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DISC2 Webinar: Agenda
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Part 1: DISC2 Overview 2:00 - 2:45 PM

• CIRM Mission, Strategic Plan and Pillars of Funding
• DISC2 Quest Awards

• Expected Outcomes and Eligible Candidate Types 
• Scope and Activities
• Applicant Eligibility Requirements
• Review Process and Criteria
• Application Components
• Resources for Applicants
• Common Questions and Mistakes

Part 2: Q&A 2:45 - 3:00 PM
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Graphic Goes Here

Mission Statement



Delivering on CIRM’s Mission
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2006-2020 (Proposition 71)

• Five Pillars of Investment

2021 and Beyond (Proposition 14)

• CIRM’s New Strategic Plan 
• align, enhance and interconnect 

existing pillars
• develop next generation competency 

hubs
• build knowledge networks



Core Funding Opportunities for Product Development
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Outcome

DISC Programs: Expected Outcome and Support

Funding Duration
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Progression
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• Prototype tool/technology ready for translation (e.g. TRAN2/3/4)
• Demonstration of performance in test model(s) relevant to intended 

use 
• Demonstration of technical feasibility to meet design requirements
• Target Product Profile 

• Single candidate ready for translation (e.g. TRAN1)
• Demonstration of reproducible disease/injury modifying activity 

for candidate
• Measures of identity, activity and purity developed
• Target Product Profile

Therapy
Candidate

Technology
Candidate

Quest Awards: Expected Outcome (Deliverables)



Cell Therapy (gene-modified or otherwise): 
• where human stem/progenitor cells compose the therapy; or
• where human stem/progenitor cells are used to manufacture the cell therapy

DISC2: Eligible Therapeutic Candidate Types

Genetic Therapy (altering genome/manipulating nucleic acids in cells)
• that targets a human somatic cell for its therapeutic effect, AND
• intended to replace, regenerate, or repair the function of aged, diseased, damaged, or 

defective cells, tissues and/or organs

Other Therapy (small molecule, biologic, etc.)
• that acts on endogenous human stem cells for its therapeutic effect
• that is dependent on targeting human cancer stem cells for its therapeutic effect
• that modifies a stem cell therapy; OR
• where a human stem cell is necessary to manufacture the therapy (e.g. exosomes)
• where human stem cells are uniquely required for candidate identification and testing



Diagnostics, Device or Tool Candidates:

• human stem/progenitor cell-based diagnostic test, device or 
tool/technology that can be used to discover, advance, monitor, or evaluate 
new therapies; OR

• a novel diagnostic test, device, or tool/technology that addresses a critical 
bottleneck to the discovery, development, or use of stem cell-based or 
genetic therapies; AND
o where the proposed activities include and that propose proof of concept 

testing with human stem cells or relevant human somatic cells targeted 
by a gene therapy

DISC2: Eligible Technology Candidate Types



IN SCOPE ACTIVITIES



What activities does DISC2 support? 

Activities that contribute to the selection of a novel candidate that 
can immediately progress to translation to enable broad use, e.g.

Activities towards demonstrating Proof of Concept

Developing and implementing assays to identify/test/characterize
candidate
Feasibility and reproducibility assessment

Developing a Target Product Profile

Preparation for and conduct of stage-appropriate regulatory 
meetings, if applicable (e.g. INTERACT meeting)



What defines “Proof of Concept (POC)”? 

Stem Cell Based Therapy Candidates (+/- other components)
For example, PSC-derived neuronal cells; gene-modified HSPCs, hNSC + 
biomaterials combination

Demonstration of reproducible disease/injury modifying activity
(DMA), with the candidate* to be translated in a preclinical model 
relevant to the target indication

*Allogeneic candidate: demonstrated using product made from the same 
cells/line intended for translation; line should be clinically compatible

*Autologous candidate: demonstrated using product made from 2 or 
more donor sources, to establish reproducibility of process



What defines “Proof of Concept”?

Genetic Therapy Candidates that are not also stem cell therapies
For example, AAV delivered genes, ASOs, mRNA, oligonucleotides, or ex 
vivo gene-modified somatic cells*, CAR T cells 

Demonstration of reproducible disease/injury modifying activity with 
the candidate* to be translated using a clinically relevant model AND

ü establishing that the genetic therapy candidate targets or has 
activity on a clinically relevant human cell population 

* Note: if a genetic therapy candidate is composed of cells, the allogeneic/autologous 
consideration for proof of concept applies, as described for stem cell therapy candidates



What defines “Proof of Concept”?

