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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.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.





5 Exciting CME/MOC Events You Do Not Want to Miss
A Live Webinar Series Held in Conjunction with the 2021 ASCO Annual Meeting

Immunotherapy and Other 
Nontargeted Approaches for Lung 
Cancer
Wednesday, July 28
5:00 PM – 6:00 PM ET

Hepatocellular Carcinoma and Pancreatic 
Cancer
Wednesday, August 4
5:00 PM – 6:30 PM ET

Mantle Cell, Diffuse Large B-Cell 
and Hodgkin Lymphoma
Monday, August 2
5:00 PM – 6:00 PM ET

Head and Neck Cancer
Wednesday, August 11
5:00 PM – 6:00 PM ET

Colorectal and Gastroesophageal 
Cancers
Tuesday, August 3
5:00 PM – 6:30 PM ET



Consensus or Controversy? 
Clinical Investigator Perspectives on the 

Current and Future Management of Mantle Cell, 
Diffuse Large B-Cell and Hodgkin Lymphoma

Monday, August 2, 2021
5:00 PM – 6:00 PM ET

Stephen M Ansell, MD, PhD
Craig Moskowitz, MD

Laurie H Sehn, MD, MPH
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Neil Love, MD
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Consensus or Controversy? 
Clinical Investigator Perspectives on the Current 

and Future Management of Colorectal and 
Gastroesophageal Cancers 
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Chloe E Atreya, MD, PhD
Dustin Deming, MD

Eric Van Cutsem, MD, PhD
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Consensus or Controversy? 
Clinical Investigator Perspectives on the 

Current and Future Management of Hepatocellular 
Carcinoma and Pancreatic Cancer 
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Three Exciting Educational Events Held in Conjunction 
with the 2021 Pan Pacific Lymphoma Conference

In Partnership with the University of Nebraska Medical Center 

Expert Second Opinion —
Acute Myeloid Leukemia and 
Myelodysplastic Syndromes
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Beyond the Guidelines —
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Cases from the Community —
Multiple Myeloma 
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Faculty
Muhamed Baljevic, MD
Joseph Mikhael, MD
Nina Shah, MD
Moderator
Robert Z Orlowski, MD, PhD



Meet The Professor
Optimizing the Selection and Sequencing of Therapy 

for Patients with HER2-Positive Breast Cancer
Tuesday, August 10, 2021

12:00 PM – 1:00 PM ET

Karen A Gelmon, MD

Moderator
Neil Love, MD
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A Conversation with the Investigators: 
Perspectives on the Management 

of Head and Neck Cancer 
Wednesday, August 11, 2021

5:00 PM – 6:00 PM ET

Barbara Burtness, MD
Ezra Cohen, MD

Robert L Ferris, MD, PhD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 2-3 business days.
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ASCO 2021 Nontargeted Approaches for Lung Cancer
Presentation Library

Current Treatment Paradigms for Small Cell Lung 
Cancer  
Mark Awad, MD, PhD

Current and Potential Future Role of Immune 
Checkpoint Inhibition in the Management of 
Nonmetastatic Non-Small Cell Lung Cancer (NSCLC)   
Heather Wakelee, MD

First-Line Management of Metastatic NSCLC without 
a Targetable Tumor Mutation  
David R Spigel, MD

Download Slides

Download Slides

Download Slides

https://asset.researchtopractice.com/2021/HTML_Emails/ASCO/TalksSlides/ASCO21_Immunotherapy_Nontargeted_Lung_Cancer_Awad.pdf
https://asset.researchtopractice.com/2021/HTML_Emails/ASCO/TalksSlides/ASCO21_Immunotherapy_Nontargeted_Lung_Cancer_Spigel.pdf
https://asset.researchtopractice.com/2021/HTML_Emails/ASCO/TalksSlides/ASCO21_Immunotherapy_Nontargeted_Lung_Cancer_Wakelee.pdf
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UPMC Chautauqua
Jamestown, New York
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Attending Physician
Co-Director, Cardio-Oncology Program
LVPG Hematology Oncology Associates
Lehigh Valley Health Network
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Margaret Deutsch, MD
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Agenda
Introduction: Immunotherapy in the (Neo) Adjuvant Setting
• Dr Ibrahim: A 66-year-old woman with adenocarcinoma of the lung – PD-L1 of 0
• Key relevant data sets

Module 1: First-Line Treatment of Metastatic NSCLC without a Targetable Tumor Mutation  
• Dr Ibrahim: A 66-year-old woman with adenocarcinoma of the lung – PD-L1 of 0
• Dr Deutsch: A 63-year-old woman with metastatic squamous cell carcinoma of the lung – PD-L1 75%
• Dr Martins: A 65-year-old woman with metastatic adenocarcinoma of the lung and brain metastases – PD-L1 90%
• Dr Lobins: A 70-year-old man with recurrent metastatic adenocarcinoma of the lung – TP53 and KRAS G12A mutations
• Dr Flores: A 63-year-old man with metastatic adenocarcinoma of the lung and active hepatitis C
• Dr Ibrahim: A 73-year-old man with metastatic adenocarcinoma of the lung – PD-L1 1%
• Key relevant data sets 

Module 2: Role of Immune Checkpoint Inhibition in the Management of Locally Advanced NSCLC
• Key relevant data sets 

Module 3: Current Treatment Paradigm for Small Cell Lung Cancer (SCLC)  
• Dr Gosain: A 59-year-old man with extensive-stage SCLC 
• Dr Gupta: A 65-year-old woman with limited-stage SCLC 
• Key relevant data sets 
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Case Presentation – Dr Ibrahim: A 66-year-old 
woman with adenocarcinoma of the lung – PD-L1 of 0

Dr Sulfi Ibrahim• Presented with stage 3 adenocarcinoma of the right lower lobe à right lower 
lobe lobectomy

• Treated with four cycles of adjuvant cisplatin/pemetrexed

• NGS: PD-L1 = 0, no targetable mutations

Question

• Regulatory and reimbursement issues aside, would you offer this patient atezolizumab? 

