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sanoFi aventis 
Because healch iri ;icrc:rs 

04 April 2006 

Via fax and 'UPS 

-~Qivisiori of Dockets Management (HFA-305) 
Food and Drug Administration 
5630 Fishers Lane, Room 1061 
Rackville, MD 2U$52 

Re: Docket No. 2006D-0044 

Draft Guidance fUl' Irid~usErV on Patient Reported Outcome Measu.res : ~Use ;in Medical Product 
Development to Support LAhe.H . ;flg CI.a1fI1S 

Dear Sir/Madam : 

Sanofi-aventis ~U.S . Inc, a rnember of the s&nofi-averrtis group, appreciates the opportunity to 
corrirtient on the above-referenced lDraft Guidance entitled "Patient Reported Outcome 
Nfeasccres : Use in MedicalProduct Development to Support Labeling Claims ". 

This draft guidance describes how FDA evaluates Patient-Reported Outcome (PRO) 
instrurnents used as effec't:iverless 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We have evaluated the content of the draft guidance and offer the following comments arid/or 
t1a:rih cations for your consideration. 

Section 1: Introduction 

Lines 2'I, - 29/Definition of -trestmen't benefit 

Draft Guidance : "This guidance describes how the FDA evaluates patient-reported outcome 
(PRO) instruments used as effectiveness endpoints in clinical trials. It also describes our 
current thinking on how sponsors can develop and use study results measured by PRO 

2 
znstrccrnera2s to support rlaims in approvedproduct labeling. It does not address the use of PRO 
iYlSlYtcrrlerlt.s fUr purposes beyond evaluation of claims made about u drtag or .,nedical product in 
its labeling. 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 
deueCapnrerrt process, streamline the FDA's review of PRO endpoint adequacy, andprovide 
optima! information about the patient 's perspecti~ve of treatment benefit at the tirne of product 
approval. " 
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Tri some clinical trlals, such as those far Oncology, where a new agerrt is added to a Current 
strategy, could we consider that no deterioration, for example in HRQOL,, could be considurcrl a 
treatment beneFt''t 

Lines 3'1-43/ PRO tlq5cswrrlcnt hy careaivcr/ns~rent/hc:d-n.9rtrter 

Draft Guidauce; "t1 PRO is ci rrreasurerncnt of any aspect of a patient's health status that 
comes directly frarrt the patient (l. e ., without the interpretation of the patient 's responses by a 
physician U7' anyone else) . In clinical trials, cr PRO instrument can be used to measure the 
impact of art intervention on one or more aspects af pulierrls' h~ulCh status, hereafter referred to 
as PRO concepts, rangihg frorn the pccrely syrrlptamatic (response of u headache) to wore 
complex concepts (e.g., ability to carry out activities of daily living), to eztrerneZy cdrnplex 
concepts such as quality of Ilfe, which is widely unrlerwooul to be u arulti-darnairi Concept with 
physical, psychological, and social CCJ .,z1pUl'/eY1lS~ Data generated by a P1Z p instrument can 
provicde eviclence of a treatment benefit from the patieratperspective . Far this data to be 
rneartirigfirl, however, there should be evidence that the PRO instrument cffeCtl'VGly measures 
the particular concept that is studied. Generally, findings measured by PT(O instruments rr~cry be 
used to support claims in uppr4ved prorluCt labeling if the claims are derived from adequate 
and well-controlled investigations that use f'RO instruments that reliably and validly measure 
the spec417C concepts at issue." 

I In some diseases, such as ALZHEIMER, SCHIZOPHRENIA and SLEEP APNEA, is it 
acceptable that PRO be assessed by n third-party (caregiver, prirent, bed-pfutner for example)? 

