
Administrative Supplements for P30 Cancer Center Support Grants (CCSG) and P50 Specialized Programs 
of Research Excellence (SPORE) Grants to Support Research in Cell-based Immunotherapies of Human 
Cancer 
 

Key Dates 
 

Release Date:  April 16, 2019 
Request Receipt Date: June 4, 2019 
Earliest Anticipated Start Date for Awards: August 15, 2019 

 
Purpose 

 
The National Cancer Institute (NCI) announces an opportunity for supplemental funding to enhance the 
efficacy of cell-based immunotherapies for human cancer. Strategies using the transfer of engineered and 
non-engineered immune cells to cancer patients who have failed other therapies have had remarkable 
success. However, currently the number of patients and cancers in which these therapies have proven 
efficacious is relatively low. A long-term goal of the NCI is to promote greater efficacy and broad-based 
adoption of cell-based immunotherapies for many different types of cancer, hematological and solid. The 
short-term goal of these supplements is to provide funding for centers to perform developmental and 
preclinical research that addresses specific challenges in cell-based immunotherapies.  
 
Centers must have existing Good Manufacturing Procedures (GMP) capacity or full-time access to a GMP 
facility and the ability to conduct clinical trials of cell-based immunotherapies of cancer (although GMP 
manufacturing and clinical trials are not supported by this supplement). Examples of challenges that could 
be addressed include but are not limited to: identification of new targets for cell-based immunotherapy, 
increasing efficacy and/or safety of cell-based immunotherapies using known or new targets, technology 
development in service of improving the ability to conduct multicenter trials with immune cell therapies, 
improving vectors and their production and yield, increasing immune cell yield, reducing off-tumor (toxic) 
effects, strategies to address low or heterogenous target expression, improving therapeutic immune cell 
persistence and persistent functionality, optimizing therapeutic immune cell trafficking to target tumor 
cells, overcoming the immunosuppressive tumor microenvironment of solid tumors, and overcoming 
resistance mechanisms.  
 
Non-responsive applications include proposals of therapies that target tumors directly and not immune 
system regulation of tumors, proposals of therapy that are not cell-based, and proposals that cannot 
reasonably be completed in one year of supplemental funding with a second year of a no-cost extension.  
The awardees of these administrative supplements will be required to form a network that will meet 
regularly to collaborate and accelerate the pace of research in this field. 
 
All NCI-Designated Cancer Centers and SPORE grants are eligible for funding. A letter of intent is not 
required; a full proposal of no more than 6 pages must be submitted by the request receipt date to the 
NCI Office of Cancer Centers for P30 supplements, or to the NCI Translational Research Program for P50 
supplements. Funding is contingent upon NCI approval of the proposal, which will include both a scientific 
and budgetary evaluation. Only one supplement will be allowed per institution. These administrative 
supplements are designed to address focused areas of challenge in cell-based immunotherapies of cancer. 
Proposals should have immediate translational value and applicants should be capable of translating 
results into appropriate clinical trials in the future.  
 

Background 
 
In the past few decades the research and application of cell-based immunotherapies for cancer have 
grown from preclinical and clinical studies in a few labs and centers to FDA-approved therapies for some 
cancers1. Steven Rosenberg (NCI) pioneered TIL (tumor-infiltrating lymphocyte) therapy for the treatment 
of melanoma and other epithelial cancers. In 1988, Rosenberg reported results of TIL plus IL-2 therapy in 
patients who were pretreated with cyclophosphamide for lymphodepletion. Objective response (50% 



reduction) was achieved in 9 of 15 patients naïve to IL-22. Since then, a number of improvements in TIL 
therapies have resulted in complete durable responses in a number of cancer types3. However, there are 
many areas of study that could potentially improve the efficacy and availability of TIL therapy. These 
include studies on the effects and optimization of lymphodepletion protocols, the effects of soluble 
mediators on TIL persistence and function in vivo, and TIL enrichment and culture conditions. TIL cultures 
can be skewed or enriched for desirable cell types such as those with “stemness” qualities4. In addition to 
returning expanded numbers of TILs to the patient, one can also engineer TILs with one or more T cell 
antigen receptors (TCRs) directed against known tumor antigens with the aim of improving tumor 
recognition. Examples of such TCR-T cells include those directed against HPV-16 (oropharyngeal and 
cervical cancers), NY-ESO-1 (sarcomas and other solid tumors), and AFP (hepatocellular carcinoma)5. As 
with standard TIL therapy, optimization of lymphodepletion, T cell enrichment protocols, T cell culture 
conditions, improved delivery, and a variety of other simultaneous patient treatments could improve 
efficacy. 
 
