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Department of Health and Human Services

Part 1. Overview Information

r Participéli;\g Organization(s)
National Institutes of Health (MNiH http://wwwe.nin.gov))

Components of Pérﬂdpaﬂﬁé arganiiatlons
National Institute of Mental Health (NIMH (https:/www .nimh.nih.gov/index.shtml))

National Eye Institute (NE! (https:/www.nei.nih.gov/))

National Institute on Aging (NIA (hitps://www.nia.nih.gov/))

National Institute on Alcohol Abuse and Alcoholism (NM\_(hitps:/iwww.niaaa.nih.qoﬂ))

National Institute of Biomedical Imaging and Bioengineering (NIBIB (https:/Awww. nibib.nih.gov/))

Eunice Kennedy Shriver National Institute of Child Health and Human Development (NICHD (https:/Awww.nichd.nih.gov/))

.nih.gov/))

National Institute on Deafness and Other Communication Disorders (NIDCD (https://www.nid

National Institute on Drug Abuse (NIDA (https//www.drugabuse.gov/))

National Institute of Neurological Disorders and Stroke (NINDS (https://www.ninds.nih gov))

National Center for Complementary and Integrative Health (NCCIH (hitps://nccinh.nih.gov/))

Fundirig Opportunitir Title
BRAIN Initiative Cell Atlas Network (BICAN): Specialized Collaboratory on Human, Non-
human Primate, and Mouse Brain Cell Atlases (RO1 Clinical Trial Not Allowed)

A ”Activ'ity Code

RO1 (./_/'grunts.nih.qov/qrants/fundinq/ac search _results.htm?text curr=r018&Search.x=0&Search.y=0&Search Type=Activity) Research Project

Grant

s Announcefnenf Typé
Reissue of RFA-MH-21-236 (b.t_lp_s:jg@is.nih.qov,/arants.-—"quidefrfa-ﬁ!es/RFA-MH-21-236.html)

" Related Notices

NOT-OD-22-190 (httos:/'!qrants.nih.o%’grams/quide!notice-tiles/NOT-OD-22-1 90.html) - Adjustments to NIH and AHRQ Grant Application Due

Dates Between September 22 and September 30, 2022

Fundi>ng‘C—)‘pporth;l'lrt‘ywl_\r{nounceméh‘t‘ (ﬁbA) Number

RFA-MH-22-292

" Companion Funding Opportunity
RFA-MH-22-280 (httostliqranlsAnih‘oov/qmauido,’n‘a-ﬁ!esiﬂFA-MH-22-290.hlml), UM1
(‘g‘._t_tp_s__:f/grants.nih.gg_v_/grants/funding«’ac search results.htm?text curr=UM18&&Search x=0&&Search.y=0&&Search Type=Activity)
Research Project with Complex Structure Cooperative Agreement
RFA-MH-22-291 (htms:/."qrants.mh.qov/qrants/quideﬁrfa-fiIes/RFA-MH-22-29‘:.htmi), U24
(@g_s_:'_/granls.nih.gg__\/fqrants/fundina"ac search_results. htm?text cur=U248&Search.x=08&Search.y=0&&Search Type=Activity)

Resource-Related Research Project (Cooperative Agreements)

Number of Applications

See Saction il 3. Additional nformation on Eligibitity.

httos://arants.nih .oovlqrants/quidelrfa-ﬁles/RFA—MH-22-292.html

»
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Assistance Listing Number(s)
R 93.242, 93.213, 93.173, 93.867, 93.853, 93.286, 93.865, 93.279, 93.273, 93.866

Funding Opportunity Purpose

This Funding Opportunity Announcement (FOA) intends to support a group of Specialized Coilaboratories that will adopt scalable technology
platforms and streamlined sampling strategies and assay cascade to create comprehensive and highly granular brain cell atlases in human,
non-human primates, mouse, and other species in coordination and collaboration with other BRAIN Initiative Cell Atlas Network (BICAN)
projects. In particular, the Specialized Collaboratories are expected to complement the Comprehensive Centers in BICAN with distinct
capabilities, competencies, and research aims. The overarching goal of the BICAN is to build reference brain cell atlases that will be widely
used throughout the research community, providing a molecular and anatomical foundational framework for the study of brain function and

disorders.

Key Dates

' Posted Date
October 03, 2022

' Opén Date (E‘é.rliés:iHSubmissidri—Bite)‘ '
January 01, 2023

Letter of Intent Due Date(s)
30 days prior to the application due date

Appllcatlon Due Dates ! ‘ Review and Award Cycles
Renewal I
Resubmission/ i
Revision (as Scientific Merit Advisory Earliest Start
New allowed) AIDS Review Council Review Date
February 01, 2023 Not Applicable Not Applicable July 2023 October 2023 December 2023
February 01, 2024 February 01, 2024 Not Applicable July 2024 October 2024 December 2024

All applications are due by 5:00 PM local time of applicant organization.

Applicants are encouraged to apply early to allow adequate time to make any corrections to errors found in the application during the submission
process by the due date.

No late applications will be accepted for this Funding Opportunity Announcement.

Exbiration Date
February 02, 2024

" Due Dates for E.O. 12372
Not Applicable

Required Application Instructions

It is critical that applicants follow the instructions in the Research (R) Instructions in the SF424 (R&R) Application Guide
(https://grants.nih.gov/grants/guide/url redirect.htrn?id=82400), except where mstructed to do otherwise (in this FOA or in a Notice from NIH
Guide for Grants and Contracts (// grants. nih.gov/grants/guide/url redirect.htm?id=11164)).

Conformance to all requirements (both in the Application Guide and the FOA) is required and strictly enforced. Applicants must read and follow
all application instructions in the Application Guide as well as any program-specific instructions noted in Section IV. When the program-specific
instructions deviate from those in the Application Guide, follow the program-specific instructions.

Applications that do not comply with these instructions may be delayed or not accepted for review.

There are several options available to submit your application through Grants.gov to NIH and Department of Health and Human Services
partners. You must use one of these submission options to access the application forms for this opportunity.

https://grants.nih.gov/grants/guide/rfa-files/RFA-MH-22-292 html 2/20
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1. Use the NIH ASSIST system to prepare, submit and track your application online.

2. Use an institutional system-to-system (S2S) solution to prepare and submit your application to Grants.gov and 234 Commons
(ggrantsgguide/AQp_IyButtonSp%ash,:f:n'?dest:ht:o_s_:;’fpubliciera.ningov/ccm mong’) to track your application. Check with your institutional

officials regarding availability.

3. Use Grants.gov | ((grants:’guide/Agp_lyBunonSolash.cfm?dest:GrantsGov&ugpNum:RFAMH-22-292) Workspace to prepare and
submit your application and eRA Conimons ({gran'ts/guides’App_lyButtonSpiash.cfm?dest:hﬁu://publig.era.nih‘gov.fcommons/) to track
your application.

Table of Contents |

Part 1. Overview Information
Key Dates

Part 2. Full Text of Announcement
Section 1. Funding Opportunity Description
Section Hl. Award Information
Section lll. Eligibility Information
Section IV, Application and Submission Information
Section V. Application Review Information
Section V1. Award Administration Information
Section VII. Agency Contacts
Section VIil. Other Information

Part 2. Full Text of Announcement

Section |. Funding Opportunity Description

Background

Since 2014, the Brain Research through Advancing Innovative Neurotechnologies® (BRAIN) Initiative (hitps://braininitiative.nih.gov/) has aimed
to accelerate the development and application of innovative neurotechnologies, enabling researchers to produce a new dynamic picture of the
brain that reveals how individual cells and complex neural circuits interact in both time and space. It is expected that these advances will
ultimately lead to new ways to treat and prevent brain disorders. - :

As one of several federal agencies involved in the BRAIN Initiative, NIH's contributions to the BRAIN initiative were initially guided by "BRAIN
2025: A Scientific Vision (http:/braininitiative.nih.gov/pdi/BRAIN2025 508C.pdf)," a strategic plan that detailed seven high-priority research
areas (htms://braininitiativg;n_itl_.gov/strategic_-planning/‘brain-pﬂmiy-argas), This plan was updated and enhanced in 2019 by: "The BRAIN
Initiative 2.0: From Cells to Circuits, Toward Cures (htips://braininiti tive.nih.gov/sites/default/filesimages/brain 2.0 6-6-19-

final revised10302019 508c.pdf)" and "The BRAIN Initiative and Neuroethics: Enabling_and Enhancing Neuroscience Advances for Society
,(hrrps://braininitiative.nih.qov/sites/defaulUfiles/imagesmns roadmap 11 october 2019 sent to acd for oct 2019 revised 10282019 508c.pdf)."
This and other BRAIN Initiative Funding Opportunity Announcements (FOAs) are based on this vision and issued with input from Advisory

Councils of the 10 NIH Institutes and Centers supporting the BRAIN Initiative (hiips//braininitiative.nih.gov/about/brain-partners), as assisted by
the NIH BRAIN Multi-Council Working Group (httos://‘braininitiative,nih‘qov/about/multi-council-workinq-qroup).

The NIH BRAIN Initiative recognizes that diverse teams working together and capitalizing on innovative ideas and distinct perspectives
outperform homogeneous teams. There are many benefits that flow from a diverse scientific workforce, including fostering scientific innovation,
enhancing global competitiveness, contributing to robust learning environments, improving the quality of the research, advancing the likelihood
that underserved populations participate in and benefit from resparch. and enhancing public trust.

To support the best science, the NIH BRAIN Initiative encourages inclusivity in research. Examples of structures that promote diverse
perspectives include but are not limited to:

« Transdisciplinary research projects and collaborations among neuroscientists and researchers from fields such as computational biology,
physics, engineering, mathematics, computer and data sciences, as well as bioethics. . .

« Engagement from different types of institutions and organizations (e.g., research-intensive, undergraduate-focused, minority-serving,
community-based). :

« Individual applications and partnerships that enhance geographic and regional heterogeneity.

« Investigators and teams composed of researchers at different career stages.

« Participation of individuals from diverse backgrounds, including groups historically underrepresented in the biomedical, behavioral, and
clinical research workforce (see NOT-OD-20-031 lhups:f;’crants.mh.qgﬁ‘crants/cuidefnotice-ﬂleSi'NOT-OD‘20-031 _html)), such as
underrepresented racial and ethnic groups, those with disabilities, those from disadvantaged backgrounds, and women.

