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Investigator Initiated Trials

• Investigators concepts developed in clinical trials
• Investigators have a lot of input into study design, protocol, 

biomarkers, end points, accruals
• No one else who is more invested that the investigator !



Do’s 

• How to get ideas (concepts)
• Next steps
• Funding sources
• Timeline  



How to get ideas

• Reading 
• Clinical care
• Collaborations 
• Mentors 



How to get ideas

• Come across a paper which has a brilliant pre-clinical paper 



• Window of opportunity trial, PARP inhibitor, Rucaparib Affect on PD-
L1 expression in TNBC 

• Jiao S, Xia W, Yamaguchi H et al. PARP inhibitor upregulates PD-L1 expression 
and enhances cancer-associated immunosuppression. CCR 2017



How to get ideas

• Reading 
• Clinical care
• Collaborations 
• Mentors 



• Window of opportunity trial, PARP inhibitor, Rucaparib Affect on PD-
L1 expression in TNBC 

• Jiao S, Xia W, Yamaguchi H et al. PARP inhibitor upregulates PD-L1 expression 
and enhances cancer-associated immunosuppression. CCR 2017

• Estradiol levels in patients with breast cancer treated with Estring



How to get ideas

• Reading 
• Conferences

• Collaborations 
• Mentors 



Collaborations 

• Pilot trial of Syndros in decreasing opioids in breast cancer subjects 
with bone metastases 

• Diffuse Tensor Imaging in predicting development of CIPN in patients 
with breast cancer 

• T-DM1 and palbociclib with metastatic HER2+ breast cancer 



How to get ideas

• Reading 
• Conferences
• Collaborations 

• Mentors 



• NSAID effects on clinical and imaging breast biomarkers 



Do’s 

• How to get ideas
• Next steps
• Funding sources
• Timeline  



Next steps 

• Put your thoughts on paper
• Get your background information 
• Next thing is meet with your statistician- Do not write your specific 

aims without input from your statistician 



Do’s 

• How to get ideas
• Next steps
• Funding sources
• Timeline  



Funding sources 

• Internal pilot funding 
• External peer reviewed funding
• Pharma 
• Talk to your mentors/colleagues 



Funding sources 

• Window of opportunity trial, PARP inhibitor, RucapArib Affect on PD-L1 
expression in TNBC – UACC/Pharma (drug only) 

• Estradiol levels in patients with breast cancer treated with Estring (UACC)
• Pilot trial of Syndros in decreasing opioids in breast cancer subjects with 

bone metastases (UACC-pilot grant) 
• Diffuse Tensor Imaging in predicting development of CIPN in patients with 

breast cancer (BTE grant) 
• T-DM1 and palbociclib with metastatic HER2+ breast cancer (Pharma)
• NSAID and breast biomarkers (NIH) 



Do’s 

• How to get ideas
• Next steps
• Funding sources
• Timeline  



• Background information
• Feasibility 

• Meet with statistician
• Pitching concept LOI

• Funding sources
• Budget 
• Contracts 

Protocol



Timeline 

• Window of opportunity trial, PARP inhibitor, Rucaparib Affect on PD-L1 
expression in TNBC – 2 years 

• Estradiol levels in patients with breast cancer treated with Estring – 6 
months 

• Pilot trial of Syndros in decreasing opioids in breast cancer subjects with 
bone metastases – 1 year

• Diffuse Tensor Imaging in predicting development of CIPN in patients with 
breast cancer (BTE grant) – 6 months 

• T-DM1 and palbociclib with metastatic HER2+ breast cancer (Pharma)-1.5 
years 

• NSAID and breast biomarkers (NIH) 



Other stuff 

• Budget 
• Contracts 



DO’s 

• Get your ideas
• Plan your protocol stages- LOI/Funding/budget/contracts- many of 

them can be simultaneous 



DON’T

• Do not ever give up!!!!



