
Copyright © 2021 Aptitude Health. All Rights Reserved. APTITUDE HEALTH® is a federally registered service mark of Aptitude Health Holdings, LLC

EPICS Global Perspectives in 
Lung Cancer – WCLC and 
ESMO 2021
24 September 2021



Report Contents

Content Slide

Meeting Snapshot 3

Faculty Panel 4

Meeting Agenda 5

Strategic Recommendations 6

Congress Highlights 12

Global Perspectives
• Key insights 45

2



Meeting Snapshot

DATE: 
24 September 2021

PANEL: Key experts in 
lung cancer
> 6 from the US
> 3 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

LUNG CANCER-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application into clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 6 North American and 3 European 
Lung Cancer Experts
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Solange Peters, MD, PhD
University Hospital of Lausanne

Marina Chiara Garassino, MD
University of Chicago

CHAIR: 
Corey Langer, MD, FACP
University of Pennsylvania

Enriqueta Felip, MD, PhD
Vall d'Hebron University 

Hospital

David Jablons, MD
University of California 
San Francisco

Natasha Leighl, BSc, MMSc, MD
University of Toronto

Lynette Sholl, MD
Brigham and Women’s 
Hospital 

Nasser Hanna, MD
Indiana University 

School of Medicine

Benjamin Besse, MD, PhD
Institute Gustave Roussy



Meeting Agenda
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Time (EST) Topic Speaker/Moderator
11.00 AM – 11.05 AM Welcome, Introduction, and Meeting Objectives Corey Langer, MD, FACP

11.05 AM – 11.15 AM Perioperative Immunotherapy in Early Stage NSCLC David Jablons, MD

11.15 AM – 11.30 AM Discussion and Key Takeaways

11.30 AM – 11.40 AM Immunotherapy in Unresectable Stage III NSCLC Nasser Hanna, MD

11.40 AM – 11.55 AM Discussion and Key Takeaways

11.55 AM – 12.10 PM Immunotherapy in Metastatic NSCLC and Subsequent Therapy Solange Peters, MD, PhD

12.10 PM – 12.35 PM Discussion and Key Takeaways

12.35 PM – 12.50 PM EGFR (Common Mutations): Resectable and Metastatic Enriqueta Felip, MD, PhD

12.50 PM – 1.10 PM Discussion and Key Takeaways

1.10 PM – 1.15 PM BREAK

1.15 PM – 1.20 PM EGFR (Less Common Mutations, Including Exon 20 Insertions) Natasha Leighl, BSc, MMSc, MD

1.20 PM – 1.35 PM Discussion and Key Takeaways

1.35 PM – 1.50 PM Oncogenic Drivers: Mutations Corey Langer, MD, FACP

1.50 PM – 2.05 PM Discussion and Key Takeaways

2.05 PM – 2.15 PM Oncogenic Drivers: Fusions Marina Garassino, MD 

2.15 PM – 2.30 PM Discussion and Key Takeaways

2.30 PM – 2.40 PM SCLC and Second-Line NSCLC: Old and New Data Benjamin Besse, MD, PhD

2.40 PM – 3.00 PM Discussion and Key Takeaways

3.00 PM Closing Remarks and Adjourn Corey Langer, MD, FACP



Congress Highlights



IMpower010: Adjuvant atezolizumab versus BSC: Outcomes by prior 
Therapy and PD-L1; Sites of Relapse
Altorki N, et al. 2021, WCLC PL02.05
Felip E, et al. 2021, ESMO LBA9
STUDY POPULATION
> Completely resected, stage IB–IIIA NSCLC per UICC/AJCC v7. 

Primary endpoint already presented at ASCO 2021; WCLC and 
ESMO presented data from additional subsets

– DFS superior with atezolizumab vs BSC in stage II–IIIA, PD-
L1 ≥1% (HR, 0.66; P = .004)

ADDITIONAL RESULTS
> DFS benefit was seen with lobectomy (HR, 0.63 [0.45-0.87]), but 

not pneumonectomy (HR, 0.83 [0.43-1.58]) or bilobectomy (HR, 
0.78 [0.18-3.33])

> Numerically lower EFS benefit seen in PD-L1 1%–49% cohort 
(HR, 0.87)

> Rate of CNS recurrence was also not reduced with adjuvant 
atezolizumab vs BSC (11% vs 12%)

EXPERT CONCLUSIONS
> Overall impact: significant DFS benefit in stage II–IIIA, PD-L1 ≥1%; likely practice-changing
> Toxicities are reversible but real
> Current advantage for atezolizumab as first approved agent for perioperative immunotherapy

Forest Plot: DFS by Surgery/PD-L1 Expression Level

Postmeeting update: On October 15, 2021, the FDA approved atezolizumab as adjuvant therapy following surgery 
and platinum-based chemotherapy for adults with stage II–IIIA NSCLC whose tumors express PD-L1 ≥1%.



Long Term Survival in Operable Stage IIIA NSCLC Patients Treated With 
Neoadjuvant Nivolumab Plus Chemotherapy - NADIM Study
Provencio M, et al. 2021, WCLC OA20.01

STUDY POPULATION
> Patients with resectable stage IIIA NSCLC treated with 

neoadjuvant nivolumab + carboplatin-paclitaxel

OUTCOME
> 41 patients underwent resection

Efficacy
> MPR: 83%; pCR: 63%
> 24-month PFS: 77%
> 36-month OS: 82%

Safety 
> Most TRAEs were grade 1/2
> Grade 3/4 febrile 

neutropenia: 7%

AUTHOR CONCLUSIONS
> Neoadjuvant immunotherapy + chemotherapy resulted in high rates of PFS and OS
> Addition of nivolumab to neoadjuvant chemotherapy did not significantly increase toxicity 

3-Year OS



SAKK 16/14 - T-Cell Receptor Repertoire Metrics Predict Response to 
Neoadjuvant Durvalumab in Patients With Stage IIIA(N2) NSCLC
Rothschild S, et al. 2021, WCLC MA09.02

STUDY POPULATION
> Patients with stage IIIA-N2 NSCLC receiving neoadjuvant 

chemotherapy followed by durvalumab

OUTCOME
> Data from 68 patients reported
> High baseline TCR evenness appeared to correlate with improved 

EFS and nodal clearance
– “Evenness” is the similarity between clone sizes

AUTHOR CONCLUSIONS
> A correlation was observed between baseline TCR evenness and event-free survival and nodal clearance after durvalumab
> Potential tool to predict risk of recurrence after neoadjuvant IO plus chemotherapy