TCRs from endogenous TILs or from engineered TCR-Ts recognize short peptide antigens in the context of 
the host major histocompatibility complex (MHC) on antigen presenting cells. On the other hand, 
antibodies can recognize a variety of antigens and their binding to antigen on the cell surface is not MHC-
restricted. To increase the range of target antigens that could be bound by T cells and to benefit from the 
high affinity binding of antibodies to epitopes, chimeric antigen receptors (CARs) were introduced in the 
late 1980s6. A typical second-generation CAR contains an extracellular antibody-derived single-chain 
variable fragment (scFv) that binds a tumor-specific antigen, a spacer and transmembrane domain, and an 
intracellular signaling domain consisting of one or more costimulatory domains (often from CD28 or 4-
1BB) and the TCRζ chain, which drives T cell signaling and proliferation. CD19 CARs were the first clinically 
tested CARs and CD19-CAR T cell therapy resulted in high response rates in cancers including B-cell acute 
lymphoblastic leukemia. Because CD19 has pan-B cell-specific expression, B cell aplasia can also result 
from CD19-CAR T cell therapy. Challenges to achieving successful CAR T therapies include identification of 
a tumor-specific target, heterogenous target expression within tumor cells, immunosuppressive tumor 
microenvironments, barriers to trafficking of CAR T cells to tumors, trogocytosis, and toxicities7. Some 
approaches to addressing these challenges include improved CAR design, tuning the affinity of the CAR, 
small molecule-mediated control of CAR expression, targeted integration of the CAR, logic-gating of CAR 
recognition, and suicide mechanisms. CAR T cells can also be engineered to express other molecules such 
as cytokine receptors to target them to cytokines specific to tumors or the tumor microenvironment 
(TME), cytokines to increase efficacy, or molecules that combat immunosuppressive factors in the TME, 
such as extracellular matrix-degrading enzymes or enzymes enabling reactive oxygen species breakdown8. 
The possibility of gene editing now introduces a multitude of changes that could be proposed to increase 
CAR T cell efficiency. CAR T cell therapy can also be combined with other therapeutic modalities such as 
checkpoint inhibitors, cytokines, modulators of the TME, and inducers of immunogenic cell death of tumor 
cells. As is the case for TILs and TCR-Ts, culture conditions and enrichment for specific T cell phenotypes 
can optimize efficacy in vivo.  
 
Preparation of cells for these cell-based immunotherapies is time-consuming, labor-intensive, and 
expensive because of the personalized nature of the therapies and as a result has limited the adoption of 
this therapy in a broad manner. So called “off-the-shelf” methods including CAR-expressing natural killer 
cells9, “universal” CAR T cells10, gamma delta CAR T cells11, and alternative delivery methods12 could 
increase accessibility. Strategies to overcome challenges presented by cell-based methods reviewed here 
include increasing the persistence and persistent function of transferred immune cells, optimizing targets, 
addressing target heterogeneity, modulating immunosuppressive cells and microenvironments, and 
minimizing toxicities. The goal of these supplements is to (a) support technological and preclinical studies 
addressing these and other challenges in cell-based immunotherapies, which can be readily translated to 
clinical trials across the country in a broad-based manner, and (b) provide the NCI advice on the research 
gaps in the field that could benefit from further support using other competitive Funding Opportunity 
Announcement mechanisms.  
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Administrative Supplements 
 

Currently, many NCI-Designated Cancer Centers and SPOREs have the capability to develop, test in vitro 
and in preclinical models, produce under GMP conditions, and perform clinical trials with a variety of 
novel immune-cell adoptive therapies. These institutions are often the incubators for optimizing cell-
based agents and the procedures for producing them through pilot projects. The goal of this solicitation 
is to give investigators at NCI-Designated Cancer Centers and SPOREs an opportunity to submit one-
year supplement proposals for technological and/or preclinical studies of new or improved immune-
cell agents or production methods with an emphasis on overcoming barriers for the broad-based 
adoption of these therapies for hematologic and solid human cancers.  

 
Eligible Institutions 

 
P30 CCSG awardees in NCI-Designated Cancer Centers and P50 SPORE grant PIs are eligible to apply if 
therapy with immune cell-based agents is an integral part of the grant’s mission and is included as a 
component of the grant. However, Cancer Centers whose P30 CCSG and SPOREs whose P50 will be in a 
cost-extension or a no-cost extension at the time the award is made in FY19 are not eligible for this 
supplement. Arrangements between the NCI-Cancer Center and any other participating institution 
concerning intellectual property and publications should be defined by the institutions involved prior to 
submission of this supplement application. 

