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Patient-Reported Outcome (PRO) Consortium 
Critical Path Institute 
1730 E River Road 
Tucson, AZ 85718-5893 
www.c-path.org 
 
November 1, 2018 
 

REQUEST FOR PROPOSAL 
Cognitive Interview Study and Preparation of Initial Briefing Package 

Critical Path Institute (C-Path) is seeking proposals, including timelines and budget, to conduct a 
cognitive interview study and prepare an Initial Briefing Package ready for submission to FDA.  This is 
to support the continued development of two clinical outcome assessments (COAs), a patient-reported 
outcome (PRO) measure and an observer-reported outcome (ObsRO) measure, that can be qualified by 
the FDA for use as secondary endpoints in clinical trials to document treatment benefit in pediatric 
patients ages four to 11 years old with asthma, for the purposes of labeling.    
 
The purpose of this Request for Proposal (RFP) is to facilitate selection of the most appropriate 
organization to complete this project.  The project will be completed in conjunction with C-Path’s PRO 
Consortium (https://c-path.org/programs/pro/).  C-Path, in cooperation with the FDA and the medical 
products industry, formed the PRO Consortium for the purpose of developing, evaluating, and 
qualifying COA tools for use in clinical trials designed to evaluate the safety and effectiveness of 
medical products. 
 
Information contained in your proposal will be evaluated by the members of the PRO Consortium’s 
Pediatric Asthma Working Group and will be considered confidential. 
 
Clarifying questions must be received no later than November 9, 2018; a conference call may be 
convened if deemed necessary.  Proposals must be received by November 21, 2018.  Both are to be 
sent to:  
 
Stephen Joel Coons, PhD 
Executive Director, PRO Consortium 
sjcoons@c-path.org 
 

I. RFP Provisions 
 
The proposal is a firm offer that will be considered valid for 180 calendar days from the due date.  
Please provide the contact information of the person responsible for submitting the proposal.  C-Path 
shall not be responsible for any errors or omissions on the part of the Bidder in preparing this proposal.  
Bidder shall bear all costs associated with preparing this proposal. 

http://www.c-path.org/
mailto:sjcoons@c-path.org
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This RFP is being distributed to numerous organizations and is posted on the C-Path website, www.c-
path.org.  The project will be awarded based on organizational qualifications and experience, proposal 
content, schedule, and cost.  We will be unable to provide any verbal or written feedback on any 
individual proposals. 
 
Please prepare your proposed strategy to address the objectives and scope of the cognitive interview 
study and development of an Initial Briefing Package (IBP) ready for submission to FDA. You must 
demonstrate a knowledge base consistent with the objectives and requirements of this RFP and 
describe your cognitive interview strategy and rationale of the qualitative methods (e.g., site 
identification, patient/caregiver recruitment, number of patient/caregiver interviews, number of 
rounds of interviews) that will be used to confirm the content of the PRO and ObsRO measures.  All of 
the required elements (i.e., methods, deliverables, milestones, experience, timelines, and costs) should 
be clearly explained in 30 pages or less.   

II. Background 
 
The U.S. Food and Drug Administration (FDA) has identified pediatric asthma as an area in need of 
novel COA tools for evaluating treatment benefit in clinical trials for a broader range of asthma 
patients (i.e., < 12 years old).   
 
Merck Sharpe & Dohme Corp., a member of the PRO Consortium, contributed draft versions of a PRO 
measure (for completion by children ages 8 to 11 years old) and an observer-reported outcome 
(ObsRO) measure (for completion by parents or caregivers of children ages 4 to 11 years old) 
developed for use in pediatric asthma trials. The PRO Consortium’s Pediatric Asthma WG was formed 
to examine Merck’s research and assess the adequacy of the two draft measures as candidates for 
qualification. The draft measures cannot be shared currently due to confidentiality agreements in 
place.  A summary of work completed to date is provided in the attached poster (Appendix A) that was 
presented at the Ninth Annual Patient-Reported Outcome Consortium Workshop in April 2018.  
 
Merck completed the qualitative phase of development of the two COA measures including concept 
elicitation and cognitive interviews with the respective target populations.  Merck also received 
feedback from FDA on the draft COA measures.   
 