Lines 38,aU and 1R(I - 181 (Section .IV) 

Draft Guidance: "Data generated hy u PRO ircslrurrjenc can provide evidence of a treatment 
beneflt frurri the patient perspective . For this data to be meaningful, however, there should be 
evidence that the PRO instrument effectively measures the particular concept that ls stuJlecl 
AND Thcrefare, in such instances, we encourage sponsors lo document /he original 
development processes, all modifications made, and updated assessments of its measurement 
properties . " 

Documentation is repeatedly referred to in this guidance . It is clear that this implies d 
subs't;ultial obligation 'to 'the sponsor to provide such information prior to the start of 
discriminatory trlalg .lt would otherwise be impossible to ensure that u claim is likely w be 
acceptable to the Agency . 
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Section 11: Background 

Lines 67 - 72 

Draft Guidance: "Although art assessment ofsyrnptarri improvement orpertinentfiinction 
tleperads' Urc pcuiErtl percepllutt, historically these assessrnertls were often rnade byp`tysicluns 
who observed and interacted -with patients (depression scales, `reart failure severity scales, 
activities of dally living scales) . Increasingly, such assessments are based on PI{D instruments. 
The purpose of this guidance is to explain how tire FDA evaluates such irestrLlrnents fur their 
usefulness in measuring and characterizing the benefit of medical product treatment, " 

Clarify intention "vis it 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? 

Line, s 86 - $$ 

Draft Guidance-" a sponsor should cl~~velap evidence to S'I'law7'tUl only ce ehat~ge in symptorns, 
hut havv that change translates into other specific endpoints such as ability to perfurrrr activities 
of daily living, or trnpruvecl psychologlcuZ 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 

1,aixtc5 114 -118 

Draft Guidance: "This is important because improvements In clinical measures of a condition 
may not necessarily correspond to impraverrrents ire how the patient funclduris or feels, Far 
example, clinically rrteaningful lrripruvcrrrerrty in 1urrgfunctiuri as measured by spiro.rietry rnay 
not correlate well vuith irrepravernenty in asthma-related symptoms and their impact on a 
patient 's ability to perform daily activities, " 

" 

Does this mean that we may face somc; potential Issues with clinical validity during -the 
~ psychometric validation of -the PRO -used? 
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Lines 146 - 151 

Draft Guidance; "PRO concepts can be general (e.&,,~, improvement in physical ./unction, 
psychological well-being, or treatment satisfaction) or specific (e.g., decreuser~freqzrency, 
severity, or how bothersome the syrnptarris are) . PRO concepts can also be generic (i.e., 
applicable in u broad scope of GIiJC!tlSes or conditions cis in the case ofphysicalfanctioning), 
condition-specific (e.g., astlirncr-spetlflc.), or treatment-specific (e.g., rnectsares of the toxicities 
of a class of drugs such as IIYIEI'JJe1'OY15 or Up1UldS)." 

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

Lines 151-156: Taxemimy of PRO instrument 

Draft Guidance : ~,PRO instruments that are used in clinical Irlcals to support effectiveness 
claims should measure the adverse consequences qjlreeatrrterit separatelyfrom the effectiveness 
of treatmerat. " 

Does it mean that we should have, for example, a'FIRQOL instrument with domains related to 
safety and others related to effecliverless7 Or should we have one distinct instrument for safevy 
md another for efficacy? 

I =inot sure how this can be realized within a measure when broad concepts, such as 
emotional state, are included . This statement requires more claTification . 

Lines 164 - 167) -Table I 

The attribute "recall period" is missing in this table . The "kirnirrg and frequency of 
administration" is not specific to the instrument, but specific to tho study design and to the 
sponsor objective, 

Section IV : Evaluating Pro Instruments 

Line :1,76 -178 

Draft C uidarrce : "4A new PRO instrument can be developed or art existing instrument can be 
rnadif er11f sponsors determine that none is available, adequate, U7' Ll~'1pllCC1hIE' !a rhelr produet 
develaprveent program " 

Should specific information be provided -to doc-urnent the fact that an existing -tool is (or is 
not) adequate? 
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Lines°17$ - .181 

Draft Guidance: "' When considering an instrument that has heert rnodif ed fram the original, 
tire FDtI generally plans to evaluate the modified irrstrurnantjust as it would a new one. 
Therefore, in svch instances, we encourage sponsors to document the original development 
processes, all rrluclieueluns made, and updated u.ssessrnerats of its measueetnew properties, 

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

Line l.90 - GYheel Pracsss 

In gc:neral the wheel process is a good concept but leads to the question of where to start 
and stop the -process, 

Lines 197 - 200 

Draft Guidance : "FD'f1 encourages sponsors to specify what claims they seek determine what 
concepts underlie those clairns, and then determine whether an adequate PRO instrument exists 
to assess and measure those concepts. !f it doesn't, a new ,FRO 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 cleat wheffier the full requirements specified for PRO 
instrurncnts will be required for existing instruments particularly those which have been 
already accepted in previous claims 

