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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.
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Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 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.
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Meet The Professor with Dr Paik

Module 1: Cases from Drs Chen, Rupard and Zafar
• Dr Zafar: A 64-year-old woman and never-smoker with metastatic NSCLC and discordant BRAF mutation 

testing results

• Questions and Comments: Immune checkpoint inhibitors alone or in combination with chemotherapy

• Dr Zafar: A 46-year-old woman and never-smoker with mixed-histology NSCLC and an ALK mutation

• Dr Rupard: A 53-year-old woman with metastatic NSCLC with pleural disease and an ALK mutation 

• Dr Chen: A 70-year-old woman with an extensive smoking history and NSCLC with pleural disease, PD-L1 70%

Module 2: Lung Cancer Journal Club with Dr Paik

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

Module 4: Key Papers and Recent Approvals



Am Soc Clin Oncol Educ Book 2019;39:e198-206.



Treatment Algorithm for Advanced Squamous Cell Lung Cancer

Paik PK et al. Am Soc Clin Oncol Educ Book 2019;39:e198-206.



Significant Gene Mutations in Squamous Cell Lung Cancer

Paik PK et al. Am Soc Clin Oncol Educ Book 2019;39:e198-206.



Summary of Early-Phase Targeted Therapy Clinical Trial Results

Paik PK et al. Am Soc Clin Oncol Educ Book 2019;39:e198-206.



Lung-MAP Schema

Paik PK et al. Am Soc Clin Oncol Educ Book 2019;39:e198-206.



Patients with metastatic adenocarcinoma of the lung should generally 
have a “liquid biopsy” ordered…

1. At diagnosis
2. At diagnosis if insufficient tissue for NGS
3. Neither



Case Presentation – Dr Zafar: A 64-year-old woman 
and never-smoker with metastatic NSCLC and 
discordant BRAF mutation testing results
• 2020: Diagnosed with metastatic adenocarcinoma with several 

pulmonary lesions, mediastinal lymphadenopathy, and brain metastases

• Liquid biopsy and NGS ordered
- Liquid biopsy reveals BRAF V600E mutation
- NGS results do not reveal any actionable targets

Questions

• What could cause the discordance in mutation testing results? Which assay result should I trust?

Dr Syed Zafar



Case Presentation – Dr Zafar: A 64-year-old woman 
with discordant BRAF mutation testing results (cont)

• Patient is symptomatic: Cough, shortness of breath, effusion

• PD-L1-positive

• Considering symptomatology of patient, chemotherapy/IO combination initiated

• Patient’s symptoms have improved on treatment

• Holding BRAF-targeted treatment in reserve as potential future therapy

Dr Syed Zafar



Offin M et al. 
IASLC 2019;Abstract P1.04-39.

Molecular Characteristics, Immunophenotype, 
and Immune Checkpoint Inhibitor Response in 
BRAF Non-V600 Mutant Lung Cancers



Overall Response Rate

Offin M et al. IASLC 2019;Abstract P1.04-39. 



Time to Immune Checkpoint Inhibitor Discontinuation

Offin M et al. IASLC 2019;Abstract P1.04-39. 



Case Presentation – Dr Zafar: A 46-year-old woman 
and never-smoker with mixed-histology NSCLC and 
an ALK mutation
• 2016: Diagnosed with poorly differentiated adenocarcinoma with focal                                    

squamous differentiation
- NGS detects EML4-ALK fusion mutation

• 2016: Crizotinib initiated due to presence of multiple brain metastases

• 2017: Progression in brain → alectinib

• 2018: Progression in brain → resection of 8-mm parieto-occipital lesion → radiotherapy

• 2020: Presents with seizures → new brain metastases detected → right frontal stereotactic 
craniotomy

Questions

• Considering administering lorlatinib if patient continues to have brain progression, but are there 
other options I should consider for her? Is there anything exciting on the horizon, any clinical trails? 