The two COA measures initially developed by Merck have been modified by the Pediatric Asthma WG 
in response to additional FDA feedback obtained within the past year. The child measure is now called 
the Pediatric Asthma Diary-Child (PAD-C) and consists of a morning diary with 7 items and an evening 
diary with 12 items.  The observer diary is now called the Pediatric Asthma Diary-Observer (PAD-O) and 
consists of a morning diary with 9 items and an evening diary with 12 items.  Both measures are ready 
to be evaluated in cognitive interviews to determine if the modifications to wording, response options, 
and instructions are well understood by the respective target populations.  It is expected that a study 
of approximately 45 participants will be adequate at this stage of measure development to confirm the 
content of the measures.  
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III. Project Objective 
 
The goal of the Pediatric Asthma WG is to pursue FDA qualification of the two COA measures for the 
assessment of asthma signs and symptoms in pediatric patients; the primary measure would be the 
ObsRO measure for parents or caregivers of children aged 4 to 11 years old. The observer would also 
consider input from other informants (e.g., siblings, teachers, babysitters, spouses) regarding 
observable asthma signs or impacts. The PRO measure for children aged 8 to 11 years old would be a 
supportive measure.  To achieve this goal, additional qualitative research is necessary to test the 
recent revisions to the two measures and an Initial Briefing Package must be developed for submission 
to FDA.   

IV. Expected Statement of Work 
  

A. Review all relevant background material related to the two draft COA measures. 
Approximately 500 pages of background information to be provided by C-Path to successful 
bidder.  

 
B. Conduct study and document results    

1. Develop protocol, interview guide and analysis plan 
a. Include in interview guide a question to evaluate the PRO Consortium’s 

proposed wording for one Patient Global Impression of Change (PGIC) item and 
a question regarding meaningful change for the observer sample.  Both 
questions to be provided by C-Path.  

2. Obtain feedback from expert panel members, C-Path, and Pediatric Asthma Working 
Group on the protocol, interview guide, and analysis plan 

3. Conduct translatability assessment of both measures.  Review and feedback on 
translatability assessment is expected between rounds of cognitive interviews if changes 
are made to the measures.  NOTE:  An electronic implementation assessment will be 
conducted concurrently by members of the ePRO Consortium.   

4. Select study sites and negotiate budget with sites 
5. Obtain institutional review board (IRB) approval  
6. Recruit participants for study, consisting of approximately 45 participants and conduct 

interviews in waves, which should be as follows: 
a. PAD-C: 12 to 15 children 8 to 11 years of age equally distributed by age 
b. PAD-O: 12 to 15 parents/caregivers of children 4 to 7 years of age 
c. PAD-O: 12 to 15 parents/caregivers of children 8 to 11 years of age (likely to 

include parent or caregiver of child in PAD-C interview; do not want parent or 
caregiver intervening; recommend having parent interviewed prior to child 
interview) 

d. NOTE:  Recruitment for the study must meet standard diversity requirements 
(i.e., geographic, age, race, ethnicity, education) as well as diversity in terms of 
marital and employment status of the observers. 
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7. Revise the two draft measures, PAD-C and PAD-O, as needed, following completion of 
the cognitive interview study and expert panel consultation.  Revised measures are to 
be ready for quantitative testing.   

8. Develop an item tracking matrix and item definition table for each measure.  
9. Develop one user manual to address both measures and include the proposed scoring 

function, patient/observer training materials, and other supporting documentation. 
10. Refine training material that has been developed for each measure. 
11. Manage expert panel activity 

a. Work with the PRO Consortium’s Pediatric Asthma Working Group to form and 
manage an expert panel of up to four clinicians.  The expert panel should include 
clinicians who are familiar with pediatric asthma as well as two representatives 
of a patient group (i.e., Allergy & Asthma Network [AAN]), one for each observer 
age range described above. 

b. Manage contracting with the expert panelists, as well as coordinate meetings 
and seek feedback at various stages.   

c. Obtain the expert panel’s feedback following its review of the cognitive 
interview study protocol, study results, and proposed PRO and ObsRO measures 
so that these can be finalized for submission to FDA. 

d. Conduct up to two expert panel meetings via teleconference/WebEx (the second 
meeting and associated deliverables can be shown in proposal as an optional 
task). 

e. Work with PRO Consortium staff and the Pediatric Asthma Working Group to 
develop expert panel meeting agendas and content, including slides. 

f. Prepare meeting minutes of expert panel meetings. 
g. Track expert panel member’s expenses to comply with the Physician Payment 

Sunshine Provision of the Patient Protection and Affordable Care Act of 2009 and 
vendor must complete quarterly reporting to the PRO Consortium using the PRO 
Consortium’s HCP reporting template provided as separate file. 

 
Deliverables 

1. Study documents including: cognitive interview protocol, interview guide, and 
qualitative analysis plan; plan for three iterations of each: 

a. Draft 1 for PRO Consortium staff review 
b. Draft 2, incorporates revisions requested in draft 1, delivered for WG and expert 

panel review 
c. Final, incorporates all revisions requested from prior reviews 

2. Documentation of IRB approval of study documents 
3. Translatability report, plan for three iterations:  

a. Draft 1 for PRO Consortium staff review 
b. Draft 2, incorporates revisions requested in draft 1, delivered for WG and expert 

panel review 
c. Final, incorporates all revisions requested from prior reviews 

4. Coding dictionary 
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5. Cognitive interview report; three iterations expected:  
a. Draft 1 for PRO Consortium staff review 
b. Draft 2, incorporates revisions requested in draft 1, delivered for WG and expert 

panel review 
c. Final, incorporates all revisions requested from prior reviews. 

