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- An efficacytype trial (RO1)?
- A pilot intervention trial (R34)?
- A larger exploratory study (R21)?
- A very large explanatory study (R01)?
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“Considerations for Intervention RO1s

Efficacy trials of interventions (R01) need:

. Strong empirical and theoretical base for the intervention

- A well integrated conceptual framework

Potential mediators and moderators should be addressed, and
integrated into the evaluation of outcomes

. Clear clinical or public health implications
. Pilot data

RO1 intervention should be substantially similar to the pilot

. Substantial changes or adaptations to a new setting, population or mode
of delivery are more appropriate for R34 than an RO1

. Pilotdata should provide:
Bases for estimating power & sample size
Evidence of acceptabillity, feasibility, & indications of behavior change

. New clinical stewardship guidelines apply: GCP training,
clinicaltrials.gov registration



“Considerations for
Non-intervention RO1s

Large explanatory studies (R01) need:
. Strong empirical and theoretical base for the aims and
hypotheses
- Address novel research questions in terms of content or methods
. Aims should be aligned with important clinical or public health questions
- A well integrated conceptual framework

Potential mediators and moderators should be addressed and integrated
into the principal analyses

. Pilot data that use similar methods and populations
. Preliminary research should provide:

Bases for estimating power & sample size

Evidence supporting the importance of the question and the associated
variables of interest
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“Considerations for R34s

Pilot trials of interventions (R34) need.
. To address feasibility & acceptability

. Strong empirical and theoretical base for the intervention

R34s do not need preliminary/pilot data, but formative findings or a
small pilot will help

- A well integrated conceptual framework

. You won’'t have power to test the
able to look at gross, univariate outcomes and changes in
mediators/moderators

. Any preliminary research should:
Provide a rationale for moving to an intervention

Be relevant to the population, setting, or modality of interest unless the
R34 is used for as an adaptation/implementation step

- Newclinical stewardship guidelines apply: GCP training,
clinicaltrials.gov registration
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Considerations for R21s

Further exploratory research (R21) needs:

Strong empirical and theoretical base for the aims and hypotheses
Address novel research guestions in terms of content or methods
Aims should be aligned with important clinical or public health questions

The project should have a well integrated conceptual framework

Potential mediators and moderators should be addressed at least atrihariate
level
Preliminary data are helpful but not required; any preliminary research
should provide:

Evidence supporting the importance of the question and the associated variables of
interest

A rationale for continuing exploratory research
Going from analogue to real world;
Going from 2ndary analysis, mes@alysis or thematic review to empirical study

Small projects also should consider the RO3, particuladA-START
PA15-290



'Funding Announcements:-Deceding th
Alphabet Soup

PA— Standing Program Announcement (usually a 3
year cycle with an expiration date; often renewed)

PAR— Standing Program Announcement wipecial
Review

PAS— Standing Program Announcement wiiet
Aside Funds

RFA-Typically a One Time Announcement waét
Aside Fundand Special Revierarely renewed)

RFP-ForContracts Typically a One Time

Announcement witlset Aside Fundsnd Special
Review




Funding Announcements.& How-to"Use
‘Them

Virtually any standing FOA can be used
- PAs generally written are broadly
- Parent grants always can be used for observational studies
- Beginning in January, only FOAs written to accept clinical
trials can be used for clinical trials
- This will not include parent grants

- Successful people who move the field forward do not wait
for an RFA (or even a specific PA)

. RFAs and the more specific PAs (esp. PARs PASs) should
seen as a signal to the field about emergent areas of
Interest

. These generally continue to have importance beyond their
expiration date



Funding Announcements =
" . Past Ethic&Related Announcements

Ethical, Legal and Policy Issues in HIV Research with Key
Populations PA15327 (R01), PA1328 (R21)
Risk & harm assessment & mitigation in the context of research
Policy & legal issues affecting research
Standards of care, access to care and ancillary care
Stakeholder engagement, awareness, or training

Ethical Issues in Research on HIV/AIDS and{kdtimdities -
PAR15-274 (R01) PARS-275 (R21)