Lineg 223 - 225 and, lines 374 - 3?8 

Draft Guidance: "Evidence from the patient cognitive debriefing studies (i,e., the lntervieW 
schedule, transcript, and fisting of all concepts elicited by u single aterra) can be used to 
determine when a concept is adequately captured by a single item . "AND "TheFDA's 
evaluation of these procedures is likely to include f1 review Of l1 cognitive debriefing report 
containing the readability test used, the script used inpatient cognitive debriefing interviews+, 
the transcript of the iretervlews, the analysis of the interview results, arid the actions taken to 
delete or modify an item in response to the cognitive dc"briefing irrtervieru or pilot test results. 

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

" 

Draft Guidance; "The FDt! intends to review all evidence based an mtllticlorncrln P1?0 
tncasurenaerrts -rv4hpurttculur attention to theprecise clab7i that is supported by the results in 
the rneasurecd concepts or domains, " 

Also rioted below that a priori claims are required . It is riot stated in the guidance btit has been 
noted in discussion with 'the Agency that negative findings in domains, which are riot the basis for 
claims, wouldbe considered in labeling, 

Lines 249 - 251. 

Draft Guidance: "For measures ofgerreral concepts, the FDA inlends to review how 
individual iterns are associated with each other, how items care associated with each domain, 
and how darnairts are associated with each other and the general concept of interest " 

As rlated 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 must be more clearly delineated? 

Unew 269 - 271 

Draft Cuiclanee : "The PRO instrurnent can be clcvelopedfor u -variety of roles, including 
defining trial entry criteria, including excessive severity, evaluating treatment benefit, or 
monitoring, ad-verse even1S, " 

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

Lines 275 - 278 

Draft Guidance: 'The FDA plans to conipare the patient population used in the PRO 
instrument dG'1JL'lUp7Y1C'!It process to the stuclypupularlons enrolled in clinical trials to deterenine 
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 ration's patient population will 'this be acceptable to the Agency? 
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Line,y 298 - 300 

Draft Guidance: "FDA plans to r~~~ulew Instrument development (e.g� results frurra patient 
interviews or focus groups) du determine whether adequate numbers ofpctlienCS have supported 
the opinion that the specific items in the instrument are adequate and appropriate co rneusure 
MG 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 
7YLUI'E appropriate !U ask whether or not the respondent performs spec~oie activities (and 1f,4U, 
with how rracrcfi difficulty) than Aetyrc"r or nut he or she can perfarrn daily activities (because 
patients rnuy repart they are able to perform a task even when they never do so), Of course, it 
would be critical to know that each item refers to something that patients actually do, " 

Motivation 'to undertake tasks seems to be denied by this statement but rrjay be important 
to the patient (e.g, for insomniacs -the feeling that they ate unable to participate in 
activities is more important than the Fact that they may be able to do the activity .if 
undertaken). 

Line, 322 - 324 

Draft Guidance: "The FDA intends to re-view the comparability of data obtained ,when using 
rraultlple modes of oclrnznistrCltioh to determine whether pooling of'resultsJrorrl thernullrple 
modes is appropriate. " 

I See also electronic PRO comments below. Multiple inethods should be avoided due 
opportunity to be contradictory . 

Line 331.-334: Choice of recall period 

DruJt Cutclcrnce : "'ase of the instrument, the characteristics of the disease/condition, arid the 
treatrrrent lo be tested. When evaluating PRO-based cluirns, the FDA intends to review the study 
protocol to determine what steps were taken to ensure that patients understand the appropriate 
recall period, " 

Flow does the Agency define, an appropriate recall period I 
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Lines 334 - 337 

Draft Guidance, "If a patient diary or some ather farm of unsupervised data errlry is used, the 
FDA plans to review the protocol to determine what measures are takcn to ensure lirut putlertls 
make entries according to the study design and not, for example, Just before u clinic visit when 
their reports will be collected. " 

ft is riot clear wtiat "measures" refers to in this context. The implication is -that in-clinic administration is preferredbut is not consistent with the remark that patients leaving trials 
should undertake an assessment in -practice . 

Type of PRO Jnstrumeryt 

Will ate Agericy evaluate :t PRO related to patient productivity? For exa:rnple if a sponsor 
would like -to support a claim on improving productivity by assessing the number of clays 
rnissed from work? 

