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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice from the available options. 
Results will be shown after everyone has answered.



Upcoming Webinars

Consensus or Controversy? 
Investigators Discuss Clinical 
Practice Patterns and 
Available Research Data 
Guiding the Management of 
Hematologic Cancers
A 4-Part Friday Satellite Symposia Live 
Webinar Series Preceding the 62nd ASH 
Annual Meeting

Friday, December 4, 2020

Moderator
Neil Love, MD

Year in Review: Clinical Investigators 
Provide Perspectives on the Most 
Relevant New Publications, Data Sets 
and Advances in Oncology
Colorectal and Gastroesophageal 
Cancers

Tuesday, December 8, 2020
5:00 PM – 6:00 PM ET

Moderator
Neil Love, MD

Faculty
Peter C Enzinger, MD
Zev Wainberg, MD, MSc



Upcoming Webinars

Beyond the Guidelines: Clinical 
Investigator Perspectives on the 
Management of HER2-Positive 
Breast Cancer

Thursday, December 10, 2020
8:30 PM – 10:00 PM ET

Moderator
Neil Love, MD

Faculty
Carey K Anders, MD
Erika Hamilton, MD
Sara Hurvitz, MD
Mark D Pegram, MD
Sara M Tolaney, MD, MPH

Beyond the Guidelines: Clinical 
Investigator Perspectives on the 
Management of Triple-Negative 
Breast Cancer

Friday, December 11, 2020
8:30 PM – 10:00 PM ET

Moderator
Neil Love, MD

Faculty
P Kelly Marcom, MD
Joyce O’Shaughnessy, MD
Hope S Rugo, MD
Professor Peter Schmid, MD, PhD



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.



Familiarizing Yourself with the Zoom Interface
How to answer poll questions

When a poll question pops up, click your answer choice from the available 
options. Results will be shown after everyone has answered.





Consensus or Controversy? Investigators Discuss 
Clinical Practice Patterns and Available Research 

Data Guiding the Management of Hematologic Cancers
A 4-Part Friday Satellite Symposia Live Webinar Series Preceding 

the 62nd ASH Annual Meeting
Friday, December 4, 2020

Multiple Myeloma
8:30 AM – 10:00 AM Pacific Time
(11:30 AM – 1:00 PM ET)

Chronic Lymphocytic Leukemia
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Acute Myeloid Leukemia
3:00 PM – 4:30 PM Pacific Time 
(6:00 PM – 7:30 PM ET)

Hodgkin and Non-Hodgkin Lymphoma
7:00 PM – 8:30 PM Pacific Time 
(10:00 PM – 11:30 PM ET)
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Meet The Professor with Dr Govindan

Module 1: Cases from Dr Zafar

• A 66-year-old man, smoker with metastatic adenocarcinoma of the lung – ALK fusion, PD-L1 high (Part 1)

• A 66-year-old man, smoker with metastatic adenocarcinoma of the lung – ALK fusion, PD-L1 high (Part 2)

• Second Opinion from Dr Camidge: A 66-year-old man, smoker with metastatic adenocarcinoma of the 
lung – ALK fusion, PD-L1 high (Part 3)

• A 53-year-old man, previous smoker with Stage IIIA adenocarcinoma of the lung – ALK fusion 

Module 2: Lung Cancer Journal Club with Dr Govindan

Module 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

Module 4: Key Papers and Recent Approvals



Case Presentation – Dr Zafar: A 66-year-old man, 
smoker with metastatic adenocarcinoma of the lung –
ALK fusion, PD-L1 high (Part 1)

• 2017: Adenocarcinoma of the lung, with solitary brain metastasis
- NGS: Quantity/quality not sufficient

• Platinum/pemetrexed, Stereotactic RT to brain metastasis

• NGS (tissue biopsy): ALK fusion-positive, High PD-L1 (TPS > 90%), EGFR wildtype

• Switched to alectinib à PD 13 months later

• Repeat tissue biopsy, NGS: ALK-EML4 fusion (variant 2), EGFR D761N, TP53, MSS, High PD-L1

Dr Syed Zafar



Case Presentation – Dr Zafar: A 66-year-old man, 
smoker with metastatic adenocarcinoma of the lung –
ALK fusion, PD-L1 high (Part 2)
• 2017: Adenocarcinoma of the lung, with solitary brain metastasis
• Platinum/pemetrexed, Stereotactic RT to brain metastasis
• NGS (tissue biopsy): ALK fusion-positive, High PD-L1 (TPS > 90%), EGFR wildtype
• Switched to alectinib à PD 13 months later
• Repeat tissue biopsy, NGS: ALK-EML4 fusion (variant 2), EGFR D761N, TP53, MSS, High PD-L1
• Switched to lorlatinib x 9 months

- Required dose reductions – cognitive declines and depression resolved after 
discontinuation

• MRI brain: Stable
• Liquid biopsy (See report)

Questions
• He still has the EML4-ALK transfusion, the uncommon EGFR mutation and some MET alteration. 