Dr Syed Zafar



Case Presentation – Dr Rupard: A 53-year-old woman 
with metastatic NSCLC with pleural disease and an 
ALK mutation

• 2013: Presented with pneumonia, and mass in right upper lobe detected;
pleural biopsy demonstrates ALK mutation-positive adenocarcinoma                                                        

• 2013 – 2017: Progressed through multiple lines of therapy:
- Crizotinib → Ceritinib → NGS detects G1202R ALK mutation predictive of response to lorlatinib
- Lorlatinib not available → Carboplatin/pemetrexed/bev followed by maintenance bev

• 2017: Developed right upper quadrant pain → CT scan reveals 8-cm tumor in liver
- Within several weeks tumor size increased to 20 cm
- Local therapies unsuccessful

Questions
• Have you seen such cases of pleural disease extending down to the abdomen? How would you have 

approached treatment of this patient – would you have administered the anti-PD-1 agent before 
chemo?

• What is your experience with lorlatinib and how common is the G1202R ALK mutation?

Dr Erik Rupard



Case Presentation – Dr Rupard: A 53-year-old woman with 
pleural disease and liver metastasis

Right hilar mass
Becoming contiguous 

with liver

Large cystic lesion of 
secreted malignant fluid 

below diaphragm



Case Presentation – Dr Chen: A 70-year-old woman 
with an extensive smoking history and NSCLC with 
pleural disease, PD-L1 70%

• 9/2020: Presents to ER with progressive dyspnea and 70-pound weight loss over                                
the last year; 35-year smoking history
- Found to have right pleural effusion; cytology shows adenocarcinoma

• Bronchoscopy, right thoracoscopy, extensive decortication, talc pleurodesis and pleura biopsy 
• Mutation testing is negative for EGFR, ALK, ROS, BRAF, and MET
• PD-L1 70%

• Have discussed single-agent pembrolizumab as next treatment

Questions
• If this patient receives single-agent pembrolizumab and progresses, what would be the best 

second-line treatment for her? Would ipilimumab/nivolumab be appropriate for this patient? 

Dr Gigi Chen



Meet The Professor with Dr Paik
Module 1: Cases from Drs Chen, Rupard and Zafar

Module 2: Lung Cancer Journal Club with Dr Paik
• Phase II trial of nab paclitaxel and gemcitabine for Stage IV squamous cell lung cancer

• Tepotinib for NSCLC with MET exon 14 skipping mutations

• Capmatinib for NSCLC with MET exon 14 mutation or MET amplification

• Ramucirumab and docetaxel before or after immune checkpoint inhibitors

• Early resistance mechanisms to first-line osimertinib

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

Module 4: Key Papers and Recent Approvals



Clin Cancer Res 2020;26(8):1796-802.



Radiographic Responses

Paik PK et al. Clin Cancer Res 2020;26(8):1796-802. 

Light blue: Patients treated during Stage I. Dark blue: Patients treated during Stage II.



Progression-Free Survival

Paik PK et al. Clin Cancer Res 2020;26(8):1796-802. 

Median PFS: 7.5 months

Light blue: Patients treated during Stage I. Dark blue: Patients treated during Stage II.



N Engl J Med 2020;383(10):931-43.



Tepotinib: Response Rate and Change from Baseline in Tumor Burden

Paik PK et al. N Engl J Med 2020;383(10):931-43. 



N Engl J Med 2020;383(10):944-57.



Capmatinib: Response Rate and Change from Baseline in Tumor Burden

Wolf J et al. N Engl J Med 2020;383(10):944-57. 

ORR: 41% ORR: 68%

ORR: 29% ORR: 40%



Offin M et al. 
ASCO 2019;Abstract 9078.

Efficacy of Ramucirumab and Docetaxel Given 
Either Before or After Immune Checkpoint 
Inhibitors in Patients with Lung Cancers



Clin Cancer Res 2020;26(11):2654-63.



Distribution of Established Mechanisms of Resistance
in Patients Receiving First-Line Osimertinib Therapy

Schoenfeld AJ et al. Clin Cancer Res 2020;26(11):2654-63. 
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Module 1: Cases from Drs Chen, Rupard and Zafar

Module 2: Lung Cancer Journal Club with Dr Paik
• Phase II trial of nab paclitaxel and gemcitabine for Stage IV squamous cell lung cancer

• Tepotinib for NSCLC with MET exon 14 skipping mutations

• Capmatinib for NSCLC with MET exon 14 mutation or MET amplification

• Ramucirumab and docetaxel before or after immune checkpoint inhibitors

• Early resistance mechanisms to first-line osimertinib

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

Module 4: Key Papers and Recent Approvals



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 



Which first-line treatment regimen would you recommend for a patient 
with metastatic nonsquamous lung cancer, no identified targetable 
mutations and a PD-L1 TPS of 10%? Of 60%?

