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PPTC Primary Objective 
• The PPTC is designed to produce reliable preclinical in vivo data using 

genomically characterized patient-derived xenograft lines so that 
childhood cancer clinical researchers can better prioritize which agents 
to pursue in pediatric clinical trials. 

 



PPTC Key Characteristics  
• Academic testing program led by research leaders for the cancers studied 

• Large panels of genomically characterized models for the diseases studied 

• Focus on in vivo testing to document proof-of-concept for specific responder 
hypotheses 

• Streamlined template-based MTA process 

• Particular areas of interest 
 Combinations designed to potentiate cytotoxic therapy 

 Agents targeting pediatric cancer molecular targets 

 Antibody-drug conjugates targeting pediatric-relevant surface antigens 

 

 



Agent Targets Under Study 
• EZH2 

• Tubulin 

• CHK1 

• HDAC (with cytotoxic agents) 

• NAMPT 

• Wee1 with cytotoxic agents 

• XPO1 

• Proteasome inhibitor 

• LSD1 inhibitor 

• DNMT1 

• Multitargteted kinase 

• DLL3  

• DLK1 

• Menin 

• ROR1 

• AKR1C3 

• MET 

• LRRC15  

 



Evaluating Agents Through PPTC 

• Confidentiality agreement put in place 

• “Agent Proposal” prepared (see application at http://www.ncipptc.org/application) 

• Agent reviewed by PPTC Steering Committee  

• Research Plan developed by PPTC and finalized after review/edits by Collaborator 

• MTA with NCI (see http://www.ncipptc.org/documents) 

• Provision of agent to PPTC Coordinating Center at RTI 

• In vivo testing of agent at relevant Research Program(s) 

• Data sent by Research Program(s) to RTI for analysis by RTI statistical personnel 

• Technical report prepared for collaborator approximately 12 months after drug receipt 

• Abstracts describing results are submitted to international meeting (e.g., AACR) and manuscripts 
are submitted for publication (each after review by collaborating company) 

 

http://www.ncipptc.org/application
http://www.ncipptc.org/documents


PPTC Components 
Role Institution PI 

Coordinating Center Research Triangle Institute (RTI) Greg Gatto, PhD 

Sarcoma & Renal Greehey Children’s Cancer Research Institute Peter Houghton, PhD 
Raushan Kurmasheva, PhD 

Neuroblastoma Children’s Hospital of Philadelphia John Maris, MD 
Yael Mosse, MD 

Osteosarcoma M.D. Anderson Cancer Center Richard Gorlick, MD 
Andy Kolb, MD 

Leukemia Children’s Cancer Institute Australia Richard Lock, PhD 

CNS Baylor College of Medicine Xiao-Nan Li, MD, PhD 

Sponsorship & Funding National Cancer Institute Malcolm Smith, MD, PhD 
Beverly Teicher, PhD 



PPTC  
Organization 



PPTC Funding 
• Total funding of approximately $2.7 million per year 

• Testing of 6 to 10 new agents (or combinations of agents) annually across 
relevant, well-characterized preclinical models. 

• Limited funding for PK/PD studies 



PPTC Material Transfer Agreements 

• Company executes MTA with CTEP/NCI for provision of agent for Pediatric 
Preclinical Testing Consortium only. No other uses of agent under this MTA. 

• NCI has executed MTAs with each of participating institutions and a 
collaboration agreement with the PPTC Coordinating Center 

• No significant modifications to MTAs are accepted from companies; terms of 
institution MTAs and company MTAs are consistent 

• Institution awards were based on acceptance of MTA terms 

 

 



MTA Terms 

• Use agent as provided without making any modifications to agent or 
attempting to analyze compound provided 

• Institution indemnifies company for its use of material and data 

• Company indemnifies institution for its use of data resulting from the project 

• Company granted right to use all data and results for any purpose 



Publications and IP Issues 
• 45 day company review of all manuscripts and 10 day abstract review 

• Institution may not submit without written approval from CTEP to do so after 
any and all NCI and company comments are addressed 

• NCI IP Option to Collaborator included in Institution MTA and Coordinating 
Center Collaboration Agreement.  

• Company receives non-exclusive royalty free license to any invention for commercial purposes, 
and first option to negotiate an exclusive or co-exclusive royalty bearing license for commercial 
purposes.  

