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Chapter 1. Setting the Stage

pcor

PCORI’s Mission and Strategic Goals

PCORI helps people make informed healthcare decisions, and improves healthcare delivery and
outcomes, by producing and promoting high-integrity, evidence-based information that comes from
research guided by patients, caregivers, and the broader healthcare community.

PCORI’s Strategic Goals:
e Increase quantity, quality, and timeliness of useful, trustworthy research information
available to support health decisions
e Speed the implementation and use of patient-centered outcomes research evidence
e Influence research funded by others to be more patient-centered

PCORI seeks to fund studies that will produce information that allows patients to weigh the benefits
and risks of clinical alternatives. This will ensure that people receive care according to their needs
and have the opportunity to achieve the best possible health outcomes.

Comparative Clinical Effectiveness Research

Per its authorizing legislation, PCORI funds research that supports comparative clinical effectiveness
research (CER)—comparing health outcomes and the clinical effectiveness, risks, and benefits of two or
more approaches to healthcare.

For example: Which option works better to improve patient outcomes for low back pain—medication
management or surgery?

4 N

CER research answers patient-centered questions, such as:
e Given my personal characteristics, conditions, and preferences, what should | expect
will happen to me?

e What are my options, and what are the potential benefits and harms of those
options?

e What can | do to improve outcomes that are most important to me?

e How can clinicians and the care delivery systems they work in help me make the best
decisions about my health and health care?

o /

In the context of the Improving Methods for Conducting Patient-Centered Outcomes Research (PCOR)
program area, PCORI is interested in funding research that develops new methods or advances existing
methods used in the conduct of PCOR/CER. Improvement of PCOR/CER methods will benefit all

PCORI Cycle 1 2017 Merit Review Cycle 4
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stakeholders, including researchers planning investigations, policy makers weighing the value of
healthcare interventions; and patients, clinicians, and caregivers facing healthcare decisions. Results of
the studies will also inform future iterations of the Methodology Committee report and its standards.

PCORI Cycle 1 2017 Merit Review Cycle
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Effectiveness versus Efficacy
PCORI is interested in Comparative Effectiveness Research—not studies on efficacy.

PCORI seeks to fund studies that compare different treatment options in real-world
environments. These real-world environments are more likely to include different medical care
settings and patient characteristics. Comparative effectiveness research includes studies where
two readily available treatments or interventions are compared with one another, rather than
with a placebo or no treatment. These types of studies require a much broader patient
population to be able to account for differences among patients and settings, and for the
smaller differences researchers are likely to find when comparing two or more active
treatments. Effectiveness trials should include comorbidities, variable adherence rates, and the
presence of other medication.

Efficacy studies show results in an ideal, controlled setting, typically compared to placebo or no
active treatment. PCORI is not interested in funding efficacy research because the results from
efficacy trials have limited generalizability beyond the trial settings and conditions. Challenges
associated with the everyday care of patients and the healthcare choices they make tend to
affect how well the treatments perform under real-world conditions. PCORI’s legislative
mandate specifically prohibits the funding of efficacy research.

Methodological Gap

The applicant should support the importance of the research topic or question by demonstrating a
methodological gap.

Methodological gap — an area of missing methodological research relevant to the conduct of PCOR/CER.
Methodological gaps should be identified and justified based on a thorough review of the scientific
literature that documents gaps in PCOR/CER methodology topic areas.

PCORI Cycle 1 2017 Merit Review Cycle
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Dissemination Goals
Dissemination and implementation refer to the processes of enhancing the awareness of new research
methods, and speeding the integration of these methods into PCOR/CER.

PCORI is interested in development of new methods that can be rapidly disseminated and implemented
by investigators to improve the conduct of PCOR/CER. Applicants should describe the potential of
research results for dissemination and implementation. For projects that produce important findings,
PCORI will consider subsequent applications for funding to support dissemination and implementation
efforts through separate PFAs and other mechanisms.

Categories of Research PCORI Does Not Fund

Cost-Effectiveness Analysis (CEA)

CEA examines both the costs and health outcomes of alternative intervention strategies, and the results
typically are presented in the form of costs per particular health outcomes or life years saved, etc.

Per its founding legislation, PCORI may not fund studies that:
e Include formal cost-effectiveness analysis (CEA) or
e Directly compare the costs of care between two or more alternative approaches to providing care.

Any applications that propose to conduct CEA are deemed nonresponsive and are not reviewed.

A Please alert your Merit Review Officer if you encounter cost-effectiveness analysis in your
application review.

PCORI does have an interest in studies that address questions about conditions that lead to high costs to
the individual or to society. This includes studies that:

e Examine the effect of costs on patients, such as out-of-pocket costs, hardship or lost opportunity, or
costs as a determinant of or barrier to access to care.

e Address cost-related issues, such as the resources needed to replicate or disseminate a successful
intervention.

e Evaluate interventions to reduce health system waste or increase health system efficiency.

Development of Decision Aids

Decision aids are tools that are meant to help patients and their caregivers facing complex decisions.
Aids do not replace providers, but function to support a team approach to decision-making between the
patients and their healthcare providers. These tools help prepare the patient for consultations with their
providers by increasing the patient's health literacy. The tools also help clinicians limit decision conflict.

Examples of decision aids could include:

® Brochures ® Audiovisual materials ® Educational sessions
® \Websites ® Counseling sessions ® Computer programs

PCORI Cycle 1 2017 Merit Review Cycle 7
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PCORI is not currently interested in funding the development or testing of decision aids. If the
application describes how their research could be used in decision making or later guideline
development, however, that is acceptable.

Other Categories of Research PCORI Does Not Fund

Consistent with PCORI's authorizing law, PCORI does not fund research whose findings will include:

A

Creation of clinical practice guidelines or instruments to measure outcomes

Insurance coverage recommendations

Payment or policy recommendations

Establishing efficacy for a new clinical strategy or in a tightly controlled environment
Pharmacodynamics (studies that focus purely on the effects of drugs and the mechanism of
their action)

Study of the natural history of disease or comparison of patient characteristics rather than
treatment strategies

Fundamental science or study of biological mechanisms, or how medications work in the body

Please alert your Merit Review Officer if you encounter these topics as aims in the applications
you review.

PCORI Cycle 1 2017 Merit Review Cycle
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Overview of PCORI’s Merit Review Cycle
PCORI Merit Reviewers play an important role in helping PCORI to fund the highest quality research with
the strongest potential to improve patient outcomes. Reviewers participate in two phases of the merit

review cycle: Preliminary Review and the In-Person Meeting. This manual will go into more detail about
each of these phases.

Q
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Chapter 2. Improving Methods for Conducting Patient-
Centered Outcomes Research PFA

PCORI informs the research community of opportunities to apply for research contracts via PCORI
Funding Announcements (PFAs).

Reading your assigned PFA will help provide context for the applications that you review. The PFA for
Improving Methods for Conducting Patient-Centered Outcomes Research (PCOR) aims to fund high-
priority methodological research topics in PCOR and comparative clinical effectiveness research (CER).
Studies should address methodological gaps in PCOR/CER, supporting PCORI’s Methods Strategic
Imperative to develop and promote rigorous methods, standards, and best practices for PCOR.

To date, PCORI has invested extensively in methodological research to advance the field of PCOR/CER
and the funded portfolio now includes more than 90 projects awarded under previous cycles of the
Improving Methods for Conducting PCOR PFA. Beginning with this cycle, the Methods program is moving
to a narrower set of program priorities that reflect PCORI’s current strategic priorities. .

Methods PFA Research Areas of Interest:

Below are the three research areas of interest that the PCORI Methods Program seeks to support for
Cycle 1 2017. The PFA provides more detail and explanation or these areas of interest:

1. Research Related to the Ethical and Human Subjects Protections (HSP) Issues in PCOR/CER

O Research on consent for participation in clinical trials in the context of PCOR/CER study
designs (e.g., cluster randomized trials, adaptive trials, and conventional randomized
control trials [RCTs]), including research on options for altered consent processes

O Research on the evaluation and determination of (minimal) risk in pragmatic clinical
trials

0 Research on review and monitoring of PCOR/CER, including Institutional Review Board
(IRB) processes, protocol adherence, and adjudication of study outcomes

2. Methods to Support Data Research Networks
0 Methods to improve distributed analyses in data research networks
0 Methods to improve data quality in data research networks

3. Methods to improve the use of Natural Language Processing
0 Methods to improve concept parsing in the extraction of valid medical information from
EMRs
0 Methods to develop the most effective use of annotation when extracting data from
unstructured text in EMRs
0 Methods to address issues associated with negation in the extraction of data from EMRs
0 Methods for optimizing the development or use of structured vocabularies or ontologies

Please click here to access the Methods PFA

PCORI Cycle 1 2017 Merit Review Cycle 10
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Research the Methods PFA is NOT interested in:

e Cost-effectiveness research
0 Conducts a formal cost-effectiveness analysis

0 Directly compares the costs of care between two or more alternative approaches to
providing care

e Non-methodological research
0 Develops a discrete intervention or healthcare practice
0 Compares the efficacy or two or more health interventions
0 Develops best practices for healthcare delivery
e Narrowly focused research
0 Develops, refines, and validates disease- or condition-specific measures

Knowledge Check
Instructions: After reading over your PFA, select the correct answer.

Which of these research applications would be responsive to the Methods PFA?

A. Development of methods to improve informed consent processes for clinical studies, with
specific attention to their application to CER

B. Development and validation of an instrument measuring prostate cancer symptoms

Development of methods to address missing data issues in data networks

9}

D. Research that evaluates and compares two or more options for managing a clinical condition

'S90uUdJ94a4d
JUSW1ea4] JO JuSWSSeueW ISEISIP Se YINS SSWOIINO |ed1ul|d J14193ds Uo ueyl Jayied spoyisw
y24easaJ uo pasndoy aJe suoliedljdde 9say3 JO Yoea asneasq ‘) pue \f 24e SISMSUE 193110 3y :Jamsuy
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Methodology Standards

Your PFA includes a section on Methodological Considerations. The PCORI Methodology Committee was
tasked with setting standards that describe scientifically sound methods to be used by all PCORI
awardees, which resulted in the PCORI Methodology Standards. Please see Appendix 2 for more
information on Methodology Standards.

Why do methods matter to PCORI?

e Rigorous methods ensure that studies produce trustworthy information that can be used to
improve healthcare outcomes.

e Methods describe how researchers collect data, administer interventions, and analyze results.

Application Responsiveness

The figure below describes the process by which applications are reviewed by PCORI Merit Review and
Science Program Staff to ensure that the applications met the requirements stated in the PFA. The
applications that you have been assigned to review have been screened for non-responsiveness and

ready for your review.
February 2017 March 2017 June 2017
Responsive

Applications
undergo Merit
Review

PCORI invited a
Applicants subset of
submitted Letters applicants to
of Intent (LOls) submit a full
application

Applicants
submitted full
applications

A committee of PCORI staff
reviewed LOIs and provided
feedback to applicants.

PCORI staff compared the proposed Specific Aims in the LOI to the
submitted applications to ensure consistency. In addition, if the
application met the general requirements of the PFA, the
application was considered responsive and sent forward to merit
review.

PCORI Cycle 1 2017 Merit Review Cycle 12
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Chapter 3. Merit Review Overview

pcor

Merit Review Goals
PCORI’s Merit Review process is designed to support the following goals:

e To identify applications that have the strongest potential to help patients, caregivers, clinicians
and other stakeholders make informed decisions to improve patient outcomes;

e Toimplement a transparent, fair, objective, and consistent process to identify these
applications;

e To elicit high-quality feedback that reflects a diversity of perspectives to ensure that the
research funded by PCORI reflects the interests and views of patients and those who care for
them and that it meets the criteria for scientific rigor;

e To fund projects that fill important evidence or methodological gaps and have strong
implementation potential;

e To regularly evaluate and continually improve the merit review process and policies in support
of PCORI’s mission.

Preliminary Review Overview

All reviewers should begin the Preliminary Review by reading the full PCORI Funding Announcement
(PFA) for the applications they are reviewing, to make sure they understand PCORI’s programmatic
and organizational goals. They then carefully evaluate their assigned applications according to
PCORI’s Merit Review criteria.