«+ Project-based opportunities to enhance the research environment to benefit early- and mid-career investigators.

hnos://Qrants.nih.oov/arants/uuidelrfa-ﬁles/RFA-MH-22-292.htmI 3/20
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The NIH also encourages businesses to participate in the BRAIN Initiative. It is possible for companies to submit applications directly to BRAIN
. Initiative program announcements or to collaborate with academic researchers in joint submissions. Small businesses should consider applying
"to one of the BRAIN Initiative small business FOAs (http:/braininitiative.nih.gov/funding/index.htm).

The BRAIN Initiative requires a high level of coordination and sharing between investigators. It is expected that BRAIN Initiative awardees will
cooperate and coordinate their activities after awards are made by participating in Program Director/Principal Investigator (PD/PI) meetings and
in other activities such as the annual Pl meeting. The data sharing expectations for BRAIN Initiative awards can be found at NOT-MH-19-010
(https:/grants.nih.gov/grants/guide/notice-files/NOT-MH-19-010.html).

This FOA is related to the recommendations by the Advisory Committees to the NIH Director as described in “Priority Area 1: Discovering
Diversity” and “Priority Area 2: Maps at Multiple Scales” in “BRAIN 2025 Report (https:/braininitiative.nih.gov/strategic-planning/brain-2025-
report),” and the transformative project, “The Human Brain Cell Atlas,” in “The BRAIN Initiative 2.0: From Cells to Circuits, Toward Cures
{htips://braininitiative.nih.gov/sites/default/files/iimages/brain 2.0 6-6-19-final revised10302019 508c.paf).”

The BRAIN Initiative cell census and atlas efforts are expected to produce a new foundational framework for analyzing brain structure and
function in health and disease, with the possibility of extending the quantitative analysis to many other species to elucidate the conservation and
divergence of molecular and cellular mechanisms underlying the brain function and disorders.

The BRAIN Initiative Cell Atlas Network (BICAN) and Goals

The BRAIN 2025 (https:/braininitiative.nih.gov/strategic-planning/brain-2025-report) Report envisioned a systematic census of neuronal and glial
cell types in multiple mammalian species. The NIH BRAIN Initiative has implemented this vision by successfully completing a 3-year pilot phase
(2014-2017), followed by launching a 5-year phase 2 (2017-2022) BRAIN Initiative Cell Census Network (BICCN) with an emphasis on the
mouse brain. The BICCN has applied a set of advanced single-cell approaches to characterizing molecular signatures, anatomical phenotypes,
and functional properties of brain cell types, and rapidly disseminated the cell census data to the public. The BICCN is on track to complete a
comprehensive cell census spanning the entire adult mouse brain, as well as to set the stage for large-scale cell atlas research in human and
non-human primate (NHP) brains. Advances in single-cell transcriptomic and epigenomic profiling, anatomical mapping at cellular resolution, and
other approaches have proven to be powerful and scalable. At this time, the BRAIN Initiative Cell Census program is looking to establish the
BICAN to broaden and deepen the systematic cell census and atlas efforts with a new emphasis on human brain. This FOA and the companion
announcements intend to establish a network of projects that will work cooperatively to:

« Generate comprehensive and high-resolution brain cell atlases that encompass molecular, anatomical, and functional annotations of brain
cell types (neurons, glia, and other non-neuronal cells) across the lifespan in human and other species, thereby providing a framework to
enable both basic neuroscience and brain disorders-focused research;

« Develop and use leading-edge scalable technologies and multi-modal assays to enhance the capability and capacity of large-scale brain
cell census research;

« Coordinate and collaborate across and beyond the BRAIN Initiative toward establishing a broadly accessible data ecosystem for brain cell
types and circuits. '

The expected outcomes of the BICAN include:

« Fundamental knowledge on diverse cell types and their three-dimensional organizational principles in the brain across the lifespan and
. evolutionary trajectories;
« Comprehensive molecular taxonomies of brain cell types in human, non-human primates, and mouse;
» Open-access digital brain cell reference atlases of human, non-human primates, and mouse;
« Validated high throughput end low-cost approaches to characterizing brain cell diversity in human, non-human primate, and other species.

The BICAN will be made up of interactive projects with complementary roles from the following funding opportunities:

« Comprehensive Centers on Human and Non-human Primate Brain Cell Atlases (UM1; REA-MH-21-235
(https://grants.nih.gov/grants/guide/rfa-files/RFA-MH-21-235.html)): The UM1 centers will have the primary responsibility for generating
comprehensive and high-resolution brain cell atlas data.

« Specialized Collaboratories on Human, Non-human Primate, and Mouse Brain Cell Atlases (U01; BEA-MH-21-236;
(htips:/grants.nih.gov/grants/guide/rfa-files/RFA-MH-21-236.html) R01; REA-MH-22-292): The U01 and RO1 Collaboratories will
complement and enhance the UM1 Centers with distinct capabilities, competencies, and research aims in creating comprehensive and
high-resolution brain cell atlases.

« Coordinating Unit for Biostatistics, Informatics, and Engagement (CUBIE) (U24; REA-MH-21-237 (https://grants.nih.gov/grants/guide/rfa-
files/RFA-MH-21-237.html)): The U24 CUBIE will coordinate BICAN operation and establish common data analysis pipelines and
knowledgebase of brain cell types.

« BRAIN Initiative Data Archives (R24; RFA-MH-20-600 {https:/grants.nih. g_y_/gran s‘quide/rfa-files/REA-MH-20-600.htmi)): The R24 Data
Archives will serve as BICAN data repositories and provide public access to all data and analyses generated by the BICAN.

« Sequencing Centers (RFP; NiH-NIMH-75N95022R00031 (hitps://sam.gov/opp/249eb6e9905b4564851(d430178917ca/view)): The
sequencing centers will perform large-scale DNA and RNA sequencing of the libraries generated by BICAN and submit sequencing data
to a BRAIN Initiative designated data archive.

« Scalable Technologies and Tools Projects (R01): The R0O1 projects will provide leading-edge scalable technologies and tools to enhance
the productivity of the BICAN.

The BICAN will operate as a collaborative network to promote collaboration and coordination within and beyond the network. All projects in the
BICAN will work together to achieve the common goals. In addition, the BICAN will coordinate and collaborate with external research consortia,
programs, and entities (e.g., Human Cell Atlas (https:/www humancellatias.org/), Human BioMolecular Atlas Program
(htps://nubmapconsorium.org/), Human Tumor Atlas ork {https://humantumoratias org/), LungMAR (hitps:/lungman.net’, GUCMAP

https://grants.nih.gov/grants/guide/rfa-files/RFA-MH-22-292.htmi 4/20
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(htips:fwww.gudmag.org!), KPP (hitps://www.kpmp.orgl), RB‘K (hitos:/www rebuildingakidney.orgs)), which have joined interests in sharing
technology know-how and developing common data and knowledge frameworks for the characterization of cell diversity in health and disease.

Research Objectives

This FOA seeks to support a group of Specialized Collaboratories that will complement the Comprehensive Centers with distinct capabilities,
competencies, and research aims in creating brain cell atlases. The Collaboratories are expected to have a specialized focus on creating brain
cell atlases in select brain regions and cell types in human, non-human primates, and mouse, or using specialized and innovative technology
and assay platforms to characterize brain cell type features. Applicants are expected to propose according to their best knowledge and
capabilities a set of research aims using unique assay and analysis platforms or offering distinct expertise, technologies, tools, and other
approaches that may be less comprehensive in breadth than Centers but will provide greater depth of coverage and analysis for specific brain
regions, brain cell types, species, and developmental stages. Successful Collaboratories will clearly distinguish themselves from existing and
prior projects in their goals, tissues, assays, and personnel to maximize the capabilities of the BICAN.

Collaboratories are expected to optimize and streamline individual steps and processes of the data generation pipelines. Specifically,
Collaboratories are expected to work closely together with Centers to:

« Optimize tissue processing, dissection and microdissection; coordinate sampling strategies to achieve both broad coverage of all brain
cell types and deep characterization of rare cell types in order to generate anatomically annotated high granular brain cell atlases;

« Adopt and improve scalable technology platforms and iterative assay cascade to achieve high production and cost efficiency;

« Generate large-scale molecular and anatomical data in a systematic and cost-effective manner aiming to meet Complete, Accurate, and
Permanent (CAP) criteria;

« Process and rapidly share verified raw data, perform data analysis, visualization, and mapping to common coordinate systems;

« Work closely with other BICAN projects to coordinate and harmonize the data generation and analysis workflows, and establish data
standards for joint analysis and publications;

« Use the brain cell atlas data to provide new insights into brain cellular organizational rules underlying brain circuits and function, individual
variabilities, and changes across the lifespan.

In addition, Collaboratories are encouraged to:

« Coordinate with researchers who study brain disorders and structure/function and develop advanced technologies and tools (e.g., cell
type-specific armamentarium, large-scale functional recordings, theories and models supported by the BRAIN Initiative; Human
Connectome Project) to link and map molecular and anatomical atlases with brain disorders and function.

