
429TiP: A Phase 1 Study of Synthetic Lethal, IDE397 (MAT2A Inhibitor) as a Monotherapy and
in Combination with Chemotherapy in Advanced Solid Tumors Harboring MTAP Deletion

M. Johnson1, J. Rodon2, R. Aljumaily3, M. Villalona-Calero4, E. Borazanci5, M. Pishvaian6, A. Turk7, R. Carvajal8, C. Mantia9, G. Giaccone10, Z. Mounir11, A. Patel11, M. Maurer11, C. Neilan11, D. Rajendran11, U. Ganesan11, J. Hinkle12, A. Tolcher13

1. Lung Cancer Research, Sarah Cannon Research Institute and Tennessee Oncology Cancer Centre, Nashville, TN, USA 2. Drug Development Department, The University of Texas M. D. Anderson Cancer Center, Houston, USA 3. Associate professor, Hematology/Oncology, Stephenson Cancer Center/University of Oklahoma, Oklahoma City, USA 4. Director, Early Phase Therapeutics Program, City of Hope National Medical Center, Duarte, USA 5. Medical Oncology, HonorHealth Research Institute, Scottsdale, USA 
6. Oncology Department, Johns Hopkins University, Baltimore, USA 7. Medical Oncology Department, Indiana University Simon Cancer Center, Indianapolis, USA 8. Division of Hematology/Oncology, Columbia University Medical Center College of Physicians & Surgeons - New York Presbyterian Hospital, New York, NY, USA 9. Genitourinary Oncology department, Dana Farber Cancer Institute, Boston, USA 10. Oncology, Weill Cornell Medicine, New York, MD, USA 11. IDEAYA Biosciences, USA 12, Early Phase, USA, 
13. NEXT ONCOLOGY, USA

Background

• Methylthioadenosine phosphorylase (MTAP) deletion occurs in ~15% of solid tumors in the setting of 9p21 loss
and is associated with poor survival (Nature Communications; 2021; 12:5606; Han G)

• Loss of MTAP results in methylthioadenosine (MTA) accumulation and partial inhibition of protein arginine
methyltransferase-5 (PRMT5)

• Inhibition of methionine adenosyltransferase-2a (MAT2A) results in reduction of s-adenosyl methionine (SAM),
starving PRMT5 of its methylation substrate with resulting selective sensitivity of MTAP null cancer cells

• IDE397 is a novel MAT2A inhibitor being evaluated in cancer patients harboring a MTAP deletion. IDE397 has
superior cellular potency, selectivity, and drug properties, including lack of predicted liver toxicity and high
solubility, compared to compounds under clinical investigation

• In PDX models, IDE397 has been shown to exploit the synthetic lethal relationship between MTAP deletion and
MAT2A with broad activity and regressions of tumors with MTAP loss when administered as a single agent and in
combination with other agents such as taxanes, pemetrexed and MTA-cooperative PRMT5 inhibitors across
multiple solid tumor indications

• IDE397 shows robust pharmacodynamic modulation of the proximal and distal biomarkers SAM and symmetric
dimethylarginine (SDMA)

• Currently enrolling into monotherapy expansion and combination cohorts, with ongoing dose escalation arm to
determine a MTD

MAT2A Inhibition is Synthetic Lethal In Tumors with MTAP Deletion 
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MTAP deletion is common across diverse tumor types

           
         

    

• Inclusion of rare tumor types (> 10 total cases per tumor type)
• Figure shows only tumor types with > 19% MTAP-deletion prevalence

Source: Foundation Medicine Data 

Monotherapy Tumor Regressions & Significant TGI
Across Multiple Indication in PDX models

IDE397 evaluation in Patient Derived Xenograft (PDX)
models with homozygous MTAP deletions in Solid
Tumors
• Tumor Regressions (> 100% TGI) observed in multiple PDX

models / indications, including in 3 of 5 NSCLC squamous
models, with 1 CR

• Observed > 60% TGI in 12 of 14 NSCLC PDX models, including
in 7 of 9 adenocarcinoma and in 5 of 5 squamous carcinoma
PDX models

• Observed 95%-100% tumor SDMA reduction in multiple 
MTAP-/- PDX models, with 9 of 12 models showing 80-100%
reduction in SDMA12 TGI = Tumor Growth Inhibition, CR = Complete Response
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Biomarker-driven Enrollment and Safety/Efficacy Determination

• MTAP deletion is listed on multiple commercial NGS platforms (eg, FMI, Tempus, Caris)
• Dose evaluation ongoing in parallel with initial monotherapy expansions and combination safety testing

Advanced Metastatic Solid Tumors with MTAP deletion identified through IHC or NGS 

Basket 2

Inclusion Criteria
• Patient must be ≥18 years of age

• Participants with a histologically confirmed 
diagnosis of an advanced or metastatic solid 
tumor that has progressed on at least one 
prior line of treatment

• Have evidence of homozygous loss of MTAP 
or MTAP deletion at the DNA or protein level 
in the participant’s tumor tissue (central or 
local testing in a CAP- and CLIA-certified 
laboratory is permitted). 

• Measurable disease
• Eastern Cooperative Oncology Group ≤1 or 2
• Adequate organ function 

Exclusion Criteria
• Known CNS malignancy

• Impaired GI function 

• Human immunodeficiency virus, acquired 
immunodeficiency syndrome related illness, 
hepatitis B virus, or hepatitis C virus

• Recent surgery or radiotherapy
• Females who are pregnant or breastfeeding
• Impaired cardiac function

Objectives Outcome Measures

• To evaluate the safety profile of IDE397 as a 
single agent and in combination with 
taxanes, gemcitabine/nab-paclitaxel and 
pemetrexed 

• Dose-limiting Toxicity
• Maximum tolerated dose (MTD) and/or 

recommended phase 2 dose (RP2D)
• Adverse events

• To characterize the pharmacokinetic (PK) 
profile of IDE397 as a single agent and 
combination 

• Plasma Concentrations of IDE397 and 
combination partners over time

• To evaluate the anti-tumor activity of single 
agent IDE397 and combination 

• Overall response rate (ORR) per RECIST v1.1
• Duration of response (DOR) per RECIST v1.1

Exploratory analyses with tumor and peripheral biomarkers will also be assessed

Objectives and Endpoints

Key Takeaways

IDE397 is a potential best-in-class MAT2A inhibitor, exploits synthetic
relationship between MAT2A/MTAP and has the potential to be the best-in-class,
novel therapy that is anticipated to be highly efficacious with a superior
tolerability profile than existing non-targeted treatments.

IDE397-001 offers Monotherapy and key tumor types with innovative combination  
• IDE397 Monotherapy 
• IDE397 + Pemetrexed
• IDE397 + Docetaxel 
• IDE397 + Paclitaxel 
• IDE397 + Gemcitabine/Nab-paclitaxel
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