For each of their assigned applications, reviewers will:
e Write a critique highlighting the application’s strengths and weaknesses
e Assign scores for each of the criteria that align with their written critiques
o  Write a summary evaluating the application as a whole
e Provide an overall score for the application

‘s
\\Q’ Returning reviewers should bear in mind that PFAs are revised often, so they should thoroughly
2 read the PFA for the applications they are reviewing.

PCORI Cycle 1 2017 Merit Review Cycle 13
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Reviewers as Readers

In addition to writing a critique for each assigned application, each reviewer will serve as a Reader and
be asked to pay especially close attention to a small subset of the applications to be discussed at the in-
person panel meeting. As a Reader, you do not need to provide any written comments. Instead, we ask
that you raise key application strengths and weaknesses during panel discussion. Your merit review
officer will provide further guidance.

Merit Review Criteria

Crosswalk of PCORI Merit Review Criteria with NIH Criteria
1. Study identifies critical methodological gap(s)

SIGNIFICANCE in PCOR/CER
2. Potential for the study to improve PCOR/CER
methods
3. Scientific merit (research design, analysis, and
APPROACH outcomes)

4. Investigator(s) and environment
PCORI-only Merit Review Criteria

PATIENT- 5. Patient-centeredness
CENTEREDNESS/ENGAGEMENT 6. Patient and stakeholder engagement

In your critique, evaluate the application’s adherence to the themes indicated by the bulleted questions
under each of the criteria described below.

Criterion 1. Study identifies critical methodological gap(s) in PCOR/CER
The application should address the following:

e Does the application identify and make a persuasive argument for addressing critical gaps in
current PCOR/CER methods and provide sufficient support from the published scientific
literature?

» The key considerations are whether or not the applicants make the case that the question they are
addressing is one that is of interest to stakeholders in the real world. Is there a methodological gap that
needs to be filled to improve PCOR/CER?

Criterion 2: Potential for the study to improve PCOR/CER methods
The application should address the following:

e Does the application articulate clearly how the development, refinement, comparison of
methods, and/or novel application of methods to PCOR/CER improve the validity,
trustworthiness, and usefulness of PCOR/CER findings?

e Are the PCOR/CER methods generated from this study likely to inform best practices or
standards for PCOR/CER?

PCORI Cycle 1 2017 Merit Review Cycle 14
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» Remember that applicants:
e are asked to describe the potential for dissemination and implementation of their research
findings, but
e are not expected to disseminate and implement findings during the research period covered by
PCORI funding.

For research that produces important findings, subsequent applications to support dissemination and
implementation efforts may be submitted for consideration for funding under separate funding
announcements.

Criterion 3. Scientific merit (research design, analysis, and outcomes)
The application should address the following:

e Does the application provide a clear conceptual framework or theoretical model and empirical
evidence that inform the study design, key variables or constructs, analytical approach, and
relationships being tested or explored?

e Does the application provide a clear Research Plan with rigorous methods that demonstrates
adherence to the PCORI Methodology Standards and reflects state-of-the-art thinking and
practice in the relevant methodological area?

e Are the study scope and timeline realistic, including the completion of specific scientific and
engagement milestones?

> Address each set of bulleted questions, taking special care to consider whether weaknesses are easily
fixable, and whether the research design adequately addresses the study aims.

Criterion 4. Investigator(s) and environment

This criterion should assess the appropriateness (e.g., qualifications and experience) of the
investigator(s)/team and the environment’s capacity (e.g., resources, facilities, and equipment) to
support the proposed project. It should not be an assessment of the institution’s quality.

The application should address the following:

e How well qualified are the Pls, collaborators, and other researchers to conduct the proposed
activities? Is there evidence of sufficient clinical or statistical expertise (if applicable)?

e Does the investigator or co-investigator have demonstrated experience conducting projects of a
similar size, scope, and complexity?

e |[f the project is collaborative or dual-Pl, do the investigators have complementary and
integrated expertise? Are the leadership, governance, and organizational structures appropriate
for the project?

O (Dual-PI Option Only) Does the Leadership Plan adequately describe and justify Pl roles
and areas of responsibility?

e Isthe level of effort for each team member appropriate for successfully conducting the
proposed work?

e Does the application describe adequate availability of and access to facilities and resources
(including patient populations, samples, and collaborative arrangements) to carry out the
proposed research?

PCORI Cycle 1 2017 Merit Review Cycle 15
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e Is the institutional support appropriate for the proposed research?

<! s Applications with dual principal investigators will submit a leadership plan in the People and
> Places section of the application. If you are assigned a dual-Pl application, evaluate the
leadership plan under Criterion 4.

Criterion 5. Patient-centeredness

Note: A study can be patient-centered even if the end-user is not the patient, as long as patients will
benefit from the study findings (e.g., methods to produce more valid, trustworthy, and useful PCOR/CER
findings).

The application should address the following:

e Does the application articulate clearly how the study will improve PCOR/CER methods that
address outcomes of interest to patients and their caregivers?

> Remember that a project can be patient-centered even if the outcomes are not patient-reported, or
if the interventions are not delivered directly to patients. For instance, a project may compare
different methods of linking patient records to improve data analysis in data networks. The
outcomes could enhance the ability of researchers to use patient information in studies to evaluate
effectiveness of a treatment. Although the end-user of the new method would be researchers,
patients and caregivers would benefit from the study findings. Thus, the application might still be
patient-centered.

Criterion 6: Patient and stakeholder engagement
The application should address the following:

e Are patients and/or other relevant stakeholders meaningfully engaged in appropriate phases of
the research?

o Does the proposed study demonstrate the principles of reciprocal relationships; co-learning;
partnership; and trust, transparency, and honesty?

o If engagement is deemed inappropriate in some or all aspects of the proposed study, does the
application justify why it is not appropriate?

PCORI Cycle 1 2017 Merit Review Cycle 16
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Understanding Patient-Centeredness vs. Patient Engagement
When evaluating Criteria 5 and 6, it is important to distinguish between patient-centeredness and
patient and stakeholder engagement.

0 The project aims to answer questions or examine outcomes that matter to patients,
including improving methods to generate the information that patients and caregivers need
to make informed health decisions.

_— —

/~ N

/" Patient-centered research should strive to answer the following questions patients
frequently ask when making health decisions:

1. “Given my personal characteristics, conditions, and preferences, what should |
expect will happen to me?”
2. “What are my options, and what are the potential benefits and harms of those
options?”
3. “What can | do to improve the outcomes that are most important to me?”
4. “How can clinicians and the care delivery systems they work in help me make
\ the best decisions about my health and health care?”

\_ -

N
~( )~ Astudy can be patient-centered even if the end-user is not the patient, as long as patients will
2 benefit from its information.

O Patients or other stakeholders are partners in research, not just “subjects” or tokens without
active collaborative roles.

0 Active and meaningful engagement among scientists, patients, and other healthcare
stakeholders.

0 Community, patient, and caregiver involvement already in existence or a well-conceived
plan.

Patient-centeredness focuses on the importance of the research questions and outcomes to patients,
while patient and stakeholder engagement focuses on how patients and other stakeholders are involved
in the research, from design to implementation and dissemination.

Where to find good examples of Patient and Stakeholder Engagement

To help explain what the phrase “engagement in research” means, PCORI worked with its Advisory Panel
on Patient Engagement to develop the Engagement Rubric. The rubric was created using promising
engagement practices from previous funding cycles, and is meant to be a tool for applicants to
formulate their Engagement Plans, not as a scoring rubric for reviewers to evaluate applications.
Reviewers should not expect all applications to match the illustrated examples in the rubric.

About the Rubric

PCORI Cycle 1 2017 Merit Review Cycle 17
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e Provides some real examples from PCORI-funded projects of options—not strict guidelines—for
incorporating engagement into the research process
¢ s notintended to be prescriptive and comprehensive

Elements of the Rubric

e Planning the Study: How might patients be involved in formulating the research question to be
studied or in designing various elements of the study? Potential activities include:

0 Developing the research question and relevant outcomes to be studied, to ensure that
the project and its results will be useful and important to patient and stakeholder
communities.

0 Defining the characteristics of study participants, to minimize the risk that certain
patients will be included or excluded due to criteria that are not relevant.

0 Designing the study to minimize disruption to patient and stakeholder study
participants, thereby promote retention of study participants.

e Conducting the Study: What are the ways patients and other stakeholders could participate in
and monitor the conduct of the project? Potential activities include:

0 Drafting or revising study materials and protocols, to ensure feasibility for clinicians and
patient participants.

0 Participating in recruitment of study participants, to increase and sustain recruitment
and ensure viability of the study.

0 Participating in data collection and data analysis, to lend unique and varied perspectives
on interpretation of the data.

0 Participating in the evaluation of patient and stakeholder engagement, to ensure
authenticity and value of engagement.

0 Serving as a patient representative on a data safety monitoring board, to make the
DSMB composition more robust and patient-centered.

e Disseminating the Study Results: How might patients and other stakeholders help plan for and
participate in dissemination? Potential activities include:
0 Identifying partner organizations for dissemination, to ensure meaningful and direct

connections with end-users.

0 Planning dissemination efforts, shaping study design and protocol from the very
beginning to be focused on the final product.

0 Participating in dissemination efforts, such as authoring manuscripts and presenting
study findings, to offer the patient and stakeholder perspective and to reach new and
different audiences.

PCORI Cycle 1 2017 Merit Review Cycle 18



pcori)

0 Identifying opportunities to present or share information about the study, even as it is in
progress, to move away from traditional models of dissemination and think more
creatively about how to get information into the hands of those who need it.

The rubric also defines the six PCOR Engagement Principles: reciprocal relationships, co-learning,
partnership, trust, transparency, and honesty.

0 Reciprocal Relationships: This principle is demonstrated when the roles and decision-
making authority of all research partners, including the patient and other stakeholder
partners, are defined collaboratively and clearly stated.

0 Co-Learning: This principle is demonstrated when the goal is not to turn patients or
other stakeholder partners into researchers, but to help them understand the research
process; likewise, the research team will learn about patient-centeredness and
patient/other stakeholder engagement, and will incorporate patient and other
stakeholder partners into the research process.

0 Partnerships: This principle is demonstrated when time and contributions of patient and
other stakeholder partners are valued and demonstrated in fair financial compensation,
as well as in reasonable and thoughtful requests for time commitment by patient and
other stakeholder partners. When projects include priority populations, the research
team is committed to diversity across all project activities and demonstrates cultural
competency, including disability accommodations, when appropriate.

0 Transparency, Honesty, and Trust: These principles are demonstrated when major
decisions are made inclusively and information is shared readily with all research
partners. Patients, other stakeholders, and researchers are committed to open and
honest communication with one another.

It is important to distinguish “patient partners” from patient subjects. Patient partners are patients
(those with lived experience), family members, caregivers, and organizations that are representative of
the population of interest in a particular study. Patient partners are valuable members of the research
team and involved in the planning, conduct, and dissemination of the research, whereas patient subjects
are those individuals enrolled as study participants. In a similar capacity, stakeholder partners who are
members of constituencies based on professional, rather than personal experience, can serve as
members of the research team as well.

See Appendix 3 for the complete Engagement Rubric.

Human Subjects Protections
After you have evaluated all six Merit Review criteria, please evaluate the adequacy of human subjects
protections in your assigned applications.

e PCORI requires that research involving human subjects include adequate safeguards.

e |nstitutional Review Boards selected by awardees have authority for ensuring the protection of
human subjects.

e PCORI seeks your assistance in identifying issues with protection of human subjects that PCORI
staff should review with potential funding awardees.
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e Concerns about protections for human subjects should not be factored into the application’s
score.

e Flag these concerns for PCORI staff by checking the appropriate box and providing your
comments in PCORI Online.

See Appendix 4 for detailed guidance for evaluating Human Subjects Protections.

Evaluating Resubmissions

What is PCORI’s resubmission policy?

An applicant may resubmit an application that was not funded. An application is considered a
resubmission if it has previously completed PCORI’s merit review process, including receipt of the
summary statement.

When resubmitting an application, applicants include a resubmission letter with their revised
application.

The resubmission letter is an opportunity for applicants to provide an overview of how the application
has been strengthened in its scientific merit and responsiveness to the current PFA. Simply responding
to previous reviewers’ concerns is not sufficient; the application must be programmatically responsive
and demonstrate methodological rigor and patient-centeredness.

