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Provocative Questions initiative

The Provocative Questions (PQ) initiative supports innovative research 
strategies to address perplexing and underexplored cancer research questions 
identified by the cancer research community.

about the Provocative Questions

PQs are framed to inspire scientists across 
the spectrum of cancer research to imagine 
new approaches to challenging research 
questions. PQ research projects address 
questions related to:

• Cancer-relevant biological observations 
that are underexplored or poorly 
understood 

• Recent biological discoveries that reveal 
gaps in our understanding of cancer

• Challenging research problems made 
accessible by recent technological 
advances 

themes Driven by the  
cancer research community

Experts from the extramural research 
community identify understudied problems in 
cancer research to assemble the Provocative 
Questions, which are then evaluated and 
prioritized by scientific experts within NCI. 
This process helps ensure that the questions 
cover a broad range of scientific disciplines 
and reflect the diverse and continually 
evolving field of cancer research.

trans-Divisional management  
anD interDisciPlinary review

PQ is coordinated by NCI’s Center for Strategic 
Scientific Initiatives (CSSI) and involves 
more than 75 program directors from NCI’s 
extramural divisions. This trans-divisional 
coordination ensures sufficient breadth of 
expertise regarding the diverse topics covered 
by the PQ Initiative. 

FunDing oPPortunities

NEW APPLICATIONS
Support for research that addresses a 
scientific problem identified in one of the 
12 current PQs.

RFA-CA-18-019 (R01)

RFA-CA-18-020 (R21)

REVISIONS
Support up to $150,000 DC/year to incorporate 
a PQ component in existing research projects. 

RFA-CA-18-021 (R01)

RFA-CA-18-022 (U01)

RFA-CA-18-023 (P01)

RFA-CA-18-024 (P50)



PQ1
What molecular mechanisms 
influence disease penetrance in 
individuals who inherit a cancer 
susceptibility gene? PQ2

How do variations in immune 
function caused by comorbidities 
or observed among different 
populations affect response to 
cancer therapy?PQ3

Do genetic interactions between 
germline variations and somatic 
mutations contribute to differences 
in tumor evolution or response to 
therapy?

PQ4
Can we develop tools to directly 
change the expression or 
function of multiple chosen genes 
simultaneously and use these tools 
to study the range of changes 
important for human cancer?

PQ5
How does mitochondrial 
heterogeneity influence 
tumorigenesis or progression?

PQ6
How do circadian processes affect 
tumor development, progression, 
and response to therapy?

PQ7
How do cancer-specific subcellular 
pathognomonic structures 
develop, what is their function, 
and can they be a source of novel 
therapeutic targets?

PQ8
What are the predictive biomarkers 
for the onset of immune-related 
adverse events associated with 
checkpoint inhibition, and are they 
related to markers for efficacy?PQ9

Can we develop bifunctional small 
molecules that will couple onco- 
proteins or other cancer causing 
molecules of interest to inactivating 
processes such as degradation 
and achieve tissue-specific loss of 
function?

PQ10
How do microbiota affect the 
response to cancer therapies?

PQ11
Through what mechanisms do diet 
and nutritional interventions affect 
the response to cancer treatment?

PQ12
What are the molecular and/or 
cellular mechanisms that underlie 
the development of cancer 
therapy-induced severe adverse 
sequelae?

active PQs

https://provocativequestions.nci.nih.gov