Correlation Between Baseline TCR Evenness and EFS



COAST: an open-label, randomized, phase II platform study of 
durvalumab alone or in combination with novel agents in patients with 
locally advanced, unresectable, Stage III NSCLC
Martinez-Marti A, et al. 2021, ESMO LBA42
STUDY POPULATION
> Patients with unresectable stage III NSCLC
> Investigating the addition of oleclumab (anti-CD73) or 

monalizumab (anti-NKG2A) to consolidation durvalumab

OUTCOME
> Data from 189 patients reported

− Median follow-up: 11.5 mo

Efficacy
> Primary endpoint of ORR increased with 

combinations
− Durvalumab alone: 18%
− Durvalumab + oleclumab: 30%
− Durvalumab + monalizumab: 35.5%

> PFS benefit also observed

Safety 
> Grade ≥3 TEAEs 

not increased in 
combination 
arms

EXPERT CONCLUSIONS
> Encouraging to see improvement in mPFS with no increased AEs, especially pneumonitis
> “Worthy of further exploration”

COAST: Progression-Free Survival



PACIFIC-R Real-World Study: Treatment Duration and Interim Analysis of 
Progression-Free Survival in Unresectable Stage III NSCLC Patients 
Treated with Durvalumab After Chemoradiotherapy
Girard N, et al. 2021, ESMO 1171MO
STUDY POPULATION
> Patients with unresectable stage III NSCLC
> Observational study

OUTCOME
> Data from 1,399 patients reported

− Median follow-up: 23.0 mo

Efficacy
> Median PFS: 21.7 mo
> Benefit also seen in PD-L1 

<1% and with sequential 
CRT

Safety 
> Pneumonitis/ILD

– Mild: 4%
– Moderate: 8%
– Severe: 3%
– Life-threatening/fatal: <1%

EXPERT CONCLUSIONS
> Impressive real-world data set!
> Safety and efficacy holds up outside of a clinical trial
> Question still unsettled regarding value of consolidation durvalumab in the PD-L1–negative population

PFS by Subgroup



Durvalumab ± Tremelimumab + Chemotherapy as First-line Treatment for 
mNSCLC: Results from the Phase III POSEIDON Study
Johnson M, et al. 2021, WCLC PL02.01 

STUDY POPULATION
> Patients with treatment-naive, metastatic NSCLC

OUTCOME
> Data from 1013 patients reported

Efficacy
> Both PFS and OS significantly 

increased with durvalumab + 
tremelimumab + chemotherapy 
compared with chemotherapy 
alone

> PFS, but not OS, was improved 
with durvalumab + chemotherapy

Safety 
> Grade 3/4 AEs

– D/T + chemo: 55%
– Chemo: 52%

EXPERT CONCLUSIONS
> Durvalumab-tremelimumab-chemotherapy might be another treatment option in the frontline setting – the question is for which patients? This 

regimen has full-dose chemo, full-dose tremelimumab, so there was a lot of discontinuation and side effects

Survival With Durvalumab-Tremelimumab + 
Chemotherapy vs Chemotherapy



EMPOWER-Lung 3: Cemiplimab in combination with platinum doublet 
chemotherapy for first-line (1L) treatment of advanced non-small-cell 
lung cancer (NSCLC)
Gogishvili M, et al. 2021, ESMO LBA51 
STUDY POPULATION
> Patients with treatment-naive, metastatic NSCLC

OUTCOME
> Data from 466 patients reported

− Median follow-up for OS: 16.4 mo

Efficacy
> OS improved with the addition 

of cemiplimab to chemotherapy 
(21.9 mo vs 13.0 mo; HR, 0.71; 
P = .014)

> PFS and ORR also improved 
with cemiplimab

Safety 
> Treatment-emergent AEs 

leading to discontinuation 
similar in both arms (all 
grades, 5% vs 3%)

AUTHOR CONCLUSIONS
> The addition of cemiplimab to chemotherapy led to a significant improvement in OS, PFS, ORR, and DOR compared with chemotherapy 

alone
> Patient-reported outcomes were also favorable with cemiplimab + chemotherapy

Primary Endpoint: OS



First-line Nivolumab + Ipilimumab + Chemo in Patients With Advanced 
NSCLC and Brain Metastases: Results From CheckMate 9LA
Carbone DP, et al. 2021, WCLC OA09.01

STUDY POPULATION
> Patients with treatment-naive, metastatic NSCLC

OUTCOME
> 101 patients with baseline brain metastases included

− Median follow-up for OS: 30.7 mo

Efficacy
> In patients with baseline brain 

metastases, OS was improved 
with the addition of nivolumab-
ipilimumab to chemotherapy 
(19.3 mo vs 6.8 mo; HR, 0.43)

> Intracranial PFS also improved  
(13.5 mo vs 4.6 mo; HR, 0.36)

Safety 
> Adverse event profiles were 

similar between the 2 arms

AUTHOR CONCLUSIONS
> Data from this analysis support nivolumab-ipilimumab + chemotherapy as a first-line option in patients with metastatic NSCLC with or without 

baseline brain metastases

OS by Baseline Brain Metastases



ATEZO-BRAIN: Single Arm Phase II Study of Atezolizumab Plus 
Chemotherapy in Stage IV NSCLC With Untreated Brain Metastases
Nadal E, et al. 2021, WCLC OA09.02

STUDY POPULATION
> Treatment-naive patients with untreated brain metastases

OUTCOME
> Data from 40 patients reported

− Median follow-up: 17.3 mo

Efficacy
> Median OS: 13.6 yr
> Median PFS: 8.9 mo
> Intracranial ORR: 40%

Safety 
> Grade 3 irAEs

– Pneumonitis (n = 1)
– ALT increase (n = 1)

AUTHOR CONCLUSIONS
> Treatment with immunotherapy + chemotherapy is feasible in patients with NSCLC and untreated brain metastases
> Correlative studies are ongoing

Progression-Free Survival 



Primary results of a randomized phase II study of osimertinib plus 
bevacizumab versus osimertinib monotherapy for untreated patients with 
non-squamous non-small-cell lung cancer harboring EGFR mutations; 
WJOG9717L study
Kenmotsu H, et al. 2021, ESMO LBA44
STUDY POPULATION
> Patients with newly diagnosed, EGFR mutation-positive NSCLC

– Treated with osimertinib-bevacizumab or osimertinib

OUTCOME
> 122 patients enrolled

− Median follow-up: 30.4 mo

Efficacy
> Median PFS: 20.2 mo vs 22.1 mo 

HR, 0.862; P = .213
> 2-yr OS: 76% vs 82%

Safety 
> Grade 3 hypertension: 