If you are assigned to review a resubmission, first read the:

o Resubmission letter Summary Statement for
Application from the applicant the original application

The summary statement includes both
the previous reviewer critiques and a
summary of the in-person discussion.

Then determine your Overall Score by considering how well the resubmitted

application and resubmission letter:
Meet PFA

Address Merit Describe how the application

requirements Review criteria was revised and improved

~ ¢ /
\Q’ TIP: Review the resubmission statement letter after reading the application to better
2 understand the changes the investigators made to their original application.
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Evaluating Budgets

All applicants submit a detailed budget and justification for the duration of the proposed study. The
budget reflects the work outlined in the application and must support all objectives.

If a project is awarded, the applicant moves into the post-award phase. Budgets are carefully scrutinized
to ensure that the proposed budget is appropriate for the size and scope of the study and does not have
any unallowable costs. Since PCORI awards contracts, not grants, negotiations between the awarded
organization and PCORI can work out issues in the budget or projected project milestones.

Reviewers do not need to comment or closely analyze the budgets. However, as you look over the
application, please flag any issues with the proposed budget in your critiques.

e Provide specific information on any budgetary issues that are not sufficiently described,
considered, or justified. Insofar as these issues may affect the impact of the study, you may
include these comments under Criterion 2.

e Look for appropriate budgeting for costs related to engagement, such as financial compensation
of patient and other stakeholder partners, costs of meetings, and other facilitators of patient
and stakeholder partner participation in research (include these comments under Criterion 5).

A If you identify a concern in the budget, do not factor it into your score for the application unless
it affects the likelihood of study success.

PCORI Cycle 1 2017 Merit Review Cycle 21



\

Chapter 4. Writing Critiques
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Overview

Written critiques will be included in the final summary statements and will be used by several audiences during
the Merit Review process:
By applicants to inform possible resubmissions
By you to prepare your oral presentation of your critique at the In-Person Panel Review
By other In-Person Panel Review Members to help prepare for their participation in the In-Person
Panel discussion
By PCORI staff as they build funding slates and manage projects

The goal of the critique is to ensure that applicants, other reviewers, and PCORI staff understand the strengths
and weaknesses of each application, based on the merit review criteria. This helps PCORI identify the most
meritorious applications and helps applicants understand the strengths and weaknesses of their application,
which can inform how they strengthen subsequent submissions.

Offline Critiqgue Template

PCORI provides a critique template to all reviewers each cycle to ensure that guidance is consistent and
incorporates any changes for that cycle. This document is a helpful tool that you should use to write
your critiques. Each criterion will have its own section where perceived strengths and weaknesses can
be organized, and scores can be provided.

Guidelines for Writing Strengths and Weaknesses
Write critiques, not summaries

v A critique provides a detailed analysis and assessment of the application, not a
summary of the content of the application.

Provide details
v’ Provide an explanation of why a specific point is a weakness or a strength.
v' Provide constructive criticism and be specific.

v Do not use direct quotes from the application, but provide page numbers when
referring to specific sections.

Be objective

v" Refrain from discussing your own personal experiences. Generalize your experiences
to other patients with different conditions and experiences.

v Write your critique from the perspective of your specific stake in the healthcare
process.

Judge on application’s merit

v’ Evaluate each application as submitted. Your score and critique should be based on
the application as-is, not the application’s potential.

v Do not make assumptions about the principal investigator’s intent. If information
seems to be left out of an application, consider whether or not that is a weakness.
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v Applications should not be compared to one another. You might be assigned two
applications focused on the same disease or condition, and you should be careful to
not let the review of one affect the review of the other.

Major and Minor Strengths and Weaknesses

Using modifiers—major, moderate, and minor—to describe strengths and weaknesses of your assigned
applications can help you determine scores for each Merit Review criterion. The modifiers also help
others who read your critiques to understand which points are more important to you and drove your
score.

/Major Strength: An attribute that is likely to lead to improvements in methods for PCOR/CER \

Moderate Strength: An attribute that would probably lead to improvements in methods for
PCOR/CER

Minor Strength: An attribute that could lead to improvements in methods for PCOR/CER

Minor Weakness: An easily addressable weakness that does not substantially lessen the impact of
the study's results on methods for PCOR/CER

Moderate Weakness: A weakness that would lessen the impact of the study's results on methods for
PCOR/CER

Major Weakness: A weakness that would seriously limit the impact of the study's results on method
w PCOR/CER j

v' The scoring chart below provides additional guidance and characteristics to help you determine
a score for each criterion based on major and minor strengths and weaknesses.

v Feel free to copy/paste our wording for these modifiers in your critiques. For example, “The
limited role of patient partners would seriously limit the impact of the study’s results on
methods for PCOR/CER because J
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Examples: Writing Strengths

Below are sample strengths for Criterion 2: Potential for the study to improve PCOR/CER methods

Review each critique excerpt and decide which one best aligns with PCORI’s guidelines for writing
strengths and weaknesses.

Sample Critique 1

Strengths:
e | like the way the study intends to include patients’ opinions about treatments in clinical
research.

e | think the study could really help patients.

Sample Critique 2
Strengths:

e The application clearly shows how patients’ input preoperatively and in post-operative
treatment will add validity and usefulness of PCOR/CER findings. (Major)

e The study will use surveys from patients and has a focus on patients’ clinical and
socioeconomic groupings to hone data and create patient information that better fits
individuals. That will allow patients to make more informed decisions. (Major)

e The research team has extensive experience in the field, which could help to introduce the
findings into best practice. (Moderate)
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Examples: Writing Weaknesses

Below are sample weaknesses for Criterion 6: Patient and Stakeholder Engagement, written from a
patient’s perspective. Take a moment to review each of the critiques and decide which one best aligns
with PCORI’s guidelines for writing strengths and weaknesses.

Sample Critique 1

Weaknesses:

e While panels of patients and physicians with experience in clinical research will provide
feedback on the randomized controlled trial (RCT) redesign process, the application lacks
details on how and when feedback will be collected. (Moderate)

e The application shows co-learning will be a part of the RCT redesign process, but it is
unclear as to how and when that will happen. More details demonstrating the principles of
reciprocal relationships would strengthen this application. (Moderate)

e |tis unclear how patients will be assured their feedback will be seriously considered for the
new RCT model. (Moderate)

Sample Critique 2

Weaknesses:
e The engagement plan could be better.
e |I'm not sure how patient feedback will be included.
e | don’t think that patients are being taken seriously as research partners.
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Merit Review Scores

Once you have finished describing the strengths and weaknesses for each criterion, you will provide a
score for that criterion. The scoring range for the overall application and for the individual criteria
consists of a nine-point scale, with lower numbers indicating higher quality. Numerically low scores
(such as 1-3) reflect applications that have major strengths in a criterion area, while numerically higher
scores (such as scores of 7-9) are associated with applications that are very weak in that criterion area.

The number and magnitude of strengths and weaknesses for each criterion should reflect the criterion
score. For example, a score of 1 would correlate with an exceptionally strong application with essentially
no weaknesses. An application with an overall score of 4 might have a mix of moderate strengths and
moderate weaknesses, with strengths outweighing weaknesses. A score of 7 or 8 might indicate major
weaknesses and minor strengths. The scores will depend on the individual reviewer.

Align scores to critiques

e If you assign a poor score, be clear about the weaknesses of the application (and vice versa).

e Text and score alignment will help other reviewers, staff, and the applicant understand your
perspective when they read your reviews.

e The use of modifiers like major, moderate, and minor to describe strengths and weaknesses
helps the reader understand what drove your scores.

S ! /_ The modifiers (major, moderate, minor) should help you determine a score for each criterion.
Q When determining your score, consider how many strengths versus weaknesses you’ve
identified. Also consider how the gravity of those strengths or weaknesses balance each other.

Merit Review Scoring Chart: Criterion Scores

Score 1 Outstanding Essentially no weaknesses p >
Strengths Weaknesses
Only minor, very fixable
weaknesses
Score 3 Very Good A few minor weaknesses
Score 4 m Manv minor Weaknesses
2 Some strengths and at least
Score 5 Satisfactory gt
one moderate weakness
. Some strengths and several
Score 6 Mediocre gt
moderate weaknesses
. A few strengths and at least
Score 7 Unsatisfactory rengt
one major weakness
Very few strengths and a few
major weaknesses
Essentially no strengths and
Score 9 .
many major weaknesses
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Knowledge Check
1) Instructions: Take a moment to read the sample critique below and decide which score best
aligns with the written critique. Select the best answer.

Sample Critique:
Criterion 6: Patient and Stakeholder Engagement
Strengths:

e The engagement plan includes convening a stakeholder and partner assembly with an
advisory committee and a large virtual group, largely comprised of research scientists,
clinical investigators, and others interested in PCOR methods. (Moderate)

e Advisory committee members will serve as coauthors on formal presentations (abstracts and
publications). (Minor)

Weaknesses:

e The section on Engagement-Evaluation methodology is not as clear as it could be and is
particularly opaque on roles and responsibilities of stakeholder and partner assembly
members. (Major)

e There is no mention of compensation for advisory committee members, despite the
substantial workload outlined, including in-person meetings, conference calls, and support
for knowledge tool development. (Major)

e The assertion of a larger stakeholder group as members of the “study research investigation
and evaluation team” is not well-justified. The proposal could be strengthened by providing
clarity about focus groups, surveys, and other member activities (Moderate)

e The application lacks clarity about the plan to use social media platforms to invite individuals
to join the virtual group of stakeholders. (Moderate)

A. Score 3 - Very good, a few minor weaknesses
B. Score 8 — Weak, very few strengths and a few major weaknesses
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2) Instructions: Take a moment to read the sample critique below and decide which score best
aligns with the written critique. Select the best answer.

Sample Critique:
Criterion 6: Patient and Stakeholder Engagement

Strengths:

e Patients, physicians, and nurses participated in the planning stages of study design, research
methods, and patient engagement plans; some will continue as advisory board members.
(Major)

e An advisory board that includes and is co-chaired by patients will be involved in all aspects of
the study: design and planning, implementation, analysis, and implementation. (Major)

e Study outcomes will be shared with study participants who indicate interest in receiving the
final instruments. (Major)

e The research team has planned for translation of pertinent documents to accommodate
Spanish-language participants. (Major)

Weaknesses:
e Details about the communication plan for the advisory board are lacking. (Minor)

A. Score 7 — Unsatisfactory, a few strengths and at least one major weakness
B. Score 2 — Excellent, only minor, very fixable weaknesses
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Writing an Overall Narrative

The overall narrative should provide a high-level summary of the strengths and weaknesses of the
application as a whole. The overall summary should be in paragraph format, instead of in a bulleted list,
and should describe the likelihood that the research would exert a sustained, powerful influence on
healthcare and patient-centered outcomes.

The overall narrative is a great place to give general feedback to the applicant. Keep in mind that your
comments under each criterion should not simply be repeated in this section, because this would not be
useful for the applicant. We want reviewers to provide a narrative about how the various strengths and
weaknesses affect their overall evaluation of the application.

vV, Consider the overall narrative as an “elevator brief.” If you had to describe the most salient
\\Q/ points on the merits of the application to someone in the time it would take to ride an elevator
10 floors, what would you say?

Example of a well-written Overall Narrative:

Overall Summary Score =5
Please provide your overall comments:

This application has two major goals. The first is to develop a method that precisely and efficiently
estimates absolute lifetime risk using genetic and epidemiological factors. The second aim is to
develop a method that combines risk estimation from multiple studies to create an overall risk
function model. These methods will then be implemented on a breast cancer dataset. The methods
that would be developed are based on previous work by the principal investigator, who has
substantial expertise in this area. The study consists of a diverse team, and the stakeholders are from
different disciplines. There is some question regarding the applicability of the risk models in PCOR
and it is unclear if the models would be directly beneficial to patients. The application lacks detailed
justifications for the assumptions involved in the models that are being proposed, and the
simulations are described only in broad terms. It is unclear how the simulations will examine these
assumptions and deviations from them. A minor concern is that the scope of work seems extensive
for the proposed timeline.

PCORI Cycle 1 2017 Merit Review Cycle 29



pcori§.

