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Meeting Snapshot

DATE: 
June 10, 2024

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

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

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

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 6 US and 3 European Lung Cancer Experts

Solange Peters, MD, PhD
University Hospital of Lausanne

Mark Socinski, MD
AdventHealth Cancer Institute

Enriqueta Felip, MD, PhD
Vall d'Hebron University Hospital

Marina Chiara Garassino, MD
University of Chicago

Benjamin Besse, MD, PhD
Institute Gustave Roussy

Roy Herbst, MD, PhD
Yale Cancer Center

CHAIR: 
Corey J. Langer, MD, FACP

University of Pennsylvania

Ignacio Wistuba, MD
MD Anderson Cancer Center

Nasser Hanna, MD
Indiana University School of 

Medicine



Meeting Agenda
Time (EDT) Topic Speaker/Moderator
11.00 AM – 11.05 AM Welcome and Introductions Corey J. Langer, MD, FACP
11.05 AM – 11.15 AM Small Cell Lung Cancer Benjamin Besse, MD, PhD
11.15 AM – 11.40 AM Discussion and Key Takeaways All faculty
11.40 AM – 11.50 AM Targeted Therapy in Stage I–III NSCLC Roy Herbst, MD, PhD
11.50 AM – 12.15 PM Discussion and Key Takeaways All faculty
12.15 PM – 12.30 PM Oncogene-Driven, Stage IV NSCLC: EGFR/HER2 Marina Garassino, MD
12.30 PM – 12.45 PM Discussion and Key Takeaways All faculty
12.45 PM – 12.55 PM Break
12.55 PM – 1.10 PM Oncogene-Driven, Stage IV NSCLC: KRAS, MET, ALK Mark Socinski, MD; Enriqueta Felip, MD, PhD
1.10 PM – 1.35 PM Discussion and Key Takeaways All faculty
1.35 PM – 1.45 PM Immunotherapy in Stage I–III NSCLC Solange Peters, MD, PhD
1.45 PM – 2.00 PM Discussion and Key Takeaways All faculty

2.00 PM – 2.10 PM
Immunotherapy and Other Approaches in Stage III–IV 
NSCLC/Subsequent Therapy in Metastatic NSCLC Nasser Hanna, MD

2.10 PM – 2.25 PM Discussion and Key Takeaways All faculty
2.25 PM – 2.30 PM Wrap-Up and Closing Comments Corey J. Langer, MD, FACP



Congress Highlights
Small Cell Lung Cancer



ADRIATIC: Durvalumab as consolidation treatment for patients with 
limited-stage small-cell lung cancer (LS-SCLC)
Spigel DR, et al. ASCO 2024. Abstract LBA5

STUDY POPULATION
> Pts with LS-SCLC with ≥SD after concurrent CRT

OUTCOME
> 530 pts randomized to consolidation durvalumab (D) or placebo

– Additional 200 pts received D + tremelimumab; results pending

Efficacy (D vs placebo)
> OS: 55.9 mo vs 33.4 mo 

(HR 0.73; P = .0104)
> PFS: 16.6 mo vs 9.2 mo

(HR 0.76; P = .0161)

Safety (D vs placebo)
> Grade 3/4 pneumonitis: 

3.1% vs 2.6%
> Pneumonitis leading to 

discontinuation: 8.8% vs 3%

AUTHOR CONCLUSIONS
> Consolidation durvalumab will be SOC for pts with LS-SCLC who have at least SD after concurrent CRT
> Benefit was observed across pt subgroups

OVERALL SURVIVAL



DeLLphi-301: Tarlatamab phase 2 trial in small cell lung cancer (SCLC) 
– efficacy and safety analyzed by presence of brain metastasis
Dingemans AM, et al. ASCO 2024. Abstract 8015

STUDY POPULATION
> Pts with R/R SCLC and ≥2 prior lines of therapy

OUTCOME
> In an analysis set of 100 pts, 23 had baseline brain metastases 

and 77 did not

Efficacy (brain mets Y/N) 
> ORR: 52%/38%
> PFS: 6.7 mo/4.0 mo

Safety (brain mets Y/N)  
> CRS (all grades): 55%/51%

– No grade ≥3 CRS
> ICANS (all grades): 14%/6%

AUTHOR CONCLUSIONS
> Tarlatamab demonstrates activity in pts with previously treated SCLC regardless of presence or absence of treated and stable brain 

metastases at baseline

ORR BY BASELINE BRAIN METASTASES
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First-in-human study of ABBV-706, a seizure-related homolog protein 6 
(SEZ6)-targeting antibody-drug conjugate, in patients with advanced 
solid tumors
Chandana SR, et al. ASCO 2024. Abstract 3001 

STUDY POPULATION
> Pts with R/R solid tumors and potential SEZ6 expression (SCLC, 

GBM, neuroendocrine tumors)

OUTCOME
> 53 pts enrolled; median 3 prior lines of therapy

– 23 pts had SCLC

Efficacy (SCLC)
> ORR: 61%

Safety (all pts)
> Grade ≥3 neutropenia: 42%
> Grade ≥3 thrombocytopenia: 23%

AUTHOR CONCLUSIONS
> ABBV-706 demonstrated a high ORR in pts with heavily pretreated SCLC, with a manageable adverse event profile
> Trials are ongoing to evaluate ABBV-706 with immunotherapy or platinum-based chemotherapy