What should I try next – another ALK inhibitor, like brigatinib? Chemotherapy?

Dr Syed Zafar



Case Presentation – Dr Zafar: A 66-year-old man – NGS
(liquid biopsy)

Dr Syed Zafar



Second Opinion: A 66-year-old man, smoker with metastatic 
adenocarcinoma of the lung – ALK fusion, PD-L1 high (Part 3)

Dr Ross Camidge



N Engl J Med 2020;383:2018-29.



CROWN Trial: Progression-Free Survival

Shaw AT et al. N Engl J Med 2020;383:2018-29.



CROWN: CNS Progression

Survival without CNS Progression

Cumulative Incidence of CNS Progression as First Event

Shaw AT et al. N Engl J Med 2020;383:2018-29.



CROWN: Select Adverse Events

Shaw AT et al. N Engl J Med 2020;383:2018-29.

Adverse event

Lorlatinib (n = 149) Crizotinib (n = 142)

Grade 3 Grade 4 Grade 3 Grade 4
Increased weight 17% 0 2% 0

Hypercholesterolemia 15% 1% 0 0

Hypertriglyceridemia 13% 7% 0 0

Hypertension 10% 0 0 0

Edema 4% 0 1% 0

Anemia 3% 0 3% 0

Peripheral neuropathy 2% 0 1% 0

Cognitive effects 2% 0 0 0

Mood effects 1% 0 0 0



Regulatory and reimbursement issues aside, which adjuvant systemic 
therapy would you generally recommend for a patient with Stage IIB
nonsquamous NSCLC and an EGFR exon 19 deletion? 

1. Chemotherapy 
2. Osimertinib
3. Chemotherapy followed by osimertinib
4. Other 



Case Presentation – Dr Zafar: A 53-year-old man, 
previous smoker with Stage IIIA adenocarcinoma of 
the lung – ALK fusion

• Stage IIIA lung adenocarcinoma
- Surgery à platinum/pemetrexed à radiation therapy

• NGS: ALK fusion, PD-L1 TPS 1% (See report)

Question
• Should an ALK inhibitor be recommended?

Dr Syed Zafar



Case Presentation – Dr Zafar: A 53-year-old man – NGS

Dr Syed Zafar



Module 1: Cases from Dr Zafar

Module 2: Lung Cancer Journal Club with Dr Govindan
• Sex and gender: modifiers of health, disease and medicine 
• Adjuvant targeted therapy or immunotherapy (SELECT, ALCHEMIST studies)
• Role of tumor mutational burden in selecting patients for first-line immunotherapy
• New approaches to therapy for small cell lung cancer
• Validation of prognostic mRNA signatures in early-stage squamous lung cancer 
• Whole-genome characterization of lung adenocarcinomas lacking alterations in RTK/RAS/RAF/MAPK pathway 
• Mastering the complex targeted therapy for non-small cell lung cancer
• Biomarker-driven staging
• Untangling the evolutionary roots of lung cancer
• Proteogenomic characterization reveals therapeutic vulnerabilities in lung adenocarcinoma
• Pan-cancer analysis of whole genomes
• KRASG12C-inhibitor sotorasib (AMG 510) 
• AMG 757 HLE BiTE® immune therapy targeting DLL3

Module 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

Module 4: Key Papers and Recent Approvals

Meet The Professor with Dr Govindan



Lancet 2020;396(10250):565-82.



Genetic Causes of Sex Differences

Mauvais-Jarvis F et al. Lancet 2020;396(10250):565-82. 



Interrelation between Sex and Gender in Health, 
Diseases and Medicine

Mauvais-Jarvis F et al. Lancet 2020;396(10250):565-82. 



Distribution of the 10 Leading Causes of Death, by Sex

Mauvais-Jarvis F et al. Lancet 2020;396(10250):565-82. 



Disabling Disorders with High Sex Influence on Prevalence: 
Autoimmune Disorders

Mauvais-Jarvis F et al. Lancet 2020;396(10250):565-82. 