Assigning an Overall Score
The overall score:
e Takes into consideration the entire application’s strengths and weaknesses
e Accounts for all of the criteria you considered but is not an average of individual criterion scores
e Should not fall outside of the range of scores given for each criterion (for example, if you rated
the criteria 3-8, do not assign an overall score of 9)

WU

/ . T
\Q’ To assign an overall score, use the same 1 to 9 scale you used to score each individual
criterion where 1 is the best possible score, and 9 is the worst possible score.

Merit Review Scoring Chart: Overall Score

Unsatisfactory

A Score
1 Score
2 Score
3 Score
4 Score
5 Score
-§ 6 Score
(w)]
S 7 Score
|-,
& 8 Score
% ]
3
§ Outstanding
3 Excellent
QL
= Very Good
Good
Satisfactory
Mediocre
Weak

Poor

Revising and Resubmitting a Critique
Almost every reviewer, no matter how experienced, will receive feedback from their Merit Review
Officer for how to clarify comments in his or her critiques, especially for the first critique.

When revising and resubmitting a critique, please ensure that you:
e Thoroughly review the feedback provided by your MRO
e Pay close attention to all feedback to ensure that you address all questions and concerns
e Ask questions to ensure that you have a clear understanding of the specific areas of needed
improvement

Prior to the In-Person Panel Review, MROs will review all critiques. This is a critical step in our review
process.
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Chapter 5. In-person Panel Meeting
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Overview

The In-Person Panel Review provides an opportunity for reviewers to discuss the strengths and
weaknesses of the applications selected for discussion after the Preliminary Review phase. The full
panel has an opportunity to ask questions and fully discuss each application, with facilitation by the
Chair. This discussion helps reviewers provide scores for the applications that they were not assigned
to review.

Reviewers receive a brief orientation to the panel process and group rules.

The Panel Chair introduces each application.

Reviewers assigned to each application make individual oral presentations, describing the
strengths and weaknesses that drove their scores of the application.

Members of the full panel ask questions and discuss the application.

The Chair records an oral summary of the panel discussion.

Each panel reviewer provides a final overall score for the application.

Preparing for the In-Person Panel Review
Before the In-Person Panel Review:

'] Review the list of applications that will be discussed at the In-Person Panel Review. Your Merit
Review Officer will send you this list in discussion order before the panel meeting.

L] Review all of the written critiques and preliminary scores for all of your assigned applications,
including those for which you have been assigned as Reader.

L] Prepare your brief oral presentation using main strengths and weaknesses from your written
critique.

L] If you have time, review the abstracts and written critiques for the other applications on the
discussion list.

Becoming familiar with all of the applications and their critiques will help you understand and
iz score these applications after participating in the discussion.
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Panel and Reviewer Roles
The following people will be in the room during the In-Person Panel Review

Panel Reviewers (not PCORI Staff members)
e About two-thirds of the panel reviewers will be scientists and the other third will be
patients and stakeholders

Merit Reviewer Officer (MRO) (PCORI staff member)
e Serves as main PCORI point of contact for reviewers
e Provides guidance to reviewers on PCORI process and policy
e Presents brief orientation to panel proceedings
e Answers panel members’ questions about PCORI and the review process
e Records notes of the panel discussion, which are also incorporated into the final
summary statement

Panel Manager (PCORI staff member)
e Serves as administrative point of contact for reviewers
e Provides support for reviewers in the online scoring system and other technical needs

Panel Chair (not a PCORI staff member; usually an experienced senior-level scientist)
e Introduces and facilitates discussion of each application
0 Helps clarify key strengths and weaknesses of applications
O Ensures that scores and verbal critiques align
0 Clarifies points of scoring disparities among reviewers
e Records an oral summary of the discussion of each application

Observers
e PCORI program staff members often attend the in-person meeting so they can better
understand the projects they will recommend for funding
e Mentors are available on-site to provide support for patient and other stakeholder
reviewers if needed.
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Inside the In-Person Panel Review
Click HERE or below on the embedded video to watch a simulation of an in-person panel review:

An Inside Look at the PCORI In-Person Merit Review Meeting
P

. A

Preparing In-Person Panel Presentations

Panel discussion gives reviewers an opportunity to participate in a thoughtful discussion about the
strengths and weaknesses of the selected applications. Reviewers should familiarize themselves with all
applications on the discussion list in advance, even if they were not assigned to review them. Your
presentation should cover the main strengths and weaknesses of the applications you reviewed.

e Start by thinking about what other reviewers will need to know about the strengths and
weaknesses of each application, based on your evaluation, in order to score the application.

e Review the written critiques that were submitted by the other three reviewers on your assigned
applications. This will help you identify topics that are likely to be discussed in the panel.

Remember, you have about two (2) minutes to present. Be clear and to the point. Do not summarize
the application, but you can add key details that the Chair may not have covered in his or her
introduction or that have not been provided by the reviewers who have already presented.

Panel Review Discussion Tips

Making sure that the In-Person Panel is a welcoming, safe, and open environment requires more than
coming prepared to discuss your critique—it also requires being a thoughtful, respectful, and engaged
participant. Here are some tips that can help you manifest these qualities in this stage of the process.
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Avoid repetition of points made by previous reviewers. This will keep the discussion moving and allow
adequate time to review each application on the schedule.
e |f you agree with a reviewer’s perspective, you can summarize why you agree:
O “l agree with the previous reviewer about...”
e If you disagree with the reviewer’s viewpoint, be sure to voice your views and disagree with the
idea, not the person:
0 “lview this differently because...”
0 “I'would like to add these important strengths/weaknesses that haven’t been
mentioned...”

A critical part of the In-Person Panel Review is a productive discussion. As a panel reviewer, you can help
maintain a productive discussion by:

e Respecting all viewpoints

e Engaging in active listening

e Asking good questions

e Using words such as good, bad, better, or worse to describe scores, instead of high or low; this is

to avoid confusion since low numerical scores indicate high quality
e Minimizing the use of acronyms and jargon
e Being culturally aware/sensitive

Although you may not agree with what other panel reviewers say, it is important that you:
e Listen to what others have to say before expressing your viewpoint
e Refrain from insulting, name-calling, criticizing, or putting down a panel member
e Build on one another’s comments
e Work towards shared understanding
e Be mindful of cultural differences and the needs of different patient populations
e Be respectful of the different constituencies around the table; each person brings a valuable
viewpoint that helps PCORI find the best research to improve patient outcomes

A successful panel member uses active listening in order to check assumptions, clarify his or her
thoughts, and understand others.

Here are a few active listening strategies that you can use during the In-Person Panel Review:

e Mentally commit to listening

e Avoid distractions
0 Turn off mobile devices
0 Avoid answering email and visiting web sites not related to the applications
0 Refrain from side conversations

e Take notes while you listen

e Jot down questions that you would like to ask
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e Face the person who is speaking

Good questions are the key to a productive discussion. Questions can be used to probe for deeper
analysis, get clarifications or examples, explore implications, or respectfully challenge opinions or ideas.

Examples of common In-Person Panel Review questions include:
e Canyou tell me more about the engagement plan?
e Would patient advocacy groups be willing to disseminate the findings of the research?

e (Can a clinician or clinical administrator in the room talk about how well this intervention could
be implemented in clinical practice if this research were to find it effective?

Communicating the magnitude of the strengths and weaknesses you found in an application will provide
useful context to the discussion. Use the major-moderate-minor modifiers from your critiques to
indicate whether weaknesses, in particular, are fixable or not.

For example:

e There is no evidence that patients were consulted during the design of the study, which is a
major weakness.

e School nurses were not included in the original stakeholder advisory committee, but this is a
minor weakness that is fixable.
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Appendix 1. COl/Expertise

INFORMATION FOR PCORI MERIT REVIEWERS ON CONFIDENTIALITY, CONFLICT

OF INTEREST, AND RATING EXPERTISE
(February 2, 2015)

Click here to access PCORI’s guidance on conflict of interest and rating expertise online.

The Patient-Centered Outcomes Research Institute (PCORI) welcomes a broad array of stakeholder
reviewers to participate in the evaluation of research applications (“Reviewers”). Reviewers are essential
to helping PCORI fulfill its mission and to fund research that is both scientifically rigorous and truly
patient centered. Given the important role of Reviewers in PCORI’s application selection process, PCORI
requires Reviewers to abide by a number of policies and commitments that support a fair and objective
merit review process. This document provides information about three important obligations of any
Reviewers participating in PCORI’s merit review process: A) Confidentiality and Non-Disclosure; B)
Conflict of Interest; and C) Rating Expertise.

A. CONFIDENTIALITY AND NONDISCLOSURE

Maintenance of confidentiality is a critical component of merit review. All Reviewers are required to
agree to the terms of a PCORI Non-Disclosure Agreement (“NDA”) before they participate in merit
review activities. By agreeing to the NDA, Reviewers confirm that they will preserve and not disclose
confidential information and that they will not use any confidential information except as required to
perform the responsibilities of merit review.

In the context of preserving the confidentiality of the merit review, it is important that materials
reviewed before or during the merit review meeting as well as discussion content of the merit review
meeting not be disclosed to anyone at any time before, during, or after the merit review meeting except
as part of the application evaluations during the actual meeting. Confidential information includes any
information that has not been made public, such as information about applications, number of
applications discussed, research topics, negative or positive outcomes of the meeting, and any personal
information about other reviewers disclosed as part of the merit review process.

In order to maintain the integrity of the review process, Reviewers must not contact any applicants for
whom they have access to application material. Merit assessments of applications must be completed
using only the information provided by the applicant at the time of submission. Reviewers must not
request additional information from applicants once the application has been submitted. If Reviewers
need assistance in reviewing applications, he or she may contact their Merit Review Officer (MRO) for
help or clarification.

Reviewers must not use social media or other electronic media tools during merit review panel
discussions or activities. Reviewers must not discuss the review with other reviewers absenting
themselves from the room for conflict of interest (COI) reasons, or with reviewers of any other panel. If
a Reviewer is asked to disclose information about the contents of an application or about the nature of
review discussions, he or she must inform the person making the request that merit review participants
may not disclose such information and must inform the panel MRO that he or she has been contacted
directly.
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It is the responsibility of each Reviewer to safeguard the confidentiality of review material while it is in
his or her possession, not to share the material with other persons, and to properly dispose of both hard
copy and electronic materials at the conclusion of the panel meeting or when directed to do so.

The actions outlined above are among the steps that a Reviewer should take to fulfill his/her obligations
under the Non-Disclosure Agreement.

B. CONFLICT OF INTEREST (COI)

PCORI’s Board of Governors has adopted a Conflict of Interest Policy that applies to all PCORI activities,
including merit review of applications for research funding. A copy of the PCORI Conflict of Interest
Policy is provided to all Reviewers and is available on PCORI’s website. The information here is intended
to help Reviewers understand how PCORI implements and interprets the Conflict of Interest Policy in the
context of merit review activities, including how conflicts of interest should be disclosed and addressed.

PCORI requires each Reviewer to disclose conflicts of interest as a condition of participating (or being
considered for participation) in merit review. PCORI relies on the professionalism and integrity of each
Reviewer to identify any financial or personal associations that have the potential to bias or have the
appearance of biasing the Reviewer’s activities and decisions in merit review. The appearance or
perception of bias can be enough to undermine the public trust. All efforts should be made to identify all
associations that may give rise to a conflict of interest. It is important that each Reviewer submit COI
disclosures by the requested deadline so that application assignments can be made to the full panel in
a timely manner.

A COl in merit review exists when a Reviewer or a close relative or professional associate of the
Reviewer has a financial or personal association related to an application, including the applicant and
investigators, which may bias the evaluation of the application or create the perception of bias. The
term “close relative” includes a parent, spouse, domestic partner, or child. Depending upon factors like
financial dependency, cohabitation, and family history, sometimes other relatives could also be
considered “close relatives.” Reviewers should use their best judgment in determining when a familial
relationship is close enough that the relative’s associations could bias or appear to bias their decision
making.

Financial associations often involve relationships or interests that may cause a Reviewer to have a
financial stake in whether certain applications are selected for PCORI funding. Regardless of the level of
financial involvement or other interest, if a Reviewer feels, or may be perceived as being, unable to
provide an objective evaluation, he or she may not participate in the review of the application. Personal
associations can be either professional or non-professional relationships with the applicant, the
investigator(s), or a person or organization whose interests would be affected by the project under
review.