TUMOR RESPONSE BY DOSE



Results of a phase 1/2 study of MHB088C: A novel B7H3 antibody-drug 
conjugate incorporating a potent DNA topoisomerase I inhibitor in 
recurrent or metastatic solid tumors
Shen L, et al. ASCO 2024. Abstract 3012 

STUDY POPULATION
> Pts with recurrent/metastatic solid tumors

OUTCOME
> 138 pts enrolled; 33% with ≥3 prior lines of therapy

– 53 pts (38%) had SCLC

Efficacy (SCLC; n = 31) 
> ORR: 61%

Safety (all pts)
> Grade ≥3 neutropenia: 25%
> Grade ≥3 thrombocytopenia: 16%

AUTHOR CONCLUSIONS
> Targeting B7H3 with MHB088C yielded a high ORR in pts with previously treated SCLC

TUMOR RESPONSE BY DOSE



Key Takeaways
Small Cell Lung Cancer



Small Cell Lung Cancer (1/2)
The experts agreed that the ADRIATIC trial set a new standard of care of consolidation durvalumab for patients with LS-SCLC who have 
at least stable disease after CRT
> Regarding the duration of immunotherapy, the experts remarked that the length of treatment across different settings has been chosen 

empirically, and that biomarkers are needed to determine the optimal approach for each patient
> One expert remarked that the 2-year OS in ADRIATIC was improved by 10% with consolidation durvalumab (ie, from 58.5% to 68%); 

therefore, there is concern that the present unselected approach in SCLC means many patients are receiving immunotherapy without
obtaining benefit

> The ADRIATIC trial enrolled patients who had at least stable disease after CRT; for a patient in the clinic who does not reach this endpoint, 
expert opinion is that it is appropriate to discuss with the pathologist to confirm the patient actually has SCLC, since most patients with LS-
SCLC have a very good response to CRT

> The experts expressed interest in seeing the data from the durvalumab + tremelimumab arm in ADRIATIC 

The experts stated that the long-term neurocognitive and other toxicities 
associated with PCI need to be given particular consideration in LS-SCLC, 
especially with increasing survival times. Furthermore, the studies with PCI in 
LS-SCLC were done several decades ago
> Expert opinion is that PCI should be discussed with the patient, but not universally 

recommended Dr Langer:
Certainly, any patient [with LS-SCLC] I see now 
who's completed chemoradiation will be getting 
durvalumab.

“ “



While tarlatamab is seen as active in SCLC, the experts described the need for adequate education and facilities to address CRS that 
may occur during treatment with T-cell engagers such as tarlatamab
> While the CRS with tarlatamab may not appear to be a major issue from clinical trial data, experts mentioned that patients in the trials 

received tarlatamab in a hospital setting, and that those patients were more fit than a typical community patient
> Additionally, expert opinion is that it is difficult to accurately assess a patient’s risk for CRS
> At one expert’s institution, the approach is to recommend shorter inpatient stays (8 hours), after which the patient will return to the clinic 

occasionally for blood sampling. Ultimately, a 1-day, outpatient regimen may be possible
> Expert recommendation is to provide education for healthcare professionals who are at smaller centers, to prepare them to respond rapidly to 

CRS (eg, administration of tocilizumab) and/or refer patients to academic centers. It may also be beneficial to leverage the experience of 
cellular therapy programs, as CRS is a frequent issue with this class of therapies

The experts expressed interest in ADCs in SCLC, especially those with a topoisomerase-I inhibitor as the cytotoxic payload, as this 
class of agents is active in SCLC
> Experts found notable the response rate of 61% in relapsed/refractory SCLC shown by the anti-SEZ6 ADC ABBV-706
> Since B7H3 is an immune checkpoint, the experts think inhibitors of PD-(L)1 are rational partners for the anti-B7H3 ADCs

In terms of sequencing classes of therapy in SCLC, expert opinion is that T-cell engagers may provide a longer duration of benefit 
compared with ADCs, so a bispecific agent would be preferred before using an ADC

While it is becoming more recognized that SCLC is a heterogeneous disease, the pathology expert stated there is still much work to do, 
and there is an ongoing need to improve the biopsies obtained from patients with SCLC to better enable translational research

Expert opinion is that antiangiogenic agents do not have a role in the treatment of patients with SCLC, which was reinforced by the 
results from the BEAT-SC trial

Small Cell Lung Cancer (2/2)



Congress Highlights
Targeted Therapy in Stage I–III NSCLC 



Molecular residual disease analysis from the ADAURA trial of adjuvant 
osimertinib in patients with resected EGFR-mutated stage IB–IIIA non-
small cell lung cancer
John T, et al. ASCO 2024. Abstract 8005 

STUDY POPULATION
> Pts in ADAURA study with tumor-informed MRD panels (n = 220)

OUTCOME
> Out of the overall ADAURA population (N = 682), genomic 

analysis was carried out in 242 pts, and MRD panels were 
successfully built for 220 pts