Disabling Disorders with High Sex Influence on Prevalence: 
Neurodegenerative and Neuropsychiatric Disorders

Mauvais-Jarvis F et al. Lancet 2020;396(10250):565-82. 



Disabling Disorders with High Sex Influence on Prevalence: 
Painful and Socially Disabling Disorders

Mauvais-Jarvis F et al. Lancet 2020;396(10250):565-82. 



Summary of Recommendations to Promote Sex and Gender 
Equity in the Biomedical Enterprise

Mauvais-Jarvis F et al. Lancet 2020;396(10250):565-82. 



J Clin Oncol 2019;37(2):97-104.



Swimmer Plot for All Patients Who Experienced Disease 
Recurrence (N = 40)

Pennell NA et al. J Clin Oncol 2019;37(2):97-104.



ALCHEMIST: Adjuvant Targeted Therapy or 
Immunotherapy for High-Risk Resected NSCLC

Sands J et al.
ASCO 2020;Abstract TPS9077.



ALCHEMIST Trial Design

Sands J et al. ASCO 2020;Abstract TPS9077.



JAMA Oncol 2020;6(5):661-74. 

JAMA Oncol 2020;6(5):674-5.



J Thorac Oncol 2020;15(4):520-40. 



Some of the Many Areas of Current Therapeutic Interest in SCLC

Poirier JT et al. J Thorac Oncol 2020;15(4):520-40.



Relative Abundance, MYC Status and Neuroendocrine Character of the
4 Molecular Subtypes of SCLC, Identified by Key Transcriptional Regulator

Poirier JT et al. J Thorac Oncol 2020;15(4):520-40.





J Thorac Oncol 2020;15(11):1748-57.



Whole-Genome Characterization of Lung 
Adenocarcinomas Lacking Alterations in 
RTK/RAS/RAF/MAPK Pathway

Carrot-Zhang J et al.
AACR 2020;Abstract 5895.



Cancer Cell 2020;38(3):320-2.



JAMA Netw Open 2019;2(12):e1917062

JAMA Netw Open 2019;2(12):e1917052 



Nat Commun 2019;10(1):2979. 



Gillette MA et al; Clinical Proteomic Tumor Analysis Consortium. 
Cell 2020;182(1):200-25.e35  



Proteogenomic Analysis of Lung Adenocarcinoma

Gillette MA, et al; Clinical Proteomic Tumor Analysis Consortium. Cell 2020;182(1):200-25.e35  



Nature 2020;578(7793):82-93. 



ICGC/TCGA Pan-Cancer Analysis of Whole Genomes Consortium. Nature 2020;578(7793):82-93. 



Panorama of Driver Mutations in PCAWG

ICGC/TCGA Pan-Cancer Analysis of Whole Genomes Consortium. Nature 2020;578(7793):82-93. 



Patterns of Clustered Mutational Processes in PCAWG

ICGC/TCGA Pan-Cancer Analysis of Whole Genomes Consortium. Nature 2020;578(7793):82-93. 



Telomere Sequence Patterns Across PCAWG

ICGC/TCGA Pan-Cancer Analysis of Whole Genomes Consortium. Nature 2020;578(7793):82-93. 





Change from Baseline in Tumor Burden

Hong DS et al. N Engl J Med 2020;383(13):1207-17.



Effect of Sotorasib in a Patient with NSCLC

Hong DS et al. N Engl J Med 2020;383(13):1207-17.



Time to Response, Time to Disease Progression 
and Treatment Duration with Sotorasib

Hong DS et al. N Engl J Med 2020;383(13):1207-17.



Change in Tumor Burden over Time

Hong DS et al. N Engl J Med 2020;383(13):1207-17.



Nature 2019;575(7781):217-23. 



Sotorasib (AMG 510) Exploits a Cryptic Groove in KRAS(G12C) to 
Enhance Potency and Selectivity

Canon J et al. Nature 2019;575(7781):217-23. 

X-ray co-crystal structure of KRAS (G12C/C51S/C80L/C118S) 
bound to GDP and AMG 510



Trial in Progress: A Phase Ib Study of AMG 510, a Specific and 
Irreversible KRASG12C Inhibitor, in Combination with Other 
Anticancer Therapies in Patients with Advanced Solid Tumors 
Harboring KRAS p.G12C Mutation (CodeBreak 101) 

Fakih M et al.
ASCO 2020;Abstract TPS3661.



