domains related to
safety and others related to effectiveness? Or should we have one distirict instrument for safety
and another for efficacy?

I am not sure how this can be realized within a measure when broad concepts, such as
emotional state, are included, This statement requires rmore clarification.

Lines 164 - 167) — Table I

The attribute “recall period” is missing in this table. The “timing and frequency of
administration™ is not specific to the instrument, but specific to the study design and to the
sponsor objective.

Section [V Evaluating Pro lustruments

Line 176 - 178

Draft Guidance: “A new PRO instrument can be developed or an existing instrument can be
modified if sponsors determine that none is available, adequate, or applicable to their product
development program”

Should specific inforrnation be provided to document the fact that an existing tool is (or is
not) adequate?

4
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Lines 178 - 181

Draft Guidance: “When considering an instrument that has been modified from the original,
the FDA gencrally plans to evaluate the modified instrument just as it would a new one.
Therefore, in such instances, we encaurage sponsors fo document the originul development
pracesses, all modifications made, und updated assessments of its measurement properties.

Would it mean that the amount of documentation needed for a modified instrument should
exceed that of a newly developed (original) tool?

Line 190 - Wheel Process

[n general the wheel process is a good concept but leads to the question of where to start
and stop the process,

Draft Guidance: “FDA encourages sponsors to specify what claims they seek, determine what
concepis underlie those claims, and then determine whether an adequate PRO instrument exists
to assess and measure those concepls. If it doesn’t, a new PRO instrument can be developed. ”

This implies that a thorough review of existing instruments is required before a new
instrument will be accepted. It is not clear whether the full requirements specified for PRO
instruments will be required for existing instruments particularly thosc which have been
already accepted in previous claims

Lines 223 — 228 and lines 374 - 378

Draft Guidance: “Evidence from the patient cognitive debriefing studies (i.e., the interview
schedule, transcript, and listing of all concepts elicited by a single item) can be used to
determine when a concept is adequately captured by a single item.” AND “The FDA''s
e¢valuation of these pracedures is likely to include o review of a cognitive debriefing report
contuining the readability test used, the script used in patient cognitive debriefing interviews,
the transcript of the interviews, the analysis of the interview results, and the actions taken to
delete or modify an item in response to the cognitive debricfing interview or pilot test results.

It is clear that patient cognitive debriefing is an important step for the Agency, as many current
instrurnents do not demonstrate this step. It is unclear whether this step must be reproduced for
existing PRO instrutnents.
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Lines 234 - 237

Draft Guidance: “The FDA intends to review all evidence based on multidomain PRO
measurements with particular attention to the precise claim that is supported by the results in
the measured concepts or domains.”

Also noted below that a priori claims are required. It is not stated in the guidance but has been
noted in discussion with the Agency that negative findings in domains, which are riot the basis for
¢claims, would be considered in labeling,

Draft Guidance: “For measures of general concepts, the FDA intends to review how
individual items are associated with each other, how items are associated with each domain,
and how domains are associated with each other and the general concept of interest.”

As noted above it is unclear whether this will indicate that other domains (other than the
specified domain) will be considered to be important for labeling or whether overlapping
domains tnust be more clearly delineated?

Lines 269 - 271

Draft Guidance: “The PRO instrument can be developed for a variety of roles, including
defining trial entry criteria, including excessive severity, evaluating treatment benefit, or
monitoring adverse events.”

[s the same level of documentation required, no matter what the role?

Lines 275 - 278

Draft Guidance: “The FDA plans to compeare the paticnt population used in the PRO
instrument development process to the study populations enrolled in ¢linical trials to determine
whether the instrument is appropriate to that population with respect to patient age, sex, ethnic
identity, and cognitive ability.”

Ethnicity for multinational trials could become an issue. If an instrument is developed in a cross-
section of one nation’s patient population will this be acceptable to the Agency?
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Lines 298 - 300

Draft Guidance: “FDA plans to review Instrument development (e. &.. results from patient
interviews or focus groups) to determine whether adequate numbers of patients have supported
the opinion that the specific items in the instrument are adequate and appropriate to medasure
the concept.”

In this context, “adequate” should be further defined.