Research Activities

Examples of responsive research activities include but are not limited to the following parts:
1. Data Generation
i. Molecular Signatures

Collaboratories are expected to produce high-resolution molecular signatures data to characterize cell heterogeneity in select species and brain
regions, focusing on one or more age groups across the lifespan. The research objectives may include but are not limited to:

« Streamlining sampling strategies for a highly granular characterization of brain cell diversity, including rare cell types at adequate depth;

« Generating single-cell transcriptome data that include coding and non-coding RNAs, and RNA isoforms;

« Generating single-cell epigenome data that include chromatin accessibility, chromatin conformation, DNA methylation;

« Generating spatially- and anatomically-defined single-cell omics (transcriptomics, epigenomics, proteomics, metabolomics, etc.) data;

« Generating multi-modal and multi-omics data at both single-cell and bulk levels as appropriate to allow quantification and mapping of
gene expression, gene regulatory elements, and QTLs (quantitative trait loci) to individual cell types;

. Determining tissue composition and the ratio of various cell types (e.g., neurons, glial cells, vascular cells, immune cells, progenitor cells)
and their variations across individuals and/or the lifespan.

ii. Anatomical Phenotypes

Collaboratories are expected to produce spatial and anatomical cell atlas data to characterize cell diversity in the brain, focusing on one or more
age groups. The research objectives may include but are not limited to:

« Generating immunohistochemistry and immunocytochemistry data by developing and using validated protein affinity reagents;
« Generating histological data using Nissl, H&E (hematoxylin and eosin), and other staining and labeling approaches, established dyes,

molecular probes, and tissue processing methods;

« Generating multimodal and multiscale imaging data to quantify and map individual variability;

« Characterizing cell spatial location and morphology (e.g., cell size, shape, neurite arborization);

« Characterizing cellular microenvironment, tissue composition, myelin density, spatial location and ratio of various cell types, and cellular
components (e.g., neurons, glial cells, vascular cells, immune cells; progenitor cells, synapses, spines, stroma); ’

« Characterizing long- and short-distance neuronal arborizations and synaptic contacts;

« Determining intra-, inter- and extra-cellular organizational features and their variations across individuals and/or the lifespan.

iii. Functional Characterization and Brain Cell Atlas Use Cases

Collaboratories may perform focused and integrative brain cell functional studies linking molecular and anatomical cell types to circuits and
function, and/or propose use case research to facilitate the adoption of the reference cell atlases in functional and brain disorders’ research:

. Generating multi-modal electrophysiological, functional imaging, molecular, and anatomical data combining with cell type-specific access
and manipulation approaches;

https://grants.nih.gov/granlslguide/rfa-ﬁles/RFA-MH-22-292.html ' 5/20
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« Collaborating with NIH Institutes and Centers (ICs) and cross-IC brain research programs (such as IC disease research centers,
Accslerating Medicines Partnership (AMPs)_(https://www.nih.gov/research-training/accelerating-medicinas-partnership-
amp#:~:text=L aunched®:20in%202014%2C %, 20the%20Accelerating. transform®:20the % 20current®20model%>20for), PsychENCODE

(https:/Awww.genome.gov/Eunded-Programs-Projects/Developmental-Genotypa-Tissue-Expression)) to identify and map Genetic risk
variants and QTLs (quantitative traits locus) to cell types and circuits.

2. Data Analysis and Management

Central to the goals of the BICAN is the construction of searchable high-resolution 2D and 3D reference brain atlases containing molecular,
cellular, anatomical, functional, and brain lifespan data. The research objectives may include but are not limited to:

« Developing computational tools and performing biostatistical research that will facilitate the construction of brain cell atlases through the
modeling and visualization of multi-modal datasets from imaging and omics assays;

« Providing central data storage, data management, and information security services to all researchers within the project, and timely
submission of data to the BRAIN Data Archives for public release;

« Working together with other projects of BICAN, CUBIE, and the Data Archives to establish data and metadata standards, ontology, and
Common Coordinate Systems that will map and link multi-scale, multi-modal, and multi-species cell atlas data.

The brain cell census and atlas data will be an important and unique resource for use by the broader research community, and thus applicants
are expected to address the following issues related to large-scale data production and analysis and the BICAN operation as a whole.

Common Coordinate Systems. The BRAIN Initiative embraces the existing efforts of the research community to collaboratively build atlases with
broadly accessible common coordinate systems to integrate and disseminate the brain cell atlas and census data in order to enable cross-
modality, cross-scale, and cross-species data integration, as well as to facilitate the analysis of individual variability and the transfer of
information and knowledge between basic and clinical or structural and functional studies. Applicants may describe how imaging-based cell atlas
data will be registered to common coordinate systems, which include in situ hybridization, immunohistochemistry, cell morphology, neuronal
connectivity mapping, and functional cell imaging. In case non-imaging based approaches are used, applicants may propose how to spatially
assign the data to the brain regions as accurately as possible.

Data Quality and Reproducibility. Two of the cornerstones of science advancement are rigor in designing and performing scientific research and
the ability to reproduce (/grants.nih.gov/reproducibility/index.htm) biomedical research findings. Data reproducibility is especially important in
view of the inherent biological variation and expected technical noise. The BICAN will strive to quantify and benchmark variabilities throughout
the data generation and analysis pipelines, and establish and disseminate data and metadata standards. Applicants are expected to develop
and establish stringent data quality control and quality assurance processes for sample and data processing and assay and statistical
approaches, to ensure that the data generated will be broadly referenced and used by the research community'.

Assay Sampling Plan. Applicants are expected to provide a detailed Assay Sampling Plan describing the sampling strategy and workfiow and to
address the level of granularity and resolution that will be achieved in anatomically distinct brain regions. The Assay Sampling Plan is expected
to list the assays to be performed and the numbers of samples (e.g., brain structures/regions, cells, species, sex, age groups/developmental
stages, ancestry, etc.) to be analyzed, and describe the iterative assay design. At the beginning of the project, awardees will be expected to
share the Assay Sampling Plan with other BICAN projects to coordinate, harmonize and develop an overall BICAN brain Assay Sampling Plan.

Data Open Access and Rapid Sharing. The broad use of reference brain cell census and atias data will be facilitated by data open access and
rapid sharing of data and preprints. Rapid sharing of verified raw data and data analysis has played a critical role for the BICCN in enhancing
research rigor and data reproducibility, cross validating assay technologies, and facilitating joint analysis and joint publications. BICAN projects
are expected to abide by the agreed data and resource sharing policy and public release timeline to ensure unhindered data and resource
exchange and sharing.

Data Production and Cost Efficiency. The numbers of brains, regions, and cells in study may be constrained by experimental materials and
supplies costs. Collaboratories are expected to attain a high level of production at an affordable cost by adopting scalable technology platforms
and streamlined workflows. Collaboratories are expected to establish adequate process control with quantitative quality metrics at key points in
the production workflow, and have plans to improve production workflow and cost efficiency. Costs associated with single-cell genomics are
currently driven by those of commercial library construction kits and DNA sequencing. Applicants are expected to provide a detailed brain Assay
Sampling Plan and itemized data production goals consistent with the requested funds. Given the pace of technology innovation, the sequencing
and commercial reagents costs are expected to decrease with time (see hitps://www.genome.gov/about-genomics/fact-sheets/Sequencing:
Human-Genoma-cost (https://www.genome. gov/about-genomics/fact-sheets/Sequencing-Human-Genome-cost)). Collaboratories are expected
to address cost adaptability and flexibility of data production pipelines during the project years, and adjust data production milestones
accordingly as a result of the reduction of the sequencing, commercial reagents, and other costs.

Milestones

The success of the Collaboratory will be facilitated by the adoption of clear, quantitative milestones with realistic and efficient timelines.
Applications to this FOA must include annual milestones with metrics that will document progress towards the achievement of the specific aims.
Applications that fail to include annual milestones will be considered incomplete and will be withdrawn before review. At the beginning of the
project, joint overall data production and analysis milestones will be coordinated and established across BICAN projects. During the project
period, the awardees will be expected to refer to these milestones in progress réports. The funding institute will use the milestones and other
measures of productivity and success to evaluate the progress, impact, and value of the program, and modify the milestones accordingly.

Plan for Enhancing Diverse Perspectives (PEDP)

This FOA requires a Plan for Enhancing Diverse Perspectives (PEDP) as part of the application (see further below). Applicants are strongly
encouraged to read the FOA instructions carefully and view the available PEDP guidance material (ntips./fora ininitiative.nih.gov/iabout/plan-
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ennancing-diverse-narspactives-padp). Applications must include a Plan for Enhancing Diverse Perspectives (PEDP) submitted as Other Project

Information as an attachment (see Section 1V). The PEDP will be assessed as part of the scientific and technical peer review evaluation, as well
as considered among programmatic matters with respect to funding decisions.

Applications Not Responsive to this FOA

Proposed research that is not responsive to this FOA and will not be reviewed includes the following:

. Studies of dissociated cultured cells, and/or stem cell-derived lines and organoids;

« Early-stage technology development. Note: Applications for the early-stage technology development may be submitted in response to
other separate BRAIN FOAs ( REA-MH-21-175 (https://grants.nin.gov/grants/guide/rfa-files/RFA-MH-21-175.html), REA-MH-21-180
(httos:fgrants.n'h.gov/grants/guide/ria-files/REA-MH-21 -180.ntm), and their reissuances) that support development and validation of
novel tools to analyze cell-specific and circuit-specific processes in the brain.

See S=ction Vi Othar information for award authorities and regulations.

Section Il. Award Information

Funding Instrument -
Grant: A support mechanism providing money, property, or both to an eligible entity to carry out an approved project or activity.

Appiication Typgs Allowed
New
Resubmission

The QER Giossary (//grants.nih.gov/grants/quide/url_redirect.ntm?id=11118) and the SF424 (R&R) Application Guide provide details on these
application types. Only those application types listed here are allowed for this FOA.

Clinical Trial?
Not Allowed: Only accepting applications that do not propose clinical trials.

Nead haip determining whether you are doing a clinical trial? (https://grants.nih.gov/grants/guide/url redirect.ntm?id=82370)

Funds Available and Anticipated Number of Awards
Issuing IC and partner components intend to commit an estimated total of $6M per fiscal year to fund 4-8 Specialized Collaboratories.

Award Budget
Application budgets are not limited but need to refiect the actual needs of the proposed project.
Award Projéét Period o H

The maximum project period is 3 years.

NIH grants policies as described in the NiH Grants Policy Statement (//grants.nih.gov/grants/guide/ur! redirect.ntm?id=11120) will apply to the
applications submitted and awards made from this FOA.

Section Ill. Eligibility Information
1. Eligible Applicants

Eligible Organizations
Higher Education Institutions

« Public/State Controlled Institutions of Higher Education
« Private Institutions of Higher Education

The following types of Higher Education Institutions are always encouraged to apply for NIH support as Public or Private Institutions of
Higher Education:

- Hispanic-serving Institutions

« Historically Black Colleges and Universities (HBCUs)

« Tribally Controlled Colleges and Universities (TCCUs)

« Alaska Native and Native Hawaiian Serving Institutions

. Asian American Native American Pacific Islander Serving Institutions (AANAPISIs)
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Nonprofits Other Thar: Institutions of Higher Education

« Nonprofits with 501(c)(3) IRS Status (Other than Institutions of Higher Education)
« Nonprofits without 501(c)(3) IRS Status (Other than Institutions of Higher Education)

For-Profit Organiza{ions

« Small Businesses
« For-Profit Organizations (Other than Small Businesses)

Local Governments

« State Governments

« County Governments

« City or Township Governments

« Special District Governments

« Indian/Native American Tribal Governments (Federally Recognized)

« Indian/Native American Tribal Governments (Other than Federally Recognized)

Federal Government including the NIH Intramural Program

« Eligible Agencies of the Federal Government
o U.S. Territory or Possession

Other

« Independent School Districts

« Public Housing Authorities/Indian Housing Authorities

« Native American Tribal Organizations (other than Federally recognized tribal governments)
« Faith-based or Community-based Organizations '

« Regional Organizations

« Non-domestic (non-U.S.) Entities (Foreign Institutions)

Foreign Institutions
Non-domestic (non-U.S.) Entities (Foreign Institutions) are eligible to apply.