For COI purposes, applicant and investigators include the roles listed below.

e Applicant: Principal Investigator (PI) listed in the application
e Investigator: All active participants (P, co-Pl, research partner, collaborator, consultant,
subcontractor, and other senior/key personnel) listed in the application
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Based on the nature of the COI, it may be handled at either the PFA or application level. Please review
the following examples of COIl and how to handle them at each level. While the following are provided
as general examples, PCORI reserves the right to address conflicts of interest on a case-by-case basis.

1. PCORI Funding Announcement (PFA) Level COI

Certain conflicts of interest can be viewed as involving such powerful influences or deeply-felt
relationships that they have the potential to bias (or appear to bias) a Reviewer’s evaluation of all of the
applications submitted in response to a PFA. For example, a Reviewer might hold so large a financial
interest in one application that it would not reasonably appear the Reviewer could impartially evaluate
competing applications that have been submitted in response to the same PFA.

If any of the following types of conditions apply, the Reviewer cannot serve on panel reviewing
applications received in response to a particular PFA.

e The Reviewer is an investigator in an application on a PFA reviewed by the panel.

e The Reviewer has a close relative who is an investigator on an application reviewed by the
panel.

There may be other circumstances, in addition to those identified above, in which a Reviewer feels
unable to serve impartially on a panel evaluating applications submitted in response to a specific PFA, or
in which it might appear that the Reviewer cannot do so. The Reviewer should report such conflicts to
the panel’s MRO or the Associate Director, Merit Review and self-recuse from participating on the panel
for applications related to the specific PFA.

2. Application Level COI

In contrast to PFA-level conflicts of interest, the potential for bias created by other types of conflicts
may be confined to the review of a particular application. If any of the following types of conditions
apply, the Reviewer can serve on the panel but must recuse himself or herself from the discussion and
scoring of the application. The Reviewer will not have access to that application or participate in the
discussion or scoring of the application, and the recusal will be documented.

e The Reviewer or his/her close relative currently receives, or within the past 12 months has
received, medical care from the applicant entity, principal investigator, or other individuals
identified in the application as key personnel.

e The Reviewer or his/her close relative currently has a significant personal or professional
relationship with the applicant entity, principal investigator, or other key personnel. (Note that
sometimes negative relationships — for example, a professional rivalry — can be a significant
personal or professional relationship.)

e The Reviewer or his/her close relative provides, or within the past 12 months has provided,
technical assistance to the applicant entity, principal investigator, or other key personnel in any
of the following ways:

0 Assistance with preparing or submitting the application.

0 Providing the applicant entity, principal investigator, or other key personnel with
resources for the application that are not freely available to others in the research
community -- e.g., specialized data analysis, service, or confidential material.

Note that providing resources that are freely available to anyone in the scientific community
(e.g., letter of support, service, equipment, data, or other material) would not be considered a
conflict of interest.
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e The Reviewer or his/her close relative is employed at the applicant entity.

0 For multi-campus State institutions, a Reviewer who is primarily employed at one
campus of the institution is not considered to have a conflict of interest with respect to
an application submitted by another campus of the same institution provided that the
reviewer has no institutional responsibilities that would significantly affect the other
campus.

0 For private institutions and affiliates, a Reviewer who is primarily employed at one
affiliate of the institution is not considered to have a conflict of interest with respect to
an application submitted by another affiliate of the same institution provided that the
reviewer does not have institutional responsibilities that would significantly affect the
other affiliate.

e The Reviewer or his/her close relative is actively negotiating, or has an agreement about future
employment at the applicant entity.

e The Reviewer or his/her close relative has a professional relationship other than employment
with an applicant entity — e.g., consulting or other vendor contract, service on board of
directors, service on advisory committee.

e The Reviewer or his/her close relative could receive professional gain or advancement (e.g.,
publications, scientific prizes, or academic appointments) as the direct result of the application
funding decision.

e The Reviewer or his/her close relative could receive a financial benefit exceeding $10,000 per
year from individuals or companies that own or manufacture medical treatments, services, or
items that the application proposes to study.

C. RATING EXPERTISE

PCORI merit review is designed to incorporate the perspective of scientists, patients, and other
healthcare stakeholders, including having merit review panels that incorporate appropriate areas and
levels of expertise. To support appropriate composition of merit review panels, Reviewers will be
notified when application abstracts and lists of key personnel are available and accessible in PCORI
Online. When reading the application title and abstracts, Reviewers should indicate for each application
whether their expertise matches with the content of the application and whether that content match is
high, medium, low, or none.

For Scientific reviewers, PCORI expects reviewer rating of expertise for specific applications to be made
on the basis of the individual’s research expertise and science training. Please note that expertise is an
indication of the extent of the reviewer’s subject-matter expertise and is not a reflection of his or her
willingness to review an application.

It is not necessary for any patient or stakeholder reviewer to indicate high, medium, or low expertise on
applications. Patients and stakeholders provide critical and important perspectives during the review
process, independent of technical expertise. If patient or stakeholder reviewers do have specific disease
expertise, however, it is appropriate to indicate this in the system. Please also note that the ratings are
used to match applications to reviewers and are not a reflection of the relative importance of any
reviewer on the panel.

Please use the following descriptors to indicate Rating Expertise:
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Rating Description For Scientists

High The Reviewer is able to evaluate the application with little or no need to make
use of background material or the relevant literature. The Reviewer has likely
published in areas closely related to the science presented in the application.

Medium The Reviewer has most of the knowledge to evaluate the application but will
require some review of relevant literature to fill in details or increase familiarity
with the system employed. The Reviewer may employ similar methodologies in
his or her own work but may need to review the literature for recent data
relevant to the application.

Low The Reviewer understands the broad concepts but is unfamiliar with the specific
methodology or other details, and reviewing the application would require
considerable preparation.

None The Reviewer has only superficial or no familiarity with the concepts and
methodology described in the application.

It is important that each Reviewer submit the expertise information by the requested deadline so that
application assignments can be made to the full panel in a timely manner.

D. ENFORCEMENT AND CONCLUSION

If a Reviewer violates his or her obligations as a reviewer, including relating to Confidentiality, Conflicts
of Interest, or Rating Expertise, PCORI may implement sanctions or corrective measures, as appropriate.
These sanctions may include: removing the Reviewer from the panel; notifying other panel members of
the violation; initiating an internal investigation of the Reviewer’s conduct and its consequences; and
disqualifying the Reviewer, indefinitely or for a specified period, from participating as a PCORI reviewer.

If any Reviewer has any questions about the information outlined in this document on Confidentiality
and Non-Disclosure, Conflicts of Interest, or Rating Expertise, please contact your panel’s MRO.

PCORI is grateful for the important contributions that Reviewers make to PCORI’s application selection
process.
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PCORI Methodology Standards

Updated: October 13, 2015
Published: February 4, 2014

Cross-Cutting Standards for PCOR

1: Standards for Formulating Research Questions

RQ-1: Identify gaps in evidence

Gap analysis and systematic reviews should be used to support the need for a proposed study. If a
systematic review is not available, a systematic review should be performed using accepted standards in
the field (see standard SR-1), or a strong rationale should be presented for proceeding without a
systematic review. In the case where a systematic review is not possible, the methods used to review
the literature should be explained and justified.

RQ-2: Develop a formal study protocol

Studies should include a formal protocol specifying at least one purpose for which the data were
collected (e.g., effectiveness, safety, natural history of disease, quality improvement); data sources and
linkage plans, if any; data feasibility and quality, measure(s) of effect; and use of any standardized data
dictionaries (nationally or internationally accepted).

RQ-3: Identify specific populations and health decision(s) affected by the research

To produce information that is meaningful and useful to people when making specific health decisions,
research proposals and protocols should describe: 1) the specific health decision the research is
intended to inform; 2) the specific population for whom the health decision is pertinent; and 3) how
study results will inform the health decision.

RQ-4: Identify and assess participant subgroups

In designing studies, researchers should identify participant subgroups of interest and, where feasible,
design the study with adequate precision and power to reach conclusions specific to these subgroups. In
addition, subgroup information should be reported for later systematic reviews.

RQ-5: Select appropriate interventions and comparators

When evaluating an intervention, the comparator treatment(s) must be chosen to enable accurate
evaluation of effectiveness or safety compared to other viable options for similar patients. Researchers
should make explicit what the comparators are and how they were selected, focusing on clearly
describing how the chosen comparator(s) define the causal question, reduce the potential for biases,
and allow direct comparisons. Generally, non-use (or no specific treatment) comparator groups should
be avoided unless no specific treatment is a likely option in standard care.

RQ-6: Measure outcomes that people representing the population of interest notice and care about
Identify and include outcomes the population of interest notices and cares about (e.g., survival,
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function, symptoms, health-related quality of life) and that inform an identified health decision. Define
outcomes clearly, especially for complex conditions or outcomes that may not have established clinical
criteria. Provide information that supports the selection of outcomes as meeting the criteria of “patient-
centered” and “relevant to decision makers,” such as patient and decision-maker input from meetings,
surveys, or published studies. Select outcomes based on input directly elicited from patient informants
and people representative of the population of interest, either in previous studies or in the proposed
research.

2: Standards Associated with Patient-Centeredness

PC-1: Engage people representing the population of interest and other relevant stakeholders in ways
that are appropriate and necessary in a given research context

People representing the population of interest include individuals who have the condition or who are at
risk of the condition and, as relevant, their surrogates or caregivers. Other relevant stakeholders may
include clinicians, administrators, policy makers, or others involved in healthcare decision

making. Stakeholders can be engaged in the processes of:

e Formulating research questions;

e Defining essential characteristics of study participants, comparators, and outcomes;

e Identifying and selecting outcomes that the population of interest notices and cares about (e.g.,
survival, function, symptoms, health-related quality of life) and that inform decision making
relevant to the research topic;

e Monitoring study conduct and progress; and

e Designing/suggesting plans for dissemination and implementation activities.

When applicable, research proposals should describe how these stakeholders will be identified,
recruited, and retained. If engagement is not necessary or appropriate in these processes,
explain why.

PC-2: Identify, select, recruit, and retain study participants representative of the spectrum of the
population of interest and ensure that data are collected thoroughly and systematically from all study
participants

Research proposals and subsequent study reports should describe: 1) the plan to ensure
representativeness of participants; 2) how participants are identified, selected, recruited, enrolled, and
retained in the study to reduce or address the potential impact of selection bias; 3) efforts employed to
maximize adherence to agreed-on enrollment practices; and 4) methods used to ensure unbiased and
systematic data collection from all participants.

If the population of interest includes people who are more difficult to identify, recruit, and/or retain
than other study populations (for example, individuals historically underrepresented in healthcare
research such as those with multiple disease conditions, low literacy, low socioeconomic status, or poor
healthcare access, as well as racial and ethnic minority groups and people living in rural areas), then
specify plans to address population-unique issues for participant identification, recruitment, and
retention.

PC-3: Use patient-reported outcomes when patients or people at risk of a condition are the best
source of information
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When patients or people at risk of a condition are the best source of information regarding outcomes of
interest, then the study should employ patient-reported outcome (PRO) measures in lieu of, or in
addition to, measures derived from other sources. Proposals should describe:

1. the concept(s) underlying each PRO measure (e.g., symptom or impairment) and how it is
meaningful to, and noticed by, patients in the population of interest;

2. how the concept relates to the health decisions the study is designed to inform;

3. how the PRO measure was developed, including how patients were involved in the
development; and

4. evidence of measurement properties including content validity, construct validity, reliability,
responsiveness to change over time, and score interpretability, including meaningfulness of
score changes in the population of interest with consideration of important subgroups.

If these measurement properties are not known, a plan for establishing the properties must be
provided. Caregiver reports may be appropriate if the patient cannot self-report the outcomes of
interest. If PROs are not planned for use in the study, justification must be provided.

PC-4: Support dissemination and implementation of study results

Support dissemination and implementation of study results by suggesting strategies, indicating clinical
and policy implications, and working with patients or organizations to report results in a manner
understandable to each target audience.

3: Standards for Data Integrity and Rigorous Analyses

IR-1: Assess data source adequacy
In selecting variables for confounding adjustment, researchers should assess the suitability of the data
source in terms of its ability to assure robust capture of needed covariates.