• Company will cover patent prosecution and maintenance costs.  

• Company has 3 months to notify institution of interest in obtaining an exclusive license. 
Extended time period to decide if invention will be useful. 

• Unauthorized Use. Company receives a royalty-free exclusive or co-exclusive 
license.  
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Menin Inhibitor for MLL-Rearranged Infant ALL 

• The menin-MLL interaction is critical for the 
oncogenic activity of MLL fusion proteins 

• Blocking the menin-MLL interaction represents 
an attractive therapeutic strategy 

• VTP-50469 is a potent small molecule 
inhibitor of the menin-MLL interaction 

Lock, et al. Abstract 3187, AACR 2018 
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PPTC RNA-seq Results: DLL3 and BCMA (TNFRSF17) 



Antibody-Drug Conjugate  
Targeting DLL3 for Neuroblastoma 

• Delta-like 3 (DLL3) is robustly and differentially 
expressed on the cell surface of neuroblastoma 

• Rova-T (SC16LD6.5) is an ADC targeting DLL3 
composed of the monoclonal antibody SC16 
conjugated to the DNA-damaging D6.5 
pyrrolobenzodiazepine (PBD) dimer toxin 

• Rova-T shows anti-tumor activity in patients 
with small cell lung cancer (SCLC) and large cell 
neuroendocrine carcinoma (LCNEC) with high 
DLL3 protein expression 

• PPTC showed substantial tumor-regressing 
activity for neuroblastoma PDXs 

Sano, et al. Abstract LB-136, AACR 2018 



Wee1 Inhibition Potentiates Irinotecan 
Activity for Selected Preclinical Models 

• AZD1775 is a potent and selective ATP-
competitive inhibitor of WEE1 

• AZD1775 has primarily been studied for its 
ability to potentiate the genotoxic activity of 
anticancer agents 

• PPTC showed potentiation of irinotecan 
activity, with most consistent effect 
observed for osteosarcoma PDXs 
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OS-1 

A. Control;  B. AZD1775;  C. Irinotecan;  D. AZD1775 + Irinotecan Houghton, et al. Abstract LB-B15, AACR-NCI-EORTC Molecular Targets Mtg  
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OS-31 

A. Control;  B. AZD1775;  C. Irinotecan;  D. AZD1775 + Irinotecan Houghton, et al. Abstract LB-B15, AACR-NCI-EORTC Molecular Targets Mtg  



Heterogeneity of 

Pediatric ALL Subtypes  

Pui et al, Blood, 120: 1165-1174, 2012 



• 80 xenografts inoculated in 2 mice each (batches of 40, 40 and 80 mice) 

• All mice bled starting at 2 weeks after inoculation 

• Treatment began for each mouse when it reached 1% huCD45
+
 cells in the peripheral 

blood 

• Event defined as 25% huCD45
+
 cells in the peripheral blood or animal exhibiting 

leukaemia-related morbidity (defined as >50% infiltration of 2 or more organs from 

spleen, bone marrow, liver, kidney, brain or spinal cord) 

• Other mice excluded from analysis 

• Treatments included: 

• Topotecan (0.6 mg/kg IP daily x 5 x 2 weeks, repeated at 21 days) – topoisomerase I inhibitor 

• Birinapant (15 mg/kg IP every 3 days x 5) – SMAC mimetic, IAP degradation, TNF-mediated 

apoptosis 

• When each mouse reaches event leukaemia cells harvested for SNP validation of identity 

 

Single Mouse Trial – Pilot Study 



SMT Summary 

• Single mouse data accurate to + 1 ORM in >85% of mice tested 

• Elimination of contaminated PDX stocks (thymoma) and propensity for NOD/SCID mice 

to develop thymoma (NSG)  >90% testing success rate 

• Possibility of PDX studies on an almost clinical trial scale due to the reproducibility of 

the ALL PDX model 

• Can almost encompass the heterogeneity of ALL in a single experiment 

• Can be used for large scale correlations with in vitro data 

• Power to identify biomarkers of response to established and novel drugs in paediatric 

ALL when combined with exome-seq, RNA-seq and DNA copy number analysis 

• Will present significant logistical challenges to implement routinely 
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www.ncipptc.org  