Non-domestic (non-U.S.) components of U.S. Organizations are eligible to apply.

Foreign components, as defined in the NI/H Grants Policy. Statement (//grants.nih.gov/grants/guide/url redirect.htm?id=11118), are allowed.

Required Registrations
Applicant Organizations

Applicant organizations must complete and maintain the following registrations as described in the SF 424 (R&R) Application Guide to be eligible
to apply for or receive an award. All registrations must be completed prior to the application being submitted. Registration can take 6 weeks or
more, so applicants should begin the registration process as soon as possible. The NIH Policy on Late Submission of Grant Applications
(//grants.nih.gov/grants/guide/notice-files/NOT-OD-15-039.html) states that failure to complete registrations in advance of a due date is not a
valid reason for a late submission.

« System for Award Management (SAM)= (httns://grants.nih.gov/grants/guide/url_redirect.ntm?id=82390) Applicants must complete and
maintain an active registration, which requires renewal at least annually. The renewal process may require as much time as the initial
registration. SAM registration includes the assignment of a Commercial and Government Entity (CAGE) Code for domestic organizations
which have not already been assigned a CAGE Code. g

o NATO Commercial and Government Entity (NCAGE) Code (/grants.nih.gov/grants/quide/url_redirect.ntm?id=11 176) — Foreign
organizations must obtain an NCAGE code (in lieu of a CAGE code) in order to register in SAM.

o Unique Entity Identifier (UEI)- A UEI is issued as part of the SAM.gov registration process. The same UEI must be used for all
registrations, as well as on the grant application.

. eRA Commons (httos://grants.nih.gov/grants/guide/url redirect.htm?id=11123) - Once the unique organization identifier is established,
organizations can register with éRA Commons in tandem with completing their full SAM and Grants.gov registrations; all registrations
must be in place by time of submission. eRA Commons requires organizations to identify at least one Signing Official (SO) and at least
one Program Director/Prinsipal Investigator (PD/PI) account in order to submit an application.

« Grants.gov (//grants.nih.gov/grants/guide/ur redirect.htim?id=82300) — Applicants must have an active SAM registration in order to
complete the Grants.gov registration.

Program Directors/Principal Investigators (PD(s)/Pi(s))
All PD(s)/PI(s) must have an eRA Commons account. PD(s)/PI(s) should work with their organizational officials to either c}eate a new account

or to affiliate their existing account with the applicant organization in eRA Commons. If the PD/Pl is also the organizational Signing Official, they
must have two distinct eRA Commons accounts, one for each role. Obtaining an eRA Commons account can take up to 2 weeks.

Eligible Individuals (Program Director/Principal Investigator)

Any individual(s) with the skills, knowledge, and resources necessary to carry out the proposed research as the Program Director(s)/Principal
Investigator(s) (PD(s)/PI(s)) is invited to work with his/her organization to develop an application for support. Individuals from diverse
backgrounds, including underrepresented racial and ethnic groups, individuals with disabilities, and women are always encouraged to apply for
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NIH support. See, Reminder: Notice of NIH's Encouragement of Applications Supporting Individuals from Underrepresénted Ethnic and Racial
Groups as well as Individuals with Disabilities, NOT-OD-22-019 (hnps://arams.n:hgo;ﬁgrams.qux:e;r‘oti:a-#ifes,NOT-OD-22-0‘1 9.html).

For institutions/organizations proposing multiple PDs/Pls, visit the Multiple Program Director/Principal Investigator Policy and submission details
in the Senior/Key Person Profile (Expanded) Component of the“SF424 (R&R) Application Guide.

2. Cost Sharing

This FOA does not require cost sharing as defined in the 1iIH Grants Policy Statemant. {//grants.nih.gov/grants/quids/url radiract.ntm?

=11128)

i

3. Additional Information on Eligibility

Number of Applications
Applicant organizations may submit more than one application, provided that each application is scientifically distinct.

The NIH will not accept duplicate or highly overlapping applications under review at the same time, per 2.3.7.4 Submission of R2submission
Agplication (h#tps://grants.nih.gov/grants policy/nihgos: HTML 5/section 2/2.3.7 policies affecting_applications him#Submissi). This means that
the NIH will not accept:

« A new (AO) application that is submitted before issuance of the summary statement from the review of an overlapping new (A0) or
resubmission (A1) application.

« A resubmission (A1) application that is submitted before issuance of the summary statement from the review of the previous new (A0)
application.

« An application that has substantial overlap with another application pending appeal of initial peer review (see 2.3.8.4 Similar. Essentiaily

identica!, or |dentical Applicatiocns

(attps:/grants.nih. gov/grants/policy/nihgpsHTML5/section 2/2.3.9 application receipt information and deadlines.htm#Similar.))

Section 1V. Application and Submission Information

1. Requesting an Application Package

The application forms package specific to this opportunity must be accessed through ASSIST, Grants.gov Workspace or an institutional
system-to-system solution. Links to apply using ASSIST or Grants.gov Workspace are available in Part 1 of this FOA. See your administrative
office for instructions if you plan to use an institutional system-to-system solution.

2. Content and Form of Application Submission

It is critical that applicants follow the instructions in the Research (R) Instructions in the SF424 (R&R)_Application Guiae
(hitps://grants.nih.gov/grants/guide/url redirect.htm?id=82400) except where instructed in this funding opportunity announcement to do
otherwise. Conformance to the requirements in the Application Guide is required and strictly enforced. Applications that are out of compliance
with these instructions may be delayed or not accepted for review.

Letter of Intent

Although a letter of intent is not required, is not binding, and does not enter into the review of a subsequent application, the information that it
contains allows IC staff to estimate the potential review workload and plan the review.

By the date listed in Part 1. Overview Information, prospective applicants are asked to submit a letter of intent that includes the following
information:

« Descriptive title of proposed activity

« Name(s), address(es), and telephone number(s) of the PD(s)/PI(s)
« Names of other key personnel

« Participating institution(s)

« Number and title of this funding opportunity

The letter of intent should be sent to:

Email: nimhpeerreview @ mail.nih.gov (mailto:nimhpeerreview & mail.nih.gov)

Page Limitations
All page limitations described in the SF424 Application Guide and the Table of Page Limits (/grants.nih.gov/grants/guide/url redirect.htm?
id=11133) must be followed.

Instructions for Application Submission
The following section supplements the instructions found in the SF424 (R&R) Application Guide and should be used for preparing an application
to this FOA.

SF424(R&R) Cover
All instructions in the SF424 (R&R) Application Guide must be followed.

SF424(R&R) Project/Performance Site Locations
All instructions in the SF424 (R&R) Application Guide must be followed.
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SF424(R&R) Other Project Information
+ Allinstructions in the SF424 (R&R) Application Guide must be followed.

Other Attachments:

Plan for Enhancing Diverse Perspectives (PEDP)

In an "Other Attachment" entitled “Plan for Enhancing Diverse Perspectives," all applicants must include a summary of strategies to advance the
scientific and technical merit of the proposed project through expanded inclusivity. The PEDP should provide a holistic and integrated view of
how enhancing diverse perspectives is viewed and supported throughout the application and can incorporate elements with relevance to any
review criteria (significance, investigator(s), innovation, approach, and environment) as appropriate. Where possible, applicant(s) should align
their description with these required elements within the research strategy section. The PEDP will vary depending on the scientific aims,
expertise required, the environment and performance site(s), as well as how the project aims are structured. The PEDP may be no more than 1-
page in length and should include a timeline and milestones for relevant components that will be considered as part of the review. Examples of
items that advance inclusivity in research and may be part of the PEDP can include, but are not limited to:

« Discussion of engagement with different types of institutions and organizations (e.g., research-intensive, undergraduate-focused, minority-
serving, community-based). .

« Description of any planned partnerships that may enhance geographic and regional diversity.

« Plan to enhance recruiting of women and individuals from groups historically under-represented in the biomedical, behavioral, and clinical
research workforce.

« Proposed monitoring activities to identify and measure PEDP progress benchmarks.

« Plan to utilize the project infrastructure (i.e., research and structure) to support career-enhancing research opportunities for diverse junior,
early- and mid-career researchers.

« Description of any training and/or mentoring opportunities available to encourage participation of students, postdoctoral researchers and
co-investigators from diverse backgrounds.

« Plan to develop transdisciplinary collaboration(s) that require unique expertise and/or solicit diverse perspectives to address research
question(s).

« Publication plan that enumerates planned manuscripts and proposed lead authorship.

« Outreach and planned engagement activities to enhance recruitment of individuals from diverse groups as research participants including
those from under-represented backgrounds.

For further information on the Plan for Enhancing Diverse Perspectives (PEDP), please see hitps://oraininitiative.nih.gov/about/plan-enhancing-
diverse-perspectives-pedp (https://braininitiative.nin.gov/about/plan-enhancing-diverse-perspectives-pedp).

SF424(R&R) Senior/Key Person Profile
All instructions in the SF424 (R&R) Application Guide must be followed.

R&R or Modular Budget
All instructions in the SF424 (R&R) Application Guide must be followed.

Applications are expected to describe major data production cost items (e.g., assay reagents, sequencing) at the beginning of the project and
then describe anticipated cost reductions during the project period with a cost model incorporating a standardized cost structure including a
useful unit (e.g., per experiment or per cell characterized) and identifying large-cost items that dominate the cost model.