6. Item tracking matrices for each measure documenting changes made leading up to and 
during study 

7. Item definition tables, one for each measure; plan for three iterations of each:  
a. Draft 1 for PRO Consortium staff review 
b. Draft 2, incorporates revisions requested in draft 1, delivered for WG and expert 

panel review 
c. Final, incorporates all revisions requested from prior reviews 

8. User manual; plan for three iterations:  
a. Draft 1 for PRO Consortium staff review 
b. Draft 2, incorporates revisions requested in draft 1, delivered for WG and expert 

panel review 
c. Final, incorporates all revisions requested from prior reviews. 

9. Expert panel meeting agendas and meeting slides; three iterations expected:  
a. Draft 1 for PRO Consortium staff review 
b. Draft 2, incorporates revisions requested in draft 1, delivered for WG and expert 

panel review 
c. Final, incorporates all revisions requested from prior reviews 

10. Expert panel meeting minutes; three iterations expected:  
a. Draft 1 for PRO Consortium staff review 
b. Draft 2, incorporates revisions requested in draft 1, delivered for WG and expert 

panel review 
c. Final, incorporates all revisions requested from prior reviews 

11. Interview recordings and transcripts; to be held by vendor in de-identified format and 
made available to C-Path upon request 

12. Revised PRO and ObsRO measures incorporating changes recommended by the Expert 
Panel after review of study results in form ready for quantitative testing. To include final 
items, response options, instructions, and appropriate recall period. 

13. Quarterly HCP report due to C-Path within one week of quarter close 
 

C. Develop and deliver Initial Briefing Package    
1. Prepare an Initial Briefing Package (IBP) that summarizes all work completed to date to 

obtain agreement that the content validity evidence is sufficient to move the measures 
forward to the quantitative testing stage.  The documentation that will be submitted as 
part of this package will include: concept elicitation report from Merck, saturation grid 
from Merck, item generation report from Merck, item tracking matrices, conceptual 
framework, cognitive interview study report, and the revised draft PRO and ObsRO 
measures.   Outline of IBP is attached as Appendix B. 
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2. Participate in at least one teleconference with QRT and Pediatric Asthma WG to discuss 
feedback on the IBP. 

Deliverables 
1. Initial Briefing Package document (Word format); three iterations expected:  

a. Draft 1 for PRO Consortium staff review 
b. Draft 2 incorporates revisions requested in draft 1, delivered for WG and expert 

panel review 
c. Final incorporates all revisions requested from prior reviews and is in form ready 

to be put into PDF format for submission to FDA 
2. Initial Briefing Package (PDF format); this document will be a fully linked PDF and will 

contain all appendices and attachments referenced in the IBP 
 

D. Manuscript development 
In addition, although the PRO Consortium will not pay for the preparation of abstracts or 
manuscripts, the selected vendor is welcome to participate with a writing team from the 
Pediatric Asthma Working Group in the preparation of abstracts and/or manuscripts that 
will be submitted to peer-reviewed journals.  Hence, costs associated with participation in 
the preparation of abstracts or manuscripts should not be included in submitted budgets. 

V. Review Meetings and Overall Project Management 
 
It is anticipated that the Bidder will participate in regularly designated Pediatric Asthma WG 
teleconferences (held on the second and fourth Monday of the month from 1:00 to 2:00 pm Eastern 
(US).  Bidder will be expected to provide a weekly project status report throughout recruitment and an 
update each time the WG teleconference is cancelled to keep the WG apprised of current status.  The 
Bidder will formally report (via WebEx or face-to-face) to the Pediatric Asthma WG at the following 
checkpoints (at a minimum): 
 

1. Project kickoff to present overall project plan and timeline 
2. Review of the cognitive interview study protocol and interview guide, along with other 

documents to be submitted to IRB 
3. Review of the translatability assessment report and incorporation of changes prior to 

subsequent round of cognitive interviews 
4. Review of the cognitive interview summaries in waves along with developmental versions of 

the PRO and ObsRO measures if changes are proposed 
5. Review of the draft cognitive interview study report 
6. Review of the draft Initial Briefing Package 

VI. Previous Experience 
Please define your organization’s capabilities and any previous experience in the pediatric asthma area 
as it relates to PRO and ObsRO measure development and validation.  Describe any unique insight or 
relationships that would facilitate the identification and recruitment of the target population.  
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Describe the roles and responsibilities of key personnel on this proposed project. 
Please include brief descriptions (300 words or less) of all key personnel who will be involved in the 
project.  If necessary, CVs of key personnel and a list of their publications relevant to either pediatric 
asthma or COA instrument development should be provided as an Appendix.  In addition, please 
provide a brief description (300 words or less) of your overall organization (e.g., size, locations, and 
primary business units).   