Sotorasib (AMG 510) Locks KRASG12C in the Inactive State, 
Inhibiting Oncogenic Signaling

Fakih M et al. ASCO 2020;Abstract TPS3661.



Master Study Design

Fakih M et al. ASCO 2020;Abstract TPS3661.



Durability of Clinical Benefit and Biomarkers in 
Patients (Pts) with Advanced Non-Small Cell Lung 
Cancer (NSCLC) Treated with AMG 510 (Sotorasib) 

Hong DS et al.
ESMO 2020;Abstract 1257O.



Phase I Study of AMG 757, a Half-Life Extended 
Bispecific T-Cell Engager (HLE BiTE Immune Therapy) 
Targeting DLL3, in Patients with Small Cell Lung Cancer 
(SCLC)  
Owonikoko TK et al.
ASCO 2020;Abstract TPS9080.



AMG 757 is a Half-Life Extended BiTE Immune Therapy Designed to 
Engage and Bridge a Patient’s Own T Cells to DLL3 on SCLC Cells

Owonikoko TK et al. ASCO 2020;Abstract TPS9080.



Module 1: Cases from Dr Zafar

Module 2: Lung Cancer Journal Club with Dr Govindan
• Sex and gender: modifiers of health, disease and medicine 
• Adjuvant targeted therapy or immunotherapy (SELECT, ALCHEMIST studies)
• Role of tumor mutational burden in selecting patients for first-line immunotherapy
• New approaches to therapy for small cell lung cancer
• Validation of prognostic mRNA signatures in early-stage squamous lung cancer 
• Whole-genome characterization of lung adenocarcinomas lacking alterations in RTK/RAS/RAF/MAPK pathway 
• Mastering the complex targeted therapy for non-small cell lung cancer
• Biomarker-driven staging
• Untangling the evolutionary roots of lung cancer
• Proteogenomic characterization reveals therapeutic vulnerabilities in lung adenocarcinoma
• Pan-cancer analysis of whole genomes
• KRASG12C-inhibitor sotorasib (AMG 510) 
• AMG 757 HLE BiTE® immune therapy targeting DLL3

Module 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

Module 4: Key Papers and Recent Approvals
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Which first-line treatment regimen would you recommend for an 
65-year-old patient with metastatic nonsquamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 10%?

Pembro/carbo/pem OR 
Atezo/carbo/pac + bev

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Ipi/nivo + carbo/pem

Pembro/carbo/pem

Pembro = pembrolizumab; carbo = carboplatin; pem = pemetrexed; ipi = ipilimumab; nivo = nivolumab; atezo = atezolizumab; 
pac = paclitaxel; bev = bevacizumab



Which first-line treatment regimen would you recommend for an 
80-year-old patient with metastatic nonsquamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 10%?

Pembro

Pembro

Pembro

Pembro or Hospice

Pembro

Pembro/carbo/pem

Pembro/carbo/pem*

Pembro/carbo/pem

Pembro

Pembro/carbo/pem

Pembro

* Likely dose-reduced chemotherapy



Which first-line treatment regimen would you recommend for a 
65-year-old patient with metastatic nonsquamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 60%?

Pembro

Pembro

Pembro*

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro +/- carbo/pem

Pembro

Pembro/carbo/pem

* If very symptomatic, pembro/carbo/pem



Which first-line treatment regimen would you recommend for an 
80-year-old patient with metastatic nonsquamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 60%?

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro



Which first-line treatment regimen would you recommend for 
a 65-year-old patient with metastatic squamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 10%?

Pembro/carbo/nab-P or 
Pembro/carbo/pac

Pembro/carbo/nab-P

Pembro/carbo/nab-P

Pembro/carbo/nab-P

Pembro/carbo/nab-P

Pembro/carbo/nab-P

Pembro/carbo/nab-P

Pembro/carbo/pac

Pembro/carbo/ 
nab-P or pac

Ipi/nivo + carbo/pac

Pembro/carbo/nab-P

Nab-P = nanoparticle albumin-bound paclitaxel



Which first-line treatment regimen would you recommend for 
an 80-year-old patient with metastatic squamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 10%?

Pembro

Pembro/carbo/pac

Pembro/carbo/nab-P

Pembro/carbo/nab-P

Pembro

Pembro/carbo/nab-P

Pembro/carbo/pac

Pembro/carbo/pac

Pembro/carbo/nab-P

Pembro/carbo/pac

Pembro



Which first-line treatment regimen would you recommend for 
a 65-year-old patient with metastatic squamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 60%?