Brain Cell Census Assay Reagents Costs:

The use of Brain Cell Assay Reagents in research is generally procured from an external source utilizing a purchase order by the applicant
institution with the analysis underiaken by the applicant institution either utilizing the staff of the requested project or by a specialized service
center. The appropriate budgeting and costing for the procurement and use of these Brain Cell Assay Reagents is addressed below:

For purposes of budgeting and accounting for high volume purchases of Brain Cell Assay Reagents in excess of $50,000 per year, the standard
treatment of these resources as supplies in determining the F&A base of an award will be non-applicable. Instead, the requested and reimbursed
costs for Brain Cell Assay Reagents will utilize as a surrogate the concept of subcontracts (consortium/contractual cost). Therefore for each
budget year, the first $50,000 of Brain Cell Assay Reagents will be treated as “supplies”, and any Brain Cell Assay Reagents in excess of
$50,000 (for high volume requirements) will use as a surrogate the budgeting and reimbursement concept utilized for subcontracts
(consortium/contractual cost), providing consistent budgeting, accounting and reimbursement of these costs.

DNA Sequencing Costs:

For award applications that propose to use DNA sequencing service for omics data production, sequencing costs should be included in the
budget request. If a sequencing contract is established during the project period, sequencing costs may be consolidated, shared, or eliminated
depending on the needs of the BICAN projects. )

BICAN Semi-annual In-person Meeting Costs:
Applications should budget for ccsts to participate in semi-annual in-person BICAN meetings.
PEDP implementation costs:

« Applicants may include allowable costs associated with PEDP implementation (as outlined in the Grants Policy Statement section 7:
https://grants.nih. gov/ grants/policy/nihgps/htmi5/section_7/7.1_general.htm

{https:#/grants.nih gov/grants’/policy/nihgps/htmiS/section 7:7.1 _genaral htm)).
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R&R Subaward Budget
All instructions in the SF424 (R&R) Application Guide must be followed.

PHS 398 Cover Page Supplement
All instructions in the SF424 (R&R) Application Guide must be followed.

PHS 398 Research Plan
All instructions in the SF424 (R&R) Application Guide must be followed, with the following additional instructions:

Specific Aims:

Describe the scientific and data and resource production goals of the proposed research program, and state in priority order the aims of the
Collaboratory to generate brain cell census and atlas (molecular, anatomical, and/or functional) data toward the overall goal of a high resolution
brain cell atlas.

Research Strategy:

In addition to the information requested in the application guide, the applicants should also address the following parts including: 1. Data
Generation, 2. Data Analysis and Management, and 3. Milestones.

1. The Data Generation part includes the research activities under the following three research segments: (i) Molecular Signatures, (ii)
Anatomical Phenotypes, and (iii) Functional Characterization and Brain Cell Atias Use Cases. Applications are expected to:

« Describe the data and resource to be generated and research theme(s);

« Provide a detailed Assay Sampling Plan that will be shared across the BICAN if funded, listing the assays to be performed, the numbers
of samples (e.g., brain structures/regions, cell types, species, sex, age groups/developmental stages, ancestry) to be analyzed, and the
iterative assay design;

« Describe currently existing cell census and atlas datasets and the state-of-the art approaches used;

« State the general issues, gaps, and challenges in the relevant cell census/atlas research;

« Define “breadth and depth” for the proposed project, deseribing cell sampling strategy and supporting data, and how to create highly
granular and high-resolution brain cell atlases for each data type being investigated;

+ Explain how the proposed research segments will contribute uniquely to the overall research aims of the project and the overarching
BICAN goals;

« Propose experimental design to ensure the data generated are rich in content and spatially annotated in a common brain coordinate
framework for the dissemination and use by the broad research community;

« Describe scalable methods with preliminary data and case studies to support their feasibility of generate high-quality data in cost-effective
manner;

. Provide current estimates of data quality and plans for how data quality will be evaluated during the course of the project;

« Describe how to optimize experimental procedures to reduce technical noise and enhance data quality;

« Describe production workflow including throughput as well as rate-limiting steps, and provide plans for assessing and improving the
pipeline;

« Describe quality control/quality assurance measures and decision making process;

« Describe innovative aspects including the generation of novel datasets and tools.

2. The Data Analysis and Management part is expected to:

. Describe database infrastructure, information management and monitoring, management of multimodality data, statistical analysis and
inference of biological mechanisms, data integration and registration to a common brain coordinate system, and computational modeling if
appropriate;

« Propose and justify data/metadata formats and standards to be used while demonstrating flexibility for adopting different ones once the
BICAN is formed;

« Propose data analysis methods and procedures including analysis algorithms and data hierarchy;

. Provide statistical rationale about data quality and informatics analysis about data novelty;

. List and define the data/metadata that have been established by the BICCN projects to ensure seamless and efficient continuous
operation; and

« For shared data, propose when it will be made available and how others will be able to find, access, and reuse it. Note that BICAN
projects will be required to share data in accordance with agreed-upon BICAN sharing policy and standards consistent with achieving the

goals of the program.

3. Milestones. For each approach, clear, quantitative outcomes should be set and described. Annual milestones should reflect the current ability
to produce data from the beginning of the project, and include plans for critically evaluating and revising these milestones on a regular basis.
Year 1 milestones will include planning and defining the Assay Sampling Plan and workflow harmonization across BICAN, which should be
communicated in these milestones. The milestones should be regarded as criteria for evaluating the progress and direction of the project and .
should not be just a restatement of the specific aims. Applications are required to describe in the Research Strategy section the annual
milestones providing specific and quantitative items, which include but are not limited to:

« Target number of attempted experiments (define “experiment” as it relates to the proposed method(s), including informatics);

+ Target number of verified experiments (a practical definition for “verification” is when a dataset has been demonstrated to be of sufficient
quality to merit follow-up experiments and for public release);

« Target number of cells, brain regions, samples, and/or experimental conditions tested;

« Target number of probes and/or antibodies generated and validated (if applicable);

« Product (data or tool) quality as measured by characterization experiments and use of relevant data or tool standards;
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. F?roduction efficiency and cost effectiveness as measured by throughput and cost per experiment, including informatics.
* Letters of Support: Include letters of support/agreement for any collaborative/cooperative arrangements, subcontracts, or consultants.

The applications are expected to include written statements from the officials responsible for intellectual property issues at all of the applicant
institutions (including subcontractors) to the effect that the institution supports and agrees to abide by the resource sharing plans put forth in the
application if applicable. Such letters would be clear expressions of commitment. A separate letter should be sent by each participating
organization, including each subcontractor. Please note that institutional sign-off on the grant application signifies that all relevant components of
the institution, including the relevant office handling intellectual property matters have reviewed and approved the document.

Resource Sharing Plan: Individuals are required to comply with the instructions for the Resource Sharing Plans as provided in the SF424
(R&R) Application Guide.

The following modifications also apply:

. All applications, regardless of the amount of direct costs requested for any one year, must address a Data Sharing Plan. The data sharing
expectations for BRAIN Initiative awards can be found at NOT-MH-19-010 (httgs:#grants.nih.gov/grants/guida/notice-filas/NOT-MH-19-
010.htmli).

A central goal of this FOA is to build up a comprehensive brain cell atlas data resource that will be widely used throughout the research
community for further advancing research. It will take the combined resources of researchers in the public and private sectors many years to
catalog and characterize the biology of brain cells, neuronal connectivity of interest, to understand brain function, and then to use that
information to further the study of neurobiology and to improve public health. The open sharing of the brain census data, research tools, and
resources will not only lead more rapidly to their broad use by the research community, but also encourage scientific rigor in data production and
analysis, with resulting benefits to public health. In order to reap the maximum value from this program, all molecular, anatomical, and
physiological data, experimental protocols, tools generated are expected to be made publicly available. Applications must include a detailed plan
for sharing data and resources and include the following key elements:

. Pfoject management of data and resource sharing;

« A summary of what specific data and resources will be shared,;

« Schedule/timeline for sharing the data and resources;

« Archives and repositories that will house the data and other resources;
« A description of data standards to use and/or to develop.

Data and Data Analysis Sharing. Applicants must provide a specific proposal for data sharing in the application, and address the issues related
to the public release of data and data analyses (see the rationale for Eindability. Accessibility. Interoperability, and Reusability (FAIR) Data
Principles (nttos:/www.go-fair.org/fair-principles/)). NIH BRAIN Initiative Cell Census program is also committed to the timely release of open
source software and data analyses including models, tools, analytic workflows, and user manuals. Applicants are expected to propose open
dissemination of computational methods, software, and tools for unrestricted redistribution and modification. After the initial peer review, the
BRAIN Initiative program staff will be responsible for any additional administrative review of the sharing plan and may negotiate modifications of
the sharing plan with the prospective awardee prior to award. The final negotiated version of the sharing plan will become a term and condition
of the award of the cooperative agreement. After all of the awards have been made, the BICAN Steering Committee, of which all awardees will
be members, will develop a final, common data and resource release plan as appropriate for the project that will address the interests of the data
producers and analysts, as well as the users of the BICAN brain cell census/atlas datasets. Applicants should indicate their willingness to
participate in the development of such a final plan and to accept it. The NIH expects that verified raw data will be submitted "in real time" or other
agreed-upon timeframe depending on the data types and verification requirements to BRAIN Initiative data archives or other long-term publicly
accessible archives such as GEO or others as appropriate. Agreement to abide by the data and data analysis sharing policy is a requirement for
anyone to join the BICAN.

Resource Sharing. Resources generated by the BICAN projects should be made rapidly available to the research community, which include
assay protocols, technology platforms, tools, reagents, user manuals, and preprints. Rapid dissemination of these resources would accelerate
scientific exploration and avoid duplicative resource development effort. The applicant should provide specific plans for resource sharing and
distribution via repositories such as protocols.io, Addgene, GitHub, bioRxiv, or other open repositories in the application. After the initial peer
review, the BRAIN Initiative program staff will be responsible for any additional administrative review of the plan for sharing resources and may
negotiate modifications of the resource sharing plan with the prospective awardee prior to award. The final negotiated version of the resource
sharing plan will become a term and condition of the award of the cooperative agreement. -

Appendix:
Only limited Appendix materials are allowed. Follow all instructions for the Appendix as described in the SF424 (R&R) Application Guide.

PHS Human Subjects and Clinical Trials Information ,

When involving human subjects research, clinical research, and/or NIH-defined clinical trials (and when applicable, clinical trials research
experience) follow all instructions for the PHS Human Subjects and Clinical Trials Information form in the SF424 (R&R) Application Guide, with
the following additional instructions: : : :

If you answered “Yes” to the question “Are Human Subjects Involved?” on the R&R Other Project Information form, you must include at least one
human subjects study record using the Study Record: PHS Human Subjects and Clinical Trials Information form or Delayed Onset Study
record.

Study Record: PHS Human Subjects and Clinical Trials Information
All instructions in the SF424 (R&R) Application Guide must be followed.