Results 
> Fewer MRD events with osimertinib vs placebo (13% vs 49%)
> Cancer recurrence or death was preceded by MRD detection 

with a median lead time of 4.7 months

AUTHOR CONCLUSIONS
> This study demonstrated the feasibility of tumor-informed MRD detection
> A tumor-informed approach demonstrated a median lead time of 4.7 months between an MRD event and disease recurrence or death

LEAD TIME TO RECURRENCE FOLLOWING MRD 
DETECTION 



Osimertinib after definitive chemoradiotherapy in patients with 
unresectable stage III epidermal growth factor receptor-mutated 
(EGFRm) NSCLC: Primary results of the phase 3 LAURA study
Ramalingam SS, et al. ASCO 2024. Abstract LBA4 

STUDY POPULATION
> Pts with EGFRm, unresectable stage III NSCLC with ≥SD after 

concurrent CRT

OUTCOME
> 216 pts randomized 2:1 to osimertinib or placebo

Efficacy (osi vs placebo)
> PFS: 39.1 mo vs 5.6 mo; 

(HR 0.16; P <.001)
> OS data immature; no 

difference observed
> Brain recurrence: 

8/143 (6%) vs 29/73 (40%)

Safety (osi vs placebo)
> Radiation pneumonitis

– All grades: 48% vs 38%
– Grade ≥3: 2% vs 0

> 1 death from ILC in 
osimertinib arm

AUTHOR CONCLUSIONS
> For pts with unresectable stage III NSCLC and an EGFR mutation who have at least stable disease after concurrent CRT, the LAURA trial 

established osimertinib as standard of care

PROGRESSION-FREE SURVIVAL BY BICR



Global retrospective study comparing consolidation ALK tyrosine 
kinase inhibitors to durvalumab or observation after chemoradiation in 
unresectable locally-advanced ALK+ non-small cell lung cancer
Jayakrishnan R, et al. ASCO 2024. Abstract 8013 

STUDY POPULATION
> Pts with ALK-rearranged, unresectable stage III NSCLC who 

received concurrent CRT. Retrospective, real-world analysis of 
outcomes with consolidation ALK TKI, durvalumab, or observation

OUTCOME
> Data from 67 pts analyzed

– ALK TKI (n = 15); durvalumab (n = 30); observation (n = 22)

Efficacy 
PFS
> ALK TKI: not reached
> Durvalumab: 11.3 mo (P = .006 

vs ALK TKI)
> Observation: 7.2 mo (P = .002 

vs ALK TKI)

OS
> ALK TKI: not reached
> Durvalumab: not reached 
> Observation: 70.6 mo

AUTHOR CONCLUSIONS
> While this is a retrospective study, the data suggest that consolidation with an ALK TKI following CRT is a potential option for pts with 

unresectable, stage III NSCLC and an ALK rearrangement

PROGRESSION-FREE SURVIVAL



Key Takeaways
Targeted Therapy in Stage I–III NSCLC 



Targeted Therapy in Stage I–III NSCLC (1/2) 
Expert opinion is that consolidation osimertinib is the standard of care for patients with EGFR-mutated, unresectable stage III NSCLC 
who have a response or stable disease after CRT, based on the results from the LAURA trial. However, there is concern that the trial’s 
design used an indefinite, rather than defined, period of osimertinib therapy
> In addition to the highly favorable hazard ratio for PFS with osimertinib, experts also mentioned the lower rate of CNS progression in the 

osimertinib arm as justifying the use of consolidation osimertinib
> The experts are concerned about the potential lifetime administration of consolidation osimertinib in a potentially curable group of patients, 

particularly since an OS benefit was not demonstrated in the current analysis. Their opinion is that biomarkers are needed to optimize the 
duration of osimertinib for each patient

> Experts think the PFS in the placebo arm was very poor, particularly because this was a study in patients with EGFR-mutated disease. There 
is concern that patients were not adequately staged at study entry, and that patients with occult metastatic disease may have been enrolled

Expert opinion is that randomized, phase III trials are not needed for other 
oncogenic drivers with corresponding active agents (eg, ALK, ROS1, RET) in the 
context of unresectable stage III NSCLC, but that safety data would be sufficient
> For oncogenic drivers that are compatible with immunotherapy (eg, BRAF V600E, 

KRAS G12C), expert opinion is that safety trials should investigate the addition of 
targeted therapy to consolidation immunotherapy, but not randomize patients to 
targeted therapy vs immunotherapy alone

Dr Hanna:
I really don't think we need randomized trials . . . 
for ALK, ROS1, and RET [in stage III after 
CRT]; I think we need to make sure it's safe to 
do this as consolidation.