IR-2: Describe data linkage plans, if applicable
For studies involving linkage of patient data from two or more sources (including registries, data
networks, and others), describe:

1. each data source and its appropriateness, value, and limitations for addressing specific research
aims;

2. any additional requirements that may influence successful linkage, such as information needed
to match patients, selection of data elements, and definitions used; and

3. the procedures and algorithm(s) employed in matching patients, including the success,
limitations, and any validation of the matching algorithm.

IR-3: A priori, specify plans for data analysis that correspond to major aims

Researchers should describe the analytic approaches that will be used to address the major research
aims prior to data collection. These include definitions of key exposures, endpoints, and covariates.
Also identify patient subgroups of interest , plans (if any) for how new subgroups of interest will be
identified or how analysis plans may be adapted based on changing needs and scientific advances, and
plans for how missing data will be handled.
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IR-4: Document validated scales and tests
Studies should include documentation of the name of the scales and tests selected, reference(s),
characteristics of the scale, and psychometric properties.

IR-5: Use sensitivity analyses to determine the impact of key assumptions
The results of these sensitivity analyses should be reflected in the interpretation of results.

IR-6: Provide sufficient information in reports to allow for assessments of the study’s internal and
external validity

Reporting guidelines for specific designs can be found at the EQUATOR Network website. This website
has brought together all reporting guidelines that have been developed using formal approaches, many
of which have been adopted by journals, such as CONSORT (for randomized clinical trials), STARD (for
diagnostic tests), and STROBE (for observational studies).

4: Standards for Preventing and Handling Missing Data

MD-1: Describe methods to prevent and monitor missing data

Investigators should explicitly anticipate potential problems of missing data. The study protocol should
contain a section that addresses missing data issues and steps taken in study design and conduct to
monitor and limit the impact of missing data. Missingness can occur from patient dropout, failure to
provide data, and/or administrative or data management issues. As relevant, the protocol should
include the anticipated amount of and reasons for missing data, as well as plans to follow up with
participants. This standard applies to all study designs for any type of research question.

MD-2: Describe statistical methods to handle missing data

Statistical methods for handling missing data should be pre-specified in study protocols. The reasons for
missing data should be considered in the analysis. The plausibility of the assumptions associated with
the approach should be assessed. A discussion of the potential ramifications of the approach to missing
data on the results should be provided. This standard applies to all study designs for any type of
research question.

MD-3: Use validated methods to deal with missing data that properly account for statistical
uncertainty due to missingness

Statistical inference of intervention effects or measures of association should account for statistical
uncertainty attributable to missing data. This means that methods used for imputing missing data
should have valid Type | error rates and that confidence intervals should have the nominal coverage
properties. This standard applies to all study designs for any type of research question. Bayesian
methods and methods such as multiple imputation satisfy this condition, along with various likelihood-
based and other validated methods. Single imputation methods like last observation carried forward
and baseline observation carried forward are discouraged as the primary approach for handling missing
data in the analysis. If investigators do use single-based imputation methods, they must provide a
compelling scientific rationale as to why the method is appropriate.

MD-4: Record and report all reasons for dropout and missing data, and account for all patients in
reports
Whenever a participant drops out of a research study, the investigator should document the following:
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1. the specific reason for dropout, in as much detail as possible;
2. who decided that the participant would drop out; and

3. whether the dropout involves some or all types of participation.

Investigators should attempt to continue to collect information on key outcomes for participants unless
consent is withdrawn. This standard applies to all prospective study designs that aim to assess
intervention effectiveness. All participants included in the study should be accounted for in the report,
whether or not they are included in the analysis. Describe and justify any planned reasons for excluding
participants from analysis.

MD-5: Examine sensitivity of inferences to missing data methods and assumptions, and incorporate
into interpretation

Examining sensitivity to the assumptions about the missing data mechanism (i.e., sensitivity analysis)
should be a mandatory component of the study protocol, analysis, and reporting. This standard applies
to all study designs for any type of research question. Statistical summaries should be used to describe
missing data in studies, including a comparison of baseline characteristics of units (e.g., patients,
questions, or clinics) with and without missing data. These quantitative results should be incorporated
into the interpretation of the study and reflected in the discussion section and possibly the abstract.

5: Standards for Heterogeneity of Treatment Effects

HT-1: State the goals of HTE analyses

State the inferential goal of each HTE analysis, specifying how it is related to the topic of the research,
translate this into an analytic approach, and highlight the linkages between the two. Identify analyses as
hypothesis driven (sometimes denoted confirmatory), or hypothesis generating (sometime denoted
exploratory).

HT-2: For all HTE analyses, pre-specify the analysis plan; for hypothesis-driven HTE analyses, pre-
specify hypotheses and supporting evidence base

The study protocol should unambiguously pre-specify planned HTE analyses. Pre-specification of
hypothesis-driven HTE analyses should include a clear statement of the hypotheses the study will
evaluate, including how groups will be defined (e.g., by multivariate score or stratification) and outcome
measures, and the direction of the expected treatment effects. The pre-specified hypotheses should be
based on prior evidence, which should be described clearly in the study protocol and published paper.

HT-3: All HTE claims must be based on appropriate statistical contrasts among groups being
compared, such as interaction tests or estimates of differences in treatment effect

A common error in HTE analyses is to claim differences in treatment effect when one group shows a
statistically significant treatment effect and another does not. To claim differences in treatment effect
among subgroups, appropriate statistical methods must be used to directly contrast them. Such
contrasts include, but are not limited to, interaction tests, differences in treatment effect estimates with
standard errors, or a variety of approaches to adjusting the estimated subgroup effect, such as Bayesian
shrinkage estimates. Within each subgroup level, studies should present the treatment effect estimates
and measures of variability.
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HT-4: For any HTE analysis, report all pre-specified analyses and, at minimum, the number of post hoc
analyses, including all subgroups and outcomes analyzed

Protocols and study reports must report the exact procedures used to explore HTE, including data
mining or any automatic regression approaches. HTE analyses should clearly report the procedures by
which subgroups were defined (e.g., by categorical predictors or continuous risk scores) and the
effective number of subgroups and outcomes examined. If a non-prespecified stratum or subgroup is
claimed to show a treatment effect that is different from others, methods should be used that account
for the number of contrasts examined. These methods include, but are not limited to, p-value
adjustment, false discovery rates, Bayesian shrinkage estimates, adjusted confidence intervals, and
validation methods (internal or external).

Standards for Specific Study Designs and Methods

6: Standards for Data Registries

DR-1: Requirements for the design and features of registries

Registries established for conducting PCOR must have the following characteristics to facilitate the
collection and aggregation of usable data, to ensure appropriate privacy and confidentiality, to
document changes to the registry protocol, and to guide robust analyses that include important
confounders.

e Patient Follow-up - The objective(s) of the registry should determine the type, extent, and
length of patient follow-up. Describe what triggers the follow-up, the follow-up measures, and
the last contact with the patient. Ensure that the planned follow-up time is adequate to address
the main objective and that planned patient-retention efforts are suitable to the target
population and anticipated challenges. Describe expected loss to follow-up and potential effect
on the results, including possible biases resulting from differential loss.

e Data Safety and Security - Registry custodians should provide transparency for institutional
review boards by describing data use agreements, informed consent, data security, and
approaches to protecting security including risk of re-identification of patients. If using
previously collected data, describe how these address the risk of re-identification of patients
and the actual use of data compared with the originally designed and consented use of the data.

e Data Quality Assurance - A quality assurance plan for registries should address: 1) structured
training tools for data abstractors; 2) use of data quality checks for ranges and logical
consistency for key exposure and outcome variables and covariates; and 3) data review and
verification procedures, including source data verification plans and validation statistics focused
on the key exposure and outcome variables and covariates for which sites may be especially
challenged. A risk-based approach to quality assurance is advisable, focused on variables of
greatest importance.

e Document and Explain Any Modifications to the Protocol - Modifications to a registry protocol

may be necessary for a variety of reasons. When modifications are necessary, they should be
explained, documented, and made available to anyone planning to use the registry data.
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e Consistent Data Collection - Clear, operational definitions of data elements should be provided.
Create and distribute standard instructions to data collectors. Use standardized data element
definitions and/or data dictionaries whenever possible. When creating a new registry, published
literature should be reviewed to identify existing, widely used definitions before drafting new
definitions.

e Systematic Patient Enrollment and Follow-up - Enroll patients systematically and follow them in
as unbiased a manner as possible, using similar procedures at all participating sites. Describe
how patients and providers were recruited into the study to allow the impact of selection bias to
be clearly understood; for example, by explaining whether the sampling was population-based
or otherwise and any efforts employed to confirm the quality of adherence to agreed-on
enrollment practices.

¢ Monitor and Minimize Loss to Follow-up - Monitor loss to follow-up to ensure that follow-up is
reasonably complete for the main objective. Minimizing loss to follow-up requires having a
target and advance planning for what actions will be employed in the event that this target is in
jeopardy. At the outset of the registry, develop a patient retention plan that documents when a
patient will be considered lost to follow-up and what actions will be taken to minimize such loss.
At the enrollment visit, consider collecting multiple types of contact information (e.g.,
telephone, mailing address, and email address) for the patient, as well as collecting contact
information for an alternate contact if the patient cannot be reached directly verify contact
information at each subsequent visit and update as needed. When a patient misses a visit,
contact the patient following a standard protocol (e.g., phone call one day after missed visit,
email one week after missed visit). If the patient withdraws from the registry, attempt to
document the reason for withdrawal so that issues can be identified and addressed (e.g., overly
burdensome patient-reported outcome measures). Efforts at minimizing loss to follow-up
should be tempered by considerations and sensitivity to repeated intrusions on patients and to
the health conditions and interventions under study. Consider collecting enough information to
permit accurate linkage with other data sources, such as the National Death Index, for long-term
follow-up.

e Collect Data to Address Confounding - Registries should identify important potential
confounders during the planning phase and collect reasonably sufficient data on these potential
confounders to facilitate the use of appropriate statistical techniques during the analysis phase.

DR-2: Selection and use of registries

Researchers planning PCOR studies relying on registries must ensure that these meet the requirements
contained in Standard DR-1 and must document each required feature of the registry(s) to be used (e.g.,
in an appendix to the funding application or study protocol). Deviations from the requirements should
be justified by explaining why a required feature is not feasible or not necessary to achieve the overall
goals of Standard DR-1.

DR-3: Robust analysis of confounding factors

In studies that use registries to evaluate the comparative effectiveness or safety of interventions,
investigators should select an approach for adjusting for known and measured confounders, such as
multivariable regression analysis or propensity scores to create matched comparison groups, or an
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instrumental variable analysis if a valid instrument is available. It is also desirable to examine the
robustness of the results through sensitivity analyses focused on testing key assumptions and evaluating
the likely impact of unmeasured confounders. The rationale for using selected techniques, any
assumptions made, and the strengths and limitations of the techniques should be described in reports of
the study findings to allow for informed interpretation of the results.

7: Standards for Data Networks as Research-Facilitating Structures

DN-1: Requirements for the design and features of data networks

Data networks established for conducting PCOR must have the following characteristics to facilitate
valid, useable data and to ensure appropriate privacy, confidentiality, and intellectual property
protections:

o Data Integration Strategy—In order for equivalent data elements from different sources to be
harmonized (treated as equivalent), processes should be created and documented that either 1)
transform and standardize data elements prior to analysis or 2) make transformation logic
available that can be executed when data are extracted. The selected approach should be based
on an understanding of the research domain of interest.

e Risk Assessment Strategy—Data custodians should measure the risk of re-identification of data
and apply algorithms to ensure that the desired level of confidentiality is achieved to meet the
need of the particular PCOR application.

¢ Identity Management and Authentication of Individual Researchers—Develop reliable
processes for verifying credentials of researchers who are granted access to a distributed
research network and for authenticating them.

¢ Intellectual Property Policies—A research network should develop policies for the handling and
dissemination of intellectual property (IP); networks should also have an ongoing process for
reviewing and refreshing those policies. IP can include data, research databases, papers, reports,
patents, and/or products resulting from research using the network. Guidelines should balance
1) minimizing impediments to innovation in research processes and 2) making the results of
research widely accessible, particularly to the people who need them the most.

e Standardized Terminology Encoding of Data Content—The data contents should be
represented with standardized terminology systems to ensure that their meaning is
unambiguously and consistently understood by parties using the data.

e Metadata Annotation of Data Content—Semantic and administrative aspects of data contents
should be annotated with a set of metadata items. Metadata annotation helps to correctly
identify the intended meaning of a data element and facilitates an automated compatibility
check among data elements.

e Common Data Model—Individual data items should be assembled into a contextual

environment that shows close or distant association among data. A common data model (CDM)
specifies necessary data items that need to be collected and shared across participating
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institutes, clearly represents these associations and relationships among data elements, and
promotes correct interpretation of the data content.

