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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

\ 4

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



Familiarizing Yourself with the Zoom Interface

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 Levy

Module 1: Cases from Drs Ramalingam, Lamar, Brenner, Morganstein and Park

Dr Ramalingam: A 66-year-old woman with adenocarcinoma of the lung

Dr Ramalingam: An active 71-year-old man with metastatic squamous cell NSCLC — PD-L1 negative

Dr Lamar: An 82-year-old man with metastatic NSCLC

Dr Brenner: A 67-year-old woman with metastatic adenocarcinoma of the lung — EGFR exon 20 mutation

Dr Morganstein: A 68-year-old man and smoker with metastatic adenocarcinoma of the lung — TMB 14 mut/Mb
Questions and Comments: KRAS G12C mutation inhibitor sotorasib (AMG510); KRAS testing

Questions and Comments: Consolidation chemotherapy before consolidation immunotherapy for Stage 11l NSCLC?

Module 2: Lung Cancer Journal Club with Dr Levy

Genomic drivers of response to immune checkpoint blockade in lung cancer

Ongoing randomized trial of carboplatin/bevacizumab with or without atezolizumab for metastatic NSCLC with
EGFR mutation

Consolidative radiation therapy for oligometastatic lung cancer
ASCO guidelines: Lung cancer surveillance after definitive curative-intent therapy

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?

Chemotherapy

Osimertinib

Chemotherapy followed by osimertinib
Other

il P e =



Case Presentation — Dr Ramalingam: A 66-year-old
woman with adenocarcinoma of the lung

* Presented with respiratory symptoms and tested negative for COVID-19
Dr Suresh S Ramalingam
* Work up: 4.5-cm RUL lesion, adenocarcinoma of the lung

* Right upper lobectomy: 4-cm, negative margins, 2N1 lymph nodes positive,
EGFR exon 19 deletion

* Cisplatin/pemetrexed

Questions

* After completion of adjuvant chemotherapy, should we begin adjuvant osimertinib?



Osimertinib as Adjuvant Therapy in Patients (pts)
with Stage IB—IlIA EGFR Mutation Positive (EGFRm)
NSCLC After Complete Tumor Resection: ADAURA

Herbst RS et al.
ASCO 2020;Abstract LBAS.

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



ADAURA Phase lll Trial Schema

Herbst RS et al. ASCO 2020;Abstract LBAS5.



ADAURA Primary Endpoint: Inv-Assessed DFS
(Stage II/11IA)

Herbst RS et al. ASCO 2020;Abstract LBAS5.



ADAURA: DFS by Stage

Herbst RS et al. ASCO 2020;Abstract LBAS5.



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

Herbst RS et al. ASCO 2020;Abstract LBAS5.



Case Presentation — Dr Ramalingam: An active

71-year-old man with metastatic squamous cell
NSCLC — PD-L1 negative

e 9/2020: RUL squamous cell NSCLC, with mediastinal adenopathy, Dr Suresh S Ramalingam
involvement of the contralateral lung and bone metastases

— PD-L1 negative

Questions

 How would you approach treatment — ipilimumab/nivolumab,
chemo/pembrolizumab, or something else?



Case Presentation — Dr Lamar: An 82-year-old man
with metastatic NSCLC

e 2015: Diagnosed with metastatic NSCLC
* Carboplatin/paclitaxel 2 PD

e 2015 — present: Continuing nivolumab

Dr Zanetta S Lamar

— NED, no therapy-associated toxicity

Questions

 What is your approach to patients who are responding to checkpoint inhibitor therapy and
are not experiencing toxicity? Would you consider stopping the PD-1/PD-L1 inhibitor?

* |If you discontinued the PD-1/PD-L1 inhibitor, is there a way to determine whether or not to
rechallenge the patient if disease progression occurs?



Case Presentation — Dr Brenner: A 67-year-old woman

with metastatic adenocarcinoma of the lung — EGFR
exon 20 mutation

e 11/2018: Metastatic adenocarcinoma of the lung (liver and extensive Dr Warren J Brenner
blastic bone metastases)

— EGFR exon 20 mutation, PD-L1 negative
12/2018: Carboplatin, pemetrexed, bevacizumab = prophylactic surgical pinning L femur, palliative RT
4/2019: Initiated maintenance bevacizumab plus denosumab
8/2019: Osteonecrosis of the jaw
9/2019: PD - dose-reduced docetaxel 60 mg/m? = 7/2020: PD

Questions

Front-line therapy options for patients with EGFR exon 20 mutations? Role for afatinib and an EGFR
inhibitor outside of a clinical trial? Options after progression on chemo?