• What would be your approach if the PD-L1 was 5%?



The Phase III Impower010 study showed that the administration of adjuvant 
atezolizumab after complete resection and adjuvant platinum-based 
chemotherapy for Stage II to IIIA non-small cell lung cancer and PD-L1 ≥1% 
led to a hazard rate of 0.66 for disease-free survival but the data are 
immature for overall survival. Considering this, would you want to use 
atezolizumab as part of adjuvant therapy? 

10%

38%

52%

0% 10% 20% 30% 40% 50% 60%

Yes

I am not aware of these data 

No

Premeeting survey: July 2021



The Phase III CheckMate 816 study showed that the addition of 
nivolumab to platinum-based neoadjuvant chemotherapy for patients 
with resectable non-small cell lung cancer led to a pathologic complete 
response (pCR) rate of 24% and improvement in surgical outcomes. 
Considering this, would you want to use nivolumab as part of 
neoadjuvant therapy? 

6%

16%

78%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%

Yes

I am not aware of these data 

No

Premeeting survey: July 2021



Regulatory and reimbursement issues aside, in addition to platinum-
based chemotherapy, what would you most likely recommend as 
adjuvant treatment for a patient who is a smoker s/p resection of 
Stage IIIA adenocarcinoma of the lung with a BRAF V600E mutation 
and PD-L1 50%?

1. Atezolizumab
2. Dabrafenib + trametinib
3. Both 1 and 2 
4. Neither 1 nor 2
5. Other 



In the past year, to approximately how many patients with NSCLC 
have you administered neoadjuvant immunotherapy outside of a 
clinical trial setting?

1. 0
2. 1
3. 2
4. 3-5
5. More than 5 



IMpower010 Phase III Study Design

Stratification factors
• Male/female
• Stage (IB vs II vs IIIA)
• Histology
• PD-L1 tumor expression statusa: TC2/3 

and any IC vs TC0/1 and IC2/3 vs TC0/1 
and IC0/1

Cisplatin + 
pemetrexed, 
gemcitabine, 
docetaxel or 
vinorelbine

1-4 cycles

No crossover

R 
1:1

Atezolizumab
1200 mg q21d

16 cycles

BSC

N=1280

N=1005
Survival 

follow-up

Completely resected 
stage IB-IIIA NSCLC 
per UICC/AJCC v7

• Stage IB tumors ≥4 cm
• ECOG 0-1
• Lobectomy/pneumonectomy
• Tumor tissue for PD-L1 

analysis

Primary endpoints
• Investigator-assessed DFS tested hierarchically:

• PD-L1 TC ≥1% (per SP263) 
stage II-IIIA population

• All-randomized stage II-IIIA population
• ITT population (stage IB-IIIA)

Key secondary endpoints
• OS in ITT population
• DFS in PD-L1 TC ≥50% (per SP263) stage II-IIIA 

population
• 3-y and 5-y DFS in all 3 populations

Both arms included observation and regular scans for disease recurrence on the same schedule. 
ECOG, Eastern Cooperative Oncology Group; IC, tumor-infiltrating immune cells; ITT, intent to treat; TC, tumor cells. a Per SP142 assay. 

Dr. Heather A. Wakelee ASCO 
2021, abstr 8500
IMpower010 Interim Analysis
https://bit.ly/33t6JJP Courtesy of Heather Wakelee, MD



Clinical cutoff: January 21, 2021. CI, confidence interval; HR, hazard ratio; NE, not evaluable. a Per SP263 assay. b Stratified log-rank. c Crossed the significance boundary for DFS. 

IMpower010: DFS in the PD-L1 TC ≥1%a

stage II-IIIA population (primary endpoint)

Dr. Heather A. Wakelee ASCO 
2021, abstr 8500
IMpower010 Interim Analysis
https://bit.ly/33t6JJP 

Atezolizumab 
(n=248)

BSC 
(n=228)

Median DFS (95% CI), mo NE (36.1, NE) 35.3 (29.0, NE)
Stratified HR (95% CI) 0.66 (0.50, 0.88)
P valueb 0.004c

Median follow-up: 32.8 mo
(range, 0.1-57.5)  

Courtesy of Heather Wakelee, MD



Clinical cutoff: January 21, 2021. a Stratified log-rank. b Crossed the significance boundary for DFS. 

Dr. Heather A. Wakelee ASCO 
2021, abstr 8500
IMpower010 Interim Analysis
https://bit.ly/33t6JJP 

IMpower010: DFS in the all-randomized
stage II-IIIA population (primary endpoint)

Median follow-up: 32.2 mo
(range, 0-57.5)  

Atezolizumab 
(n=442)

BSC 
(n=440)

Median DFS (95% CI), mo 42.3 (36.0, NE) 35.3 (30.4, 
46.4)

Stratified HR (95% CI) 0.79 (0.64, 0.96)
P valuea 0.02b

Courtesy of Heather Wakelee, MD



Dr. Heather A. Wakelee ASCO 
2021, abstr 8500
IMpower010 Interim Analysis
https://bit.ly/33t6JJP 

IMpower010: DFS in key subgroups

PD-L1 TC ≥1%
stage II-IIIA 
population

All-randomized
stage II-IIIA 
population



Dr. Heather A. Wakelee ASCO 
2021, abstr 8500
IMpower010 Interim Analysis
https://bit.ly/33t6JJP 

IMpower010: early OS data at interim DFS analysis



n (%)
Atezolizumab

(n=495)
BSC

(n=495)
Any-cause AE 459 (92.7) 350 (70.7)