 
Number of Applications 

 
Only one application per institution is allowed. Each application must include a cover letter from the 
NCI-Cancer Center Director or from the SPORE Director, with concurrence from the Authorized 
Organization Official (AOR). 



 
Letter of Intent 

 
A letter of intent is not required for this supplement. 

 
 

Terms and Conditions of Funding and Allowable Costs 
 

The budget should justify all the direct and indirect costs. Supplements are for one year only, although a 
one-year no-cost extension will be allowed. We anticipate that up to 6 to 8 awards of no more than 
$500,000 total cost each will be made in the 2019 fiscal year.  Allowable costs include funding for the 
Project Leader of the study (maximum of 20% effort), who must be a member of the NCI-designated 
cancer center or the Principal Investigator (PI) or a Project Co-Leader of a SPORE grant; funding for 
required expertise to complete this project; and costs for supplies. The purchase of large pieces of 
equipment through this supplement will not be permitted. 

 
Supplement Award Application Procedures 

 
1. Cover Letter 

A cover letter should accompany each application and include the following: 
a. Request for an administrative supplement to support the project 
b. Title of the supplement 
c. P30 or P50 grant number 
d. Contact information for the Cancer Center Director or SPORE PI and the Project Leader 
e. Signatures of the Cancer Center Director or SPORE PI and the Authorized 

Organization Representative (AOR) 
 

2. Application 
a. Standard PHS 398 (pages: 1-5) 

i. Item 2: check yes and provide the title indicated in the cover letter, 1.b. 
ii. Item 7A-8B, denote the direct and total costs for the project. 

iii. The AOR must sign the face page. 
iv. Include a detailed budget description. 
v. Provide NIH biographical sketches for the P30 or P50 Principal Investigator 

and the Project Leader of the sub-award. 
 

3. Summary of the Project Proposed 
The applicant should attach a summary of the project including a description of aims; specific 
approach to be used to complete this project; investigators; and environment where the work 
will be performed. The summary should be no more than 6 pages excluding a reference list.  For 
the specific approach, the summary should include (a) premise for the work proposed, (b) the 
type of vectors to be used or improved, if appropriate, (c) the tumor cell antigen(s) that will be 
targeted, (d) specific technology that will be used or developed, (d) in vitro or in vivo models 
that will be used to test the cell-based agent developed, and (e) the metrics for success of the 
project including safety experiments.  For the description of the investigators, the track 
record/experience of the proposed leader(s) and collaborators with this type of project is 
essential. For the environment discussion, the following should be described: the facilities for 
completing this project, the institutional GMP facility or access to a GMP facility that could be used 
in the future for a follow-on clinical project, and any organizational relationships between the 
institution and subawards.  A statement that the awardee will be willing to form a collaborative 
network with other awardees in order to contribute ideas and to advise the NCI on future 
directions is required. A full budget with justification should be included. 

 
4. Justification of Staff 

Attach CV of Project Leader and any other key personnel, including investigators who will 



provide immunological, model development, sequencing and biostatisical analyses, if required. 
Note that in order to qualify for a supplement, the name of the Project Leader must be 
proposed at the time of submission. 

 
Application Submission 
 
P30 or P50 supplement applications may be submitted as a signed, scanned PDFs to Ms. Nga Nguyen at 
nga.nguyen2@nih.gov for CCSGs, or to Ms. Tamara Walton at ncitrp-r@mail.nih.gov for SPOREs by 5:00 
p.m. (local time) on the receipt date. Awards will be made in FY19 for a one-year period. One no-cost 
extension may be requested following the initial funding period for this supplement. 

 
Evaluation Criteria 

 
Supplements will be administratively evaluated by NCI staff with appropriate expertise.  There will not 
be a secondary review process. 

 
Awards 
 

Awards will be based on responsiveness to the goals of this announcement and the availability of funds. 
 

Reporting Requirements/Deliverables 
 

As part of the annual progress report for either the parent NCI Cancer Center Support Grant or the 
SPORE grant, include information on what has been accomplished via the administrative supplement 
during the funding period. A copy of the annual progress report for the administrative supplement 
should also be sent to Dr. Toby T. Hecht by email at hechtt@mail.nih.gov. 

 

Questions 
 

Please contact Dr. Toby T. Hecht (telephone: 240-276-5683; Email: hechtt@mail.nih.gov) or the NCI 
Program Director for your P30 CCSG award (telephone: 240-276-5600) for questions related to the 
supplement. 

mailto:nga.nguyen2@nih.gov
mailto:ncitrp-r@mail.nih.gov
mailto:jeffrey.moscow@nih.gov
mailto:jeffrey.moscow@nih.gov
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