Pembro or Atezo

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro +/- carbo/
nab-P or pac

Pembro

Pembro/carbo/nab-P



Which first-line treatment regimen would you recommend for 
an 80-year-old patient with metastatic squamous lung cancer, 
no identified targetable mutations and a PD-L1 TPS of 60%?

Pembro or Atezo

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro +/- carbo/
nab-P

Pembro

Pembro



How long would you continue treatment for a patient with 
metastatic NSCLC who is receiving an anti-PD-1/PD-L1 antibody 
and at first evaluation is tolerating it well and has a complete 
clinical response?

2 years

Indefinitely or until PD/toxicity

2 years (min)

2 years

2 years

Likely 2 years but CR 
duration dependent

2 years

Indefinitely or until PD/toxicity

2 years

2 years (discuss unknowns)

2 years



How long would you continue treatment for a patient with 
metastatic NSCLC who is receiving an anti-PD-1/PD-L1 antibody 
and at first evaluation is tolerating it well and has a partial 
clinical response?

2 years

Indefinitely or until PD/toxicity

2 years (min)

2 years

Indefinitely or until PD/toxicity

Indefinitely or until PD/toxicity

2 years

Indefinitely or until PD/toxicity

2 years

Indefinitely or until PD/toxicity

Indefinitely or until PD/toxicity



What is your preferred second-line treatment for a patient with 
extensive-stage small cell cancer of the lung with metastases and 
disease progression on chemotherapy/atezolizumab?

1. Topotecan or irinotecan
2. Lurbinectedin
3. Nivolumab/ipilimumab
4. Pembrolizumab
5. Nivolumab
6. Other 



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment regimen for a 65-year-old patient 
with extensive-stage SCLC?

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + atezolizumab
or durvalumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
durvalumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + atezolizumab 
or durvalumab

Carbo/etoposide + 
atezolizumab



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment regimen for an 80-year-old patient 
with extensive-stage SCLC?

Carbo/etoposide OR Carbo/etoposide + 
atezolizumab or durvalumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
durvalumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
durvalumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
atezolizumab

Carbo/etoposide + 
atezolizumab or durvalumab

Carbo/etoposide + 
atezolizumab or durvalumab

Carbo/etoposide + 
atezolizumab



Regulatory and reimbursement issues aside, what would be your 
preferred first-line treatment regimen for a 65-year-old patient with 
extensive-stage SCLC and neurologic paraneoplastic syndrome 
causing moderate to severe proximal myopathy?

Carboplatin/etoposide

Carboplatin/etoposide

Carboplatin/etoposide + 
atezolizumab or durvalumab

Carboplatin/etoposide

Carboplatin/etoposide

Carboplatin/etoposide + 
durvalumab

Carboplatin/etoposide

Carboplatin/etoposide

Carboplatin/etoposide + 
atezolizumab or durvalumab

Carboplatin/etoposide + 
atezolizumab or durvalumab

Carboplatin/etoposide



Regulatory and reimbursement issues aside, what would be 
your preferred first-line treatment for a 65-year-old patient 
with extensive-stage SCLC and symptomatic SIADH, in 
addition to standard treatment for SIADH? 

Carbo/etoposide OR Carbo/etoposide 
+ atezolizumab or durvalumab

Carboplatin/etoposide + 
atezolizumab

Carboplatin/etoposide + 
atezolizumab or durvalumab

Carboplatin/etoposide + 
atezolizumab

Carboplatin/etoposide + 
atezolizumab or durvalumab

Carboplatin/etoposide + 
atezolizumab

Carboplatin/etoposide + 
atezolizumab

Carboplatin/etoposide + 
atezolizumab

Carboplatin/etoposide + 
atezolizumab or durvalumab

Carboplatin/etoposide + 
atezolizumab or durvalumab

Carboplatin/etoposide + 
atezolizumab

SIADH = syndrome of inappropriate antidiuretic hormone secretion 



Module 1: Cases from Dr Zafar

Module 2: Lung Cancer Journal Club with Dr Govindan
• Sex and gender: modifiers of health, disease and medicine 
• Adjuvant targeted therapy or immunotherapy (SELECT, ALCHEMIST studies)
• Role of tumor mutational burden in selecting patients for first-line immunotherapy
• New approaches to therapy for small cell lung cancer
• Validation of prognostic mRNA signatures in early-stage squamous lung cancer 
• Whole-genome characterization of lung adenocarcinomas lacking alterations in RTK/RAS/RAF/MAPK pathway 
• Mastering the complex targeted therapy for non-small cell lung cancer
• Biomarker-driven staging
• Untangling the evolutionary roots of lung cancer
• Proteogenomic characterization reveals therapeutic vulnerabilities in lung adenocarcinoma
• Pan-cancer analysis of whole genomes
• KRASG12C-inhibitor sotorasib (AMG 510) 
• AMG 757 HLE BiTE® immune therapy targeting DLL3