Treatment-related AE 335 (67.7) –
Grade 3-4 AE 108 (21.8) 57 (11.5)

Treatment-related grade 3-4 AE 53 (10.7) –
Serious AE 87 (17.6) 42 (8.5)

Treatment-related serious AE 37 (7.5) –
Grade 5 AE 8 (1.6)b 3 (0.6)c

Treatment-related grade 5 AE 4 (0.8) –
AE leading to dose interruption of atezolizumab 142 (28.7) –
AE leading to atezolizumab discontinuation 90 (18.2) –
Immune-mediated AEs 256 (51.7) 47 (9.5)

Grade 3-4 immune-mediated AEs 39 (7.9) 3 (0.6)
Immune-mediated AEs requiring the use of systemic 
corticosteroids 60 (12.1) 4 (0.8)

Clinical cutoff: January 21, 2021. AE, adverse event; a Data are from the safety population (all randomized patients who received ≥1 atezolizumab dose or for BSC, 
had ≥1 post-baseline assessment). 
b Interstitial lung disease*; pneumothorax; multiple organ dysfunction syndrome*; cerebrovascular accident; arrhythmia; myocarditis*; acute myeloid leukemia*; acute 
cardiac failure. c Pneumonia; pulmonary embolism; cardiac tamponade and septic shock in the same patient. *, Treatment related per investigator.

IMpower010: safety summarya

Dr. Heather A. Wakelee ASCO 2021, abstr 8500
IMpower010 Interim Analysis
https://bit.ly/33t6JJP Courtesy of Heather Wakelee, MD



Ongoing Adjuvant PD-1/PD-L1 IO Trials

Drug/Trial Description Stages entered Description Primary endpoint

Nivolumab US, NCI (ECOG), 
Observational 
control

IB (4cm)-IIIA
After Adj Chemo 
+/- radiation

Phase 3
Allows PD-L1 +/-

OS/DFS

Atezolizumab Global, Placebo 
controlled

IB (4cm)-IIIA
After Adj Chemo

Phase 3
Allows PD-L1 +/-

DFS

Durvalumab Global, Placebo 
controlled

IB (4cm)-IIIA
After Adj Chemo

Phase 3
Allows PD-L1 +/-

DFS

Pembrolizumab ETOP/EORTC, 
Placebo 
Controlled

IB (4cm)-IIIA
After Adj Chemo

Phase 3
Allows PD-L1 +/-

DFS

Courtesy of Heather Wakelee, MD



CheckMate 816 Phase III study designa,1

Database lock: September 16, 2020; minimum follow-up: 7.6 months for NIVO + chemo and chemo arms.
aNCT02998528; this study included an exploratory arm: NIVO 3 mg/kg Q2W (3 cycles) + ipilimumab 1 mg/kg (cycle 1 only). Data from this arm are not included in this 
presentation; bDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako); cIncluded patients with PD-L1 expression status not evaluable and indeterminate; dNSQ: 
pemetrexed + cisplatin or paclitaxel + carboplatin; SQ: gemcitabine + cisplatin or paclitaxel + carboplatin; eVinorelbine + cisplatin, docetaxel + cisplatin, gemcitabine + 
cisplatin (SQ only), pemetrexed + cisplatin (NSQ only), or paclitaxel + carboplatin.
1. Forde PM, et al. Oral presentation at the AACR Annual Meeting; April 8–10, 2021; virtual. Abstract 5218.

Primary endpoints
• pCR by BIPR
• EFS by BICR

Key secondary endpoints
• MPR by BIPR
• OS
• Time to death or distant metastases

Key exploratory endpoints included
• ORR by BICR
• Feasibility of surgery; peri- and 

post-operative surgery-related AEs

Chemoe Q3W (3 cycles)

NIVO 360 mg Q3W 
+ 

chemod Q3W (3 cycles)
R

1:1

Key eligibility criteria
• Newly diagnosed, resectable, 

stage IB (≥ 4 cm)–IIIA NSCLC 
(per TNM 7th edition)

• ECOG PS 0–1
• No known sensitizing EGFR

mutations or ALK alterations

Stratified by
stage (IB/II vs IIIA), 

PD-L1b (≥ 1% vs < 1%c), and sex

Surgery 
(within 6 weeks

post-
treatment) 

Optional 
adjuvant 

chemo ± RT

Follow-
up

N = 358 Radiologic 
restaging

Spicer ASCO2021 Abstr 8503 Courtesy of Heather Wakelee, MD



CheckMate 816 – Forde et al. AACR 2021

Courtesy of Heather Wakelee, MD



CheckMate 816: Depth of pathological regression in primary 
tumor by stagea

• The median residual viable tumor percentage in stage IB/II and IIIA was 28% and 8% with NIVO + chemo vs 79% and 
70% with chemo, respectively
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Spicer ASCO 2021 Courtesy of Heather Wakelee, MD



Ongoing Phase 3 NEO-Adj PD-(L)1 NSCLC IO

Drug N Stages Description Primary 
Endpoint

Nivo + platinum 
Chemo (ipi/nivo

closed)
CheckMate 816

350 Stage IB–IIIA, resectable NSCLC Neo-adjuvant, no 
adjuvant MPR / RFS

Atezo + platinum 
Chemo

IMpower030
374 Stage II–IIIB (T3N2), resectable NSCLC

Neo-adjuvant 
chemo-ICI, then 

adjuvant IO
MPR / RFS

Pembro + platinum-
doublet Chemo

KEYNOTE-671
786 Stage IIB–IIIA, resectable NSCLC

Neo-adjuvant 
chemo-ICI then 

adjuvant IO
RFS /  OS

Durva + platinum-
doublet Chemo 300 Stage II–IIIA, resectable NSCLC

Neo-adjuvant 
chemo-ICI then 

adjuvant IO
MPR

Courtesy of Heather Wakelee, MD



Agenda
Introduction: Immunotherapy in the (Neo) Adjuvant Setting
• Dr Ibrahim: A 66-year-old woman with adenocarcinoma of the lung – PD-L1 of 0
• Key relevant data sets