“ “



Regarding molecular testing of patients with early-stage NSCLC, the pathology expert recommended avoiding large panels, as there
are smaller panels with coverage of approximately 10 genes that can deliver results more rapidly

For detection of MRD, the pathology expert favors development of digital droplet PCR, which allows for a tumor-informed approach
> It was recommended to include MRD assessment in all clinical trials, as the subset analyses that are currently done are suboptimal in 

identifying which patients most benefit from a given therapy
> In the community setting, expert opinion is that tumor-informed MRD detection is feasible for patients who have already undergone surgical 

resection, but currently is challenging if insufficient tissue is available and a biopsy needs to be performed

Targeted Therapy in Stage I–III NSCLC (2/2) 



Congress Highlights
Oncogene-Driven, Stage IV NSCLC: 
EGFR/HER2



Amivantamab plus lazertinib vs osimertinib in first-line EGFR-mutant 
advanced non-small cell lung cancer (NSCLC) with biomarkers of high-
risk disease: A secondary analysis from the phase 3 MARIPOSA study
Felip E, et al. ASCO 2024. Abstract 8504 

STUDY POPULATION
> Pts enrolled in the MARIPOSA study with high-risk features

OUTCOME
> PFS analyzed for amivantamab + lazertinib vs osimertinib in high-

risk subgroups (eg, brain or liver mets, TP53 co-mutation, lack of 
EGFRm ctDNA clearance at week 9)

Results 
> A PFS benefit with amivantamab + lazertinib over placebo 

was observed in multiple high-risk subgroups

AUTHOR CONCLUSIONS
> The combination of amivantamab + lazertinib provides a potential first-line option for pts with metastatic, EGFR mutation-positive NSCLC, 

including pts with high-risk characteristics

PROGRESSION-FREE SURVIVAL WITH HIGH-RISK
FEATURES: FOREST PLOT



Subcutaneous amivantamab and lazertinib as first-line treatment in 
patients with EGFR-mutated, advanced non-small cell lung cancer 
(NSCLC): Results from the phase 2 PALOMA-2 study
Lim SM, et al. ASCO 2024. Abstract LBA8612 

STUDY POPULATION
> Pts with advanced, newly diagnosed, EGFRm NSCLC (cohorts 1 

and 6, treated with SC amivantamab Q2W + lazertinib) 

OUTCOME
> 126 pts enrolled
Efficacy 
> ORR per 

investigators: 77%
– Cf ORR 86% in 

MARIPOSA

Safety 
> Infusion reactions: 15%

– Cf 63% in MARIPOSA
> Any VTE: 13%

– Cf 37% in MARIPOSA
> Peripheral edema (all grades): 32%
> Rash (all grades): 61%

– Edema/rash rates similar to
MARIPOSA

AUTHOR CONCLUSIONS
> Subcutaneous amivantamab + lazertinib demonstrated activity in advanced, newly diagnosed, EGFRm NSCLC
> Infusion reactions and VTE appeared lower with the subcutaneous formulation; rates of toxicities associated with EGFR or MET inhibition 

were similar to those with IV amivantamab

TUMOR RESPONSE



Ivonescimab (I) combined with chemotherapy in patients with EGFRm 
non-squamous NSCLC who progressed on EGFR TKI treatment 
(HARMONi-A): A randomized, double-blind, multi-center, phase 3 trial
Zhang L, et al. ASCO 2024. Abstract 8508 

STUDY POPULATION
> Pts with advanced, EGFRm NSCLC progressing on EGFR TKI 

therapy

OUTCOME
> 322 pts randomized (52% with both 1G/2G and 3G TKIs)

Efficacy (I-chemo vs pbo-chemo) 
> PFS: 7.1 mo vs 4.8 mo 

(HR 0.46; P <.001)
– Benefit in both exon 19 and 

21 mutations
> ORR: 51% vs 35%
> OS: HR 0.80 (0.59-1.08)

Safety (I-chemo vs pbo-
chemo)
> Hemorrhage (all grades): 

7% vs 5%
> Hypertension (all grades): 

8% vs 3%
> Grade 3 irAE: 6% vs 2.5%

AUTHOR CONCLUSIONS
> The combination of ivonescimab + chemotherapy provides a potential new treatment option for pts with EGFRm progressing on EGFR TKI therapy
> Adverse events reflect antiangiogenic and immune checkpoint inhibitor properties of ivonescimab

PROGRESSION-FREE SURVIVAL



A multinational pivotal study of sunvozertinib in platinum pretreated 
non-small cell lung cancer with EGFR exon 20 insertion mutations: 
Primary analysis of WU-KONG1 study
Yang JCH, et al. ASCO 2024. Abstract 8513 

STUDY POPULATION
> Pts with advanced NSCLC and EGFR exon 20 insertion mutation; 

prior platinum chemotherapy

OUTCOME
> Data from 107 pts presented

– 13% had prior amivantamab

Efficacy 
> Confirmed ORR: 45%
> Best ORR

– Overall cohort: 53%
– Prior amivantamab: 50%
– No prior amivantamab: 54%

Safety 
> Grade ≥3 diarrhea: 17%
> Grade ≥3 CPK increase: 

11%

AUTHOR CONCLUSIONS
> Sunvozertinib demonstrated activity in pts with platinum-pretreated NSCLC with an EGFR exon 20 insertion mutation
> Initial data suggested activity in amivantamab-pretreated pts

TUMOR RESPONSE



Trastuzumab deruxtecan (T-DXd) in patients with HER2-mutant 
metastatic non–small cell lung cancer (mNSCLC): Final analysis results 
of DESTINY-Lung02
Janne PA, et al. ASCO 2024. Abstract 8543 