Resources 

• CITI
• ACRP

• Protocol builder 
• Templates/drafts for ICF



QUESTIONS 
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US CHILDHOOD CANCER STATISTICS

Siegel et al, CA: A Cancer Journal for Clinicians 2024

Ages 0-15 yr 9620 cases/yr
Ages 15-19 yr 5290 cases/yr
Total 14,910 cases/yr

1/600 children will develop cancer by age 15
1/330 children will develop cancer by age 20



Age-Adjusted Pediatric Cancer Mortality Rate 

Smith et al, Cancer, 2014

Deaths per 100,000 Deaths averted

5-year overall survival- 85%



CONTINUING CHALLENGES

• Survival Rates Poor for some groups
– High-grade gliomas, diffuse intrinsic pontine gliomas
– Metastatic Sarcomas
– High-Risk Neuroblastoma
– Acute Myeloid Leukemia
– Infant Leukemia



~500,000 pediatric 
cancer survivors in US

40% will develop a 
severe health problem

Childhood Cancer Survivorship



CHALLENGES FOR PEDIATRIC ONCOLOGY 
CLINICAL TRIALISTS
• Each individual pediatric cancer is rare

– Takes years to complete accrual to phase 3 trials 
• Molecular subtyping adds to the rarity
• With high survival rates, it requires more patients to 

demonstrate further improvement
• Pharma companies not as supportive of pediatric oncology 

trials compared to medical oncology trials, though recent 
regulations have incentivized them

• Single large NCTN cooperative group- Children’s Oncology 
Group—limiting opportunities to lead studies
– Smaller disease-specific groups run phase 1 and 2 trials



CHILDREN’S NATIONAL

ONCOLOGY CLINICAL RESEARCH PROGRAM

Research Consortia Investigator-Initiated Multi-site non-consortium

More than 100 Clinical Trials Open



• 15 institutions
• NCI charter 2000
• 55 Therapeutic, 13 

non-therapeutic 
trials 

Clinical Trial Consortia

https://ctep.cancer.gov/initiativesPrograms/pep-ctn.htm


CLINICAL RESEARCH PRODUCTIVITY (NON-CELL THERAPY)

ENROLLMENT NUMBERS
2022-2023

ONCOLOGY DVL NEURO-
ONCOLOGY

TOTALS

NON-THERAPEUTIC 273 - - 273 Non-
Therapeutic

THERAPEUTIC PHASE I N/A 34 36 70 Phase 1

THERAPEUTIC PHASE II 5 12 15 32 Phase 2

THERAPEUTIC PHASE III 62 N/A 4 66 Phase 3

TOTALS 340 46 55 441 TOTAL 
ACROSS 
PORTFOLIOS



ABOUT ME
• Pediatric Oncologist (Solid Tumors) 
• Main research focus on Wilms tumor and other childhood 

kidney cancers
• Early-Mid Career: NIH-funded lab with focus on telomere 

biology 
• Mid-Current Career: Children’s Oncology Group (COG)

– Led several phase II and III clinical trials and biology studies
– Renal Tumor Committee: Past Chair, currently Vice Chair for 

Publications
– Member of COG Scientific Council
– Institutional PI for Children’s National
– R50 Clinical Research Specialist Award (2023-2028)



DEVELOPMENT OF CAMPTOTHECINS FOR WILMS TUMOR: 
AN ILLUSTRATIVE EXAMPLE

Early 2000s
St. Jude Collaboration with Peter 

Houghton (PhD) to create 
a panel of Wilms tumor 

PDX models



HEAT MAP OF ACTIVITY OF DIFFERENT DRUGS:
RED: MAINTAINED COMPLETE RESPONSE
GREEN: PROGRESSIVE DISEASE

Tumor Line WT1 WT5 WT7 WT8 WT9 WT
10 WT6 WT

11
WT
13

Histology FH FH FH FH FH FH FH* FH* AH
Vincristine
Doxorubicin
Dactinomycin
Cyclophosph
Etoposide
Paclitaxel
Cisplatin
BCNU
Topotecan
Irinotecan
Temozolomide
Ixabepilone

KEY MCR CR PR SD PD No 
Data



37 patients with multiply 
recurrent Wilms Tumor 
enrolled

48% Response Rate

2007



Phase 2 Window of 
Vincristine/Irinotecan for 
newly diagnosed stage IV 
Diffuse Anaplastic Wilms 

Tumor

78% Response Rate

2020



Phase 3 Study of Upfront 
Treatment of Favorable 
Histology Wilms Tumor

Randomization between 
vincristine/irinotecan 
versus doxorubicin or 

cyclo/etoposide

Activating April 1, 2025

1440 Patients



LESSONS LEARNED

• Oncology drug development is a long game
• Start with an idea based on observations in patients
• Take advantage of institutional strengths and 

resources; collaborate with biologists and 
translational researchers

• Even in rare populations, clinical trials can be 
successful with external collaborators (think of multi-
site studies)

• Successful small trials can lead to a change in 
standard-of–care and larger-scale cooperative group 
studies



QUESTIONS/DISCUSSION
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