Module 1: First-Line Treatment of Metastatic NSCLC without a Targetable Tumor Mutation  
• Dr Ibrahim: A 66-year-old woman with adenocarcinoma of the lung – PD-L1 of 0
• Dr Deutsch: A 63-year-old woman with metastatic squamous cell carcinoma of the lung – PD-L1 75%
• Dr Martins: A 65-year-old woman with metastatic adenocarcinoma of the lung and brain metastases – PD-L1 90%
• Dr Lobins: A 70-year-old man with recurrent metastatic adenocarcinoma of the lung – TP53 and KRAS G12A mutations
• Dr Flores: A 63-year-old man with metastatic adenocarcinoma of the lung and active hepatitis C
• Dr Ibrahim: A 73-year-old man with metastatic adenocarcinoma of the lung – PD-L1 1%
• Key relevant data sets 

Module 2: Role of Immune Checkpoint Inhibition in the Management of Locally Advanced NSCLC
• Key relevant data sets 

Module 3: Current Treatment Paradigm for Small Cell Lung Cancer (SCLC)  
• Dr Gosain: A 59-year-old man with extensive-stage SCLC 
• Dr Gupta: A 65-year-old woman with limited-stage SCLC 
• Key relevant data sets 



Case Presentation – Dr Ibrahim: A 66-year-old 
woman with adenocarcinoma of the lung – PD-L1 of 0 
(continued)

Dr Sulfi Ibrahim• Presented with stage 3 adenocarcinoma of the right lower lobe à right lower
lobe lobectomy

• Treated with four cycles of adjuvant cisplatin/pemetrexed
• NGS: PD-L1 = 0, no targetable mutations
• Patient developed metastatic disease a few months after the completion of adjuvant chemotherapy

- Rapidly reaccumulating pleural effusion, a pericardial effusion and in severe distress
• Patient anxious for immediate treatment



Case Presentation – Dr Ibrahim: A 66-year-old 
woman with adenocarcinoma of the lung – PD-L1 of 0 
(continued)

Dr Sulfi Ibrahim• Presented with stage 3 adenocarcinoma of the right lower lobe à right lower
lobe lobectomy

• Treated with four cycles of adjuvant cisplatin/pemetrexed
• NGS: PD-L1 = 0, no targetable mutations
• Patient developed metastatic disease a few months after the completion of adjuvant chemotherapy

- Rapidly reaccumulating pleural effusion, a pericardial effusion and in severe distress
• Patient anxious for immediate treatment
• Underwent treatment with the IMpower150 regimen (carboplatin/paclitaxel/atezolizumab/bevacizumab)

- Patient was feeling much better within 1 week (near complete response)

Question
• Is this the best regimen to use in a patient with large malignant effusions as the predominant 

disease related feature? 



Case Presentation – Dr Deutsch: A 63-year-old 
woman with metastatic squamous cell carcinoma of 
the lung – PD-L1 75%

• October 2020: Presented with a several-month history of nausea, anorexia, 
weight loss, progressive dyspnea with severe and intractable hypercalcemia 

• CT: Large right subhilar mass and subcarinal lymphadenopathy, multiple hepatic metastatic deposits

• Biopsy of left supraclavicular lymph node: Poorly differentiated squamous cell carcinoma 

• PET: Large left upper lobe mass, left pleural effusion, extensive pleural disease, lymphadenopathy

• Treated with nivolumab/ipilimumab
- Significant response to therapy, improvement in hepatic metastases, hypercalcemia resolved

Question

• How do the faculty choose between nivo/ipi and other front line treatment options in this setting?

Dr Margaret Deutsch



Case Presentation – Dr Martins: A 65-year-old 
woman with metastatic adenocarcinoma of the lung 
and brain metastases – PD-L1 90% 

• December 2018: Presented with metastatic adenocarcinoma of the lung s/p
resection of brain metastases  

• May 2019: Carboplatin/pemetrexed/pembrolizumab x 4 completed

• Patient remains on pembrolizumab maintenance; complete response to date

Questions

• Do the faculty change their approach to whether they need to include chemotherapy with immune 
therapy if the patient has symptomatic disease? In other words, do you need a "rapid, responsive” 
chemotherapy or are you satisfied with the benefit of immune therapy and that even patients who are 
symptomatic will fare well with immune therapy if their PD-L1 is strongly positive?

Dr Joseph Martins



Case Presentation – Dr Lobins: A 70-year-old 
man with recurrent metastatic adenocarcinoma of 
the lung – TP53 and KRAS G12A mutations

• Feb 2016: Initially diagnosed with Stage I (T1a, N0) NSCLC

• Feb 2018: Patient developed recurrence, localized to the chest and mediastinum

• Patient achieved CR with neoadjuvant chemoradiation and was started on durvalumab on 07/05/18

• Aug 2018: Disease progression in left kidney proven by biopsy

• Aug 2018: Molecular analysis results:

- KRAS p.Gly12Asp mutation |   TP53 p.Lys351 mutation |   PD-L1: Unknown (insufficient tumor 
remaining)

• Patient subsequently experienced disease progression on multiple lines of chemotherapy

• May 2019: Nivolumab/ipilimumab treatment initiated

• May 2021: Patient completed immune therapy, no evidence of disease

Dr Raymond Lobins



Case Presentation – Dr Lobins: A 70-year-old 
man with recurrent metastatic adenocarcinoma of 
the lung – TP53 and KRAS G12A mutations

Dr Raymond Lobins



Case Presentation – Dr Flores: A 63-year-old 
man with metastatic adenocarcinoma of the lung and 
active hepatitis C

• Diagnosed with adenocarcinoma of the lung with bilateral lung metastases

• PMH: Untreated hepatitis C

• He is not interested in chemotherapy, and is excluded from clinical trial participation due to his 
hepatitis C

Questions

• Are there concerns about using immunotherapy in a patient with untreated hepatitis C? 

