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Learning Objectives:

• Discuss the novel classes of promising agents in
development

• Enhancing immune response in patients
• Describe the promise of precision therapy (targeting

old targets in a novel way‐Ras, synthetic lethality)
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Pretest Question 1:
NKTR‐214 is a pegylated form of:

1. IL‐15
2. IL‐12
3. IL‐2
4. IL‐10
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Pretest Question 2:

AMG‐510 showed best activity in patients with:

1. Melanoma with BRAFV600E mutation

2. CRC with BRAFV600E mutation

3. CRC with KRASG12C mutation

4. NSCLC with KRASG12C mutation
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Pretest Question 3:
Synthetic lethality concept refers to the situation where loss of
either one gene which interact leaves the cell viable. However,
if both are lost, the cell dies. Examples include genes pairs
ATM/ATR; BRCA/PARP.

1. True
2. False
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Learning Objectives:

• Enhancing immune response in patients

• Targeting old targets in a novel way (Ras, synthetic lethality)
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Enhancing Immune Responses in Patients
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A Comprehensive Look at the Immune Microenvironment

Cli i l O l Y 2019 i R i



NKTR-214 (CD-122-biased agonist) plus nivolumab in patients with advanced solid tumors: Preliminary phase 1/2 results of PIVOT
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NKTR-214 Background: Harnessing the IL-2 Pathway to Increase TILs
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PIVOT-02 Study Design in I-O Treatment-Naïve Patients
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Stage IV IO-Naïve 1L Melanoma Cohort at RP2D: Achieved Pre-Specified Efficacy Criteria  
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Stage IV IO-Naïve 1L RCC Cohort Achieved Pre-Specified Efficacy Criteria
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Stage IV IO-Naïve 1L Urothelial Cohort (Cisplatin-Ineligible) Achieved Pre-Specified Efficacy Criteria
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NKTR-214 + Nivolumab Increased Lymphocyte Proliferation in Blood and CD8 T Cells in Tumor
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Enhancing Immune Responses in Patients
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A First-in-class, First-in-human Phase 1 Pharmacokinetic  (PK) and Pharmacodynamic (PD) Study of Hu5F9-G4  (5F9), an Anti-CD47 Monoclonal Antibody (mAb), in  Patients with 
Advanced Solid Tumors
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5F9 is a Novel Macrophage Immune Checkpoint Inhibitor Targeting CD47
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Preliminary Efficacy for Patients Treated at 20 mg/kg or Higher
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CONCLUSIONS:
• Immunotherapies for solid tumor patients are promising new field, obstacles have 

to be overcome: patient selection, side effect management, logistics

• Cytokine like molecules (NKTR‐214) with exciting data, awaiting randomized results

• Other I‐O targeting is promising (ICOS, TGFb, CD47, TLR, STING)‐we are in need of 
biomarkers for patient selection

• CD47‐better performance in NHL/MDS/leukemia
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Learning Objectives:

• Enhancing immune response in patients

• Targeting old targets in a novel way (Ras, synthetic lethality)
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Highlights in Signal Transduction and DNA Repair
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Belvarafenib (HM95573) <br />Potent and Selective Type II pan-RAF inhibitor
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Belvarafenib Summary
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AMG 510 is a First in Class KRASG12C Inhibitor
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AMG 510 First in Human Study Design
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Patient Incidence of Treatment Related TEAE
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NSCLC: Best Tumor Response* (n=10)
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CRC and Other Solid Tumors: Best Tumor Response* (n=19)
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Duration of Treatment by Tumor Types and Responses (n=29)
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AMG510 Summary
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Synthetic Lethality
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Synthetic Lethality of Homologous Recombination Repair Deficiency and PARP Inhibition
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HR Deficiency in HGSOC and Breast Cancer

Clinical Oncology: Year 2019 in Review



Talazoparib beyond BRCA
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Talazoparib beyond BRCA: Best Overall Responses
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PALB2
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Improving predictability for PARP inhibitor sensitivity
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RAD51 Assay for HR Proficiency distinguishes PARP inhibitor-sensitive and -resistant HGSOC organoid cultures

Clinical Oncology: Year 2019 in Review



Synthetic Lethality of combined loss of ATM and ATR
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BAY1895344 – selective and potent ATR inhibitor
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MTD Determination
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Pharmacodynamics:  Increased gH2AX and pKAP1 in paired tumor biopsies as evidence of target engagement
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Dose escalation: RECIST and PCWG3 responses
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Durability of responses
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Synthetic Lethal Interactions involving DNA repair pathways
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Belvarafenib, AMG510, Talazoparib, BAY1895344
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Posttest Question 1:
NKTR‐214 is a pegylated form of:

1. IL‐15
2. IL‐12
3. IL‐2
4. IL‐10
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Posttest Question 2:

AMG‐510 showed best activity in patients with:

1. Melanoma with BRAFV600E mutation

2. CRC with BRAFV600E mutation

3. CRC with KRASG12C mutation

4. NSCLC with KRASG12C mutation
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Posttest Question 3:
Synthetic lethality concept refers to the situation where loss of
either one gene which interact leaves the cell viable. However,
if both are lost, the cell dies. Examples include genes pairs
ATM/ATR; BRCA/PARP.

1. True
2. False
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