Delayed Onset Study
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Note: Delayed onsst (httws:/gran -5 nit.gov/grants/glossary. ntm#DelayedOnsetStudy) does NOT apply to a study that can be described but will
not start immediately (i.e., delayed start).All instructions in the SF424 (R&R) Application Guide must be followed. :

PHS Assignment Request Form
All instructions in the SF424 (R&R) Application Guide must be followed.

Foreign Institutions

Foreign (non-U.S.) institutions must follow policies described in‘the NiH Grants Policy Statement (#/grants.nih.gov/grants/guidefur! redirect.ntm?
ic=111237), and procedures for foreign institutions described throughout the SF424 (R&R) Application Guide.

3. Unique Entity Identifier and System for Award Management (SAM)

See Part 1. Section 1.1 for information regarding the requirement for obtainihg a unique entity identifier and for completing and maintaining
active registrations in System for Award Management (SAM), NATO Commercial and Government Entity (NCAGE) Code (if applicable), eRA
Commons, and Grants.gov

4. Submission Dates and Times

Gart | Ovarview Information contains information about Key Dates and times. Applicants are encouraged to submit applications before the due
date to ensure they have time to make any application corrections that might be necessary for successful submission. When a submission date
falls on a weekend or Eadsaral holiday (https:/;grants.nih.gov/grants/guide/url rediract.htmi 2id=82380}, the application deadline is automatically
extended to the next business day.

Organizations must submit applications to Grants.gov | (//grants.nin.gov/grants’guida/url_radirect.htm?id=11128} (the online portal to find and
apply for grants across all Federal agencies). Applicants must then complete the submission process by tracking the status of the applicatibn in
the eRA Commons (httos:/grants.nih.gov/grants/guide/ur! rediract.ntm?id=11123), NIH's electronic system for grants administration. NIH and
Grants.gov systems check the application against many of the application instructions upon submission. Errors must be corrected and a
changed/corrected application must be submitted to Grants.gov on or before the application due date and time. If a Changed/Corrected
application is submitted after the deadline, the application will be considered late. Applications that miss the due date and time are subjected to
the NIH Policy on Late Application Submission.

Applicants are responsible for viewing their application before the due date in the eRA Commons to ensure accurate and successful submission.
Information on the submission process and a definition of on-time submission are provided in the SF424 (R&R) Application Guide.
5. Intergovernmental Review (E.O. 12372)

This initiative is not subject to intergovernmental review.
(https://grants.nin.gov/grants/policy/nihgps/htmi5/section 10/10.10.1 executive orders.htm)

6. Funding Restrictions
All NIH awards are subject to the terms and conditions, cost principles, and other considerations described in the NIH Grants Policy Statement
(/grants.nih.gov/grants/guidefurl redirect.htm?id=11120).

Pre-award costs are allowable only as described in the NIH Grants Policy Statement (//grants.nih.gov/grants/guide/url redirect.ntm?id=11143).

7. Other Submission Requirements and Information
Applications must be submitted electronically following the instructions described in the SF424 (R&R) Application Guide. Paper applications will
not be accepted.

Applicants must complete all required registrations before the application due date. Section lll. Eligibility Information contains information about
registration.

For assistance with your electronic application or for more information on the electronic submission process, visit How to Apply — Application

g;_pid_e_(b_Qp_s_:[[grgngg,gih,gg\_/[grgntgmgw-gg-agp_ly;amﬁg_aﬁ_og_-guige.htm|),. If you encounter a system issue beyond your control that threatens
your ability to complete the submission process on-time, you must follow the Dzaling with System Issues (hitps://grants.nih.gov/grants/now-to-

submission, contact the Application Submission Contacts in Section VIi.
Important reminders:

All PD(s)/PI(s) must include their eRA Commons ID in the Credential fieldof the Senior/Key Person Profile form. Failure to register in the
Commons and to include a valid PD/P1 Commons ID in the credential field will prevent the successful submission of an electronic application
to NIH. See Section Il of this FOA for information on registration requirements.

The applicant organization must ensure that the unique entity identifier.provided on the application is.the same identifier used in the
organization’s profile in the eRA Commons and for the System for Award Management. Additional information may be found in the SF424
(R&R) Application Guide.

See more ips (//grants.nih.gov/grants/guidesurl redirect.htm?id=11148) for avoiding common errors.

Upon receipt, applications will be evaluated for completeness and compliance with application instructions by the Center for Scientific Review
and responsiveness by components of participating organizations, NIH. Applications that are incomplete, non-compliant and/or nonresponsive
will not be reviewed.
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Applications must include annual milestones. Applications that fail to include annual milestones will be considered incomplete and will be
. withdrawn. Applications must include a PEDP submitted as Other Project Information as an attachment. Applications that fail to include a PEDP
will be considered incomplete and will be withdrawn before review.

Applications Involving the NIH Intramural Research Program

The requests by NIH intramural scientists will be limited to the incremental costs required for participation. As such, these requests will not
include any salary and related fringe benefits for career, career conditional or other Federal employees (civilian or uniformed service) with
permanent appointments under existing position ceilings or any costs related to administrative or facilities support (equivalent to Facilities and
Administrative or F&A costs). These costs may include salary for staff to be specifically hired under a temporary appointment for the project,
consultant costs, equipment, supplies, travel, and other items typically listed under Other Expenses. Applicants should indicate the number of
person-months devoted to the project, even if no funds are requested for salary and fringe benefits.

If selected, appropriate funding will be provided by the NIH Intramural Program. NIH intramural scientists will participate in this program as
PDs/Pls in accord with the Terms and Conditions provided in this FOA. Intellectual property will be managed in accord with established policy of
the NIH in compliance with Executive Order 10096, as amended, 45 CFR Part 7; patent rights for inventions developed in NIH facilities are NIH
property unless NIH waives its rights.

Should an extramural application include the coltaboration with an intramural scientist, no funds for the support of the intramural scientist may be
requested in the application. The intramural scientist may submit a separate request for intramural funding as described above.

Post Submission Materials
Applicants are required to follow the instructions for post-submission materials, as described in the poiicy,
(//grants.nin.gov/grants/guide/url_redirect.ntm?id=82299). Any instructions provided here are in addition to the instructions in the policy.

Section V. Application Review Information

1. Criteria

Only the review criteria described below will be considered in the review process. Applications submitted to the NIH in support of the NiH
mission_(//grants.nin.gov/grants/guide/url_redirect.htm?id=11149) are evaluated for scientific and technical merit through the NIH peer review
system.

For this particular announcement, note the following:

Since this FOA specifically seeks applications to systematically generate brain cell census and atlas data and possibly related tools, the NIH
expects that some applications may propose mature and well-established approaches to produce robust high quality datasets for broad use by
the research community.

Overall Impact

Reviewers will provide an overall impact score to reflect their assessment of the likelihood for the project to exert a sustained, powerful influence
on the research field(s) involved, in consideration of the following review criteria and additional review criteria (as applicable for the project
proposed).

Scored Review Criteria

Reviewers will consider each of the review criteria below in the determination of scientific merit and give a separate score for each. An
application does not need to be strong in all categories to be judged likely to have major scientific impact. For example, a project that by its
nature is not innovative may be essential to advance a field.

Significance

Does the project address an important problem or a critical barrier to progress in the field? Is the prior research that serves as the key
support for the proposed project rigorous? If the aims of the project are achieved, how will scientific knowledge, technical capability, and/or
clinical practice be improved? How will successful completion of the aims change the concepts, methods, technologies, treatments,
services, or preventative interventions that drive this field?

Specific to this FOA:

How well do the proposed aims and scientific questions align with the overarching goals and the expected outcomes of the BICAN? To what
extent do the efforts described in the Plan for Enhancing Diverse Perspectives further the significance of the project?

Investigator(s)

Are the-PD(s)/PI(s), collaborators, and other researchers well suited to the project? If Early Stage Investigators or those in the early stages
of independent careers, do they have appropriate experience and training? If established, have they demonstrated an ongoing record of
accomplishments that have advanced their field(s)? If the project is collaborative or multi-PD/P|, do the investigators have complementary
and integrated expertise; are their leadership approach, governance, and organizational structure appropriate for the project?

Specific to this FOA:

Are the PD/PI and other key personnel devoting sufficient time/effort to achieve the goals? To what extent will the efforts described in the
Plan for Enhancing Diverse Perspectives strengthen and enhance the expertise required for the project?

Innovation
https://arants.nih.gov/grants/quide/rfa-files/RFA-MH-22-292.html ‘ 14/20
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Does the application challenge and seek to shift current research or clinical practice paradigms by utilizing novel theoretical concepts,
approaches or methodologies, instrumentation, or interventions? Are the concepts, approaches or methodologies, instrumentation, or -
interventions novel to one field of research or novel in a broad sense? Is a refinement, improvement, or new application of theoretical
concepts, approaches or methodologies, instrumentation, or interventions proposed?

Specific to this FOA:

How well does the application describe evidence that demonstrates the novelty of cell atlas and census data to be generated? To what
extent will the novel data lead to transformative, paradigm-shifting advances of the field? To what extent will the efforts described in the Plan
for Enhancing Diverse Perspectives meaningfully contribute to innovation?

Approach

Are the overall strategy, methodology, and analyses well-reasoned and appropriate to accomplish the specific aims of the project? Have the
investigators included plans to address weaknesses in the rigor of prior research that serves as the key support for the proposed project?
Have the investigators presented strategies to ensure a robust and unbiased approach, as appropriate for the work proposed? Are potential
problems, alternative strategies, and benchmarks for success presented? If the project is in the early stages of development, will the
strategy establish feasibility and will particularly risky aspects be managed? Have the investigators presented adequate plans to address
relevant biological variables, such as sex, for studies in vertebrate animals or human subjects?

If the project involves human subjects and/or NIH-defined clinical research, are the plans to address 1) the protection of human subjects
from research risks, and 2) inclusion (or exclusion) of individuals on the basis of sex/gender, race, and ethnicity, as well as the inclusion or
exclusion of individuals of all ages (including children and older adults), justified in terms of the scientific goals and research strategy
proposed?

Specific to this FOA:

« For projects involving the use of human brain tissue, how well does the application describe and discuss Human Brain Specimen
Acquisition, Processing, and Characterization? Is the proposed plan likely to result in high quality brain specimens suitable for the
proposed analyses?