Module 3: Beyond the Guidelines – Clinical Investigator Approaches to Common Clinical Scenarios

Module 4: Key Papers and Recent Approvals

Meet The Professor with Dr Govindan



Osimertinib Adjuvant Therapy in Patients (pts) 
with Resected EGFR Mutated (EGFRm) NSCLC 
(ADAURA): Central Nervous System (CNS) 
Disease Recurrence
Tsuboi M et al.
ESMO 2020;Abstract LBA1.



ADAURA: Sites of Disease Recurrence

Tsuboi M et al. ESMO 2020;Abstract LBA1. 



ADAURA: CNS DFS Events

Tsuboi M et al. ESMO 2020;Abstract LBA1. 



ADAURA: CNS DFS in Overall Population

Tsuboi M et al. ESMO 2020;Abstract LBA1. 



Osimertinib as Adjuvant Therapy in Patients (pts) 
with Stage IB–IIIA EGFR Mutation Positive (EGFRm) 
NSCLC After Complete Tumor Resection: ADAURA
Herbst RS et al.
ASCO 2020;Abstract LBA5. 

Discussion of LBA5
Discussant: David R Spigel, MD, FASCO | Sarah Cannon Research Institute



ADAURA Phase III Trial Schema

Herbst RS et al. ASCO 2020;Abstract LBA5. 



ADAURA Primary Endpoint: Inv-Assessed DFS
(Stage II/IIIA) 

Herbst RS et al. ASCO 2020;Abstract LBA5. 



ADAURA: DFS by Stage

Herbst RS et al. ASCO 2020;Abstract LBA5. 



ADAURA Secondary Endpoint: Inv-Assessed DFS in the 
Overall Population (Stage IB/II/IIIA)

Herbst RS et al. ASCO 2020;Abstract LBA5. 



FDA Approves Nivolumab with Ipilimumab for First-Line Metastatic NSCLC 
(PD-L1 Tumor Expression ≥1%)
Press Release — May 15, 2020

“The Food and Drug Administration approved the combination of nivolumab plus 
ipilimumab as first-line treatment for patients with metastatic non-small cell lung cancer 
whose tumors express PD-L1(≥1%), as determined by an FDA-approved test, with no 
epidermal growth factor receptor (EGFR) or anaplastic lymphoma kinase (ALK) genomic 
tumor aberrations.

Efficacy was investigated in CHECKMATE-227 (NCT02477826), a randomized, open-label, 
multi-part trial in patients with metastatic or recurrent NSCLC and no prior anticancer 
therapy. In Part 1a of the trial, 793 patients with PD-L1 tumor expression ≥1% were 
randomized to receive either the combination of nivolumab plus with ipilimumab (n=396) 
or platinum-doublet chemotherapy (n=397).”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-nivolumab-plus-ipilimumab-first-line-mnsclc-
pd-l1-tumor-expression-1



Nivolumab + Ipilimumab versus Platinum-Doublet Chemotherapy 
as First-Line Treatment for Advanced Non-Small Cell Lung Cancer: 
Three-Year Update from CheckMate 227 Part 1
Ramalingam SS et al.
ASCO 2020;Abstract 9500. 



3-Year Update: OS with IPI + Nivo vs Chemo 
(PD-L1 ≥ 1%)

Ramalingam SS et al. ASCO 2020;Abstract 9500. 



3-Year Update: OS with IPI + Nivo vs Chemo vs Nivo + Chemo 
(PD-L1 < 1%)

Ramalingam SS et al. ASCO 2020;Abstract 9500. 



FDA Approves Nivolumab with Ipilimumab and Chemotherapy for 
First-Line Treatment of Metastatic NSCLC 
Press Release — May 26, 2020

“The Food and Drug Administration approved the combination of nivolumab plus 
ipilimumab and 2 cycles of platinum-doublet chemotherapy as first-line treatment for 
patients with metastatic or recurrent non-small cell lung cancer (NSCLC), with no 
epidermal growth factor receptor (EGFR) or anaplastic lymphoma kinase (ALK) genomic 
tumor aberrations.