STUDY POPULATION
> Pts with metastatic, HER2m NSCLC and ≥1 prior therapy, 

including platinum chemotherapy

OUTCOME
> Data from 152 pts reported

– 5.4 mg/kg (n = 102); 6.4 mg/kg (n = 50)

Efficacy (5.4 vs 6.4 mg/kg)
> ORR: 50% vs 56%
> PFS: 10.0 mo vs 12.9 mo
> OS: 19.0 mo vs 17.3 mo

Safety (5.4 vs 6.4 mg/kg)
> Any grade ≥3 AE: 40% vs 60%
> ILD (all grades): 15% vs 32%

AUTHOR CONCLUSIONS
> The 5.4-mg/kg dose level of T-DXd has a favorable efficacy:toxicity ratio compared with the higher 6.4-mg/kg dose level for pts with NSCLC 

and a HER2 mutation

SAFETY SUMMARY: 5.4 MG/KG VS 6.4 MG/KG 



Phase Ia/Ib trial of zongertinib (BI 1810631), a HER2-specific TKI, in 
patients with HER2 aberration-positive solid tumors: Updated phase IA 
data from Beamion LUNG-1, including PFS data
Heymach J, et al. ASCO 2024. Abstract 8514

STUDY POPULATION
> Pts with advanced solid tumors with a HER2 aberration 

(phase Ia); pts with HER2m NSCLC (phase Ib)

OUTCOME
> 83 pts in phase Ia; 57% with >2 prior lines of therapy

– 23 patients in phase Ib

Efficacy (phase Ib)
> ORR: 74%
> DCR: 91%

Safety 
> Any AE: 67%
> Grade ≥3 TRAE: 10%

AUTHOR CONCLUSIONS
> Zongertinib was well tolerated
> Promising activity observed in phase Ib (NSCLC); first futility analysis was passed

TUMOR RESPONSE (NSCLC; PHASE Ib)



Key Takeaways
Oncogene-Driven, Stage IV NSCLC: 
EGFR/HER2



Oncogene-Driven, Stage IV NSCLC: EGFR/HER2 (1/2) 
The experts think the subcutaneous formulation of amivantamab addresses issues related to infusion, although adverse events 
associated with inhibition of MET or EGFR still occur
> One expert stated that subcutaneous amivantamab makes it feasible to administer combinations (eg, with lazertinib) that would otherwise be 

associated with excessive toxicity with intravenous amivantamab
> The lower rates of venous thromboembolism with subcutaneous delivery are seen by the experts as an advantage
> Furthermore, it is thought that subcutaneous delivery could allow for administration in the patient’s home, saving space in the infusion center
> However, the experts stated that edema from MET inhibition and rash from EGFR inhibition continue to be issues, even with the

subcutaneous formulation of amivantamab

Regarding the anti–PD-1/VEGF bispecific antibody ivonescimab, the experts 
acknowledged that a significant PFS benefit was observed when added to 
chemotherapy in EGFR inhibitor-pretreated patients in the HARMONi-A study, but 
they think the 2-month difference in treatment arms is not compelling enough to 
change practice
> The experts expressed more interest in seeing the data from the HARMONi-2 trial, 

as a press release from May 2024 stated that ivonescimab monotherapy yielded 
superior PFS compared with pembrolizumab in previously untreated patients with 
advanced NSCLC and PD-L1 expression level ≥1%

Dr Garassino:
I think that the subcutaneous formulation will 
help, but the toxicity of amivantamab, in my 
opinion, still represents an issue.

“ “



The experts still use single-agent osimertinib in most of their patients with newly diagnosed, stage IV NSCLC with an EGFR mutation
> While the experts would consider combinations in certain high-risk patients (eg, patients with bulky disease, brain metastases, or a TP53

mutation), there are reasons for not having used the combination approach yet
– The experts have not yet seen a patient with high-risk characteristics
– The combinations (osimertinib + chemotherapy [FLAURA]; amivantamab + lazertinib [MARIPOSA]) both require an infusion and are 

associated with more toxicity than single-agent osimertinib
– Neither FLAURA nor MARIPOSA has yet demonstrated an OS benefit with the combination approach compared with osimertinib 

monotherapy
> Although TP53 co-mutations in EGFR-mutated NSCLC have generated much discussion, notably, the pathology expert thinks there are 

currently insufficient data to make treatment decisions on the basis of TP53 status

Oncogene-Driven, Stage IV NSCLC: EGFR/HER2 (2/2) 



Congress Highlights
Oncogene-Driven, Stage IV NSCLC: 
KRAS, MET, ALK



KRYSTAL-12: Phase 3 study of adagrasib versus docetaxel in patients 
with previously treated advanced/metastatic NSCLC harboring a KRAS
G12C mutation
Mok TSK, et al. ASCO 2024. Abstract LBA8509

STUDY POPULATION
> Pts with advanced NSCLC and a KRAS G12C mutation; prior 

platinum chemotherapy and immunotherapy

OUTCOME
> 453 pts randomized 2:1 to adagrasib (A) or docetaxel (D)

Efficacy (A vs D) 
> PFS (BICR): 5.5 mo vs 3.8 mo; HR 

0.58; P <.0001
> ORR: 32% vs 9%; P <.0001
> Intracranial ORR: 24% vs 11%
> OS data immature at this analysis