« How well does the application describe and discuss the data quality and reproducibility, and data breadth and depth? Does the Assay
Sampling Plan provide adequate details? Are potential pittalls clearly discussed and minimized accordingly?

« How well does the application provide a rationale and supporting data on the adequacy of the cell sampling strategy? Will
experimental designs result in high-resolution cell atlas and cell census data?

« How well does the application present preliminary data to support feasibility of the proposed scalable methods and adequate
throughput? Are rate-limiting steps identified and appropriately addressed?

« How well does the application demonstrate an effective workflow? Does the adequately application describe workflow assessments

and proposed improvements?

« Does the application demonstrate the capability to generate data at scale? Does the application provide sufficient evidence of how
production goals are set and can be attained?

« How well does the application describe data management, modeling, analysis, visualization, and integration? Is the plan for data
registration to a brain atlas and/or common brain coordinate system adequate? Does the application adequatelypropose and justify
standards and formats of the data/metadata, data analysis methods? Are there appropriate data infrastructure(s) and pipeline(s) to
support data sharing?

« How well does the Data Sharing Plan provide a summary of the shared data, a description of the data standards, a plan for the data
archiving, and a timeline for data submission to the archive and sharing data with the research community?

« How well does the Resource Sharing Plan provide a summary of the shared resources, a plan for the resource dissemination via
open repositories, and a timeline for sharing the resources with the research community?

« Are the timeline and milestones associated with the Plan for Enhancing Diverse Perspectives well-developed and feasible?

Environment

Will the scientific environment in which the work will be done contribute to the probability of success? Are the institutional support,
equipment, and other physical resources available to the investigators adequate for the project proposed? Will the project benefit from
unique features of the scientific environment, subject populations, or collaborative arrangements?

To what extent will features of the environment described in the Plan for Enhancing Diverse Perspectives (e.g., collaborative arrangements,
geographic diversity, institutional support) contribute to the success of the project?

Additional Review Criteria

As applicable for the project proposed, reviewers will evaluate the following additional items while determining scientific and technical merit, and
in providing an overall impact score, but will not give separate scores for these items.

Milestones

Are the milestones and timelines sufficiently clear, quantitative, and actionable? Do the milestones provide proper criteria for evaluating the
progress and direction of the proposed research? How thorough and appropriate are the plans for critically evaluating and revising milestones on
a regular basis? How feasible are the timelines proposed for achieving the milestones?

Protections for Human Subjects

For research that involves human subjects but does not involve one of the categories of research that are exempt under 45 CFR Part 46, the
committee will evaluate the justification for involvement of human subjects and the proposed protections: from research risk relating to their
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participation according to the following five review criteria: 1) risk to subjects, 2) adequacy of protection against risks, 3) potential benefits to
the subjects and others, 4) importance of the knowledge to be gained, and 5) data and safety monitoring for clinical trials.

For research that involves human subjects and meets the criteria for one or more of the categories of research that are exempt under 45
CFR Part 46, the committee will evaluate: 1) the justification for the exemption, 2) human subjects involvement and characteristics, and 3)
sources of materials. For additional information on review of the Human Subjects section, please refer to the Guidelines for the Raview
Human Subjects (//grants.nih.gov/grants/guide/url redirect.ntm?id=11175).

Inclusion of Women, Minorities, and Individuals Across the Lifespan

When the proposed project involves human subjects and/or NIH-defined clinical research, the committee will evaluate the proposed plans
for the inclusion (or exclusion) of individuals on the basis of sex/gender, race, and ethnicity, as well as the inclusion (or exclusion) of
individuals of all ages (including children and older adults) to determine if it is justified in terms of the scientific goals and research strategy
proposed. For additional information on review of the Inclusion section, please refer to the Guidslines for the Review of inclusion in Clinical
Research (//grants.nih.gov/grants/guide/url_redirect.ntm?id=11174).

Vertebrate Animals

The committee will evaluate the involvement of live vertebrate animals as part of the scientific assessment according to the following criteria:
(1) description of proposed procedures involving animals, including species, strains, ages, sex, and total number to be used; (2) justifications
for the use of animals versus alternative models and for the appropriateness of the species proposed:; (3) interventions to minimize
discomfort, distress, pain and injury; and (4) justification for euthanasia method if NOT consistent with the AVMA Guidelines for the
Euthanasia of Animals. Reviewers will assess the use of chimpanzees as they would any other application proposing the use of vertebrate
animals. For additional information on review of the Vertebrate Animals section, please refer to the Worksheet for Review of the Vertsbraiz
Animal Section (/grants.nih.gov/grants/guide/url redirect.htm?id=11 150).

Biohazards

Reviewers will assess whether materials or procedures proposed are potentially hazardous to research personnel and/or the environment,
and if needed, determine whether adequate protection is proposed.

Resubmissions

For Resubmissions, the committee will evaluate the application as now presented, taking into consideration the responses to comments
from the previous scientific review group and changes made to the project

Renewals
Not Applicable
Revisions
Not Applicable

Additional Review Considerations
As applicable for the project proposed, reviewers will consider each of the following items, but will not give scores for these items, and should not
consider them in providing an overall impact score.

Applications from Foreign Organizations

Reviewers will assess whether the project presents special opportunities for furthering research programs through the use of unusual talent,
resources, populations, or environmental conditions that exist in other countries and either are not readily available in the United States or
augment existing U.S. resources.

Select Agent Research

Reviewers will assess the information provided in this section of the application, including 1) the Select Agent(s) to be used in the proposed
research, 2) the registration status of all entities where Select Agent(s) will be used, 3) the procedures that will be used to monitor
possession use and transfer of Select Agent(s), and 4) plans for appropriate biosafety, biocontainment, and security of the Select Agent(s).

Resource Sharing Plans
Not Applicable
Authentication of Key Biological and/or Chemical Resources:

For projects involving key biological and/or chemical resources, reviewers will comment on the brief plans proposed for identifying and
ensuring the validity of those resources.

Budget and Period of Support

Reviewers will consider whether the budget and the requested period of support are fully justified and reasonable in relation to the proposed
research. ;
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2. Review and Selection Process "

Applications will be evaluated for scientific and technical merit by (an) appropriate Scientific Review Group(s) convened by NIMH, in accordance
with NIH pear review policy and procedures (//grants.nin gov/grants/quide/url redirect.htm?id=11154), using the stated review criteria
(filex#/C-/Usersimekenzigne/ApeData/LocalMicrosoft Windows/iNetCache/Contant.Outlook/13V4QPZ R/ Research:200raft.doc# 1. Criteria).
Assignment to a Scientific Review Group will be shown in the eRA Commons.

As part of the scientific peer review, all applications will receive a written critique.

Applications may undergo a selection process in which only those applications deemed to have the highest scientific and technical merit
(generally the top half of applications under review) will be discussed and assigned an overall impact score.

Agpeals (https://grants.nih.gov/grants/policy/nihgps/htmlS/section 2/2.4.2 appeals of initial scientific _raview.nim)of initial peer review will not
be accepted for applications submitted in response to this FOA. )

Applications will be assigned on the basis of established PHS referral guidelines to the appropriate NIH Institute or Center. Applications will
compete for available funds with all other recommended applications submitted in response to this FOA. Following initial peer review,
recommended applications will receive a second level of review by the appropriate national Advisory Council or Board. The following will be
considered in making funding decis’ons:

. Scientific and technical merit of the proposed project as determined by scientific peer review.

« Availability of funds.

« Relevance of the proposed project to program priorities.

« Programmatic balance. The purpose is to develop a network with complementary capabilities towards generating a comprehensive
brain cell atlas. Therefore, decisions about awards will consider the mix of capabilities offered by the proposed centers and
collaboratories.

« Relevance of the proposed project to program priorities including the PEDP.

3. Anticipated Announcement and Award Dates

After the peer review of the application is completed, the PD/PI will be able to access his or her Summary Statement (written critique) via
the eRA Commons (https://grants.nih.gov/grants/quide 'url _redirect.htm?id=11123). Refer to Part 1 for dates for peer review, advisory council
review, and earliest start date.

Information regarding the disposition of applications is available in the NIH Grants Policy Statement
(1. grants.nin.gov/grants/guide/url redirect.itm?id=11120).

Section V1. Award Administration Information

1. Award Notices

If the application is under consideration for funding, NiH will request “just-in-time* information from the applicant as described in the NiH Grants
Poiicy. Statement (https://grants.nin.gov. grants/policy/nihgps/HTMLS5/section 2/251 justin-time procedures.htm).

A formal notification in the form of a Notice of Award (NoA) will be provided to the applicant organization for successful applications. The NoA
signed by the grants management officer is the authorizing document and will be sent via email to the recipient's business official.

Recipients must comply with any funding restrictions described in Section IV.5. Funding Restrictions. Selection of an application for award is not
an authorization to begin performance. Any costs incurred before receipt of the NoA are at the recipient's risk. These costs may be reimbursed
only to the extent considered allowable pre-award costs.

Any application awarded in response to this FOA will be subject to terms and conditions found on the Award Conditions and Information for NIH
Grants (hitps://grants.nih.gov/grants/policy/nihgps/HTMLS/part i subpart b.htm) website. This includes any recent legislation and policy
applicable to awards that is highlighted on this website.

Institutional Review Board or Independent Ethics Committee Approval: Recipient institutions must ensure that protocols are reviewed by their
IRB or IEC. To help ensure the safety of participants enrolled in NiH-funded studies, the recipient must provide NIH copies of documents related
to all major changes in the status of ongoing protocols.

2. Administrative and National Policy Requirements

All NIH grant and cooperative agreement awards include the NiH Grants Policy Statement (¢/grants.nin gov/grants/guide/ur] redirect.ntm?
ici=11120) as part of the NoA. For these terms of award, see the NIH Grants Policy Statement Part Il: Terms and Conditions of NiH Grant
Awards, Subpart A: General (//grants.nih.gov/grants/guide/url redirecthtm?id=11157) and Part li: Terms and Conditions of NIH Grant Awards.
Subpart B: Terms and Conditions for Specific Types of Grants, Recipients. and Activities (//grants.nih.gov/grants/guide/url redirect.htm?
id=11159;, including of note, but not limited to:

ederalwide Research Terms and Conditions
nttps://grants.nih.gov/gran:s/policy/nihgps/HTML5/section 3/3.1 federalwide standard terms _and conditions for research grants.htm)
h

Tl

« Prohibition on Centain Telecommunications and Video Surveillance Sarvices or Equipment (https:#/grants. nih.gov/grants/guide/notice-
files/NOT-OD-21-041.himl)
« Acknowledgment of Federal Funding

(htips://grants.nih.gov/grants/policy/nihgps/HTML 5/section 4/4.2.1 achnowledgement of federal funding.htm)
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If a regipient is successful and receives a Notice of Award, in accepting the award, the recipient agrees that any activities under the award are
_subject to all provisions currently in effect or implemented during the period of the award, other Department regulations and policies in effect at
the time of the award, and applicable statutory provisions.