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Pembro/carbo/pem

Pembro

Pembro or Hospice

Pembro

Pembro

Pembro/carbo/pem†

Pembro

Pembro

Pembro

Pembro +/- carbo/pem

Pembro

Pembro

Pembro

Pembro

Pembro

Pembro

Age 65 Age 80 Age 65 Age 80

TPS of 10% TPS of 60%

Pembro/carbo/pem Pembro/carbo/pem Pembro Pembro

Pembro/carbo/pem Pembro Pembro* Pembro

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

Pembro/carbo/pem Pembro/carbo/pem Pembro Pembro

Pembro = pembrolizumab; carbo = carboplatin; pem = pemetrexed; atezo = atezolizumab; pac = paclitaxel; bev = bevacizumab * If very symptomatic, pembro/carbo/pem; † Likely dose-reduced chemotherapy



Which first-line treatment regimen would you recommend for a patient 
with metastatic squamous lung cancer, no identified targetable mutations 
and a PD-L1 TPS of 10%?  Of 60%?

Pembro/carbo/ nab-P

Pembro/carbo/ nab-P

Pembro/carbo/ nab-P

Pembro/carbo/ 
nab-P or pac

Pembro/carbo/nab-P

Pembro

Pembro/carbo/nab-P

Pembro/carbo/pac

Pembro/carbo/nab-P

Pembro/carbo/pac

Pembro

Pembro

Pembro

Pembro +/- carbo/
nab-P or pac

Pembro

Pembro

Pembro

Pembro

Pembro+/- carbo/
nab-P

Pembro

Age 65 Age 80 Age 65 Age 80

TPS of 10% TPS of 60%

Pembro/carbo/nab-P Pembro/carbo/nab-P Pembro Pembro

Pembro/carbo/nab-P Pembro/carbo/nab-P Pembro Pembro

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

Pembro/carbo/pac Pembro/carbo/pac Pembro Pembro

Nab-P = nanoparticle albumin-bound paclitaxel



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…

2 years

2 years

Indefinitely or until PD/toxicity

2 years

2 years

Indefinitely or until PD/toxicity

2 years

Indefinitely or until PD/toxicity

2 years

2 years

Complete clinical response Partial clinical response

Likely 2 years but CR duration dependent Indefinitely or until PD/toxicity

2 years (min) 2 years (min)

2 years 2 years

Indefinitely or until PD/toxicity Indefinitely or until PD/toxicity

PD = progressive disease



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 patient with 
extensive-stage SCLC? 

Carbo/etoposide + atezolizumab

Carbo/etoposide + atezolizumab

Carbo/etoposide + atezolizumab

Carbo/etoposide + atezolizumab

Carbo/etoposide + atezolizumab

Carbo/etoposide + atezolizumab

Carbo/etoposide + atezolizumab

Carbo/etoposide + atezolizumab

Carbo/etoposide + 
atezolizumab or durvalumab

Carbo/etoposide + atezolizumab

Age 65 Age 80

Carbo/etoposide + durvalumab Carbo/etoposide + durvalumab

Carbo/etoposide + atezolizumab
or durvalumab Carbo/etoposide + durvalumab

Carbo/etoposide + atezolizumab Carbo/etoposide OR Carbo/etoposide + 
atezolizumab or durvalumab

Carbo/etoposide + atezolizumab 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

Carboplatin/etoposide + atezolizumab or durvalumab

Carboplatin/etoposide

Carboplatin/etoposide + durvalumab

Carboplatin/etoposide + atezolizumab or durvalumab

Carboplatin/etoposide

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? 

Carboplatin/etoposide + atezolizumab or durvalumab

Carboplatin/etoposide + atezolizumab

Carboplatin/etoposide + atezolizumab

Carboplatin/etoposide + atezolizumab or durvalumab

Carboplatin/etoposide + atezolizumab

Carboplatin/etoposide + durvalumab

Carboplatin/etoposide + atezolizumab or durvalumab

Carbo/etoposide OR Carbo/etoposide + atezolizumab or durvalumab

Carboplatin/etoposide + atezolizumab

SIADH = syndrome of inappropriate antidiuretic hormone secretion 
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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. 



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.



Meet The Professor
Management of Chronic Lymphocytic Leukemia

Wednesday, October 14, 2020
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Thank you for joining us!

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