• If he needed treatment for hepatitis C first, would you hold off administering immunotherapy? 

Dr Regina Flores



Case Presentation – Dr Ibrahim: A 73-year-old man 
with metastatic adenocarcinoma of the lung – PD-L1 
1%
• Initially diagnosed with stage III adenocarcinoma of the right lung  

• Concurrent chemoradiation with CR, followed by consolidation durvalumab x 1 year

Question

• In patients with stage III adenocarcinoma of the lung who have achieved a complete or good 
response to chemoradiation, if their PD-L1 level is 0 but they had an actionable mutation, would 
you offer those patients durvalumab? Or would you offer them adjuvant targeted therapy?

Dr Sulfi Ibrahim



Case Presentation – Dr Ibrahim: A 73-year-old man 
with metastatic adenocarcinoma of the lung – PD-L1 
1% (continued)
• Initially diagnosed with stage III adenocarcinoma of the right lung  

- Concurrent chemoradiation with CR, followed by consolidation durvalumab x 1 year
• Develops PD about 8 months after completion of durvalumab with biopsy-proven metastasis 

to the liver
• Molecular studies: PD-L1 1%, TMB > 10 muts/Mb
• Carboplatin/pemetrexed/pembrolizumab initiated

Questions
• What treatment would you have recommended to this patient? Is there an optimal timeframe after the 

completion of adjuvant durvalumab therapy where it is reasonable to rechallenge with pembrolizumab? 
• Is there data regarding the use of ipilimumab and nivolumab in patients who previously had adjuvant 

durvalumab therapy? 

• This patient had a TMB > 10. Does that influence your choice of what treatment you would give him? 

Dr Sulfi Ibrahim



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 0%? 

2%

4%

6%

6%

8%

10%

64%

0% 10% 20% 30% 40% 50% 60% 70%

Carboplatin/pemetrexed/
pembrolizumab 

Atezolizumab/carboplatin/
nab paclitaxel 

Ipilimumab/nivolumab + 
chemotherapy 

Ipilimumab/nivolumab 

Premeeting survey: July 2021

Chemotherapy + bevacizumab 

Atezolizumab/carboplatin/
paclitaxel/bevacizumab 

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 10%? 
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Carboplatin/pemetrexed/
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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 50%? 
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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 95%? 

4%

4%

8%

10%

74%

0% 10% 20% 30% 40% 50% 60% 70% 80%

Pembrolizumab 

Ipilimumab/nivolumab 

Carboplatin/pemetrexed/
pembrolizumab 

Premeeting survey: July 2021

Cemiplimab

Atezolizumab/carboplatin/
nab paclitaxel 



Summary: Management of Metastatic NSCLC without 
a Targetable Tumor Mutation 

• Patients with Newly Diagnosed Metastatic NSCLC who do not  have 
Targeted Therapy Options – are candidates for:

Mono-Immunotherapy (Pembrolizumab, Atezolizumab, Cemiplimab)
Doublet-Immunotherapy (Nivolumab/Ipilimumab)
Chemotherapy and Immunotherapy (Pembrolizumab, Atezolizumab, 
Nivolumab/Ipilimumab)

• Immune Regimen Selection should be based on Clinical Factors and 
PD-L1 Expression

• Newer Immune Strategies are in Development 
(Durvalumab/Tremelimumab, Tiragolumab, etc)

Courtesy of David R Spigel, MD



SOC: Mono v. Doublet v. Chemo-IO

Mono-
Immunotherapy

• Pembrolizumab
• Atezolizumab
• Cemiplimab

Doublet-
Immunotherapy

• Nivolumab and 
Ipilimumab

Chemotherapy and 
Immunotherapy

• Histology-Based 
Chemotherapy and 
Immunotherapy

Courtesy of David R Spigel, MD



FDA-Approved Immunotherapy Monotherapy Options for 
First-Line Therapy 

Monotherapy FDA approval Pivotal study Histologic type HR (OS)

Pembrolizumab1,2 4/11/19
10/24/16

KEYNOTE-042
KEYNOTE-024 PD-L1 TPS ≥1% 0.63

Atezolizumab3 5/18/20 IMpower110 PD-L1 TPS ≥50,
EGFR and/or ALK wt 0.59

Cemiplimab4 2/22/2021 EMPOWER-Lung 1
(Study 1624)

PD-L1 TPS ≥50,
EGFR and/or ALK 
and/or ROS1 wt

0.57

1 Mok. Lancet 2019. 2 Reck. J Clin Oncol 2019. 3 Herbst. N Engl J Med 2020. 4 Sezer. Lancet 2021. 



FDA-Approved Immunotherapy Combination Options for 
First-Line Therapy

Combination regimen FDA approval Pivotal study Histologic type HR (OS)

Pembrolizumab +
Platinum and pemetrexed1 8/20/18 KEYNOTE-189 Nonsquamous 0.56

Pembrolizumab +
Carboplatin, paclitaxel or nab paclitaxel2 10/30/18 KEYNOTE-407 Squamous 0.64

Atezolizumab +
Carboplatin and paclitaxel and 
bevacizumab3

12/6/18 IMpower150 Nonsquamous 0.78

Atezolizumab +
Carboplatin and nab paclitaxel4 12/3/19 IMpower130 Nonsquamous 0.79

Nivolumab +
Ipilimumab5 5/15/20 CheckMate-227 PD-L1 TPS ≥1,

EGFR and/or ALK wt 0.76

Nivolumab +
Ipilimumab and chemotherapy6 5/26/20 CheckMate-9LA EGFR and/or ALK wt 0.72

1 Gadgeel. J Clin Oncol 2020. 2 Paz-Ares. NEJM 2018. 3 Socinski NEJM 2018. 4 West. Lancet Oncol 2019. 5 Paz-Ares. ASCO 2021; Ab 9016. 6 Reck. 
ASCO 2021;Ab 9000. 