Lines 304 - 308

Draft Guidance: “For example, in assessing the concept performance of daily activities, it is
more appropriate to ask whether or not the respondent performs specific activities (and if so,

with how much difficulty) than whether or not he ar she can perform daily activities (because
patients may report they are able to perform a task cven when they never do so). Of course, it
would be critical to know that cach item refers to something that patients actually do.

Motivation to undertake tasks scems to be denied by this statement but may be important
to the patient (e.g. for insomniacs the feeling that they are unable to participate in
activities is more important than the fact that they may be able to do the activity if
undertaken).

Lines 322 - 324

Draft Guidance: “The FDA intends 1o review the comparability of data obtained when using
multiple modes of administration to determine whether pooling of results from the multiple
modes is appropriate.”

See also electronic PRO comments below. Multiple methods should be avoided due to the
opportunity to be contradictory.

Line 331-334: Choice of rocall period

Draft Guidance: “use of the instrument, the characteristics of the disease/condition, and the
treatment 10 be tested. When evaluating PRO-based claims, the FDA intends to review the Study
protocol to determine what steps were taken to ensure that patients understand the uppropriate
recall period.

How does the Agency define an appropriate recall period?

7
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Lines 334 - 337

Draft Guidance: “If a patient diary or some other form of unsupervised duta entry is ysed, the
FDA plans ta review the protocol to determine what measures are taken to ensure that patients
make entries according to the study design and not, Jor example, just before u clinic visit when
thelr reports will be collected.”

[t is not clear what “measures™ refers to in this context. The implication is that in-clinic
administration is preferred but is not consistent with the remark that patients leaving trials
should undertake an assessment In practice.

Type of PRO instrument

Will the Agency evaluate a PRO related to patient productivity? For example if a sponsor
would like to support # claim on improving productivity by assessing the number of days
missed from work?

Lines 341 - 343

Draft Guidance: “It is wusually better to construct items that ask patients to describe their
current state than to ask them to compare their current state with an earlier period or to
attempt to average thelr experiences over a period of time. "

This staternent is contradictory to previous advice wherc responses to questions relating to a
time period (¢.g. over the past month) have been acceptable.

Draft Guidance: “Response choices are generally considered appropriate when.
* Wording used in responses is clear and appropriate (e.g., anchoring a scale using the
term normal assumes that patients understand what is normal),
* Responses are apprapriate for the intended population. For example, patients with
visual impdirment may find the VAS difficult to complete.
* Responses offer a clear distinction between choices (e.g., patients meaty not distinguish
between intense and severe if both are offered as response choices to describe their
pain),
* Instructions to patients for completing the questionnaire and selecting response
options are adequate.
« The number of response options is justified "

How can we justify the number of response options?
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Line 390 - Development of format

Draft Guidance: "“Examples of changes that can alter the way that patients respond to the
same set of questions include: < changing an instrument from paper to electronic format”

With more clinical trials uslng clectronic ¢ase report forms (e-CRF), does it mean that all
PRO instruments initially developed in paper format should be re-validated if the sponsor
plans to use an electronic forrnat?

Lines 404 - 407 and Lines 740 — 751 (standardized quali

Draft Gaidance: “The FDA recommends that the PRO instrument development process
includes the generation of a user manual that specifies how to incorporate the instrument into a
clinical trial in a way that minimizes administrator burden, patient burden, missing data, and
poor data quality.” AND “quality can be optimized al the design stage by specifying
procedures to minimize incansistencies in trial conduct. Examples of standardized instructions
and processes that may appear in the protocol include; « Standardized training and instructions
to paticnts for self-administered PRO instruments « Standardized interviewer training dand
interview format for PRO instruments administered in an interview format « Standardized
instructions for the clinical investigators regarding patient supervision, timing and order of
questionnaire administration during or outside the office visit, processes and rules for
questionnaire review for completeness, and documentation of how and when data are filed
stored, and transmitted to or from the study site”

There are additional requirernents for training and standards referred to here. Will the Agency
require that treining be documented (as with Investigator Meetings) for PRO instrurnerits?

Lines 413 — 414

Draft Guidance: “The FDA intends to consider whether a PRO measure conforms to
assumptions that the response choices represent gppropriate intervals by reviewing
distributions of item responses, "

Response categories are reviewed in-depth in this chapter. It is unclear what “appropriate” may
mean (spart from avoiding confusing terms or biased responses).