Efficacy was investigated in CHECKMATE-9LA (NCT03215706), a randomized, open-label 
trial in patients with metastatic or recurrent NSCLC. Patients were randomized to receive 
either the combination of nivolumab plus ipilimumab and 2 cycles of platinum-doublet 
chemotherapy (n=361) or platinum-doublet chemotherapy for 4 cycles (n=358).”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-nivolumab-plus-
ipilimumab-and-chemotherapy-first-line-treatment-metastatic-nsclc



Nivolumab (NIVO) + Ipilimumab (IPI) + 2 Cycles of Platinum-
Doublet Chemotherapy (Chemo) vs 4 Cycles Chemo as First-Line 
(1L) Treatment (tx) for Stage IV/Recurrent Non-Small Cell Lung 
Cancer (NSCLC): CheckMate 9LA

Reck M et al.
ASCO 2020;Abstract 9501. 



CheckMate 9LA: Updated OS

Reck M et al. ASCO 2020;Abstract 9501.



Faivre-Finn C et al. 
ESMO 2020;Abstract LBA49.

Durvalumab After Chemoradiotherapy in Stage III 
NSCLC: 4-Year Survival Update from the Phase III 
PACIFIC Trial



PACIFIC: 4-Year Overall Survival – Intent-To-Treat Population

Faivre-Finn C et al. ESMO 2020;Abstract LBA49.



PACIFIC: Updated Outcomes by EGFR Status

Faivre-Finn C et al. ESMO 2020;Abstract LBA49.



PACIFIC: Updated Outcomes by PD-L1 Status

Faivre-Finn C et al. ESMO 2020;Abstract LBA49.

• Important facts regarding PD-L1 status:
– PD-L1 testing was not required and 37% of all randomised patients had unknown PD-L1 status
– PD-L1 status was determined from tumour tissue obtained pre-CRT (getting a sample post-CRT 

medically not feasible)
– PDL1 expression-level cutoff of 1% was part of an unplanned post-hoc analysis requested by the EMA



Girard N et al. 
ESMO 2020;Abstract 1242P.

Characteristics of the First 615 Patients Enrolled in 
Pacific R: A Study of the First Real-World Data on 
Unresectable Stage III NSCLC Patients Treated with 
Durvalumab After Chemoradiotherapy 



Pacific R: Biomarker Status

Girard N et al. ESMO 2020;Abstract 1242P.

Biomarker evaluated Tested, n (%) Positive, n (%) Inconclusive, n (%)
PD-L1 expression 442 (71.9) 324 (73.3) 27 (6.1)

EGFR mutation 262 (42.8) 19 (7.3) 7 (2.7)

ALK translocation 256 (41.9) 6 (2.3) 12 (4.7)

BRAF mutation 164 (26.8) 14 (8.5) 5 (3.0)

KRAS mutation 180 (29.5) 44 (24.4) 6 (3.3)



Accelerated Approval of Lurbinectedin for Metastatic SCLC
Press Release – June 15, 2020

“On June 15, 2020, the Food and Drug Administration granted accelerated approval to 
lurbinectedin for adult patients with metastatic small cell lung cancer (SCLC) with disease 
progression on or after platinum-based chemotherapy.

Efficacy was demonstrated in the PM1183-B-005-14 trial (Study B-005; NCT02454972), a 
multicenter open-label, multi-cohort study enrolling 105 patients with metastatic SCLC who 
had disease progression on or after platinum-based chemotherapy. Patients received 
lurbinectedin 3.2 mg/m2 by intravenous infusion every 21 days until disease progression or 
unacceptable toxicity.

The recommended lurbinectedin dose is 3.2 mg/m2 every 21 days.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-lurbinectedin-metastatic-small-cell-lung-cancer.



FDA Grants Approval of Pralsetinib for the Treatment of 
Metastatic NSCLC with RET Fusion
Press Release – September 7, 2020

“The Food and Drug Administration has approved pralsetinib for the treatment of adults with 
metastatic rearranged during transfection (RET) fusion-positive non-small cell lung cancer (NSCLC) as 
detected by an FDA approved test. This indication was approved under the FDA’s Accelerated 
Approval programme, based on data from the phase I/II ARROW study. Continued approval for this 
indication may be contingent upon verification and description of clinical benefit in a confirmatory 
trial. Pralsetinib is a once-daily, oral precision therapy designed to selectively target RET alterations, 
including fusions and mutations.