Ongoing Phase III POSEIDON Trial Design

Co-primary endpoints: Overall survival and Progression-free survival

Secondary endpoints include: Objective response rate, health-related quality of life and Safety

Eligibility (N = 1,193)

• Metastatic NSCLC

• Previously untreated

• No activating EGFR mutations or ALK 
fusions

• ECOG PS 0/1 

Durvalumab + Tremelimumab + 
SoC Chemotherapy

Durvalumab + SoC Chemotherapy

www.clinicaltrials.gov (NCT03164616). Accessed July 2021.

R
1:1:1

SoC Chemotherapy

Courtesy of David R Spigel, MD



Chemotherapy and Immunotherapy: 
Durvalumab and Tremelimumab

https://www.astrazeneca.com/media-centre/press-
releases/2021/imfinzi-and-tremelimumab-showed-survival-in-
poseidon.html (accessed July 11, 2021)

Durvalumab and tremelimumab with chemotherapy demonstrated
overall survival benefit in POSEIDON trial for 1st-line Stage IV

non-small cell lung cancer

Durvalumab

Courtesy of David R Spigel, MD

https://www.astrazeneca.com/media-centre/press-releases/2021/imfinzi-and-tremelimumab-showed-survival-in-poseidon.html
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Johnson, ASCO Annual Meeting Abstract 9503 2020

Targeting the TIGIT Checkpoint

Courtesy of David R Spigel, MD
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Johnson, ASCO Annual Meeting Abstract 9503 2020

CITYSCAPE

Courtesy of David R Spigel, MD



Immunotherapy Duration

Mono-
Immunotherapy

• Pembrolizumab
(2 years)

• Atezolizumab
(indefinite)

• Cemiplimab
(2 years)

Doublet-
Immunotherapy

• Nivolumab and Ipilimumab
(2 years)

Chemotherapy and 
Immunotherapy

• Histology-Based 
Chemotherapy and 
Immunotherapy:

Pembrolizumab
Nivolumab/Ipilimumab
(2yrs)
Atezolizumab
Durvalumab
(indefinite)

Courtesy of David R Spigel, MD



Agenda
Introduction: Immunotherapy in the (Neo) Adjuvant Setting
• Dr Ibrahim: A 66-year-old woman with adenocarcinoma of the lung – PD-L1 of 0
• Key relevant data sets

Module 1: First-Line Treatment of Metastatic NSCLC without a Targetable Tumor Mutation  
• Dr Ibrahim: A 66-year-old woman with adenocarcinoma of the lung – PD-L1 of 0
• Dr Deutsch: A 63-year-old woman with metastatic squamous cell carcinoma of the lung – PD-L1 75%
• Dr Martins: A 65-year-old woman with metastatic adenocarcinoma of the lung and brain metastases – PD-L1 90%
• Dr Lobins: A 70-year-old man with recurrent metastatic adenocarcinoma of the lung – TP53 and KRAS G12A mutations
• Dr Flores: A 63-year-old man with metastatic adenocarcinoma of the lung and active hepatitis C
• Dr Ibrahim: A 73-year-old man with metastatic adenocarcinoma of the lung – PD-L1 1%
• Key relevant data sets 

Module 2: Role of Immune Checkpoint Inhibition in the Management of Locally Advanced NSCLC
• Key relevant data sets 

Module 3: Current Treatment Paradigm for Small Cell Lung Cancer (SCLC)  
• Dr Gosain: A 59-year-old man with extensive-stage SCLC 
• Dr Gupta: A 65-year-old woman with limited-stage SCLC 
• Key relevant data sets 



What would you most likely recommend as consolidation treatment for a 
patient with locally advanced NSCLC who has completed chemoradiation 
therapy and is found to have an EGFR activating mutation?

2%

8%

43%

47%

0% 5% 10% 15% 20% 25% 30% 35% 40% 45% 50%

Durvalumab 

Durvalumab followed 
by osimertinib

Osimertinib 

Premeeting survey: July 2021

Durvalumab + osimertinib



PACIFIC: Study Design
Phase 3, Randomized, Double-blind, Placebo-controlled, Multicenter, International Study1

*Using the SP263 immunohistochemistry assay
†Defined as the time from randomization until the date of objective disease progression or death by any cause in the absence of progression. 
BICR, blinded independent central review; cCRT, concurrent CRT; PFS2, time to second progression; RECIST, Response Evaluation Criteria in Solid 
Tumors; TTDM, time to death or distant metastasis. ClinicalTrials.gov number: NCT02125461

• Unresectable, Stage III NSCLC 
without progression after 
definitive platinum-based cCRT
(≥2 cycles)

• 18 years or older
• WHO PS score 0 or 1
• If available, archived pre-cCRT

tumor tissue for PD-L1 testing*

All-comers population 
(i.e. irrespective of PD-L1 

status)

N=713 randomized

Durvalumab
10 mg/kg q2w for
up to 12 months

N=476

Placebo
10 mg/kg q2w for 
up to 12 months

N=237

2:1 randomization,
stratified by age, sex, and 

smoking history Key secondary endpoints 
• ORR, DoR and TTDM by BICR
• PFS2 by investigator
• Safety
• PROs

Primary endpoints
• PFS by BICR using RECIST 

v1.1†

• OS

R

1–42 days 
post-cCRT

Antonio NEJM 2017; WCLC 2018 , ASCO2021 Courtesy of Heather Wakelee, MD



PACIFIC: ASCO 21 Updated PFS (ITT; BICR)

Data cutoff: 11 January 2021 (median follow-up: all patients, 34.2 months 
[range, 0.2–74.7]; censored patients, 61.6 months [range, 0.4–74.7]).