DN-2: Selection and use of data networks

Researchers planning PCOR studies relying on data networks must ensure that these networks meet the
requirements contained in Standard DN-1, and they must document each required feature of the data
network(s) to be used (e.g., in an appendix to the funding application or study protocol). Deviations
from the requirements should be justified by explaining why a required feature is not feasible or not
necessary to achieve the overall goals of standard DN-1.

8: Standards for Causal Inference Methods

CI-1: Define analysis population using covariate histories

Decisions about whether patients are included in an analysis should be based on information available
at each patient’s time of study entry in prospective studies or on information from a defined time period
prior to the exposure in retrospective studies. For time-varying treatment or exposure regimes, specific
time points should be clearly specified and the covariates history up to and not beyond those time
points should be used as population descriptors.

Cl-2: Describe population that gave rise to the effect estimate(s)
When conducting analyses that in some way exclude patients from the original study population,
researchers should describe the final analysis population that gave rise to the effect estimate(s).

CI-3: Precisely define the timing of the outcome assessment relative to the initiation and duration of
exposure

To ensure that an estimate of an exposure or intervention effect corresponds to the question that
researchers seek to answer, the researchers must precisely define the timing of the outcome
assessment relative to the initiation and duration of the exposure.

Cl-4: Measure confounders before start of exposure and report data on confounders with study
results.

In general, variables for use in confounding adjustment (either in the design or analysis) should be
ascertained and measured prior to the first exposure to the therapy (or therapies) under study. If
confounders are time varying, specific time points for the analysis of the exposure effect should be
clearly specified and the confounder history up to and not beyond those time points should be used in
that analysis.

CI-5: Report the assumptions underlying the construction of propensity scores and the comparability
of the resulting groups in terms of the balance of covariates and overlap

When conducting analyses that use propensity scores to balance covariate distributions across
intervention groups, researchers should assess the overlap and balance achieved across compared
groups with respect to potential confounding variables.

Cl-6: Assess the validity of the instrumental variable (i.e., how the assumptions are met) and report
the balance of covariates in the groups created by the instrumental variable for all instrumental
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variable analyses
When an instrumental variable (IV) approach is used, empirical evidence should be presented describing
how the variable chosen as an IV satisfies the three key properties of a valid instrument:

1. the IVinfluences choice of the intervention or is associated with a particular intervention
because both have a common cause;

2. theIVis unrelated to patient characteristics that are associated with the outcome; and

3. the IV is not otherwise related to the outcome under study (i.e., it does not have a direct effect
on the outcome apart from its effect through exposure).

9: Standards for Adaptive and Bayesian Trial Designs

AT-1: Specify planned adaptations and primary analysis

The adaptive clinical trial design should be prospectively planned and the design clearly documented,
including:

e potential adaptations, including

e results and populations that be in determining adaptation;
e models to be used; and

e Planned analysis of the primary

The description of the design should be sufficiently detailed that it could be implemented from the
description of procedures. The specification of the design should be completed and documented in the
trial protocol before enrollment begins. This specification should include, in all but the simplest designs,
a statistical analysis plan (SAP) that is separate from the trial protocol in which all necessary detail is
provided regarding planned interim and final analyses. Prior specification is a prerequisite for valid and
meaningful evaluation of an adaptive design.

AT-2: Evaluate statistical properties of adaptive design

While not necessary for simple designs, the statistical properties of complex adaptive clinical trial
designs should be thoroughly investigated over the relevant range of important parameters or clinical
scenarios (e.g., treatment effects, accrual rates, delays in the availability of outcome data, dropout
rates, missing data, drift in participant characteristics over time, subgroup-treatment interactions, or
violations of distributional assumptions). Statistical properties to be evaluated should include Type |
error, power, and sample size distributions, as well as the precision and bias in the estimation of
treatment effects.

Additional performance metrics may also be evaluated (e.g., the frequency with which specific
adaptations occur, the likelihood of substantial covariate imbalance, the likely adequacy of final data for
subgroup and safety analyses). The programming code used to create the simulations should be
retained with version control. The programming code and software used should be made available to
stakeholders who have a need to know, including reviewing agencies.

AT-3: Specify structure and analysis plan for Bayesian adaptive randomized clinical trial designs
If a Bayesian adaptive design is proposed, the Bayesian structure and analysis plan for the trial must be
clearly and completely specified. This should include any statistical models used either during the
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conduct of the trial or for the final analysis, prior probability distributions and their basis, utility
functions associated with the trial’s goals, and assumptions regarding exchangeability (of participants, of
trials, and of other levels). Specific details should be provided as to how the prior distribution was
determined and if an informative or non-informative prior was chosen. When an informative prior is
used, the source of the information should be described. If the prior used during the design phase is
different from the one used in the final analysis, then the rationale for this approach should be
indicated. Utility functions, if employed, should be defined, and their source should be described.
Computational issues, such as the choice of software, the creation and testing of custom software, and
software validation, should be addressed as well. Software used for Bayesian calculations during trial
design, trial execution, and final analysis must be functionally equivalent. When feasible, software or
programs should be made available to relevant stakeholders for evaluation and validation.

AT-4: Ensure clinical trial Infrastructure is adequate to support planned adaptation(s)

The clinical trial infrastructure, including centralized randomization, data collection related to the
assessment and recording of key outcomes, data transmission procedures, and processes

for implementing the adaptation (e.g., centralized, web-based randomization), must be able to support
the planned trial. In simple adaptive trials, qualitative verification of the capabilities of the proposed trial
infrastructure may be adequate. Trials with more complicated requirements, such as frequent interim
analyses, require thorough testing prior to trial initiation. Such testing should involve the trial’s data
collection and data management procedures, the implementation of the adaptive algorithm,

and methods for implementing the resulting adaptation(s). The impact on the trial’s operating
characteristics of delays in collecting and analyzing available outcome data should be assessed. The
study plan should clarify who will perform the analyses to inform adaptation while the study is ongoing
and who will have access to the results. The interim analyses should be performed and reviewed by an
analytical group that is independent from the investigators who are conducting the trial. Trial
investigators should remain blinded to changes in treatment allocation rates as this information
provides data regarding treatment success.

AT-5: Use the CONSORT statement, with modifications, to report adaptive randomized clinical trials
The following sections of the CONSORT statement can be used to report key dimensions of adaptation:

e Adaptation of randomization probabilities (sections 8b and 13a);

e Dropping or adding study arms (sections 7b and 13a);

e Interim stopping for futility and superiority (sections 7b and 14b);

e Sample size re-estimation (sections 7a and 7b);

e Transitioning of stages (e.g., seamless Phase II/1ll designs) ( sections 3a, 7a, 7b, and 16); and
e Modification of inclusion and exclusion criterion (sections 4a and 13a).

CONSORT sections 16, 20, and 21 may also be expanded to report additional aspects of an adaptive trial.

If the trial incorporates adaptations other than those listed above, the authors should use their
judgment as to where in the CONSORT structure to include both design details and the associated
results. All possible adaptations included in the prospective design, even if they did not occur, should be
included in the report.
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10: Standards for Studies of Diagnostic Tests

DT-1: Specify clinical context and key elements of diagnostic test study design
A comparative evaluation of diagnostic tests should specify each of the following items and provide
rationale in support of the particular choices:

1. theintended use of the test and the corresponding clinical context, including referral for
additional testing, referral for additional treatments, and modification of current treatment and
target populations;

the goal of the comparison;

the technical specifications of the tests as implemented in the study;

the approach to test interpretation;

the sources and process for obtaining reference standard information, when applicable; and
the procedures for obtaining follow-up information and determining patient outcomes, when
applicable.

oukAcwN

These items ought to be specified for all designs, including observational designs (e.g., those using
medical records or registries). If these items are not available directly, validated approaches to
approximating these study elements from available data should be used.

DT-2: Study design should be informed by investigations of the clinical context of testing

Design of comparative effectiveness studies should outline clinical pathways involving the tests and the
anticipated implications of test use on downstream processes of care and patient outcomes. In the
written research methods and study protocol, investigators should give examples of clinical pathways to
demonstrate thorough understanding of the clinical context.

DT-3: Assess the effect of factors known to affect diagnostic performance and outcomes

Studies of diagnostic tests should include an assessment of the effect of important factors known to
affect test performance and outcomes, including the threshold for declaring a “positive” test result, the
technical characteristics of the test and the interpreter, and the setting of care.

DT-4: Structured reporting of diagnostic comparative effectiveness study results

Broadly accepted checklists for reporting studies and assessing study quality, such as CONSORT, STARD,
and QUADAS, should be consulted and utilized. Consult the CONSORT 2010 checklist for reporting
randomized controlled trials. Consult the STARD checklist for reporting diagnostic accuracy studies.

Consult the QUADAS-2 (updated in 2011) for additional guidance on reporting information that would
be more useful to systematic reviews of diagnostic accuracy studies.

DT-5: Focus studies of diagnostic tests on patient-centered outcomes, using rigorous study designs
with preference for randomized controlled trials

Studies of clinical outcomes after diagnostic testing should use a prospective randomized study design
when possible. If a non-randomized design is proposed, the reason for using an observational study (or
modeling and simulation) should be addressed and efforts to minimize confounding documented.
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11: Standards for Systematic Reviews

SR-1: Adopt the Institute of Medicine (IOM) standards for systematic reviews of comparative
effectiveness research, with some qualifications

Systematic reviews are used to answer questions based on comprehensive consideration of all the
pertinent evidence, and can also identify the gaps in evidence and how they might be resolved.
Standards for systematic reviews are currently in use, but credible authorities, such as Cochrane and the
Agency for Healthcare Research and Quality (AHRQ), vary somewhat in their recommended standards.
The IOM recently issued standards that draw broadly from available sources. The PCORI Methodology
Committee endorses these standards but recognizes that there can be flexibility in the application of
some standards without compromising the validity of the review, specifically:

e Searches for studies reported in languages other than English are not routinely recommended, but
may be appropriate to some topics

e Dual screening and data abstraction are desirable, but fact-checking may be sufficient. Quality
control procedures are more important than dual review per se; and

e Independent librarian peer review of the search strategy is not required; internal review by
experienced researchers is sufficient.
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Appendix 3. Engagement Rubric

Engagement Rubric for Applicants

Updated: June 6, 2016
Published: February 4, 2014

Click here to access PCORI’s Engagement Rubric online.

General Guidance

The Engagement Rubric illustrates how input from patient and stakeholder partners can be
incorporated throughout the entire research process. For additional context, consult the “Why
Engage?” website landing page and PCORI’s Conceptual Framework.

The Engagement Rubric is intended to provide guidance to those planning or conducting
research, merit reviewers, awardees, engagement/program officers (for creating milestones and
monitoring projects), and interested patients, caregivers, patient/caregiver organizations and
other stakeholders, regarding engagement in the conduct of research.

The rubric is not intended to be comprehensive or prescriptive. Instead, it provides a variety of
options to incorporate engagement, where relevant, into the research process. Applicants using
the rubric can choose to include some, but not all, activities and are encouraged to include
additional innovative approaches not listed here.

This guidance is based on the promising practices identified in studies from the PCORI portfolio.
It is also consistent with PCORI’s Methodology Standards for patient-centeredness and Patient-
Centered Outcomes Research (PCOR) Engagement Principles explained below.

PCORI Engagement Principles

As you use the rubric and fill out your Engagement Plan, demonstrate how you espouse the six PCORI
Engagement Principles in your work. They are:

Reciprocal Relationships: This principle is demonstrated when the roles and decision-making
authority of all research partners, including the patient and other stakeholder partners, are
defined collaboratively and clearly stated.

Co-Learning: This principle is demonstrated when the goal is not to turn patients or other
stakeholder partners into researchers, but to help them understand the research process;
likewise, the research team will learn about patient-centeredness and patient/other stakeholder
engagement, and will incorporate patient and other stakeholder partners into the research
process.