Safety (grade 3/4)
> ALT increase: 8%
> AST increase: 6%
> Diarrhea: 5%

AUTHOR CONCLUSIONS
> The results from the KRYSTAL-12 trial demonstrate that adagrasib monotherapy provides a treatment option for pts with advanced, KRAS

G12C mutation-positive NSCLC after progression on prior chemotherapy and immunotherapy

PROGRESSION-FREE SURVIVAL (BICR)



Pan-tumor activity of olomorasib (LY3537982), a second-generation 
KRAS G12C inhibitor (G12Ci), in patients with KRAS G12C-mutant 
advanced solid tumors
Heist RS, et al. ASCO 2024. Abstract 3007

STUDY POPULATION
> Pts with advanced solid tumors and a KRAS G12C mutation

OUTCOME
> 184 pts enrolled; median 3 prior therapies

– 83 pts with NSCLC (42 G12Ci naive; 41 G12Ci pretreated)

Efficacy (G12Ci-pretreated NSCLC)
> ORR: 41%
> PFS: 8.1 mo
> ctDNA clearance: 64%

Safety (all grades/grade ≥3)
> AST increase: 13%/3%
> ALT increase: 12%/3%
> Diarrhea: 34%/1%

AUTHOR CONCLUSIONS
> Olomorasib demonstrated activity in pts with KRAS G12C-mutated NSCLC and previous treatment with a KRAS G12C inhibitor
> An encouraging safety profile was demonstrated in this initial cohort of pts

TUMOR RESPONSE IN NSCLC 
(KRAS G12C INHIBITOR PRETREATED)



Efficacy and safety of olomorasib (LY3537982), a second-generation 
KRAS G12C inhibitor (G12Ci), in combination with pembrolizumab in 
patients with KRAS G12C-mutant advanced NSCLC
Burns TF, et al. ASCO 2024. Abstract 8510

STUDY POPULATION
> Pts with advanced NSCLC and a KRAS G12C mutation

OUTCOME
> Data from 64 pts presented; median 2 prior therapies

– 20 first line/44 pretreated, including 17 prior G12Ci

Efficacy 
> ORR

– 1L: 77%
– 2L+: 40%

> 12-mo PFS (1L): 73%

Safety (all grades/grade ≥3)
> ALT increase: 25%/8%
> AST increase: 17%/8%
> Diarrhea: 28%/13%

AUTHOR CONCLUSIONS
> The combination of olomorasib and pembrolizumab demonstrated promising activity in the first-line setting
> A favorable safety profile was observed with this combination of a G12Ci and immunotherapy 

TUMOR RESPONSE



Sotorasib plus carboplatin and pemetrexed in KRAS G12C advanced 
NSCLC: Updated analysis from the international CodeBreaK 101 trial
Li BT, et al. ASCO 2024. Abstract 8512

STUDY POPULATION
> Pts with advanced NSCLC and a KRAS G12C mutation

OUTCOME
> Data from 58 pts reported

– 1L, n = 37; 2L+, n = 21

Efficacy (1L/2L+)
> ORR: 65%/42%
> DOR: 9.1 mo/NE
> PFS: 10.8 mo/8.3 mo

Safety (grade ≥3; 1L/2L+) 
> ALT increase: 3%/14%
> AST increase: 3%/10%

AUTHOR CONCLUSIONS
> The combination of sotorasib and platinum chemotherapy demonstrated efficacy in treatment-naive and previously treated pts
> Adverse events were manageable; the first-line setting appeared to be associated with low rates of ALT and AST increases

TUMOR RESPONSE



KROCUS: A phase II study investigating the efficacy and safety of 
fulzerasib (GFH925) in combination with cetuximab in patients with 
previously untreated advanced KRAS G12C mutated NSCLC
Gregorc V, et al. ASCO 2024. Abstract LBA8511 

STUDY POPULATION
> Pts with advanced, treatment-naive NSCLC and a KRAS G12C 

mutation

OUTCOME
> Data from 40 pts reported

Efficacy 
> ORR: 82%

Safety (all grades/grade ≥3)
> Rash: 60%/2%
> AST increase: 10%/0

AUTHOR CONCLUSIONS
> The combination of fulzerasib and cetuximab yielded promising efficacy and tolerability in pts with newly diagnosed, KRAS G12C mutation-

positive NSCLC
> A phase II trial is being planned

TUMOR RESPONSE



Telisotuzumab vedotin monotherapy in patients with previously treated 
c-Met–overexpressing non-squamous EGFR wildtype advanced NSCLC: 
Primary analysis of the LUMINOSITY trial
Camidge DR, et al. ASCO 2024. Abstract 103 

STUDY POPULATION
> Pts with advanced NSCLC and c-Met overexpression

OUTCOME
> Data from 161 pts reported; median 1 prior line of therapy 

Efficacy (c-Met Hi/Int) 
> ORR: 35%/23%
> DOR: 9.0 mo/7.2 mo
> PFS: 5.5 mo/6.0 mo
> OS 14.6 mo/14.2 mo

Safety (all grades/grade ≥3) 
> Peripheral neuropathy: 