1. Antonia SJ, et al. New Engl J Med 2017;377:1919–29BICR, blinded independent central review; CI, confidence interval; 
HR, hazard ratio; ITT, intent-to-treat; PFS, progression-free survival

No. of events/
total no. of patients (%)

Median PFS
(95% CI), months

Durvalumab 268/476 (56.3) 16.9 (13.0–23.9)

Placebo 175/237 (73.8) 5.6 (4.8–7.7)

Stratified HR (95% CI): 0.55 (0.45–0.68)
Stratified HR from the primary analysis (95% CI):1 0.52 (0.42–0.65)
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Dr. David R. Spigel Courtesy of Heather Wakelee, MD



PACIFIC: ASCO21 Updated OS (ITT)

Data cutoff: 11 January 2021 (median follow-up: all patients, 34.2 months [range, 0.2–74.7]; censored patients, 61.6 months [range, 0.4–74.7]).
1. Antonia SJ, et al. New Engl J Med 2018;379:2342–50; 2. European Medicines Agency. Durvalumab. Summary of product characteristics 2020. 

Available from: https://www.ema.europa.eu/en/documents/product-information/imfinzi-epar-product-information_en.pdf 5. [Accessed April 2021]  

CI, confidence interval; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival

No. of events/
total no. of patients (%)

Median OS
(95% CI), months

Durvalumab 264/476 (55.5) 47.5 (38.1–52.9)
Placebo 155/237 (65.4) 29.1 (22.1–35.1)

Stratified HR (95% CI): 0.72 (0.59–0.89)
Stratified HR from the primary analysis (95% CI):1,2 0.68 (0.53–0.87)   
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Dr. David R. Spigel

Courtesy of Heather Wakelee, MD

https://www.ema.europa.eu/en/documents/product-information/imfinzi-epar-product-information_en.pdf%205


AFT-16 Phase II Trial

• Median PFS = 23.7 mo
• OS at 18 mo = 84%
• 1 pt each with Gr 3 pneumonitis/pneumonia/colitis, Gr 4 Guillain Barre 
• PFS 12 and 18 mo from end CRT was 78% and 72% vs 56% and 44% in PACIFIC

Ross, ASCO 2021 abstr 8513 Courtesy of Heather Wakelee, MD



Jabbour ASCO2021

KEYNOTE-799 Phase II Trial

• Efficacy and safety assessed in all patients as-treated

Courtesy of Heather Wakelee, MD
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KEYNOTE-799

Courtesy of Heather Wakelee, MD



First-in-Class Registrational Clinical Trial of Sugemalimab Met its 
Primary Endpoint in Stage III NSCLC and Plans to Submit a New 
Drug Application 
Press Release – May 28, 2021

“The registrational clinical trial (GEMSTONE-301 study) of the anti-PD-L1 monoclonal antibody 
sugemalimab in patients with stage III NSCLC met its primary endpoint at a planned interim 
analysis reviewed by the independent Data Monitoring Committee. The findings showed that 
sugemalimab as a consolidation therapy brought statistically significant and clinically meaningful 
improvement in the Blinded Independent Central Review assessed PFS in patients with locally 
advanced/unresectable NSCLC without disease progression after concurrent or sequential 
chemoradiotherapy. Investigator assessed PFS showed consistent results as those of the primary 
endpoint. Sugemalimab was well-tolerated with no new safety signals. Subgroup analyses 
demonstrated that sugemalimab was associated with clinical benefit regardless of whether 
patients received concurrent or sequential chemoradiotherapy prior to sugemalimab.”

https://www.prnewswire.com/in/news-releases/cstone-announces-the-first-in-class-registrational-clinical-trial-of-sugemalimab-met-its-
primary-endpoint-in-stage-iii-nsclc-and-plans-to-submit-a-new-drug-application-861921807.html
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• Dr Gupta: A 65-year-old woman with limited-stage SCLC 
• Key relevant data sets 



Case Presentation – Dr Gosain: A 59-year-old 
man with extensive-stage small cell lung cancer

• PMH: RCC with nephrectomy 2 years ago

• Presents with increased shortness of breath and CT scan reveals mediastinal mass with multiple liver and 
bone metastases

• Biopsy: small cell lung cancer 

• Carboplatin/etoposide/atezolizumab → atezolizumab maintenance
- Several scans concerning for disease progression during maintenance atezolizumab

• Lurbinectedin initiated x 6 months → stable disease

• Tolerating therapy well except for extreme fatigue and grade 1 peripheral neuropathy

Question

• If his disease were to progress, what treatment would you recommend for him given that he already 
progressed on atezolizumab previously?

Dr Rohit Gosain



Case Presentation – Dr Gupta: A 65-year-old 
woman with limited-stage small cell lung cancer

• September 2020: Diagnosed with limited stage small cell lung cancer, 
symptomatic with shortness of breath 

• Cisplatin/etoposide with radiation added in second cycle of chemotherapy

• Admitted with dysphagia after 20/30 doses of RT

• Refused RT after that but completed 4 cycles of chemotherapy

• Recent scan shows she has responded well; currently being observed

Question

• What is the role of immunotherapy for the treatment of limited stage small cell lung cancer?

Dr Ranju Gupta



In general, what would be your preferred first-line treatment 
regimen for a 65-year-old patient with extensive-stage small cell 
lung cancer (SCLC)? 