Partnerships: This principle is demonstrated when time and contributions of patient and other
stakeholder partners are valued and demonstrated in fair financial compensation, as well as in
reasonable and thoughtful requests for time commitment by patient and other stakeholder
partners. When projects include priority populations, the research team is committed to
diversity across all project activities and demonstrates cultural competency, including disability
accommodations, when appropriate.
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Transparency, Honesty, and Trust: These principles are demonstrated when major decisions are
made inclusively and information is shared readily with all research partners. Patients, other
stakeholders, and researchers are committed to open and honest communication with one
another.

Definitions

“Patient partners” is intended to include patients (those with lived experience), family
members, caregivers, and the organizations that are representative of the population of interest
in a particular study.

It is important that patient partners are not confused with patient subjects; patient partners are
members of the research team and involved in the planning, conduct, and dissemination of the
research, whereas patient subjects are those individuals actually enrolled into the study as
participants.

“Stakeholder partners” may include members of constituencies based on professional, rather
than personal, experience. For example, these constituencies can include: clinicians, purchasers,
payers, industry, hospitals and health systems, policy makers, and training institutions. Some
individuals may fit into several categories.

Key Considerations for Planning, Conducting, and Disseminating Engaged Research:

For the proposed intervention, think through the project from original concept to
implementation, and identify the various stakeholders and patients who would need to be
included in order for the project to be as successful as possible.

Think about the budget for your engagement, including compensation for patient and
stakeholder partners as well as costs of meetings, IT, and other facilitators of multi-disciplinary
work. For additional guidance, PCORI’'s Compensation Framework provides guidance about how

best to compensate patient partners serving on research teams. Additionally, PCORI’s Budgeting
for Engagement Activities document provides guidance on how to budget for engagement
activities.

Avoid relying entirely on patient partners who have dual roles on the project (e.g., relying on
stakeholders or researchers who also happen to be patients). Including at least one patient
partner who has no other role on the project is important.

There are myriad ways to discuss and demonstrate engagement in a research proposal including
asking partners to provide letters of support, bio-sketches thoroughly describing the roles and
decision-making authority of all partners, and clear inclusion of engagement activities and
compensation in your budget.

Guidance for Applicants Completing a PCORI Funding Announcement (PFA) Engagement Plan

The Engagement Rubric is divided into three sections; planning, conduct, and dissemination. Each

section includes descriptions of the types of activities likely to take place within each phase of research
and examples of engagement from PCORI-funded projects. Each numbered section below corresponds
to a numbered section in the engagement plan that accompanies each PFA.
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1. PLANNING THE STUDY: Describe how patient and stakeholder partners will participate in
study planning and design. (As you fill out Section 1 of your Engagement Plan, refer to the
information below.)

Potential activities include:

e Developing the research question and relevant outcomes to be studied, to ensure that the
project and its results will be useful and important to patient and stakeholder communities.

e Defining the characteristics of study participants, to minimize the risk that certain patients will
be included or excluded due to criteria that are not relevant.

e Designing the study to minimize disruption to patient and stakeholder study participants,
thereby promote retention of study participants.

Real-World Examples:

e Mental health study: Patient partners and community members helped craft the study name
and materials to reduce the potential for stigma and to reframe the goal of the study as a
movement toward emotional well-being rather than away from a mental health challenge. The
anticipated benefit of this input is improved recruitment of study participants and greater
acceptance of the study by the community in which it is occurring.

e large pragmatic study comparing surgery to antibiotics: Over 800 patients were surveyed about
their preferences for these treatment options and that input was used to shape the proposal. In
this same study, significant clinician input changed the study inclusion criteria, study logistics,
and criteria for “failure” for one of the arms.

e Diabetes study: Clinicians who reviewed the initial study design indicated that clinical practice is
quite variable and suggested that a three-arm approach would be more appropriate for the
study. The study design was revised accordingly and those changes aim to make the study more
reflective of real clinical settings.

e Study on use of prescription drug for stroke patients: stroke survivors serving as patient partners
on the study identified “home-time” or the number of days when a patient is living at home, not
hospitalized or in another institution as an important new outcome. This input from patients
was vital in directing the study toward an outcome that they truly cared about.

e Chronic pain study: The initial survey tool was lengthy and to be administered over the phone.
Patient partners, feeling that a lengthy phone survey would create a barrier for chronic pain
patients, shortened and redesigned the tool to be self-reported and -paced, facilitating greater
ease of participation.

e Post-discharge care study: Clinicians have been actively involved in the analysis of initial data
runs and have asked key questions that have helped refine the study’s analytic plan. The study is
now looking more closely at variations in patterns of care and outcomes.

2. CONDUCTING THE STUDY: Describe how patient and stakeholder partners will participate in

the study conduct. (As you fill out Section 2 of your Engagement Plan, refer to the
information below.)

PCORI Cycle 1 2017 Merit Review Cycle 56



A
pcori’.
Potential activities include:

e Drafting or revising study materials and protocols, to ensure feasibility for clinicians and patient
participants.

e Participating in recruitment of study participants, to increase and sustain recruitment and
ensure viability of the study.

e Participating in data collection and data analysis, to lend unique and varied perspectives on
interpretation of the data.

e Participating in the evaluation of patient and stakeholder engagement, to ensure authenticity
and value of engagement.

e Serving as a patient representative on a data safety monitoring board, to make the DSMB
composition more robust and patient-centered.

Real-World Examples:

e Chronic pain study: The informed consent document is developed with patient partners to make
it understandable to study participants. This involvement is anticipated to improve recruitment
because potential participants will feel more informed and comfortable.

e Large pragmatic study about chronic pain: Patient partners will assess the patient-centeredness
of the care delivered in the study by following (with their consent) the participant through all
aspects of study. The observations of the patient partners will be used to improve study
processes and make them more patient-centered.

e Asthma study: Clinicians and patients both provided guidance on who should deliver the
intervention, when it should be provided during the process of care, and how it should be
delivered. These suggestions are intended to make the study more streamlined into the usual
provision of care for both patients and clinicians.

e Falls prevention study: A caregiver of aging parents who have experienced falls is serving as a
patient/caregiver representative on the project’s data safety monitoring board. A
patient/caregiver representative serving in that capacity can offer interpretations of benefit,
risk, and data analysis from a lived-experience perspective.

e Pediatric surgery study: Parent partners shared that, were they being approached to participate
in the study, they’d feel more comfortable if the person discussing the risks and benefits of
surgery (and involvement in the study) was a surgeon. When that adjustment was made to the
protocol, rates of recruitment increased.

3. DISSEMINATING THE STUDY RESULTS: Describe how patient and stakeholder partners will
be involved in plans to disseminate study findings and to ensure that findings are
communicated in understandable, usable ways. (As you fill out Section 3 of your
Engagement Plan, refer to the information below.)

Potential activities include:

e |dentifying partner organizations for dissemination, to ensure meaningful and direct
connections with end-users.
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e Planning dissemination efforts, shaping study design and protocol from the very beginning to be
focused on the final product.

e Participating in dissemination efforts, such as authoring manuscripts and presenting study
findings, to offer the patient and stakeholder perspective and to reach new and different
audiences.

e Identifying opportunities to present or share information about the study, even as it is in
progress, to move away from traditional models of dissemination and think more creatively
about how to get information into the hands of those who need it.

Real-World Examples:

e Trauma study: The research team will convene a policy summit with relevant professional
societies during the third year of the study to focus on identifying ways to speed the
implementation of findings into practice.

e (Care planning study: A national investing and financial planning firm is expanding their
educational services to seniors, families, and their own financial planners. This firm will link to
the study’s website from its national website, and will disseminate the tool through their
newsletters, financial planning conferences, and directly to high-impact planners.

e large pragmatic study comparing surgery to antibiotics: Seven payers, three policymakers, and
four large employers provided letters of support for the study and have agreed to disseminate
findings to their networks when results are available. This involvement will ensure broad-based
and diverse dissemination.

e Neurology study: The research team presented at a neurology patient advocacy conference to
inform the community that this research was ongoing and to stay tuned for future results.

e Large pragmatic study about chronic pain: Physical therapists partnering in the study will design
a Continuing Education (CE) program that will be delivered as part of the intervention. Patient
partners will contribute by providing feedback on what kind of therapy and communication
techniques will be more or less likely to be effective during an acute pain episode. Though also
used during the course of the study, this CE can be an important dissemination tool upon study
conclusion.
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Appendix 4. Human Subjects Checklist

How to Evaluate Human Subjects Protections
January, 2015

Click here to access detailed guidance for evaluating Human Subjects Protections online.

PCORI requires that research involving human subjects include adequate safeguards. Institutional
Review Boards selected by awardees have authority for ensuring the protection of human subjects.
PCORI asks merit reviewers to assist with identifying any issues with protection of human subjects that
PCORI staff should review with potential funding awardees.

Human subjects protections concerns should not be factored into the application's score, but they
should be flagged for PCORI staff by checking the appropriate box and providing written comments in
PCORI Online.

The four bullets below provide guidelines that may be helpful to merit reviewers in identifying concerns
that PCORI staff should be aware of for any potential awardee. Please note any concerns regarding
human subjects protections in your review.

e Risks to Human Subjects
Does the application adequately describe human subjects involvement, characteristics, and design;
sources of material; and potential risk, including:
0 Description and justification for the proposed involvement of human subjects
0 Characteristics of subject population (number, age range, and health status, e.g., physical
and cognitive functioning)
0 Inclusion/exclusion criteria
O Rationale for involvement of vulnerable populations (e.g., fetuses, pregnant women,
children, prisoners, institutionalized individuals)
0 Role of collaborating sites where research will be performed
Description and justification of research procedures (including dosage and frequency of
intervention)
Description of what research material, data, and information will be collected
Access to personally identifiable information collected and retained
Management and protection of materials and information
All potential risks to subjects (e.g., physical, psychological, financial, legal) including
likelihood and seriousness
0 Any alternative treatments or procedures available to subjects in lieu of participation

o

O O 0O

e Adequacy of Protection against Risks
Does the application adequately describe recruitment, informed consent, and protections against
risk, including:
0 How subjects will be recruited
0 Description of informed consent and parental permission and assent
0 Waiver for any elements of consent
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0 How risks described previously, including privacy and confidentiality, will be minimized
0 Additional protections for vulnerable populations
0 Ensuring necessary medical/professional intervention for adverse events

e Potential Benefits of the Proposed Research to Human Subjects and Others
0 Does the application adequately describe how potential risks to subjects appear reasonable
in relation to anticipated benefits?

e Importance of the Knowledge to Be Gained

0 Does the application adequately describe how potential risks to subjects appear reasonable
in relation to the importance of the knowledge that may result from the study?

PCORI Cycle 1 2017 Merit Review Cycle 60



	Chapter 1. Setting the Stage
	PCORI’s Mission and Strategic Goals
	Comparative Clinical Effectiveness Research
	Effectiveness versus Efficacy
	Methodological Gap
	Dissemination Goals
	Dissemination Goals
	Categories of Research PCORI Does Not Fund
	Overview of PCORI’s Merit Review Cycle

	Chapter 2. Improving Methods for Conducting Patient-Centered Outcomes Research PFA
	Methods PFA Research Areas of Interest:
	Knowledge Check
	Methodology Standards
	Application Responsiveness

	Chapter 3. Merit Review Overview
	Merit Review Goals
	Preliminary Review Overview
	Reviewers as Readers
	Merit Review Criteria
	Understanding Patient-Centeredness vs. Patient Engagement
	Human Subjects Protections
	Evaluating Resubmissions
	Evaluating Budgets

	Chapter 4. Writing Critiques
	Overview
	Offline Critique Template
	Guidelines for Writing Strengths and Weaknesses
	Major and Minor Strengths and Weaknesses
	Examples: Writing Strengths
	Examples: Writing Weaknesses
	Merit Review Scores
	Knowledge Check
	Writing an Overall Narrative
	Assigning an Overall Score
	Revising and Resubmitting a Critique

	Chapter 5. In-person Panel Meeting
	Overview
	Preparing for the In-Person Panel Review
	Panel and Reviewer Roles
	Inside the In-Person Panel Review
	Preparing In-Person Panel Presentations
	Panel Review Discussion Tips

	Appendix 1. COI/Expertise
	Appendix 2. Methodology Standards
	Appendix 3. Engagement Rubric
	Appendix 4. Human Subjects Checklist