Should the applicant organization successfully compete for an award, recipients of federal financial assistance (FFA) from HHS must administer
their programs in compliance with federal civil rights laws that prohibit discrimination on the basis of race, color, national origin, disability, age
and, in some circumstances, religion, conscience, and sex (including gender identity, sexual orientation, and pregnancy). This includes ensuring
programs are accessible to persons with limited English proficiency and persons with disabilities. The HHS Office for Civil Rights provides
guidance on complying with civil rights laws enforced by HHS. Please see hitps://www.hhs.govicivil-righisifor-providars provider-

obligations/index.htmi (https:/www.hhs.gov/c vil-rights/for-providers/provider-obligations/index.himl) and hitps./ww ~.hhs.govicivil-rights/ior-

individuals/nondiscrimination/indax.htmi (https:/Awww.hhs.gov, civil-tights/for-ingividuals/nondiserimination/index.atmi)

HHS recognizes that research projects are often limited in scope for many reasons that are nondiscriminatory, such as the principal
investigator’s scientific interest, funding limitations, recruitment requirements, and other considerations. Thus, criteria in research protocols that
target or exclude certain populations are warranted where nondiscriminatory justifications establish that such criteria are appropriate with respect
to the health or safety of the subjects, the scientific study design, or the purpose of the research. For additional guidance regarding how the
provisions apply to NIH grant programs, please contact the Scientific/Research Contact that is identified in Section VIl under Agency Contacts of
this FOA. '

+ Recipients of FFA must ensure that their programs are accessible to persons with limited English proficiency. For guidance on meeting
the legal obligation to take reasonable steps to ensure meaningful access to programs or activities by limited English proficient individuals
see nips:; wwer.hhs.gov/civil-rights/for-individuals/spacial-togics/limited-english-proficiency/fact-sheat-guidance/indsx.ntmi
(https:/swww hhs govicivil-rights/for-individuals/special-topics/limited-english-proficiency/fact-sheet-
guidanee/index.html) and https://www.lep.gov (https:/www.lep.govi).

. For information on an institution's specific legal obligations for serving qualified individuals with disabilities, including reasonable
accommodations and making services accessible to them, see http:/Awww.hhs.goviocr/civilrights/understanding/disability/index.htmi
(http:Awww.hhs.gov/ocricivilrights/understanding/disability/index. html).

« HHS funded health and education programs must be administered in an environment free of sexual harassment, see
https://www.hhs.gov/civil-rights/for-individuals/sex-discrimination/index.html (https/iwww.hhs.gov/civil-rights; for-individuals/sex-
discrimination/index.html). For information about NIH's commitment to supporting a safe and respectful work environment, who to contact
with questions or concemns, and what NIH's expectations are for institutions and the individuals supported on NIH-funded awards, please
see https://grants.nih.gov/grants/policy/harassment.htm {https://grants.nih.gov/grants/policy/narassment.nim).

« For guidance on administering programs in compliance with applicable federal conscience protection and associated anti-discrimination
laws see h_t_tps:!.."\.v‘.vw.hhs.qov/conscience.:’conscience-nrotections/indexhrml (https://www.hhs.gov/conscience/cgnsciance-
orotections/index.html) and https:/Awww.hhs.gov/conscience/religious-freedom/index.html (https://www hins.gov/conscience/religious-
freedom/indax.niml).

Please contact the HHS Office for Civil Rights for more information about obligations and prohibitions under federal civil rights laws at
httos://www.hhs.gov/ocr/about-us/contact-us/index.htmi (https://www.hhs.gov/ocr/about-us/contact-usfindex.himli} or call 1-800-368-1019 or TDD
1-800-537-7697.

In accordance with the statutory provisions contained in Section 872 of the Duncan Hunter National Defense Authorization Act of Fiscal Year
2009 (Public Law 110-417), NIH awards will be subject to the Federal Awardee Performance and Integrity Information System (FAPIIS)
requirements. FAPIIS requires Federal award making officials to review and consider information about an applicant in the designated integrity
and performance system (currently FAPIIS) prior to making an award. An applicant, at its option, may review information in the designated
integrity and performance systems accessible through FAPIIS and comment on any information about itself that a Federal agency previously
entered and is currently in FAPIIS. The Federal awarding agency will consider any comments by the applicant, in addition to other information in
FAPIIS, in making a judgement about the applicant's integrity, business ethics, and record of performance under Federal awards when
completing the review of risk posed by applicants as described in 45 CFR Part 75.205 and 2 CFR Part 200.206 “Federal awarding agency
review of risk posed by applicants.” This provision will apply to all NIH grants and cooperative agreements except fellowships.

Cooperative Agreement Terms and Conditions of Award
Not Applicable
3. Reporting

When multiple years are involved, recipients will be required to submit the Besearch Performance Progress Report (RPPR)
{//grants.nih.gov/grants/rpprindex.htm) annually and financial statements as required in the NIH Grants Policy_Statsment.
(https://grants.nih.gov/grantsipolicy/nihgps/HTML5/section 8/8.4.1 reporting.ntm)

A final RPPR, invention statement, and the expenditure data portion of the Federal Financial Report are required for closeout of an award, as
described in the NIH Grants Policy Statement (htips:/grants.nih.gov/grants/policy/nihgps/HTMLS/section 8/8.8 closeout.nim). NIH FOAs outline
intended research goals and objectives. Post award, NIH will review and measure performance based on the details and outcomes that are
shared within the RPPR, as described at 45 CFR Part 75.301 and 2 CFR Part 200.301.

The Federal Funding Accountability and Transparency Act of 2006 (Transparency Act), includes a requirement for recipients of Federal grants to
report information about first-tier subawards and executive compensation under Federal assistance awards issued in FY2011 or later. All
recipients of applicable NIH grants and cooperative agreements are required to report to the Federal Subaward Reporting System (FSRS)
available at www.fsrs.gov (/grants.nih.gov/grants/guide/url redirect.htm?id=11170) on all subawards over $25,000. See the NIH Granis Policy

Statement
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additional information on this reporting requirement.

In accordance with the regulatory requirements provided at 45 CFR 75.113 and Appendix Xl to 45 CFR Part 75, recipients that have currently
active Federal grants, cooperative agreements, and procurement contracts from all Federal awarding agencies with a cumulative total value
greater than $10,000,000 for any period of time during the period of performance of a Federal award, must report and maintain the currency of
information reported in the System for Award Management (SAM) about civil, criminal, and administrative proceedings in connection with the
award or performance of a Federal award that reached final disposition within the most recent five-year period. The recipient must also make
semiannual disclosures regarding such proceedings. Proceedings information will be made publicly available in the designated integrity and
performance system (currently FAPIIS). This is a statutory requirement under section 872 of Public Law 110-417, as amended (41 U.S.C.
2313). As required by section 3010 of Public Law 111-212, all information posted in the designated integrity and performance system on or after
April 15, 2011, except past performance reviews required for Féderal procurement contracts, will be publicly available. Full reporting
requirements and procedures are found in Appendix XlI to 45 CFR Part 75 — Award Term and Conditions for Recipient Integrity and
Performance Matters.

Section VII. Agency Contacts

We encourage inquiries concerning this funding opportunity and welcome the opportunity to answer questions from potential applicants.

Application Submission Contacts
eRA Service Desk (Questions regarding ASSIST, eRA Commons, application errors and warnings, documenting system problems that
threaten submission by the due date, and post-submission issues)

Finding Help Online: http://grants.nih.gov, supuort (/grants.nih.gov/support’) (preferred method of contact)
Telephone: 301-402-7469 or 866-504-9552 (Toll Free)

General Grants Information (Questions regarding application instructions, application processes, and NIH grant resources)
Email: Grantsinfo @nih.gov {mailto:Grantsinfo @nih.gov) (preferred method of contact)
Telephone: 301-945-7573

Grants.gov Customer Support (Questions regarding Grants.gov registration and Workspace)
Contact Center Telephone: 800-518-4726
Email: support @ grants.gov (mailto:support @ grants.gov)

Scientific/Research Contact(s)

Yong Yao, Ph.D.

National Institute of Mental Health (NIMH)

Telephone: 301-443-6102

Email: yyao @ mail.nih.gov (mailto:yyao @ mail.nin.gov)

Peer Review Contact(s)

Nick Gaiano, Ph.D.

National Institute of Mental Health (NIMH)

Telephone: 301-827-3420

Email: nick.gaiano @nih.gov (mailto:nick.gaiano @nih.gov)

Financial/Grants Management Contact(s)

Heather Weiss

National Institute of Mental Health (NIMH {nhtip://www.nimh.nih.gov/}))
Telephone: 301-443-4415

Email: heathar.weiss @ nih.gov (mailto:heather. weiss @nih.gov)

Section VIil. Other Information

Recently issued trans-NIH policy_notices (/grants.nih.gov/grants/qguide/url redirect.htm?id=11163) may affect your application submission. A full
list of policy notices published by NIH is provided in the NIH Guide for Grants and Contracts (/grants.nih.gov/grants/guide/ur! redirect.ntm?
id=11164). All awards are subject to the terms and conditions, cost principles, and other considerations described in the NIH Grants Policy
Statement (//granis.nih.gov/grants/guide/ur! redirect.htm?id=11120).

Authority and Regulations
Awards are made under the authorization of Sections 301 and 405 of the Public Health Service Act as amended (42 USC 241 and 284) and
under Federal Regulations 42 CFR Part 52 and 45 CFR Part 75. ' )

Weekly TOC for this Announcement (/grants/guide/Weeklylndex.cfm?10-07-22)
NIH Funding Oppcriunities and Notices {/grants/guide/index.html)
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Note: For help accessing PDF, RTF, MS Word, Excel, PowerPoint, Audio or Video files, see Hzip Downloading Fiies ({grantsiedocs.nimi.
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