Lines 424 - 426

Draft Guidance: “When empirically determined patient preference ratings are used to weight
items or domains, the FDA also intends to review the composition of samples and the pracess
used to determine the preference weights.
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If the preference weights are for allocation purposes it is not clear why this would be
inappropriate?

Lines 429 - 430

Draft Guidance: “However, this practice is discouraged unless the relationship of the
preference weights to the intended study population is known and found adequate une
appropriate.”

Is this feasible?

Lines 462 - 464

Draft Guidance: “The FDA intends to examine the final version of an instrument in light of its
development history, including documentation of the complete list of items generated and the
reasons for deleting or modifying items, as illustrated in Table 3.

Would it rean that the amount of documentation needed for a modified instrument should
exceed that of a newly developed (original) toal?

Lines 474 - 480

Draft Guidance: “The FDA generally intends 1o review a PRO instrument Jor: reliability,
validity, ability to defect change, and interpretability (e. &, minimum important difference). The
FDA plans to review the measurement properties that are specific to the documented
conceptucl framework, confirmed scoring algorithm, administration procedures, and
questionnaire format in light of the study population, study design, and statistical analysis plan,
The sociodemographic and medical characteristics of any sample used to develop or validate o
PRO instrument determine its appropriateness for future clinical study settings.”

Ethnicity for multinational trials could become an issue. [f an instrument is developed ina
cross-sectiot of one nation’s patient population will this be acceptable to the Agency?

Lines 491- 493 Test-retest reliabili

Draft Guidance. “Test-retest reliability is the most important type of reliability for PRO
instruments used in clinical trials. Test-retest is most informative when the time interval chosen
between the test and retest is uppropriate for identifying stability in reference to the clinical
trial protocol,

It is difficult 10 assess test-retest reliability in clinical trials where only one visit is planned
before treatment allocation. Could it be acceptable to assess the test-retest reliability by
focusing on stable patients?

o
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Draft Guidance: “The FDA recognizes that the validation of an instrument is an gngoing
process and that validity relates to both the instrument itself and how it is used.

Please clarify/define the term “ongoing process”.

Lines 502 - 504

Draft Guidance: “Sponsors should consider a PRO endpaint for evidence of content-reluted
validity, the instrument’s ability to measure the stated concepts, and the instrument's ability to
predict future outcomes.”

Predictability of outcomes implies either that sensitivity to treatment effect or a link to
clinician reported outcomes is required. This should be further clarified.

Lines 510 - 512

Draft Guidance: “If developers expected the instrument to discriminate benween patient
groups (e.g., between patients with different levels of severity), the FDA is interested in
evidence that shows the instrument meaningfully discriminates. "

Meaningful discrimination is not illustrated in the guidance and requires further clarification

Lines 539 — 548 and 800 —

811 (Discussion with Division re interpretation)

Draft Guidance: “Muany PRO instruments are able lo detect mean changes that are very small;
accordingly it is imporiant to consider whether such changes are meaningful. Therefore, it is
appropriate for a critical distinction to be made between the mean effect seen (und what effect
might be considered important) und a change in an individual that would be considered
important, perhaps leading to a definition of a responder. For mary widely used medsures
(pain, treadmiil distance, HamD), the ability to show any difference between treatment groups
has been considered evidence of a relevant treatment effect. If PRO instruments are to be
considered more sensitive than past measures, it can be useful to specify a minimum important
difference (MID) as a benchmark for interpreting mean differences. An MID is usually specific
fo the population under study.” And subnote 4 (The FDA is specifically asking for comment on
the need for, and apprapriate standards for, MID definitions applied to PRO instruments used
in clinical studies.) "

[t is not clear whether the FDA prefers tesponder analysis or MID. In neither case is it clear
from the guidance how group-to-group analysis may be employed particularly for MID
where this is normally an intrapatient comparison.

11
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Lines 608 - 616

Draft Guidance: “2. Application to a New Population or Condition
An instrument developed for use In one population or condition is used in a different patient
population or condition. For example:
* Patients in the praoposed trial have a disease, condition, or severity level that is
different from that of the patient population used for instrument development and
validation
* Patients in the proposed trial differ in age, gender, race, or developmental or life stage
Jrom those for instrument development and validation”

This would make a given instrument “trial specific”. Is this an extreme?