7% vs 5%

AUTHOR CONCLUSIONS
> This study did not show superior efficacy with bevacizumab + osimertinib vs osimertinib monotherapy
> Results of phase III evaluation of bevacizumab + osimertinib are awaited

PFS by Independent Review 



ORCHARD osimertinib + savolitinib interim analysis: A biomarker-
directed phase II platform study in patients (pts) with advanced non-small 
cell lung cancer (NSCLC) whose disease has progressed on first line (1L) 
Yu HA, et al. 2021, ESMO 1239P
STUDY POPULATION
> Patients with EGFR mutation-positive NSCLC and MET

alterations progressing on first-line osimertinib

OUTCOME
> 20 patients enrolled with MET amplification (17 evaluable)

Efficacy
> ORR: 41%

Safety 
> Grade ≥3 AEs

− Neutropenia: 10%
− Pneumonia: 10%
− Pneumonitis: 5%

AUTHOR CONCLUSIONS
> At this interim analysis, osimertinib + savolitinib showed preliminary activity in patients with EGFR mutation-positive NSCLC progressing on 

first-line osimertinib and harboring a MET gene amplification

Antitumor Activity of Osimertinib + Savolitinib in Patients 
With MET Alterations



Tepotinib Plus an EGFR TKI in Patients with EGFR-mutant NSCLC and 
Resistance to EGFR TKIs Due to MET Amplification (METamp)
Liam CK, et al. 2021, WCLC P51.01

STUDY POPULATION
> Patients with resistance to 1G/2G EGFR TKI and with MET

amplification or overexpression

OUTCOME
> 18 patients with METamp treated with tepotinib-gefitinib or 

chemotherapy

Efficacy
> ORR: 67%
> Median PFS: 16.6 mo (vs 7.0 

mo with chemotherapy)
> Median OS: 37.3 mo vs 13.1 

mo, respectively

Safety 
> Grade 1/2 edema: 33%
> Grade ≥3 AEs

– Amylase increase: 33%
– Lipase increase: 33%
– Diarrhea: 8%

AUTHOR CONCLUSIONS
> The combination of an EGFR TKI with a MET inhibitor is active in patients with EGFR TKI-resistant NSCLC due to MET amplification
> Phase II INSIGHT trial is evaluating tepotinib-osimertinib in patients with osimertinib-resistant disease and MET amplification

PFS: Tepotinib-Gefitinib vs Chemotherapy in METamp 



Amivantamab Monotherapy and in Combination with Lazertinib in Post-
Osimertinib EGFR-mutant NSCLC: Analysis from the CHRYSALIS Study
Leighl NB, et al. 2021, ESMO 1192MO

STUDY POPULATION
> Patients with osimertinib-pretreated, EGFR mutation-positive 

NSCLC

OUTCOME
> 166 patients included (121 ami monotherapy; 45 ami + lazertinib)

Efficacy (monotherapy vs combo)
> ORR: 19% vs 36%
> Median DOR: 5.9 mo vs 9.6 mo
> Median PFS: 4.2 mo vs 4.9 mo

Safety (grade not specified) 
> Infusion rxn: 69% vs 78%
> Acneiform dermatitis:

28% vs 51%
> Diarrhea: 7% vs 22%

AUTHOR CONCLUSIONS
> The addition of lazertinib to amivantamab appears to increase efficacy in patients previously treated with osimertinib 
> The combination of amivantamab + lazertinib is being compared with first-line osimertinib in the MARIPOSA study

Overall Response Rate 



Amivantamab plus lazertinib in post-osimertinib, post-platinum 
chemotherapy EGFR-mutant non-small cell lung cancer (NSCLC): 
Preliminary results from CHRYSALIS-2
Shu CA, et al. 2021, ESMO 1193MO 
STUDY POPULATION
> Patients with osimertinib- and platinum-pretreated, EGFR

mutation-positive NSCLC
> Two cohorts: previous osimertinib and platinum (third line/fourth 

line) and previous osimertinib, platinum, and any additional 
therapy (heavily pretreated)

OUTCOME
> 80 patients (third line/fourth line) and 56 patients (heavily 

pretreated)

Efficacy
> ORR

− Third line/fourth line: 41%
− Heavily pretreated: 21%

Safety 
> Grade ≥3 AEs

− Infusion rxn: 9%
− Acneiform dermatitis: 4%
− Dyspnea: 6%

AUTHOR CONCLUSIONS
> The combination of amivantamab and lazertinib is active in patients who have progressed on both SOC osimertinib and platinum 

chemotherapy, and for whom no approved targeted therapies are available

Activity of Amivantamab + Lazertinib by Cohort

Third line/
fourth line

Heavily
pretreated



Pembrolizumab in Combination With Platinum-Based Chemotherapy in 
Recurrent EGFR/ALK-Positive Non-Small Cell Lung Cancer (NSCLC)
Gadgeel SM, et al. 2021, WCLC OA09.03

STUDY POPULATION
> Patients with EGFR or ALK molecular rearrangements 

progressing on targeted therapy

OUTCOME
> Data from 33 patients reported (26 EGFR and 7 ALK)

Efficacy
> EGFR mutation cohort

– ORR: 42%
– Median PFS: 8.3 mo
– Median OS: 22.2 mo

Safety 
> Grade 3 pneumonitis in 1 

patient

AUTHOR CONCLUSIONS
> These results warrant further evaluation of pembrolizumab + chemotherapy in patients with recurrent EGFR mutation-positive NSCLC
> Note: Phase III KEYNOTE-789 trial ongoing to evaluate immunotherapy + chemotherapy in TKI-resistant disease 

Overall Survival



Mobocertinib in EGFR Exon 20 Insertion–Positive Metastatic NSCLC 
Patients With Disease Control on Prior EGFR TKI Therapy
Spira AI, et al. 2021, WCLC OA15.01 

STUDY POPULATION
> Patients with an EGFR exon 20 insertion and progressive disease 

after ≥SD on a prior EGFR TKI

OUTCOME
> Data from 20 patients reported

Efficacy
> ORR: 40%
> Median DOR: 13.0 mo
> 12-month OS: 79%

Safety 
> Diarrhea

– All grades: 90%
– Grade ≥3: 5%

AUTHOR CONCLUSIONS
> In patients with EGFR exon 20 insertions who had ≥6 months of disease control or response with a prior TKI, mobocertinib yielded a clinical 

benefit

Antitumor Activity in Patients With Prior TKI 



Mobocertinib in Platinum-Pretreated EGFR Exon 20 Insertion+ Metastatic 
NSCLC Patients With/Without Prior Anti-PD(L)-1 Therapy
Janne PA, et al. 2021, WCLC FP09.01