30%/7%
> Edema: 16%/2%
> Adjudicated ILD: 10%/5%

AUTHOR CONCLUSIONS
> Teliso-V demonstrated durable responses in pts with advanced, c-Met–overexpressing NSCLC
> Phase III trial of teliso-V vs docetaxel (TeliMET NSCLC-01) in previously treated, c-Met–overexpressing NSCLC is in progress

OVERALL RESPONSE RATE BY C-MET EXPRESSION
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Lorlatinib vs crizotinib in treatment-naïve patients with advanced ALK+ 
non-small cell lung cancer: 5-year progression-free survival and safety 
from the CROWN study
Solomon BJ, et al. ASCO 2024. Abstract LBA8503

STUDY POPULATION
> Pts with advanced, ALK+ NSCLC; no systemic therapy for 

metastatic disease

OUTCOME
> Updated results with a median follow-up of 60.2 mo

Efficacy (lorlatinib vs crizotinib)
> PFS

– Overall cohort: NR vs 9.1 
mo; HR 0.19 (0.13-0.27)

– With baseline brain mets: 
NR vs 6.0 mo; HR 0.08 
(0.04-0.19)

Safety (lorlatinib; grade ≥3) 
> Hypertriglyceridemia: 25%
> Hypercholesterolemia: 21%
> Weight increase: 23%

AUTHOR CONCLUSIONS
> After 5 years of follow-up in the CROWN study, the median PFS has not yet been reached in the lorlatinib arm
> Adverse event profile was consistent with previous experience with lorlatinib

PROGRESSION-FREE SURVIVAL
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Oncogene-Driven, Stage IV NSCLC: KRAS, MET, ALK
Most of the experts agreed the CROWN data demonstrated that lorlatinib is the most active agent for patients with ALK-rearranged 
NSCLC; approximately half the experts consider lorlatinib the new frontline standard of care
> The 5-year PFS exceeding 50% in patients who had brain metastases at baseline was pointed out as notable
> Expert opinion is that a starting dose of 75 mg/day for lorlatinib is reasonable to balance efficacy and toxicity, particularly since dose 

reductions from 100 mg/day did not appear to reduce efficacy in CROWN
> While there are concerns about toxicity related to lorlatinib (eg, cognitive effects, hyperlipidemia), the experts mentioned that dose reduction 

can be attempted, or the patient can be switched to other agents, such as alectinib or brigatinib
> However, one expert questioned why there has not yet been any presentation of OS data, given the extensive follow-up with CROWN. In the 

absence of an OS benefit, it is thought that starting with alectinib or brigatinib is still reasonable, saving lorlatinib for subsequent therapy

Expert opinion is that the results from the phase III KRYSTAL-12 study of 
adagrasib vs docetaxel in previously treated NSCLC with a KRAS G12C mutation 
would lead to full FDA approval of adagrasib, given that this study met the 
primary endpoint of PFS

Hepatotoxicity is still a concern among the experts for KRAS G12C inhibitors; 
expert opinion is that adagrasib and subsequent newer agents display an 
improved ability to combine safely with immunotherapy
> Furthermore, newer agents may be more active, as demonstrated by the response 

rate of approximately 40% with olomorasib in patients previously treated with 
another KRAS G12C inhibitor

The experts were not enthusiastic about first-line, phase III trials evaluating 
KRAS G12C inhibitors where only the comparator arm received immunotherapy

Dr Peters:
The more you go into generations [of KRAS 
G12C inhibitors], the more the compatibility with 
IO is visible, and the less hepatitis and 
hepatotoxicity you have.

“ “
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Neoadjuvant nivolumab + chemotherapy vs chemo in patients with 
resectable NSCLC: 4-year update from CheckMate 816
Spicer J, et al. ASCO 2024. Abstract LBA8010 

STUDY POPULATION
> Pts with resectable stage IB-IIIA NSCLC by AJCC 7th edition

OUTCOME
> Updated results with a median follow-up of 57.6 mo

– Minimum follow-up: 49.1 mo

Efficacy (N-chemo vs chemo)
> EFS: 43.8 mo vs 18.4 mo; 

HR 0.66 (0.49-0.90)
> OS: HR 0.71; P = .0451 

(significance boundary of .0164 
not met at this analysis)

Safety (N-chemo vs chemo) 
> Grade 3/4 TRAEs: 36% vs 

38%
> Grade 3/4 surgery-related 

AEs: 11% vs 15%

AUTHOR CONCLUSIONS
> Long-term EFS benefit with the addition of nivolumab to neoadjuvant chemotherapy was demonstrated in this updated analysis
> The adverse event profile was consistent with previous analyses of this study

EVENT-FREE SURVIVAL



Outcomes with perioperative durvalumab in pts with resectable NSCLC 
and baseline N2 lymph node involvement (N2 R-NSCLC): An exploratory 
subgroup analysis of AEGEAN 
Heymach J, et al. ASCO 2024. Abstract 8011

STUDY POPULATION
> Pts with resectable, stage IIA-IIIB (N2) NSCLC by AJCC 8th 

edition

OUTCOME
> Data from 366 pts with baseline N2 nodal status reported

Efficacy (durva vs pbo)
> pCR: 17% vs 5%
> EFS: NR vs 19.5 mo; 