VII. Timelines 
Organizations responding to this RFP are required to provide a detailed timeline including anticipated 
completion dates for the deliverables and milestones described above.  Projected timelines for 
completion of the project will be an element of the proposal evaluation criteria.    

VIII. Costs 
Costs associated with the qualitative research are to be broken out and identified per task and 
deliverable.  Third party expenses (e.g., subcontractor, honoraria, out-of-pocket, and travel) must be 
identified and totaled separately from your direct service costs in relation to all tasks of this project.  
Management and contracting with third parties, including key opinion leaders (KOLs), is the 
responsibility of the vendor.  Please provide your proposed budget using the templates for direct, pass-
through, and optional task costs provided below.  The budget template is attached in Excel format to 
assist in creating the table shown below.  Also, please provide proposed payment terms.   
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BUDGET TEMPLATE 
 
Note:  Below entries are required at a minimum; additional details will be appreciated.  
 
Direct Costs 

Task Name Time to 
Completion 

from Kick-off 
(in weeks) 

Total 
Hours 
for all 
Staff 

Blended 
Hourly 
Rate 

Total 

Project Kick-off and Project Management 
(e.g., including twice monthly WG telecons, 
prepare and deliver quarterly HCP report) 

N/A   

$ 
Review of Work Done to Date* (e.g., review of 
previously collected qualitative data)  

   
$ 

Expert Panel Management 
(e.g., managing KOL involvement) 

   
$ 

Conduct Translatability Assessment and 
Prepare Report    $ 
Prepare for Cognitive Interviewing (e.g., 
develop or update protocol, interview guide, 
analysis plan) 

   

$ 
Conduct Cognitive Interviews     $ 
Perform Analysis and Document Results of 
Cognitive Interviews (e.g., Cognitive Interview 
Report) 

   

$ 
Update/Complete Measure Documents based 
on Results of Study (e.g., user manual, training 
material, item definition tables) 

   

 
Develop Initial Briefing Package for submission 
to FDA 

   
$ 

Additional Tasks 
(Please specify any additional tasks) 

   
$ 

*If applicable  
 

Total Direct Costs $ 
 
 

Continued on next page 
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Pass-through Expenses 
Pass-through expenses are included as estimated costs.  Actual pass-through expenses are to be billed 
monthly as incurred. 

Expense Description  
(if travel, include destination "to" and "from") Units Cost per 

Unit Total 

IRB Fees   $ 
Honoraria for five Expert Panelists (KOLs)    $ 
Travel for Expert Panelists (KOLs)    $ 
Site Recruitment Fees     $ 
Participant Fees     $ 
Vendor Travel for Interviews   $ 
Vendor Travel for Face-to-Face Meetings   $ 
Facility Costs (including rental fees, refreshments)   $ 
Streaming Audio/Video   $ 
Transcription   $ 
Telephone, Photocopies, other office services   $ 
Other (please provide description)   $ 

Total Pass-Through Costs $ 
     

                                              Total Budget (Direct and Pass-through)  
(excluding optional tasks) $ 

 
 
Optional Tasks 

Note: The PRO Consortium will not pay for the preparation of abstracts or manuscripts. 
Task Name Time to 

Completion from 
Kick-off 

(in weeks) 

Total 
Hours for 
all Staff 

Blended 
Hourly 
Rate 

Total  

Optional Task #1 
(Please specify)    $ 
Optional Task #2 
(Please specify)    $ 
Optional Task #3 
(Please specify)    $ 
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COA INITIAL BRIEFING PACKAGE OUTLINE 


Note to Preparer:  Some of the categories contained in this outline may not be known and/or 
applicable at this time.  If that is the case, please provide a brief statement of why a section may 
be “Not Applicable” at this time and indicate intent to provide details when the Qualification 
Plan is developed.  Also note, please confirm content/sections with C-Path prior to initiating 
work to confirm this represents the most recent version of the outline.  


COVER PAGE – see below for sample; also included in report template 


TABLE OF CONTENTS 


LIST OF ABBREVIATIONS 


SUMMARY OF REGULATORY INTERACTIONS (C-Path to provide) 


Note:   Sections 1 and 2 will be posted publicly under Section 507 of the FD&C Act.  If an 
appendix or attachment is referenced, it will be made public. 