STUDY POPULATION
> Patients with platinum-pretreated NSCLC and an EGFR exon 20 

insertion
– Evaluation of efficacy with or without prior IO

OUTCOME
> Data reported from 114 patients: 48 with prior IO vs 66 without

Efficacy
> ORR: 25% vs 30%
> PFS: 7.4 mo vs 7.3 mo
> OS: 21.1 mo vs 24.0 mo

Safety 
> Grade ≥3 TRAEs: 58% vs 

39%; no difference in ILD or 
pneumonitis reported

AUTHOR CONCLUSIONS
> Mobocertinib showed similar efficacy in patients with platinum-pretreated NSCLC with EGFR exon 20 insertions whether or not previously 

treated with immunotherapy

Antitumor Activity in Patients With Prior Platinum ± Prior 
Immunotherapy



Phase I Studies of DZD9008, an Oral Selective EGFR/HER2 Inhibitor in 
Advanced NSCLC with EGFR Exon20 Insertion Mutations
Janne P, et al. 2021, WCLC OA15.02 

STUDY POPULATION
> Patients with previously treated NSCLC and an EGFR exon 20 

insertion

OUTCOME
> 102 patients evaluable for safety; 56 patients evaluable for 

efficacy

Efficacy
> Confirmed ORR: 37.5%
> Slightly higher response rate in 

near loop insertions

Safety 
> Grade ≥3 TEAEs: 39%
> Discontinuation due to drug-

related AE: 6%

AUTHOR CONCLUSIONS
> DZD9008 showed antitumor activity in patients with heavily pretreated NSCLC with different subtypes of EGFR exon 20 insertions 
> A phase II trial of DZD9008 in previously treated patients with EGFR exon 20 insertions is ongoing

Antitumor Activity of DZD9008 in Different EGFR Exon 20 
Insertions



High dose osimertinib in patients with advanced stage EGFR exon 20 
mutation-positive NSCLC: Results from a phase II multicenter study, 
POSITION20
Zwierenga F, et al. 2021, ESMO 1214P
STUDY POPULATION
> Patients with NSCLC and an EGFR exon 20 alteration (mutation, 

deletion and/or insertion)

OUTCOME
> 25 patients enrolled

− Median of 1 prior therapy

Efficacy
> ORR: 28%
> Median DOR: 4.2 mo
> Median OS: 15.2 mo

Safety 
> Grade 3 AEs

– CPK increase: 8%
– Diarrhea: 4%

AUTHOR CONCLUSIONS
> Osimertinib 160 mg/day demonstrated activity in patients with EGFR exon 20 alterations 

Antitumor Activity of Osimertinib 160 mg/Day in NSCLC 
With EGFR Exon 20 Insertions



Genomic Profiles and Potential Determinants of Response and 
Resistance in KRAS p.G12C-mutated NSCLC Treated With Sotorasib
Skoulidis F, et al. 2021, WCLC MA14.03

STUDY POPULATION
> Patients with a KRAS G12C mutation treated with sotorasib

OUTCOME
> Data from 65 patients reported

Results by co-mutation
> KEAP1: potentially associated with early progression
> Cell cycle and WNT pathway: potentially associated with late 

progression
> RTK: no association observed in this study 

AUTHOR CONCLUSIONS
> In patients with a KRAS G12C mutation receiving sotorasib, clinical response patters varied by baseline co-mutational subgroups 

Grouping of Patients by Response Pattern and 
Co-mutation



Tepotinib in Patients with MET exon 14 (METex14) Skipping NSCLC as 
Identified by Liquid (LBx) or Tissue (TBx) biopsy
Felip E, et al. 2021, WCLC P45.03 

STUDY POPULATION
> Patients with a MET exon 14 mutation detected by tissue- or liquid-

based testing

OUTCOME
> 7,006 patients received a liquid biopsy test and 2,256 underwent a 

tissue biopsy
> This analysis reports data from patients with MET exon 14 detected by

– Liquid biopsy: 159 patients 
– Tissue biopsy: 174 patients 

Efficacy
> ORR: ~50%, whether detected in liquid or 

tissue
> DOR, PFS, and OS showed more 

favorable trends in patients with tissue-
detected MET exon 14 mutations

Safety 
> Grade ≥3 AEs in 

~25%–30%; similar 
between biopsy 
methods

AUTHOR CONCLUSIONS
> Liquid biopsy allowed more patients to be screened for MET exon 14 mutations; larger tumors are more likely to shed ctDNA and be detected by liquid 

biopsy, but may also be associated with more-aggressive disease, which may have contributed to the poorer outcomes in the liquid biopsy group

Outcome by Biopsy Type Across Treatment Lines 



Efficacy and safety of tepotinib in patients (pts) with advanced age: VISION 
subgroup analysis of pts with MET exon 14 (METex14) skipping NSCLC
Garassino M, et al. 2021, ESMO 1254P 

STUDY POPULATION
> Patients with NSCLC and a MET exon 14 mutation

OUTCOME
> There were 157 patients <75 years of age and 118 patients ≥75 

years of age 

Efficacy (<75 vs ≥75)
> ORR: 52% vs 45%
> DOR: 12.4 mo vs 13.8 mo
> PFS: 11 mo vs 10.4 mo

Safety 
> Grade ≥TRAEs numerically 

higher in the ≥75-year-old 
cohort (41% vs 22%)

AUTHOR CONCLUSIONS
> Tepotinib was active across age groups, including ≥75 years 
> Toxicities trended higher with increasing age

PFS by Age Group



Amivantamab in Non-small Cell Lung Cancer (NSCLC) with MET Exon 14 
Skipping (METex14) Mutation: Initial Results from CHRYSALIS
Spira AI, et al. 2021, WCLC OA15.03

STUDY POPULATION
> Patients with NSCLC and a MET exon 14 mutation

OUTCOME
> Data from 19 patients reported (258 pts for safety)

– Median 2 prior lines of therapy

Efficacy
> ORR: 64%
> Median time to first confirmed 

response: 4.1 mo

Safety 
> Grade ≥3 AEs

– Infusion rxn: 2%
– Rash: 3%
– Edema: 1%

AUTHOR CONCLUSIONS
> Single-agent amivantamab demonstrated antitumor activity in patients with MET exon 14 mutations 
> Enrollment to the MET exon 14 cohort of the CHRYSALIS trial is ongoing

Antitumor Activity by Prior Therapies



Telisotuzumab Vedotin (teliso-v) Monotherapy in Patients With 
Previously Treated c-Met+ Advanced Non-Small Cell Lung Cancer
Camidge DR, et al. 2021, WCLC OA15.04 