Drug or Biologic Candidates 
For example, small molecules, antibodies, peptides, exosomes, etc.

Demonstration of reproducible disease/injury modifying activity with 
the candidate to be translated
ü on or with a clinically relevant human stem/progenitor or cancer 

stem cell population

• If a small molecule requires further optimization beyond the DISC2 project period (e.g. by 
medicinal chemistry to improve properties): the candidate will not be ready for translation

• If the candidate is itself manufactured from human stem/progenitor cells, DMA can be 
demonstrated without the strict requirement for testing on/with human stem/progenitor cells



What defines “Proof of Concept”? 

Technology Candidates* (Diagnostic, Device, Tool)
For example, novel stem cell-based disease models for drug screening; diagnostics 
that incorporate stem cell components; tools for use with stem cell or genetic 
therapies; tools that address genetic therapy or stem cell bottlenecks

Demonstration that candidate (prototype) meets initial performance 
criteria in a test model relevant to intended use

For NON- stem cell-based technology candidates, POC includes 
testing with human cells to demonstrate utility as follows:

• using human stem cells (projects addressing stem cell bottlenecks)
• using human somatic cells (projects addressing gene therapy bottlenecks)

* Note: products containing allogeneic cells will need to be appropriately consented to be considered for translation



What activities are not supported by DISC2? 

Translational and Clinical Stage activities, for example:
• developing GMP, CLIA-compliant processes; GLP studies
• implementing Design Control, developing commercialization process
• Preparing for and conducting IND, IDE, 510(k) filings, etc.
• Preparation for and conduct of clinical trials

Exploratory activities that have not been justified as necessary for 
achieving the expected outcome (product) of the DISC2 program 

Conditional: Use of special supplemental funding to purchase, 
derive, or test hPSC lines that do not meet FDA requirements for 
donor eligibility and/or have not been appropriately consented for clinical 
development and sale (allogeneic cell therapy candidates)



APPLICANT ELIGIBILITY



Applicant Eligibility: Who Can Apply? 

• Only CA institutions can apply
• PI – Must commit least 20% effort
• PI – limited to one DISC2 application per review cycle
• PI must not have a substantially similar application with 

overlapping activities pending review under any CIRM funding 
opportunity.

• Award must be able to start within 90 days of CIRM Board  approval
• For-profit applicants must demonstrate solvency
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REVIEW PROCESS and CRITERIA



Application Review Process

Eligibility: 
CIRM

Merit Review: 
GWG

Funding Decision:
ICOC

Accepted
for Review

GWG
Recommendation

Final
Approval

Application
Submission

Can the 
application be 
reviewed?

Is the application 
scientifically 
meritorious?

Should CIRM 
fund this project?



Application Review Process

Eligibility: 
CIRM

Merit Review: 
GWG

Funding Decision:
ICOC

Accepted
for Review

GWG
Recommendation

Final
Approval

Application
Submission

Can the 
application be 
reviewed?

Is the application 
scientifically 
meritorious?

Should CIRM 
fund this project?

When application volume exceeds GWG capacity

Ø POSITIVE SELECTION 



Positive Selection Overview 
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Review Process for High Volume* Programs
Ø Stage 1: “Positive Selection”- GWG members (Both Scientific and Patient 

Advocate Members from CIRM’s Governing Board) conduct a pre-review of 
all applications to identify a subset that they believe are most impactful and 
responsive

Ø Stage 2 : Applications selected by any given GWG member in Stage 1 
move to Stage 2, the CIRM Standard Review Process

Ø Unselected Applications: do not advance to Stage 2 nor receive 
critiques, but may consider reapplying

* When application volume exceeds GWG capacity



Scientific Review Criteria

1) Does the project hold the necessary significance and 
potential for impact?

2) Is the rationale sound? 

3) Is the project well planned and designed?

4) Is the project feasible? 