Section 1: Proposed Plan for COA Qualification 
1.1 Introduction and overview 


• This should include a concise description of the disease and the clinical trial setting in
which the COA would be used, the limitations of existing assessments, a brief description
of the existing or planned COA, and the rationale for use in drug development.


1.2 Concept of Interest for meaningful treatment benefit 


• Describe the meaningful aspect of patient experience that will represent the intended
benefit of treatment (e.g., the specific symptom and/or sign presence or severity or
limitations in performance or daily activities relevant in the targeted context of use)


1.3 Context of Use 


• Identify the targeted study population, including a definition of the disease and selection
criteria for clinical trials (e.g., baseline symptom severity, patient demographics,
language/culture groups)


• Identify the targeted study design. Most commonly the COA will be used to assess the
change (compared to a control) induced by a medical treatment.


• Identify the targeted study objectives and endpoint positioning (i.e., planned set of
primary and secondary endpoints with hierarchy). Usually, the COA will serve as a
primary or secondary study endpoint measure.


1.4 Overview of current COA development status (for existing measures or for measures 
already under development) 


Appendix A







1.5 Critical details of the measure to the degree known  


• Reporter, if applicable
• Item content or description of the measure
• Mode of administration (i.e., self-administered, interview-administered)
• Data collection method


1.6 Description of the involvement of external expertise, including scientific communities or 
other international regulatory agencies, if applicable (i.e., working group, consortia) 


Section 2: Executive Summary 
• High-level summary of what is included in the Initial Briefing Package and described in


the sections below


Section 3: Qualitative Evidence and Draft Conceptual Framework 
• Evidence of content validity (i.e., documentation that the COA measures the concept of


interest in the context of use)


3.1 Literature review 
3.2 Expert input 
3.3 Reporter input (e.g., for PRO measures, concept elicitation, focus groups, or in-depth 


qualitative interviews to generate items, select response options, recall period, and 
finalize item content; for PerfO measures, evidence to support that the tasks being 
performed are representative of the meaningful health aspect of the concept of interest 
and are relevant to ability to function in day-to-day life) 


3.4 Concept elicitation 
3.5 Item generation 
3.6 Cognitive interviews 
3.7 Draft Conceptual Framework 


Sections 4 and 5: Proposed Quantitative Analysis Plan 


Section 4: Cross-sectional evaluation of measurement properties 
4.1 Item Level Description 


4.1.1 Item descriptive statistics including frequency distribution of both item response and 
overall scores, floor and ceiling effect, and percentage of missing response 


4.1.2 Inter-item relationships and dimensionality analysis (e.g., factor analysis or 
principal component analysis and evaluation of conceptual framework) 
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4.1.3 Item inclusion and reduction decision, identification of subscales (if any), and 
modification to conceptual framework 


4.2 Preliminary scoring algorithm (e.g., include information about evaluation of 
measurement model assumptions, applicable goodness-of-fit statistics). The scoring 
algorithm should also include how missing data will be handled. 


4.3 Reliability 
4.3.1 Test-retest (e.g., intra-class correlation coefficient) 
4.3.2 Internal consistency (e.g., Cronbach’s alpha) 
4.3.3 Inter-rater (e.g., kappa coefficient) 


4.4 Construct validity 
4.4.1 Convergent and discriminant validity (e.g., association with other instruments 


assessing similar concepts) 
4.4.2 Known groups validity (e.g., difference in scores between subgroups of subjects 


with known status) 


4.5 Score reliability in the presence of missing item-level and if applicable scale-level data 
4.6 Copy of instrument, conceptual framework, provisional scoring algorithm  
4.7 User manual and plans for further revision and refinement  


4.7.1 Administration procedures 
4.7.2 Training administration 
4.7.3 Scoring and interpretation procedures 


Section 5: Longitudinal evaluation of measurement properties (If Known) 
5.1 Ability to detect change 
5.2 Evaluation of individual patient change 


Section 6: Language translation and cultural adaptation (If Applicable) 
6.1 Process for simultaneous development of versions in multiple languages or cultures 
6.2 Process of translation/adaptation of original version 
6.3 Evidence that content validity is similar for versions in multiple languages 


Section 7: Questions to CDER 
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Section 8: References 
• References and copies of the most important references that the submitter feels CDER


reviewers may want to review


Section 9: Appendices and Attachments 


• Study documents (e.g., protocols, analysis plan, interview guide, data collection form(s))
o Appendices (alpha) are to be ‘stand-alone’ documents.  Typically, these are only


a few pages long. Each Appendix should have a Header Page.   If possible, these
should be provided as part of the WORD report document.  If not possible, then
provide in PDF format (as a separate document).


o An attachment (numeric) is a longer document that has its own appendices.
Typically, the attachment is provided in PDF format with all appendices included
and linked.
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Instructions:   
This is to be a full accounting of  all payments and reasons made to any HCP associated with a C-Path project.  In addition to the data for HCPs, please provide your firm's address, Tax ID and contact name here.  This is to allow for transparency to show path for all payments.    Reporting for prior year expenses must be reported to sponsor firms by no later than February 15 of current year.  They (sponsor firms) are to complete all CMS reporting for prior year by March 31 per regulations. 