STUDY POPULATION
> Patients with NSCLC, MET expression, and ≤2 prior lines of 

therapy

OUTCOME
> Focus on nonsquamous, EGFR wild-type cohort (n = 37)

Efficacy
> ORR

− MET-high: 54%
− MET-intermediate: 25%

Safety 
> Grade ≥3 AEs

− Malignant neoplasm 
progression: 6%

− Pneumonia: 6%
− Peripheral sensory 

neuropathy: 4%

AUTHOR CONCLUSIONS
> Teliso-v demonstrated promising activity in the nonsquamous, EGFR wild-type cohort; expanded to stage II enrollment
> Enrollment to the squamous cohort has been suspended, while enrollment to the EGFR mutation-positive cohort will continue until the next 

interim analysis

Antitumor Activity in Nonsquamous, EGFR Wild-Type



Primary Data from DESTINY-Lung01: A Phase II Trial of Trastuzumab 
Deruxtecan (T-DXd) in Patients (Pts) With HER2-Mutated (HER2m) 
Metastatic Non–Small Cell Lung Cancer (NSCLC)
Li BT, et al. 2021, ESMO LBA45 
STUDY POPULATION
> Patients with NSCLC and a HER2 mutation

OUTCOME
> Data from 91 patients reported

− Median 2 prior lines of therapy

Efficacy
> ORR 55%
> Median PFS: 8.2 mo
> Median OS: 17.8 mo

Safety 
> ILD

– Grade 2 in 16.5%
– Grade 3 in 4%

AUTHOR CONCLUSIONS
> T-DXd demonstrated a high ORR and durable responses in patients with NSCLC and a HER2 mutation 
> Activity seen across HER2 mutation subtypes 
> A lower dose (5.4 mg/kg) is being explored, which may reduce the incidence of ILD

T-DXd: Updated Antitumor Activity in HER2-Mutated 
NSCLC



Efficacy and Safety of Poziotinib in treatment-naïve NSCLC harboring 
HER2 exon 20 mutations: A multinational Phase II study (ZENITH20-4)
Cornelissen R, et al. 2021, ESMO LBA46 

STUDY POPULATION
> Treatment-naive patients with NSCLC and a HER2 exon 20 

insertion

OUTCOME
> Focus on QD dosing (n = 48)

Efficacy
> ORR: 44%
> Median DOR: 5.4 mo
> Median PFS: 5.6 mo

Safety 
> Grade 3 AEs

– Rash: 35%
– Stomatitis: 21%
– Diarrhea: 15%

AUTHOR CONCLUSIONS
> First-line poziotinib demonstrated activity in patients with NSCLC and HER2 exon 20 insertions 
> BID dosing is currently being investigated to improve the toxicity profile 

Antitumor Activity of Poziotinib in HER2-Mutated NSCLC



MET-Driven Acquired Resistance (AR) in Fusion-Positive Non-Small Cell 
Lung Cancer (NSCLC)
Lee JK, et al. 2021, WCLC MA02.03

STUDY POPULATION
> Patients with advanced NSCLC and oncogenic fusions

OUTCOME
> 3,512 patients with oncogenic fusions identified
> 63 patients (1.8%) had a MET alteration

– 67% were MET amplification
– 16% were MET exon 14 mutations

AUTHOR CONCLUSIONS
> Co-occurring MET alterations, primarily MET amplification, were observed in 1.8% of NSCLC with an oncogenic fusion 
> Additional investigation is needed to determine the role of these MET alterations in resistance to targeted therapy

Rate of MET Alterations in Patients With an Oncogenic 
Fusion 



Durvalumab ± tremelimumab + platinum-etoposide in first-line extensive-
stage SCLC (ES-SCLC): 3-year overall survival update from the Phase III 
CASPIAN study
Paz-Ares L, et al. 2021, ESMO LBA61 
STUDY POPULATION
> Patients with newly diagnosed ES-SCLC

OUTCOME
> Median follow-up for this report: 39.4 mo

Efficacy (D + EP vs EP)
> OS: 12.9 mo vs 10.5 mo

HR, 0.71; P = .0003

Safety 
> Fatal TRAEs: 2% vs 1%, 

respectively

AUTHOR CONCLUSIONS
> With approximately 3 years of follow-up, the addition of durvalumab (but not tremelimumab) to EP chemotherapy demonstrated a sustained 

OS benefit in approximately 20% of patients

CASPIAN: 3-Year OS



Lurbinectedin/doxorubicin versus CAV or Topotecan in Relapsed SCLC 
Patients: Phase III Randomized ATLANTIS Trial
Paz-Ares L, et al. 2021, WCLC PL02.03

STUDY POPULATION
> Patients with SCLC and 1 prior line of chemotherapy

OUTCOME
> 613 patients randomized

Efficacy
> No OS difference between 

lurbinectedin-doxorubicin and 
comparator arm

Safety 
> Significantly lower 

hematologic toxicities with 
lurbinectedin-doxorubicin

– Grade 3 neutropenia: 
37% vs 69%

– Febrile neutropenia:
4% vs 8%

AUTHOR CONCLUSIONS
> The ATLANTIS trial did not meet the primary endpoint of OS for lurbinectedin-doxorubicin vs CAV or topotecan 
> The adverse event profile showed a significantly lower rate of hematologic toxicity with lurbinectedin-doxorubicin 

ATLANTIS: Overall Survival 



DUBLIN-3 (BPI-2358-103): A Global Phase (Ph) III Trial with the Plinabulin/ 
Docetaxel (Plin/Doc) combination vs. Doc in Second/Third-Line NSCLC 
Patients (pts) with EGFR-wild type (wt) Progressing on a Prior Platinum-
Based Regimen
Feinstein T, et al. 2021, ESMO LBA48
STUDY POPULATION
> Patients with metastatic NSCLC and 1–2 prior lines of therapy

OUTCOME
> 559 patients randomized

Efficacy (P + docetaxel vs docetaxel)
> Median OS: 10.5 mo vs 9.4 mo

HR, 0.82; P = .0399 
– Median OS in IO-exposed 

patients (n = 129): 
12.3 mo vs 12.1 mo 
(HR, 0.682; P = .0643)

> Median PFS: 3.6 mo vs 3.0 mo
HR, 0.76; P = .0082

Safety 
> Grade 4 neutropenia 

lower with addition of 
plinabulin to docetaxel 
(5% vs 28%)