Lines 644- 661

Draft Guidance: "An instrument developed in one language or culture is adapted or translated
Jor use in anather language or culture. The FDA recommends that sponsors provide evidence
that the methods and results of the translation process were adequate to ensure that the validity
of the responses is not affected. Some examples include the following:

* PRO instruments are developed initially in one languuge, culture, or ethnic group and

are used subsequently in another

* PRO instruments developed and validated outside the United States are applied to the

U.S. population
Sponsars should consider whether generally accepted stundards Jor translation and cultural
adaptation have been used to support the validity of data from a translated/adapted PRO
instrument, including but not restricted to the following:

= The buckground and experience of the persons involved in the transiation/adaptation

* The rranslation/aduptation methodology used

* The harmonization of different versions

* The evidence that measurement properries for translated versions are comparable”

No other “(ce) validation™ to be undertaken if translation process adequately documented?

Lines 680 - 683

Draft Guidanoce: “In general, the review issues related to the development and validation of
pediatric PRO instruments are similar to these detailed for adults, It is important that PRO
Instruments developed for adults are not used in pediatric populations unless the measurement
properties are similar in all age groups tested. "

Pedlatric populations are <]2years? Is it a requiremnent to conduct additional validity work
for existing instruments in adolescent populations?
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Lines 694- 697

Draft Guidance: “Over the course of same clinical trials, it can be anticipated that patients
may become too ill 1o complete a questionnaire or to respond to an interviewer. In such cases,
proxy reporting may help to prevent missing data. When this situation is anticipated, the FDA
encourages the Inclusion of proxy reports in parallel with patient self-report from the beginning
of the study”

Proxy respondents need to be clarified. Should these be patient caregivers, nurses or
doctors? How will contradictions be handled when dual reports are gathered?

Lines 715 — 738: Study design — Blinding

There are many cases where blinding is not possible. The staterment that PRO data from
open label clinical trials s “rarely credible” should be revised.

Lines 709 - 713~*

Draft Guidance: “If the goal of PRO measurement is to support claims, we recommend that
measurement of the PRO cancept be clearly stated as a specific study objective. It is important
that the protocol include the exact format and version of the specific PRO instrument to be
administered. In the process of considering the NDA/BLA/PMA or NDA/BLA/PMA supplement,
the FDA interds to compare both the planned and actual use of the PRO instrument and its
analysis”

This imnplies that the final form of the PRO instrument must be available before
discriminatory studies arc started (to be included in the protocol). Will further sophistication
of the questionnaire (separate to the group-to-group analysis) thus invalidate the
questionnaire?

Lines 763 — 768

Draft Guidance; “The protocol can increase the likelihood that a trial will still be informative
by establishing plans for gathering all treatment-related reasons for patients withdrawing from
a trial and by trying to minimize patient dropouts prior to trial completion. We recommend the
study protocol describe how missing data will be handled in the analysis. It could ulso establish
a process by which PRO measurement is ascertained before or shortly after patient withdrawal
Sfrom treatment exposure due to lack of efficacy or toxicity.

Additional burden on studies may be envisioned if # follow-up visit is required to complete the
PRO questionnaire, In some diseases such as ALZHEIMER, SCHIZOPHRENIA, SLEEP
APNEA, is it acceptable that PRO will be assessed by a third-party (caregiver, parent, bed-partner
for example)?
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Lines 785 — 787 Duration of stud

Draft Guidance: “/n a trial for a progressive disease where the PRO concept of interest does
not change until after the follow-up required for other clinical efficacy parameters, longer study
duration can be indicated.”

In oncology trials, would it be possible to assess PRO only during chemotherapy and not
during the follow-up period?

Lines 793 — 796: Dcesign Considerations for Multiple Endpoints

Druft Guidance: “4 PRO instrument could be the primary endpoint measure of the study, a co-
primary endpoint measure in conjunction with other objective or physician-rated
reasurements, or a secondary endpoint measure whose analysis would be considered
according to a hierarchical sequence.”

Does this mean that a label claim can be gained even if the endpoint is riot a main secondary
endpoint?

Sanofi-aventis appreciates the dpport‘lmity to comment on the Draft Guidarnce for Industry
FPatient Reported Outcome Measures: Use in Medical Product Development to Support
Labeling Claims" and are much obliged for your consideration.

Sincercly,

e E froes

Linda F. Bowen
Director Regulatory Intelligerice — Region US
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