Reporting Vendor Information
Name: 
Address:
Tax ID#:  
Contact Name/email:  

C-Path Information:
Address:  1730 E. River Road, Tucson AZ  85718
Tax ID#:  20-1991334 
Contact Name/email:  C-Path PM name and email address

HCP Reporting:  Please complete one tab for each reportable entity (physician or site).  Update name of tab with name of entity.   Some key notes:  

*  For physicians, NPI number must be provided.  DO NOT supply SSN's for individuals.  NPI number can be obtained at: https://npiregistry.cms.hhs.gov/

*  Update name of tab to correspond to name of physician or teaching hospital

*  Please use separate column for reportable amount in each category (e.g., food, consulting, lodging)





HCP 1

				Payment No.1		Payment No.2		Payment No.3		Payment No.4

		HCP Name:

		HCP suffix:

		HCP credential:

		Physicians speciality:

		Full Address:

		Phone number:

		E-mail:

		Medical licensure state:

		Medical state license number:

		NPI (physicians): 

		Event/Site name of event:

		Protocol ID:

		Site number:

		Payee name/institute name:

		Payee address:

		Payee tax ID (for businesses - do NOT list SSN)

		Payee name as on check:

		Check # or Invoice # (indicate which)

		Date(s) of service/reporting period:

		Place service provided:



		Payment date:

		Transaction currency:

		Total Payment amount:

		Purpose of payment: 
Please use separate column for reportable amount in each category (e.g., food, consulting, lodging)


		C-Path invoice to cross-reference (optional)

		Reference: Number of WG sponsors at time of reporting payment

		Sponsors reporting share of payment: 		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!





HCP 2

				Payment No.1		Payment No.2		Payment No.3		Payment No.4

		HCP Name:

		HCP suffix:

		HCP credential:

		Physicians speciality:

		Address:

		Phone number:

		E-mail:

		Medical licensure state:

		Medical state license number:

		NPI (physicians): 

		Event/Site name of event:

		Protocol ID:

		Site number:

		Payee name/institute name:

		Payee address:

		Payee tax ID (for businesses - do NOT list SSN)

		Payee name as on check:

		Check # or Invoice # (indicate which)

		Date(s) of service/reporting period:

		Place service provided:



		Payment date:

		Transaction currency:

		Total Payment amount:

		Purpose of payment: 
Please use separate column for reportable amount in each category (e.g., food, consulting, lodging)


		C-Path invoice to cross-reference (optional)

		Reference: Number of WG sponsors at time of reporting payment

		Sponsors reporting share of payment: 		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!





HCP3

				Payment No.1		Payment No.2		Payment No.3		Payment No.4

		HCP Name:

		HCP suffix:

		HCP credential:

		Physicians speciality:

		Address:

		Phone number:

		E-mail:

		Medical licensure state:

		Medical state license number:

		NPI (physicians): 

		Event/Site name of event:

		Protocol ID:

		Site number:

		Payee name/institute name:

		Payee address:

		Payee tax ID (for businesses - do NOT list SSN)

		Payee name as on check:

		Check # or Invoice # (indicate which)

		Date(s) of service/reporting period:

		Place service provided:



		Payment date:

		Transaction currency:

		Total Payment amount:

		Purpose of payment: 
Please use separate column for reportable amount in each category (e.g., food, consulting, lodging)


		C-Path invoice to cross-reference (optional)

		Reference: Number of WG sponsors at time of reporting payment

		Sponsors reporting share of payment: 		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!





HCP4

				Payment No.1		Payment No.2		Payment No.3		Payment No.4

		HCP Name:

		HCP suffix:

		HCP credential:

		Physicians speciality:

		Address:

		Phone number:

		E-mail:

		Medical licensure state:

		Medical state license number:

		NPI (physicians): 

		Event/Site name of event:

		Protocol ID:

		Site number:

		Payee name/institute name:

		Payee address:

		Payee tax ID (for businesses - do NOT list SSN)

		Payee name as on check:

		Check # or Invoice # (indicate which)

		Date(s) of service/reporting period:

		Place service provided:



		Payment date:

		Transaction currency:

		Total Payment amount:

		Purpose of payment: 
Please use separate column for reportable amount in each category (e.g., food, consulting, lodging)


		C-Path invoice to cross-reference (optional)

		Reference: Number of WG sponsors at time of reporting payment

		Sponsors reporting share of payment: 		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!