2%

2%

4%

8%

14%

70%

0% 10% 20% 30% 40% 50% 60% 70% 80%

Carboplatin/etoposide + 
atezolizumab 

Carboplatin/etoposide + 
atezolizumab + trilaciclib

Carboplatin/etoposide + 
durvalumab 

Premeeting survey: July 2021

Cisplatin/etoposide + 
durvalumab 

Carboplatin/etoposide 

Cisplatin/etoposide + 
durvalumab + trilaciclib



In general, do you administer trilaciclib to patients with extensive-stage 
SCLC who are receiving platinum/etoposide- or topotecan-containing 
regimens to reduce the incidence of chemotherapy-induced 
myelosuppression? 

18%

66%

16%

0% 10% 20% 30% 40% 50% 60% 70%

Yes

I am not familiar with trilaciclib

No

Premeeting survey: July 2021



The benefits and risks of adding durvalumab to platinum/etoposide 
and of adding atezolizumab to carboplatin/etoposide are very similar, 
and from a clinical point of view selecting between the 2 regimens as 
first-line treatment for a patient with extensive-stage SCLC can be 
considered a “coin flip.” 

8%

4%

88%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Agree 

I’m not sure 

Disagree 

Premeeting survey: July 2021



In general, 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?

2%

20%

78%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%

Lurbinectedin 

Nivolumab 

Topotecan or irinotecan 

Premeeting survey: July 2021



IMpower133 Update

L Horn et al. N Engl J Med 2018;379:2220-2229. Liu SV, et al, J Clin Oncol. 2021 Feb 20;39(6):619-630.

Original Report With 9 additional months of follow up

Courtesy of Mark Awad, MD, PhD



IMpower133 Update: PD-L1 Expression 1%

Liu SV, et al, J Clin Oncol. 2021 Feb 20;39(6):619-630.

TC or IC TC or IC

Courtesy of Mark Awad, MD, PhD



IMpower133 Update: PD-L1 Expression 5%

Liu SV, et al, J Clin Oncol. 2021 Feb 20;39(6):619-630.

TC or IC TC or IC

Courtesy of Mark Awad, MD, PhD



Phase III CASPIAN Trial: Overall Survival

Paz-Ares L, et al, Lancet. 2019 Nov 23;394(10212):1929-1939.

Platinum/Etoposide
+ Durvalumab (PD-L1)

Does adding
tremelimumab (CTLA-4)

to EP + durvalumab
improve outcomes?

Courtesy of Mark Awad, MD, PhD



CASPIAN: Updated Overall Survival

Goldman JW, et al, Lancet Oncol. 2021 Jan;22(1):51-65.

EP + Durvalumab
+ Tremelimumab

EP + Durvalumab

Courtesy of Mark Awad, MD, PhD



CASPIAN: Toxicities

Goldman JW, et al, Lancet Oncol. 2021 Jan;22(1):51-65.



Lurbinectedin

• Synthetic alkaloid (PM01183)
• Structurally related to trabectedin (first isolated in an extract from a sea squirt 

Ecteinascidia turbinata during plant & marine life screens in the 1960s)
• DNA minor groove binder in GC-rich areas of gene promoters, inhibits 

transcription in cancer cells and tumor-associated macrophages

Leal JFM, et al, Br J Pharmacol. 2010 Nov;161(5):1099-110.
Li JW-H and Vederas JC, Science. 2009 Jul 10;325(5937):161-5.
Nunez GM, et al, Mol Cancer Ther. 2016 Oct;15(10):2399-2412.

Belgiovine C, et al, Br J Cancer. 2017 Aug 22;117(5):628-638.Courtesy of Mark Awad, MD, PhD



Lurbinectedin: Efficacy

Trigo J, et al, Lancet Oncol. 2020 May;21(5):645-654.Dosing: 3.2 mg/m2 every 3 weeksCourtesy of Mark Awad, MD, PhD



Lurbinectedin: Duration of Response

Trigo J, et al, Lancet Oncol. 2020 May;21(5):645-654.Courtesy of Mark Awad, MD, PhD



Lurbinectedin: Adverse Events

Trigo J, et al, Lancet Oncol. 2020 May;21(5):645-654.Courtesy of Mark Awad, MD, PhD



ATLANTIS: Lurbinectedin + Doxorubicin in SCLC

Farago AF, et al, Future Oncol. 2019 Jan;15(3):231-239.Courtesy of Mark Awad, MD, PhD

Press Release – Dec. 3, 2020: The study did not meet the pre-specified criteria of significance for the primary endpoint of overall 

survival (OS) in the intent-to-treat (ITT) population comparing lurbinectedin in combination with doxorubicin to the control arm.



Trilaciclib to prevent myelosuppression in SCLC

https://www.dana-farber.org/newsroom/publications/paths-of-progress-2019/wrench-in-the-works/
Bisi JE, et al, Mol Cancer Ther. 2016 May;15(5):783-93.

CDK4/6 inhibitors (G1T28) transiently maintain G1 cell cycle arrest of hematopoietic stem and progenitor cells.

CDK4/6-dependent cell lines

Courtesy of Mark Awad, MD, PhD



Trilaciclib given before atezolizumab + EP in SCLC

Daniel D, et al, Int J Cancer. 2020 Dec 21;148(10):2557-2570.Courtesy of Mark Awad, MD, PhD



Novel strategies for SCLC

Courtesy of Mark Awad, MD, PhD



Novel strategies for SCLC

off

Courtesy of Mark Awad, MD, PhD



Novel strategies for SCLC

Courtesy of Mark Awad, MD, PhD



Novel strategies for SCLC

Courtesy of Mark Awad, MD, PhD



Consensus or Controversy? 
Clinical Investigator Perspectives on the 

Current and Future Management of Mantle Cell, 
Diffuse Large B-Cell and Hodgkin Lymphoma

Monday, August 2, 2021
5:00 PM – 6:00 PM ET

Stephen M Ansell, MD, PhD
Craig Moskowitz, MD

Laurie H Sehn, MD, MPH

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 2-3 business days.