EXPERT CONCLUSIONS
> DUBLIN-3 met primary endpoint; however, it is unknown if different pharmacokinetics in the Chinese patient cohort (87% of total) may affect 

applicability to other patient populations

DUBLIN-3: Overall Survival 



MRTX-500: Phase II Trial of Sitravatinib (Sitra) + Nivolumab (Nivo) in 
Patients (Pts) With Nonsquamous (NSQ) Non–Small-Cell Lung Cancer 
(NSCLC) Progressing on or After Prior Checkpoint Inhibitor (CPI) Therapy
Leal TA, et al. 2021, ESMO 1191O 
STUDY POPULATION
> Patients with advanced NSCLC and response or stable disease to 

prior IO

OUTCOME
> Data from 68 patients reported

Efficacy
> ORR: 18%
> Median PFS: 5.7 mo
> Median OS: 14.9 mo

Safety 
> Grade 3/4 AEs

– Hypertension: 22%
– Diarrhea: 16%

AUTHOR CONCLUSIONS
> Sitravatinib-nivolumab demonstrated activity and prolonged OS in patients who obtained previous clinical benefit with immunotherapy
> Phase III second-line/third-line SAPPHIRE trial of sitravatinib + nivolumab vs docetaxel is ongoing

PFS With Sitravatinib-Nivolumab in IO-Pretreated Patients 



TROPION-PanTumor01: Updated Results From the NSCLC Cohort of the 
Phase I Study of Datopotamab Deruxtecan in Solid Tumors
Garon EB, et al. 2021, WCLC MA03.02 

STUDY POPULATION
> Patients with solid tumors

OUTCOME
> NSCLC cohort, n = 180

− Approximately 60% with ≥3 prior lines of therapy
− Focus on 6-mg/kg dose, which was selected for further 

development

Efficacy
> ORR: 28%
> Median DOR: 10.5 mo

Safety 
> One case of grade 3/4 ILD

AUTHOR CONCLUSIONS
> Updated results continue to show antitumor activity in the NSCLC cohort
> Phase III TROPION-Lung01 trial of datopotamab deruxtecan vs docetaxel in NSCLC post-platinum and post-IO is ongoing

Datopotamab Deruxtecan: Antitumor Activity 



Key Insights



Key Insights: Perioperative Immunotherapy in 
Early Stage NSCLC (1/2)
The experts discussed the DFS results from the IMpower010 trial of adjuvant atezolizumab, broken down by PD-L1 expression levels
> The benefit of adjuvant atezolizumab is considered to be clear for PD-L1 ≥50%
> Expert opinion is that while the DFS benefit in patients with PD-L1 expression level of 1% to 49% (HR, 0.87 [95% CI, 0.60–1.26]) appeared to 

be less than the overall cohort, this is based on a subset analysis 
> Furthermore, DFS results with immunotherapy are thought by the experts to have the potential to translate to a positive HR for OS
> Therefore, the experts would still offer adjuvant atezolizumab to immunotherapy-eligible patients with stage II–IIIA disease and PD-L1 

expression ≥1%, but will be closely following the IMpower010 trial for additional follow-up
> One of the experts mentioned they would have a more nuanced discussion with patients with PD-L1 expression of 1% to 49% 
> In terms of evaluating PD-L1 expression, the pathology expert mentioned that PD-L1 levels ≥70% can be reliably identified, but around 50% 

there is considerable variability, which might further complicate the decision on recommending adjuvant atezolizumab

Regarding the observation that patients receiving gemcitabine-based chemotherapy 
did not appear to benefit from adjuvant atezolizumab in IMpower010, expert opinion 
is that it would be beneficial to understand the basis for this result, but the experts 
would not necessarily change their approach, given that this was based on a subset 
analysis. Dr Garassino:

I agree that for the integrity of the 
[IMpower010] trial we should consider stage 
II–IIIA PD-L1–positive, but I think that when we 
talk to patients, we have to say clearly that 
there are adverse events in 18% leading to 
discontinuation, and the benefit in 1%–49% . . 
. we need more follow-up.

“ “



In terms of endpoints for neoadjuvant immunotherapy, expert 
opinion is that pathologic complete response (pCR) would be 
highly likely to translate to an OS advantage, although more data 
are needed. DFS s also seen as a good potential surrogate for 
OS in the neoadjuvant setting
> The pathology expert noted that with major pathologic response 

(MPR), a patient can have substantial nodal disease and still be 
considered as having an MPR, whereas to qualify for a pCR, both 
the tumor bed and the lymph nodes need to be cleared

> Expert opinion is that in the community setting, the potential for 
toxicity and/or delay of surgery with the neoadjuvant approach 
would favor use of the adjuvant approach of immunotherapy

Regarding the differences in outcome between the NADIM trial 
and CheckMate 816, both of which investigated neoadjuvant 
chemotherapy + immunotherapy, expert opinion is that the lower 
rates of pCR in CheckMate 816 are likely due to the more “real-
world” aspect of the trial.

Key Insights: Perioperative Immunotherapy in 
Early Stage NSCLC (2/2)



Key Insights: Immunotherapy in Unresectable 
Stage III NSCLC
For patients with unresectable stage III NSCLC that is EGFR mutation positive, the experts think there are insufficient data on which 
treatment approach (eg, durvalumab, osimertinib, or observation) is optimal
> Furthermore, expert opinion is that the biology of the tumor may change after chemoradiation therapy, which makes it difficult to anticipate the 

effect of immunotherapy or EGFR TKIs in these patients 
> Most of the experts would either treat with consolidation durvalumab or observe the patient; one of the experts would consider osimertinib
> The rationale for observation is to avoid having durvalumab present in the patient when the disease progresses, in order to avoid toxicity 

when osimertinib would be given

The experts think there is still no definitive answer on the optimal duration of 
consolidation immunotherapy, ie, whether 1 year is necessary, or whether a shorter 
duration would suffice.

Expert opinion is that the real-world data from the PACIFIC-R study are encouraging
> It was noted that benefit with consolidation durvalumab was also seen in patients who 

underwent sequential chemoradiation therapy
> Regarding the PFS in PACIFIC-R, which was higher than that of the registrational 

PACIFIC study (21.7 months vs 16.9 months), one possible explanation mentioned by 
a panelist is that baseline PET scans were likely used in this primarily EU/US 
population, so there would be fewer patients with occult stage IV disease

> One of the experts, who is a co-author on the study, mentioned that the data are 
retrospective and not controlled by propensity matching, so that certain comparisons, 
such as outcome by histology, cannot be regarded as definitive

Dr Besse:
I agree with Marina, I hate to give 
durvalumab [in stage III EGFR 
mutated] when it will impair the 
use of osimertinib in case of 
progression. So just observation.