At relapse, do you rebiopsy — liquid versus tissue?
Use of immunotherapy in patients with actionable mutations? Does PD-L1 level matter?
How often do you see ONJ? Is it more common with denosumab or zoledronic acid?



Case Presentation — Dr Morganstein: A 68-year-old
man and heavy smoker with metastatic
adenocarcinoma of the lung — TMB 14 mut/Mb

 Widespread metastatic lung adenocarcinoma to lung, liver and bone Dr Neil Morganstein
* NGS: KRAS G12D, TMB: 14 mut/Mb, PD-L1: Undetectable

» Carboplatin, pemetrexed, pembrolizumab x 4 (initial response, then progression in bones
after 6-8 wks)

* Nab paclitaxel/ramucirumab, with significant improvement in symptoms

Questions

 What are the best treatment options in patients who progress relatively quickly on
immunotherapy? Is there a role for dual immunotherapy in the second-line setting?

* How do you interpret TMB and what is considered "high”? How important is it to have
have this information because many limited panels do not give TMB?



Questions and Comments: KRAS G12C mutation
inhibitor sotorasib (AMG510); KRAS testing

Neil Morganstein, MD
Hematology Oncology

Atlantic Health System
Summit, New Jersey



Questions and Comments: Consolidation chemotherapy before
consolidation immunotherapy for Stage 11l NSCLC?

Chandler Park, MD
Hematology and Oncology
Norton Healthcare

Louisville, Kentucky
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Genomic Drivers of Response to Immune Checkpoint
Blockade in Lung Cancer

Anagnostou VK et al.
AACR 2020;Abstract 5901.



Phase Il Randomized Trial of Carboplatin +
Pemetrexed + Bevacizumab, +/- Atezolizumab in Stage
IV Non-Squamous Non-Small Lung Cancer (NSCLC)
Patients Who Harbor a Sensitizing EGFR Mutation or
Have Never Smoked

Bodor JN et al.
ASCO 2020;Abstract TPS9629.



Clin Lung Cancer 2020:S1525-7304(20)30153-4



J Clin Oncol 2019;38:753-66
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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%?

TPS of 10% TPS of 60%
Age 65 Age 80 Age 65 Age 80

Pem = pemetrexed

*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%?

TPS of 10% TPS of 60%
Age 65 Age 80 Age 65 Age 80

Nab-P = nanoparticle albumin-bound paclitaxel; P = 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...

Complete clinical response Partial clinical response

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?

Topotecan or irinotecan
Lurbinectedin
Nivolumab/ipilimumab
Pembrolizumab
Nivolumab

Other

o V' e ° e



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

Age 65 Age 80



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?



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?

SIADH = syndrome of inappropriate antidiuretic hormone secretion
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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/m? by intravenous infusion every 21 days until disease progression or
unacceptable toxicity.

The recommended lurbinectedin dose is 3.2 mg/m? 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/Il 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/Il 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-naive 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 212 years of age with advanced or metastatic RET-mutant
medullary thyroid cancer (MTC) who require systemic therapy;

e Adult and pediatric patients 212 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-LungO01

Smit EF et al.
ASCO 2020;Abstract 9504.



Antibody-Drug Conjugate
Trastuzumab Deruxtecan

Smit EF et al. Proc ASCO 2020;Abstract 9504.



DESTINY-LungO01: Efficacy

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

e Median PFS = 14.0 mos

Smit EF et al. Proc ASCO 2020;Abstract 9504.



DESTINY-Lung01: Treatment-Emergent AEs

Smit EF et al. Proc ASCO 2020;Abstract 9504.



DESTINY-LungO01: AEs of Special Interest — Interstitial Lung Disease

Smit EF et al. Proc ASCO 2020;Abstract 9504.



Clinical Investigator Perspectives on the Current

and Future Management of Multiple Myeloma
A Meet The Professor Series

Wednesday, September 30, 2020
3:00 PM - 4:00 PM ET

Faculty
S Vincent Rajkumar, MD

Moderator

Neil Love, MD
Co-provided by USFHealth



Thank you for joining us!

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