HCP5

				Payment No.1		Payment No.2		Payment No.3		Payment No.4

		HCP Name:

		HCP suffix:

		HCP credential:

		Physicians speciality:

		Address:

		Phone number:

		E-mail:

		Medical licensure state:

		Medical state license number:

		NPI (physicians): 

		Event/Site name of event:

		Protocol ID:

		Site number:

		Payee name/institute name:

		Payee address:

		Payee tax ID (for businesses - do NOT list SSN)

		Payee name as on check:

		Check # or Invoice # (indicate which)

		Date(s) of service/reporting period:

		Place service provided:



		Payment date:

		Transaction currency:

		Total Payment amount:

		Purpose of payment: 
Please use separate column for reportable amount in each category (e.g., food, consulting, lodging)


		C-Path invoice to cross-reference (optional)

		Reference: Number of WG sponsors at time of reporting payment

		Sponsors reporting share of payment: 		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!		ERROR:#DIV/0!






Sheet1

		PROC PROJECT BUDGET TEMPLATE



		Note:  Below entries are required at a minimum; additional details will be appreciated. 

		Task Name		Time to Completion from Kick-off (in weeks)		Total Hours for all Staff		Blended Hourly Rate		Total

		Project Kick-off and Project Management		N/A						$

		(e.g., including twice monthly WG telecons, prepare and deliver quarterly HCP report)

		Review of Work Done to Date* (e.g., review of previously collected qualitative data) 								$

		Expert Panel Management								$

		(e.g., managing KOL involvement)

		Conduct Translatability Assessment and Prepare Report								$

		Prepare for Cognitive Interviewing (e.g., develop or update protocol, interview guide, analysis plan)								$

		Conduct Cognitive Interviews 								$

		Perform Analysis and Document Results of Cognitive Interviews (e.g., Cognitive Interview Report)								$

		Update/Complete Measure Documents based on Results of Study (e.g., user manual, training material, item definition tables)

		Develop Initial Briefing Package for submission to FDA								$

		Additional Tasks								$

		(Please specify any additional tasks)

		*If applicable

										$

		Total Direct Costs





		Pass-through Expenses

		Pass-through expenses are included as estimated costs.  Actual pass-through expenses are to be billed monthly as incurred.

		Expense Description (if travel, include destination "to" and "from")				Units		Cost per Unit		Total



		IRB Fees								$

		Honoraria for five Expert Panelists (KOLs) 								$

		Travel for Expert Panelists (KOLs) 								$

		Site Recruitment Fees  								$

		Subject Fees  								$

		Vendor Travel for Interviews								$

		Vendor Travel for Face-to-Face Meetings								$

		Facility Costs (including rental fees, refreshments)								$

		Streaming Audio/Video								$

		Transcription								$

		Telephone, Photocopies, other office services								$

		Other (please provide description)								$

		Total Pass-Through Costs								$



		                                              Total Budget (Direct and Pass-through) 								$

		(excluding optional tasks)





		Optional Tasks

		Note: The PRO Consortium will not pay for the preparation of abstracts or manuscripts.

		Task Name		Time to Completion from Kick-off 
(in weeks)		Total Hours for all Staff		Blended Hourly Rate		Total 

		Optional Task #1								$

		(Please specify)

		Optional Task #2								$

		(Please specify)

		Optional Task #3								$

		(Please specify)












Company/Organization Representatives


AstraZeneca AB Sean O’Quinn, MPH


GlaxoSmithKline , LLC Linda Nelsen (formerly); Robyn Von Maltzahn


Novartis Pharma AG Jessica Marvel, MPH; Luísa Álvares


Affiliation Consultant 


TBD TBD


Working Group Updates


Working Group Participants


Background
Rationale for Pediatric Asthma Working Group (WG) 
• Pediatric asthma has been identified as an area in need of novel clinical outcome assessment 


(COA) tools for evaluating treatment benefit in clinical trials.
• The Asthma Working Group (WG) is developing a patient-reported outcome (PRO) measure 


(i.e., Asthma Daily Symptom Diary [ADSD]) for assessing asthma symptom severity in 
adolescents and adults.  The U.S. Food and Drug Administration (FDA) requested that the 
Asthma WG consider developing COA tools to cover a broader range of asthma patients (i.e., 
< 12 years old). 


• Merck, a sponsor of the Asthma WG, contributed draft versions of a PRO measure (for 
completion by children ages 8 to 11 years old)  and an observer-reported outcome (ObsRO) 
measure (for completion by parents of children ages 4 to 11 years old) developed for use in 
pediatric asthma trials. 


• The Asthma WG decided to focus its efforts on FDA qualification of the ADSD, so a separate 
Pediatric Asthma WG was formed to examine Merck’s research and assess the adequacy of 
the two draft measures as candidates for qualification.