“ “



Key Insights: Immunotherapy in Metastatic NSCLC and 
Subsequent Therapy (1/2)
The experts discussed which patients with PD-L1 expression ≥50% would receive chemotherapy in addition to immunotherapy
> Never-smoking patients and patients with a high tumor burden were mentioned by experts as those whom they would treat with 

chemotherapy + immunotherapy, even with high PD-L1 expression
> In patients with poor performance status (PS 2), one of the experts would still recommend single-agent immunotherapy, but would request a 

CT scan after 2 cycles and follow up with the patient every 2 to 3 weeks
> While the experts were disappointed that the BFAST trial investigating blood-based TMB (bTMB) was negative, it is thought that this outcome 

may be consistent with the above points
– The BFAST trial enrolled patients with high bTMB and randomized them to single-agent atezolizumab or chemotherapy
– In this population, there was no benefit from atezolizumab compared with chemotherapy
– The expert mentioned that patients with high bTMB tend to have large tumors, which is the same population in whom the addition of 

chemotherapy would be recommended

The role for CTLA-4 inhibition in stage IV NSCLC was discussed by the experts
> One group of patients in whom the experts would consider the use of an anti–CTLA-4 

antibody is those with PD-L1 expression level <10%; the CheckMate 9LA approach is 
favored over the POSEIDON regimen, due to the adverse event profile

> The experts would also consider adding a CTLA-4 inhibitor in patients with brain metastases
> It was mentioned by the experts that toxicity concerns may keep community physicians from 

using anti–CTLA-4 antibodies in patients with lung cancer
> Given the lack of predictive biomarkers for anti–CTLA-4 antibodies, expert opinion is that the 

only way to evaluate the benefit from these agents is to look at long-term data (eg, 5-year 
OS) and see if CTLA-4 inhibition correlated with improved survival in never-smoking patients 
or those with PD-L1–negative disease

Dr Felip:
For PD-L1 negative or 1% to 10%, 
there will be a role for CheckMate 
9LA [CTLA-4] in this group of 
patients and in patients with brain 
metastases.

“ “



The pathology expert mentioned approaches to improve the 
effectiveness of PD-L1 and TMB as biomarkers
> It was proposed that PD-L1 be expressed as quantities, rather 

than the current practice of broad percentage groups
> Current TMB assessment is thought to be confounded by 

contaminating factors from germline sequences or clonal 
hematopoiesis of indeterminate potential (CHIP), the latter being 
of relevance in the case of bTMB; assays that subtract CHIP and 
germline mutations are needed

There was limited discussion of STK11 and KEAP1 as 
biomarkers, but 2 experts who mentioned these genes do not 
use their mutational status during therapeutic decision making.

The experts welcomed the data showing benefit with 
immunotherapy in patients with brain metastases (CheckMate 
9LA and ATEZO-BRAIN).

Key Insights: Immunotherapy in Metastatic NSCLC and 
Subsequent Therapy (2/2)

Expert opinion is that the adenosine pathway has viable 
therapeutic targets (CD73 and A2A). Since adenosine pathway 
dysregulation can lead to resistance to immunotherapy, one of 
the experts supports studying inhibitors of the adenosine 
pathway in the setting of resistance; however, it is thought that 
this approach might eventually have applications in the first-
line setting.



Key Insights: EGFR (Common Mutations) – Resectable and 
Metastatic
In general, there is wide variation in testing practices at the various institutions of the expert panel
> In resectable disease, slightly more than half of the experts reported that their institution will carry out multigene testing, with the rest only 

testing for EGFR. Additionally, just under half of the experts mentioned that PD-L1 testing is done on a reflex basis
> In patients with metastatic disease progressing on osimertinib, slightly less than half of the experts mentioned liquid biopsy as the initial (but 

not sole) biopsy method. Of the experts discussing their approach to continuing the TKI, 2 of the experts stop osimertinib when initiating 
chemotherapy, while 1 of the experts will continue osimertinib

– Pemetrexed-carboplatin is the most common cytotoxic regimen used, although 2 of the experts mentioned potential use of the 
IMpower150 regimen; the bevacizumab component of IMpower150 is seen as a positive aspect

Expert opinion is that the addition of bevacizumab to osimertinib does not appear 
to have a role in the first-line setting, on the basis of results of the WJOG9717L 
study (ESMO 2021, #LBA44).

There is enthusiasm from the experts regarding the potential of amivantamab + 
lazertinib and for patritumab deruxtecan in patients whose disease progresses on 
osimertinib.

Dr Felip:
Osimertinib is still standard of care in the first-line 
setting for patients with common mutations and now 
also in resectable disease. I think there is no major 
role for bevacizumab in combination with osimertinib 
in patients with common mutations. We have 
promising combinations like amivantamab + 
lazertinib and also patritumab deruxtecan.

“ “



Key Insights: EGFR (Less Common Mutations, Including 
Exon 20 Insertions)
For first-line treatment of patients with an EGFR exon 20 insertion, the majority of the experts would use chemotherapy + bevacizumab, 
with one of the experts choosing chemotherapy + immunotherapy.

For second-line therapy, 3 of the experts would use either amivantamab or mobocertinib; 2 of the experts would prefer amivantamab
> The weekly/biweekly infusion of amivantamab is considered by one of the experts to be inconvenient compared with the orally available 

mobocertinib

The experts have limited experience with high-dose osimertinib (160 mg) in patients 
with EGFR exon 20 mutations, although one of the experts reported positive 
outcomes with the higher dose in patients with a common EGFR mutation (eg, 
L858R) and progressive brain metastases.

Dr Peters:
[In patients with EGFR exon 20 insertions] I 

give chemo or chemo-IO frontline. Then 
amivantamab, then mobocertinib. We also 
have data that there’s no sequencing 
between amivantamab or mobocertinib that 
would preclude the other.

“ “



Key Insights: Oncogenic Drivers – Mutations (1/2)
KRAS

The experts generally consider sotorasib and adagrasib to be similar agents, although more data are still needed, including results in 
subgroups and data with combinations
> Expert opinion is that adagrasib will likely gain regulatory approval, assuming efficacy data are maintained with additional follow-up
> If both agents are available, cost and availability would currently be the primary factors in choosing which to prescribe

Sotorasib is considered by the experts to be well tolerated, so the rationale for the trial examining a lower dose of sotorasib is not clear
> One exception is that patients who previously received immunotherapy experience hepatotoxicity with sotorasib (case report also published in 

Begum, et al. JTO Clin Res Rep. 2021)

The experts discussed how KRAS inhibition remains challenging due to adverse co-
mutations that are commonly found, which can add to the oncogenic driver effect of 
the KRAS mutation itself.

Expert opinion is that combinations are the most likely pathway forward for first-
line development of KRAS G12C inhibitors.