5) Does the project uphold principles of Diversity, Equity 
and Inclusion (DEI)?
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Application COMPONENTS and 
CONSIDERATIONS (I)



Application Components: Overview
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Online 
Sections

Attachments,   
Templates



Application – 2 Major Components

1. Completed Online
ü Applicant Details (budget, key personnel, collaborators, etc.)
ü Positive Selection Preview Page- a special summary used for first stage of   

high-volume review

2. Completed as Uploads (attached to online application)
ü Required - must use provided templates (found in Uploads Section)

• Proposal
• Other Support
• Biological Sketches
• Financial Feasibility, Solvency (For Profit Applicants Only)

ü Optional
• Letters of Support
• IP Licenses and MTA 27



Required Application Components: Uploads

Biosketch Other Support

Templates Found in Uploads Section

Proposal



For Profit Applicants Only: Required Uploads

Financial Feasibility 
Assessment Form

Financial Solvency Spreadsheet



Data Sharing and Management Plan (DSMP)

Part A: Data Catalog

Part B: Questionnaire

Data Sharing Overview: Submitted with Application

DSMP: Submitted only if/when Awarded

DSMP Guidelines and Templates at
www.cirm.ca.gov/information-for-applicants



Application Components: Proposal Template
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• Use the required Word Template
• Adhere to prescribed page limits
• Maintain formatting (preset fonts, margins)
• Follow Instructions for each section
• Convert to PDF when finished to upload
• Do not alter margins, font size, etc. 
• Do not exceed page limits 
• Do not leave sections incomplete
• Do not use a “DIY” template 



Application Process: Resubmitting

32

• For resubmissions that did not pass Positive Selection: 
Ø Submit as a new application 

• For resubmissions that received a merit score and GWG feedback
from a previous review:
Ø Designate as a resubmission by selecting “yes” in the Information for 

Review Section
Ø Complete a Resubmission Statement found in the Proposal Form (Uploads)



RESOURCES for APPLICANTS
• Clinically Compatible hPSC lines
• Data Sharing and Management Plans
• Previous DISC2 Review Summaries



Information and Resources for Applicants

Clinically compatible hPSC lines

Data Sharing and Management Plan (DSMP)



Clinically Compatible Cell Lines

DISC2 grantees developing an allogeneic cell-based therapeutic candidate 
must employ a cell line that meets CIRM’s definition of Clinically Compatible:

ü Line can meet Good Tissue Practices (GTP) requirements for donor 
eligibility, or there is plan in place to address GTP

ü Line has been appropriately consented by donor for intended use and for 
clinical development and sale.

hPSC lines from the CIRM iPSC Repository do not meet this definition

A special, optional budget can be requested for acquiring and evaluating 
clinically compatible hPSC lines for the purpose of candidate selection



Clinically Compatible hPSC Lines

www.cirm.ca.gov

www.youtube.com/CIRMTV



Data Sharing and Management 

• DSMP Guidelines

• DSMP Templates for 
Awarded Projects

• Data Repositories Guidance

Omics / Flow Cytometry Data



Previous DISC2 Review Summaries

https://www.cirm.ca.gov/about-cirm/funding-opportunities-discovery-stage-research

Dropdown Menu



COMMON ISSUES – LESSONS 
LEARNED



Common Issues Affecting Eligibility

• Missing key activities needed to meet the Expected 
Outcome/Deliverable 

• Selecting the wrong candidate track (technology vs. therapeutic) 
• Failure to include requisite testing with human cells/stem cells
• Inclusion of out-of-scope or stage-inappropriate activities
• Lacking a basis or rationale for stem cells or genetic therapy 
• Not using the appropriate template(s) for required Uploads
• Incomplete applications

• < 20% PI effort
40



Common Issues Affecting Merit (Score)

• Unlikely to meet Expected Outcome (too premature, too unfocused)
• Preliminary data is insufficient or unconvincing
• Weak alignment with CIRM priorities (superficial link to stem cells, 

genetic therapy or regenerative medicine)
• High technical risk (not acknowledging or addressing pitfalls)
• Missing expertise on team (Address in Key Personnel)
• Grantsmanship issues: poorly written, difficult to follow
• Failure to acknowledge relevant, existing literature
• Poor DEI Statement
• Missing letters of support from a critical collaborator 41
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Contacts and Upcoming Deadlines

Applications due May 2nd, 2023 @2PM PDT 

Programmatic Questions
discovery@cirm.ca.gov

Budgeting and Administrative Questions
grantsmanagement@cirm.ca.gov

Review Questions
review@cirm.ca.gov

mailto:discovery@cirm.ca.gov
mailto:discovery@cirm.ca.gov


Q & A