Goal of the Pediatric Asthma WG
• To pursue FDA qualification of COA measures for the assessment of asthma signs and 


symptoms: the primary measure would be the ObsRO measure for parents/caregivers of the 
entire age range. The observer would also consider input from other informants (e.g., 
siblings, teachers, babysitters, spouses) regarding observable asthma signs or impacts. The 
PRO measure for children aged 8 to 11 years old would be a supportive measure. 


Targeted Labeling Language
• Patients treated with [Drug X] experienced a significant reduction in severity of asthma signs 


and symptoms. 


Example Endpoint Model for Treatment of Pediatric Asthma 


COA/Biomarker/Survival


Pediatric Asthma Working Group 
Presented at the Ninth Annual PRO Consortium Workshop – Silver Spring, MD – April 25-26, 2018


Endpoint 
Hierarchy


Endpoint Concept(s) Endpoint Type


Primary Improvements in airflow obstruction
• FEV1
Reduction in asthma symptoms and signs
• Total asthma severity score from measure (TBD)


PerfO


ObsRO


Secondary Daytime Symptoms – Symptom Free Days
Proportion of days without asthma symptoms or signs  
based on measure (TBD)


Night-time Symptoms – Symptom Free Nights
Proportion of nights without asthma symptoms or signs 
based on measure (TBD)


PRO/ObsRO


PRO/ObsRO


Milestone Target 
Date


Completed 
Date


Reanalysis of Merck’s qualitative data to evaluate data and identify 
gaps suggested by FDA that required additional research.


SEP 2016


Letter of Intent submitted to FDA DEC 2016


Review documentation, recommendations for changes to the 
measure and recommendations for future research FEB 2017


FDA Response to Letter of Intent and request for Initial Briefing 
Package (IBP) received JUNE 2017


Feasibility study protocol submitted to FDA AUG 2017


Verbal feedback from FDA on protocol recommending separate 
ObsRO and PRO measures instead of co-completion JAN 2018


Complete qualitative research on modified ObsRO measure TBD


Submit IBP to FDA TBD
Submit Qualification Plan to FDA TBD


Submit Full Qualification Package to FDA for use of the COA tools as 
exploratory endpoint measures TBD


Milestones 


Hypothesized Conceptual Framework


Highlights


Breathing 
Symptoms


Hard to breathe (Difficulty breathing) 


Out of breath (Shortness of breath) 


Wheezing


Chest 
Symptoms


Chest tightness (PRO measure only)


Cough 
Symptoms


Cough


Core Asthma Symptoms and Signs
(Assessed for Daytime and Nighttime) 


Other Measurement 
Concepts


Nighttime  
awakenings 


Relief 
Medication


Use 


Activity 
Limitation


Draft Measures – PRO measure and ObsRO measure


• Concerns about complete and consistent coverage of asthma symptoms for younger ages 
led to use of Merck’s draft ObsRO (for all ages of children) and PRO measures (for older 
children).


• Recommendations for use of the self-reported PRO measure for children ages 8 to 11 years 
old and the ObsRO measure to be completed by parents (for children ages 4 to 11 years 
old) are being considered to allow the child’s voice to be heard. 


• Instructions will be drafted for the parent to follow when completing the ObsRO measure 
to standardize the observer-reported process across respondents. 


Unique Issues for the Working Group


• The age range for this target population is particularly challenging because of the wide 
range in cognitive development, ability to reliably report symptoms and understand 
timeframes (e.g., last night; since you woke up this morning), and ability to read and 
understand the diary items.


• In addition, asthma is a symptomatic condition for which key symptoms such as chest 
tightness are not easily observed by others and therefore rely heavily on self-report.


• The approach used in the Merck research, where children 8 to 11 years old complete a 
PRO measure on their own while parents completed an ObsRO measure for all ages, may 
be problematic because of the limitations of observability of nighttime symptoms (as 
parents would also be sleeping) and of daytime symptoms (because parents may not be 
with the child for enough time during the day to reliably report their observations). 


• The Pediatric Asthma WG  has decided to pursue Merck’s approach despite these 
limitations


• Questions to be addressed include how best to incorporate what the child has said about 
symptoms as well as input from other informants (e.g., siblings, teachers, babysitters, 
spouses) regarding observable asthma signs and impacts.


Next Steps


• Modify the two Merck measures (if needed) based on WG and FDA feedback
• If the WG supports moving forward, issue an RFP for the additional qualitative research 


needed to support the development and submission of an Initial Briefing Package
• Continue to explore alternatives for assessing sleep/night-time awakenings (e.g., 


actigraphy)


Target Population
• Children 4 to 11 years old with a clinical diagnosis of mild to severe persistent asthma 


requiring a daily long-term control medication
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