The experts think KRAS inhibitors should be explored in the perioperative setting, 
given the high rate of KRAS mutations; however, it was mentioned that the majority 
of patients with stage I disease can be cured with surgery alone, so it may be 
important to select the patients with a higher risk of recurrence.

Dr Peters:
MET amplification looks like a very good 
mechanistic way to move in this [resistance 
to EGFR TKIs] setting. We have been using 
capmatinib-gefitinib – not long-lasting 
responses, but responses systematically.

“ “



MET

The experts discussed agents for patients with MET exon 14 
mutations
> Capmatinib and tepotinib are considered by the experts to be similar
> Amivantamab is seen as active, although the patient cohort is small 

and additional follow-up is needed. Given that patients with MET
exon 14 mutations are generally older and have comorbidities, 
expert opinion is that the use of amivantamab in this setting may be 
challenging

– One of the experts thinks real-life DOR with amivantamab in 
this setting may be less than that in the trial

Expert opinion is that pursuing MET amplification in the context of 
resistance to EGFR TKIs is mechanistically sound, although the 
assessment of MET gene amplification in this context is seen as 
challenging
> Expert opinion is that most new NGS platforms feature 

standardization of MET amplification on the basis of a landmark 
centromere

> However, the pathology expert stated there are broad confidence 
intervals around what is considered to be true amplification, 
especially in samples with low tumor content

> One of the experts reported using capmatinib in this context with 
responses, although the responses were not particularly durable

Key Insights: Oncogenic Drivers – Mutations (2/2)
HER2

Trastuzumab deruxtecan (T-DXd) is considered a promising 
drug for patients with HER2 mutations
> The results presented at ESMO 2021 are still seen as 

favorable, even though the PFS was lower than that reported at 
ASCO 2020

> The experts would use T-DXd in the first-line setting
> ILD is still a concern with this agent, however, as this toxicity 

can render patients unable to receive subsequent treatment

The experts think the data with poziotinib in patients with 
HER2 exon 20 mutations are promising and that twice-daily 
dosing is a good step to improve tolerability, which has been 
an issue with this agent.



Key Insights: Oncogenic Drivers – Fusions (1/2)
ALK

Most of the experts use alectinib in the first-line setting for patients with ALK rearrangements; however, approximately half 
occasionally use brigatinib in this setting
> The longer follow-up available with alectinib was mentioned as a reason to prefer this agent
> One of the experts prefers brigatinib due to the once-daily dosing schedule
> For patients with CNS metastases at baseline, lorlatinib was mentioned as a first-line option

ROS1

For patients with ROS1-rearranged NSCLC, the experts prefer entrectinib, due to 
the need for CNS activity in these patients.

Dr Sholl:
DNA-based NGS is good for some targets: 
RET, ALK. It’s a little dubious for ROS1; it’s 
very dubious for NTRK. If you’re looking at a 
patient who’s driver negative, particularly if 
their clinical features suggest a driver, you 
really need to make sure they’re getting RNA-
based analysis for fusion detection.

“ “

RET

The experts see selpercatinib and pralsetinib as similar agents for patients with 
RET rearrangements
> One exception is that hypersensitivity has been observed with selpercatinib in patients 

with previous immunotherapy, in which case pralsetinib would be preferred



Key Insights: Oncogenic Drivers – Fusions (2/2)
Post-TKI Therapy
For patients with oncogenic fusions who progress on available TKIs, 
the experts use chemotherapy as the standard subsequent treatment, 
stopping the TKI
> One of the experts mentioned switching from selpercatinib to 

pralsetinib in a patient with a RET fusion, but without success

Testing for Fusions
The pathology expert described the importance of RNA-based testing 
to detect certain fusions
> DNA-based NGS is seen as adequate to detect ALK and RET
> However, RNA-based testing is seen as important to detect ROS1

and especially NTRK
> In patients who have no oncogenic drivers by DNA-based testing, 

but have clinical characteristics consistent with a driver mutation, 
it is recommended to pursue an RNA-based test



Key Insights: SCLC and Second-Line NSCLC – Old and 
New Data (1/2)
SCLC
Expert opinion is that selecting the best second-line option in patients with SCLC is difficult
> Lurbinectedin is still considered an option, despite the negative results of the ATLANTIS trial; future approaches may include combinations 

with immunotherapy
> Other approaches used by the experts in subsequent lines include platinum + irinotecan, temozolomide, and CAV (cyclophosphamide,

doxorubicin, vincristine)
> There is interest from the experts in further development of the DLL3-targeting bispecific agent tarlatamab (AMG 757)

Given the lack of predictive biomarkers in SCLC, the pathology expert mentioned efforts to understand the subtypes of SCLC by
examining epigenetics and regulatory pathways.

NSCLC
The experts discussed agents in development for patients with metastatic NSCLC 
progressing on first-line immunotherapy-chemotherapy
> The experts do not see a clear replacement for the current standard of docetaxel ±

ramucirumab
> Expert opinion is that the data with plinabulin in the DUBLIN-3 trial may need to be 

replicated in Western patients, due to the potential for different pharmacokinetics in 
Chinese patients, who were the largest cohort in DUBLIN-3

Dr Sholl:
In SCLC, we’re still trying to understand the 
different subsets of small cell carcinoma . . . I 
think there’s a lot buried in the epigenetics and 
other regulatory pathways in this disease . . . 
we need to do a better job of profiling to 
anticipate who will be our immunotherapy 
responders.

“ “



Key Insights: SCLC and Second-Line NSCLC – Old and 
New Data (2/2)
NSCLC
> Data with sitravatinib + nivolumab generated mixed reactions from the experts 

– Although there was a signal of efficacy, it was not clear if the benefit was driven by the TKI, or if immunotherapy needed to be continued 
– It is also not clear which patients benefit from the combination of sitravatinib and nivolumab. Expert opinion is that the selection criteria 

of prior clinical benefit from immunotherapy are insufficient, but prior duration of IO might be more informative
– In addition to sitravatinib, other TKIs such as lenvatinib are being explored in combination with immunotherapy (pembrolizumab) in 

various tumor types, with results considered impressive by the experts
> There is enthusiasm from the experts for antibody-drug conjugates, including those targeted to TROP2 or B7-H3, as well as the OSE-2101 

vaccine
– One of the experts mentioned experience with an ADC targeting B7-H3, where the addition to IO resulted in stabilization or reduction of 

disease
– With the OSE-2101 vaccine, which was investigated in patients experiencing failure of chemotherapy + immunotherapy, the trial had to be 

stopped due the pandemic, but an OS advantage was seen over docetaxel or pemetrexed (11.1 months vs 7.5 months; HR, 0.59; P = .017)
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