Research with minors

Cure research (novel procedures, distributive justice)

‘Bi g Data” (privacy, boundari es,
Pregnant women

Use of human specimens

HIV and comorbidity detection

Effectiveness of review
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A Funding Announcement to Consider

Avenir Award Program for Research on Substance Abuse
and HIV/AIDS (DP2)

. RFADA18-004
- Up to 300K/yr. for up to 5 years

- Avenir means future in French, supporting early stage
iInvestigators (ESI) proposing highly innovative studies that
address NIH HIV/AIDS Research Priorities. The Avenir Awe
supports basic and clinical research, which have the
potential to benefit substance using populations with or at
risk for HIV/AIDS by reducing HIV incidence, improving
therapies, reducing the impact of comorbid conditions or
eradicating HIV.



"NiH Grant Review Criteria

Overall Impact

- Likelihood for exerting a sustained, powerful influence on
the field, considering the following:

. Scored Review Criteria
. Significance

Does it address an important question, does it make maximal use
of the resources involved?

. Investigator(s)
Are they well suited to the project?
- Innovation
Does it challenge or seek to shift current thinking?
. Approach
Does the strategy accomplish the specific aims of the project?
. Environment
Will the environment contribute to the success of the project?



"NIH Grant Review Criteria

Additional Considerations (Discussed but not
Independently scored)

- Scientific Premise (Significance): How this builds on the
strengths & weaknesses of past research & how resources
are incorporated.

- Scientific Rigor (Approach): Robustness of the design,
methods, analysis, interpretation and reporting and how
well it will achieve results in an unbiased manner

. Sex as a Biologic Variable (Approach): Encoded in DNA, sL
as reproductive organs and other physiological and
functional characteristics.

- Resource Sharing: How will data be made available to othe
Investigators after the close of data collection
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"NIH HIV/AIDS Research Priorities

High Priority topics of research for support using AdeSignated funds NGDD15-137

Reducing Incidence of HIV/AIDS including: developing and testing promising vaccines, developing and testing
microbicide and preexposure prophylaxis candidates and methods of delivery, especially those that mitigate
adherence issues; and developing, testing, and implementing strategies to improve HIV testing and entry into
prevention services.

Next generation of HIV therapies with better safety and ease of use including: developing and testing HIV
treatments that are less toxic, longer acting, have fewer side effects and complications, and easier to take and
adhere to than current regimens. Additionally, implementation research to ensure initiation of treatment as soon
as diagnosis has been made, retention and engagement in these services, and achievement and maintenance of
optimal prevention and treatment responses.

Research toward a cure including: developing novel approaches and strategies to identify and eliminate viral
reservoirs that could lead toward a cure or lifelong remission of HIV infection, including studies of viral persistence
latency, reactivation, and eradication.

HI\tassociated comorbidities, coinfections, and complications including: addressing the impactasSbitiated
comorbidities, including tuberculosis, malignancies; cardiovascular, neurological, and metabolic complications; anc
premature aging associated with lotgrm HIV disease and antiretroviral therapy.

Cross cutting areas: Basic research, health disparities, and training including:

Basic Research: understanding the basic biology of HIV transmission and pathogenesis; immune dysfunction and
chronic inflammation; host microbiome and genetic determinants; and other fundamental issues that underpin the
development of high priority HIV prevention, cure;moorbidities, and treatment strategies.

Research to Reduce Health Disparities in the incidence of new HIV infections or in treatment outcomes of those
living with HIV/AIDS.

Research Training of the workforce required to conduct High Priority HIV/AIDS or HilatB& research.



/'I/'e/n Fatal' Flaws=(Actually 1)

Waiting Until the Last Minute
Missing or Problematic Hypotheses
Poorly organized Proposal

Lack of Backip Plan (Alternative Approaches as
Appropriate)

Gaps Iin Expertise

Wrong Funding Mechanism

Lack of Significance/lnnovation
Underpowered Study Design

Weak Statistical Plan

Overly Ambitious

Human Subjects Concerns