Lines 341- 343 

Draft Guidance: "!t is usually better to construct items that uskputients to describe their 
current state than to ask tdrerra to compare their current state with an earlier period or to 
attempt to average the lr experiences over u period of tlrrrcy, " 

This statement is contradictory to previous advice where responses to questions relating to a 
i time period (e .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 u scale using the 

«rM nurrrrcrl assxcrnes that patients understand what is normal) . 
" Responses are appropriate jor the is-e1eY1CIednOplllcltIUIT. Far example, patients with 
visual irrapUirment rrtuy flncl the VAS difficult to complete. 
" Responses offer cr clear' distinction between choices (e.g., patients may not distinguish 
between intertse rind severe lfboth are o&red as response choices to describe their 
pain), 

' Instructions to pXll`!E'Y11SfUT completing the questionnaire and selecting response 
options are adequate . 

" The number of response options isjwloed 

How cat'i we justify the number of response options? 
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Line 390 - DewelcrnrrIe:nt of Format 

Draft Guidance : "Examples of changes that can alter tile wi'ry that patients respond to the 
Some set of questians inclxide ; -1 changing an tnstiirmerlt frarrt paper to electronic format" 

With more clinical -trials -using electronic case report forms (e-CRF'), does it mean that a11 
PRO instruments initially developed in paper format should be re-valiclaled if -the sponsor 
plansto use ;in electronic format? 

Lines 404 - 407 srnif Lines 740 - 751 (standardized gualltv cuntrull 

Draft Guidance, "The FDA recommends that the PRO instrument development process 
includes the generation of u user manual that specifics `ca-w to incorporate the instrument into cr 
clinical trial in a way that minimizes administrator burden, patient burden, missing data, and 
poor data quality. " ~1N~' J "quality can be optimized at the design stage by specifying 
procedures to rhinirrtize inconsistencies in trial condcrct. Examples of standardized instructions 
and processes lhut rrtuy appear in the protocol include : " Standardized training tend instructions 
to putiorrts for self uclmtraistered PRO instruments " Standardized interviewer training and 
interview furrrlut for PRO instruments administered in are inlervfew fnrrnat " Standardized 
instructions far the clinical Investigators regarding patient supervision, timing and order of 
questionnaire udrnirristration during or outside the office visit, processes and rules far 
questionnaire reviewfar completeness, and documentation of haw and when data arefiled, 
stored, and transmitted to U7'}I'DIII the study site " 

There are additional requirements for -training and standards referred 'to here . Will the Agency 
require that 'trai;ning'be documented (as with Investigator Meetings) For PRO instrurnerits? 

Lines 413 - 414 

Draft Guidance: "The FDA intends to consider whether a f'k0 rrlepsure carfarrns to 
assumptions that the response choices represent crppr~l~riate intervals by re~vteVVing 
distributions of item responses, "" 

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

Lines 424 - 426 

Draft Guidance: "When empirically deterrrlirtetl pullent preferertce ratings awe used to weighl items or domains, the FD,11 also intends to review the composition af sartiples and the process 
used to determine the preference -weights. " 
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If the preference weights are far allocation purposes it is not clear why this would be 
inappropriate? 

;Lines 429 - 430 

Draft Guidance: "Howve ver, Ehispractice is discouraged unless the relationship of !he 
preference weights to the intended study population is known und found udequate and 
appropriate . � 

Is this feasible? 

Lines 462 - 464 

Draft Guidance : "Ihe I"Dt1 intends la examine the final -version of ~UI'1 instrument in light of its 
development history, including rlacurrrentauiun of the complete list a, f items generated and the 
rec0ans jar deleting or rrtcrdtf,ytng items, crs illustrated in Table 3. " 

Would it rned.ri that -the amount of documentation needed for a modified instrutnexrt should 
exceed that of a newly developed (original) -tool? 