The approval is based on the results from the phase I/II ARROW study, in which pralsetinib produced 
durable clinical responses in people with RET fusion-positive NSCLC with or without prior therapy, 
and regardless of RET fusion partner or central nervous system involvement. Pralsetinib
demonstrated an overall response rate (ORR) of 57% ... and complete response (CR) rate of 5.7% in 
the 87 people with NSCLC previously treated with platinum-based chemotherapy. In the 27 people 
with treatment-naïve NSCLC, the ORR was 70%, with an 11% CR rate.”

https://www.globenewswire.com/news-release/2020/09/07/2089388/0/en/Roche-announces-FDA-approval-of-Gavreto-
pralsetinib-for-the-treatment-of-adults-with-metastatic-RET-fusion-positive-non-small-cell-lung-cancer.html



FDA Approves Selpercatinib for Lung and Thyroid Cancer with RET 
Gene Mutations or Fusions
Press Release — May 8, 2020

“On May 8, 2020, the Food and Drug Administration granted accelerated approval to 
selpercatinib for the following indications: 

• Adult patients with metastatic RET fusion-positive non-small cell lung cancer (NSCLC);

• Adult and pediatric patients ≥12 years of age with advanced or metastatic RET-mutant 
medullary thyroid cancer (MTC) who require systemic therapy;

• Adult and pediatric patients ≥12 years of age with advanced or metastatic RET fusion-
positive thyroid cancer who require systemic therapy and who are radioactive iodine-
refractory (if radioactive iodine is appropriate).

Efficacy was investigated in a multicenter, open-label, multi-cohort clinical trial (LIBRETTO-
001) in patients whose tumors had RET alterations.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-selpercatinib-lung-and-thyroid-cancers-ret-gene-
mutations-or-fusions



FDA Grants Accelerated Approval to Capmatinib for Metastatic 
Non-Small Cell Lung Cancer
Press Release — May 6, 2020

“On May 6, 2020, the Food and Drug Administration granted accelerated approval to 
capmatinib for adult patients with metastatic non-small cell lung cancer (NSCLC) whose 
tumors have a mutation that leads to mesenchymal-epithelial transition (MET) exon 14 
skipping as detected by an FDA-approved test.

The FDA also approved the FoundationOne CDx assay as a companion diagnostic for 
capmatinib.

Efficacy was demonstrated in the GEOMETRY mono-1 trial (NCT02414139), a multicenter, 
non-randomized, open-label, multicohort study enrolling 97 patients with metastatic 
NSCLC with confirmed MET exon 14 skipping. 

The recommended capmatinib dose is 400 mg orally twice daily with or without food.”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-capmatinib-metastatic-non-small-cell-
lung-cancer



Trastuzumab Deruxtecan (T-DXd; DS-8201) in 
Patients with HER2-Mutated Metastatic Non-Small 
Cell Lung Cancer (NSCLC): Interim Results of 
DESTINY-Lung01

Smit EF et al.
ASCO 2020;Abstract 9504. 



Antibody-Drug Conjugate 
Trastuzumab Deruxtecan

Smit EF et al. ASCO 2020;Abstract 9504.



DESTINY-Lung01: Efficacy

Smit EF et al. ASCO 2020;Abstract 9504.

Confirmed ORR (by ICR) = 61.9%
DCR = 90.5%
Median DoR = not reached

• Median PFS = 14.0 months



DESTINY-Lung01: Treatment-Emergent AEs

Smit EF et al. ASCO 2020;Abstract 9504.



DESTINY-Lung01: AEs of Special Interest – Interstitial Lung Disease

Smit EF et al. ASCO 2020;Abstract 9504.



Consensus or Controversy? Investigators Discuss 
Clinical Practice Patterns and Available Research 

Data Guiding the Management of Hematologic Cancers
A 4-Part Friday Satellite Symposia Live Webinar Series Preceding 

the 62nd ASH Annual Meeting
Friday, December 4, 2020

Multiple Myeloma
8:30 AM – 10:00 AM Pacific Time
(11:30 AM – 1:00 PM ET)

Chronic Lymphocytic Leukemia
12:00 PM – 1:30 PM Pacific Time 
(3:00 PM – 4:30 PM ET)

Acute Myeloid Leukemia
3:00 PM – 4:30 PM Pacific Time 
(6:00 PM – 7:30 PM ET)

Hodgkin and Non-Hodgkin Lymphoma
7:00 PM – 8:30 PM Pacific Time 
(10:00 PM – 11:30 PM ET)



Thank you for joining us!

CME and MOC credit information will be emailed 
to each participant within 5 business days.