Lines 474 - 480 

Draft Guidance: "The FDA generally intends lo review cr PRO instrtcrrreret fur; reliability 
validity, ability to detect change, and interpretability (e.g., minimum lmpartunt difference). The 
FDA plans to review the rrteasurerrterrt properlies that are specific to titedoc-umenterl 
curlceptual frcrmewar'lc, confirmed scoring algarithrrt, administration procedures, and 
questionnaire farrnctt in light of the study population, study design, and statistical analysis plan, 
rice sotiudernographic and rriediccrl characteristics of any sarnpZe used lo develop or validate a 
PRO lhstrLCrrterit determine its approprrcctenessfar fuFure clinical study settings . " 

Ethnicity for multinational trials caulcl become an issue. If art instrument is developed in a 
cross-section of one nation's patient population will this be acceptable to the Agency? 

Lines 49'I- 493 Test-retcst rel:i.abilitv 

Draft Guidance: " Test-retesr reliability is the most important rype of reliability for PRO 
instruments ufied in clinical trials. lest-retes'l Is most informative when the tirree interval chosen 
between the test und retest is appropriute for identifying stability in reference to the clinical 
trlal prutacal, " 

" 

It is difficult lo assess test-ri;test reliability in clinical trials where only one visit is planned 
be-fore treatment allocation . Could it be acceptable to assess the ti;st-retest reliability by 
focusing on stable patients? 
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" 

Draft Guidance : "The FDA I'GCU,,J'IIZC'S that the vuliclulion of an ihstrunterat is an nvl ni . ri 
rocess and that -validity relates la both the instrument itself and ̀cow it is used, " 

Please clarify/define the term "ongoing process" . 

Lines 502 - 504 

Draft Guidance: -Sponsors should consider a PRO endpoint fur evidence of conlent-related 
validity, the irrstrurnent's ability to measure the stated concepts, and the instrument's ability to 
predlct fiitirre outcomes. " 

Predictability of outcomes implies either that serisi'tivity to treatment effect or a link to 
clinician reported outcomes is required . This should be 'Further clarified . 

Line, 510 - 512 

Draft Guitlanee: "!f developers expected the instrument to discriminate benwc" cyra Patient 
groups (e.g., between patients with different levels of severity), the FDA is ireceresCecl in 
evidence that shows tile instrument mearrlng/'x~llv discriminates. " 

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

Line-,4 539 - 54$ and KQO - $ ;I, :l (Discussion with 1);i,vlsion re interpretation) 

Draft Guidance: "Aluray PRO instruments are able lo detect mean changes lhtrt are very small; 
accordingly it is irrrpuriunt lo consiJer ,~vhe[her such changes are tneartln~ttl, Therefore, it is appropriate far u critical distinction to be made between the mean effect seen (and -what effect 
might be considered important) and u change in an individual that ~rvocidcl be considered 
important, perhaps leading to a definition of cr responder, For many widely used measures 
(pain, treadmill distance, tlamD), the ability to show any difference behveen treatment groups 
has been considered evidence of a relevant treatment effect, Zf PRU instruments are to be 
considered more sensitive than past measures, it can be useful lo specify a rnfriirrrian important tliffererace (MID) crs a bertchrrrarkfor interpreting mean dtff~rences, An MID is usually specific to the population under study. " And subrrate 4 (The FDA is speei/Icully uslcing for eoirtrnenl On the need for, and appropriate standards for, NIl1'D definitions applied to PRO instruments user! 
in clinical studies.) " 

1t is not clear whether the FDA prefers responder analysis or MID . In neither case is it clear -from 'the buicla:ncu how group=to-group analysis may be employed particularly for MID where this is normally an intrrxpfltient comparison . 
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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 . Far exarr~ple: 

" Patients in the proposed trial have cr disease, condition, or severity level that is 
dfferarrt frarn that of the patient population usec7for Instrument developrrtertt and 
validation 
" Patients In the proposed trial differ in age, gender, race, or developmental or life Stage 
from I thUSef0l' Instrument development and validation,' 

This would miake 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 
for use in another language or culture. 7lie FDA recarnmends 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 cffected. Some examples include the following: 

" PRO instruments are developed initially ire one language, culture, or ethnic group rind 
are used subsequently in another 
- PRO lrlsteurraerits developed and validated outside the United States are applied to the 
U.S. population 

Sponsors should consider -whether generally accepted standards for translation and cultural 
adaptation have been used to support the vulidiry of clatafrorrt a translated/adapted PRO 
instrument, including but nut restricted to the, folluwing; 

- The background and experience of the persons involved In the trunslatrarr/arluptullun 
" T`Je t/'L1?'1Sl(1dIUIlI(1dl1FJfl1tTUY1 I'JEL't`IUdUIU~y used 

' Ifle harmonization ofdifferent versions 
" I'`te evidence that rreeasurerrrent prapcrtiesfur trurrslated ~versions are carnparuble " 

No other ̀ '(re) validation" to be undertaken if translation process adequately documented? 

Lines 68f1- 683 

Draft Guidunce; "In general, the l'GVIe'W issues related to the development and vcrlidatiure of 
pediatric PRO instruments are sirnilur to those detailed for adults, It Is important that PRO 
Instruments de"V81Upe(L,fUI' adults are not used in pediatric populations unless the measurement 
properties arc similar in all age groups tested " 

Pediatric populations are <1 2years? Is it a requirement to conduct additional validity work far existing instruments in adolescent populations? 

12 
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Lines 694- 697 

Draft Guidance: "CJv0r the course of some clinical trials, 1t cart be anticipated that patients 
rraay become too ill lo Complete u guestionnuire or to respond to an interviewer. Ire such cases, 
proxy reporting may help to preverei rnlsslng data. GVhert this situation i5 anticipated, the FDA 
encourages the Inclusion uf proxy reports in parallel -with patient selfrepart fram the beginning 
of the study � 

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

Linew 7.'1.5 - 738: Study rleidn - Blindi ;n . ~ 

There are many cases where blinding is not possible . The statement that PRO data from 
open 1abL:1 clinical trials Is "rarely credible" should be revised. 

Lines 709 " 71,3* 

Draft Guidance: "!f the goal uf PI?O measurement is to support claims, we recommend that 
measurement of the PRO concept be clearly stated cis 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 tFreprocess of considering the NDf!/BLA/I'MA or NDAIBL11/PAM supplerrrent, 
the FDA intends to compare bath the planned and actual use of the PRO instrument and its 
analysis " 

This implies that the final farm of the PRO instrurnent must be availablebefore 
discriminatory studies are started (to be included in the protocol). Will further sophistication 
of the questionnaire (separate -to -the group-ta-group analysis) thus invalidate the 
questionnaire? 

;Linos 763 - 768 

Draft Guidance; "Tyre protocol can Increase the likelihood that u trial will still be informative 
by ( ,stablishirrg plarra' fur gathering all treatment-related reasons for patients withrlrcrvving f~orrl 
cr trial and by CryIrag to rrairrirrtize patient dropouts prior to trial completion . 0'e recammendthe 
study protocol describe how missing daaa will be handled in the unulysis. !t caUlcl also establish 
a process by which PRO rrreasurerrterrt is ascertained before or shortly after patient withdrawal 
frorrt treatment exposure due to lack of efficacy or toxicity. " 

Additional burden on studies may be envisioned if d follow-up visit is required to complete tile 
PRO questiar=-ire, In some diseases such as AI.CHETMER, SC1-IIGOF'HRENTA, SLEEP 
APNEA, is it acceptable that PRO will be assessedby a third-party (caregiver, parent, bed-partner 
for example)? 
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Lines 785 - 787 Duration of stuft 

" 

Draft Guidance-, "In a trial for cr progressive disease where the PRO concept of interest does 
not change until after the follow-up )'eqZlll'edfUP other clinical efficacy parcrrnetNry, longer study 
duration can be indicated, " 

1n aneolagytrials, would it be possiblc to assess PRO only during chemotherapy and not 
during the follow-up period? 

Lines 793 - 796: Design Considerations fur Multiple Endpoints 

Draft Guidance: "A PRO irts2rccme),it could be the Primary endpoint measure of the study, a co-
prirrcury endpoint measure in cunjunctlun with other objective or physiciqn-raCcd 
measurements, or a secUrldury endpoint measure whose analysis ~Vould be considered 
according, to u hierarchical sequence . " 

I Does this mean that a label claim can be gajned even if the endpoint is not a main Secondary ( 
endpoint? 

5anof-averitis appreciates the apporWity to comment on the Draft Guidance For Industry 
Patient Reported Outcome Measures : Use in Medical Product Develaprrcenl to Support 
Labeling C1airns" and are much obliged far your consideration. 

Sincerely, 

d~~& `f,' ~evc~ 

Linda F . Bowen 
Director Regulatory Intelligence -Regioll US 
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