HR 0.63 (0.43-0.90)
– Single station: HR 0.61
– Multistation: HR 0.69

Safety (durva vs pbo)
> Any grade 3/4 AE: 38.5% vs 42%
> Grade 3/4 irAEs: 4.5% vs 3%

AUTHOR CONCLUSIONS
> In this analysis, pts with baseline N2 nodal involvement received similar benefit (pCR and EFS) with durvalumab compared with the mITT 

population
> An EFS benefit was seen in pts with multistation and single-station N2 involvement

EVENT-FREE SURVIVAL (BASELINE N2 INVOLVEMENT)



Clinical outcomes with perioperative nivolumab by nodal status among 
patients with stage III resectable NSCLC: Results from the phase 3 
CheckMate 77T study
Provencio M, et al. ASCO 2024. Abstract LBA8007

STUDY POPULATION
> Pts with resectable, stage IIA-IIIB (N2) NSCLC by AJCC 8th 

edition

OUTCOME
> Data from 293 pts reported (181 N2; 112 non-N2)
Efficacy (nivo vs pbo)
> pCR

– N2: 22% vs 6%
– Non-N2: 25.5% vs 5%

> EFS
– N2: 30.2 mo vs 10.0 mo
– Non-N2: NR vs 17.0 mo

> Benefit also observed in pts with 
multistation N2 involvement

Safety (nivo vs pbo)
> Grade 3/4 AEs

– N2: 46% vs 41%
– Non-N2: 49% vs 40%

AUTHOR CONCLUSIONS
> This exploratory analysis of CheckMate 77T indicated that pts with or without N2 nodal status received benefit with perioperative nivolumab 

compared with placebo
> Benefit in pts with N2 was seen with both single-station and multistation involvement

EVENT-FREE SURVIVAL BY EXTENT OF N2 NODAL 
INVOLVEMENT 



IMpower010: Final disease-free survival and second overall survival interim 
results after ≥5 years of follow-up of a phase III study of adjuvant atezolizumab 
vs best supportive care in resected stage IB-IIIA non-small cell lung cancer
Wakelee HA, et al. ASCO 2024. Abstract LBA8035 

STUDY POPULATION
> Pts with resectable stage IB-IIIA NSCLC by AJCC 7th edition

OUTCOME
> Updated results with a median follow-up of 65.0 mo (ITT)

Efficacy (atezo vs pbo; 
stage II-IIIA, PD-L1 ≥1%)
> DFS: 68.5 mo vs 37.3 mo; 

HR 0.70 (0.55-0.91)
> OS: NE vs 87.1 mo; 

HR 0.77 (0.56-1.06)

Safety 
> Incidence of grade ≥3 AEs of 

special interest was unchanged 
in the atezolizumab arm since 
the last report

AUTHOR CONCLUSIONS
> This long-term update of IMpower010 continues to show benefit with adjuvant atezolizumab, consistent with previous analyses
> The safety profile is consistent with previous reports of this study

DISEASE-FREE SURVIVAL (STAGE II-IIIA; PD-L1 ≥1%)



Neoadjuvant nivolumab plus ipilimumab versus adjuvant nivolumab in 
macroscopic, resectable stage III melanoma: The phase 3 NADINA trial
Blank CU, et al. ASCO 2024. Abstract LBA2

STUDY POPULATION
> Pts with resectable stage III melanoma and ≥1 positive LN

OUTCOME
> 423 pts randomized

Efficacy (neo vs adj)
> 12-mo EFS 

– Overall: 84% vs 57%; 
HR 0.32; P <.0001

– BRAF V600E/K: 83.5% vs 
52%; HR 0.29; P <.0001

– BRAF wt: 84% vs 62%; 
HR 0.35; P = .0014

Safety (grade ≥3; neo vs adj) 
> Systemic AE: 30% vs 15%
> Surgery-related AE: 14% 

vs 14%

EXPERT CONCLUSIONS
> While this study demonstrated a benefit of neoadjuvant nivolumab + ipilimumab over standard adjuvant nivolumab in pts with stage III melanoma, 

the experts on this EPICS panel advised caution in applying these results to lung cancer, due to biological differences in the 2 diseases

EVENT-FREE SURVIVAL
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Immunotherapy in Stage I–III NSCLC
For a patient who has a pCR after neoadjuvant immunotherapy, the experts would currently not recommend de-escalating treatment after 
surgery, but would continue with adjuvant immunotherapy
> This is supported by an exploratory landmark analysis from CheckMate 77T showing that patients with a major pathologic response or pCR have 

lower rates of postsurgical relapse with continued nivolumab compared with patients who did not receive nivolumab
> The key consideration mentioned by the experts is not to de-escalate therapy unless it is known that the patient’s chance for cure will remain unaffected
The experts think future trials should focus on increasing the pCR rates with more-intense neoadjuvant strategies, rather than comparing 
neoadjuvant-only approaches with perioperative regimens
> While the use of new agents, such as anti-TIGIT antibodies, may play a role, the experts would like to see evidence of benefit in the metastatic 

setting before investigating these agents in earlier stages of disease

Expert opinion is that the results from the NADINA trial, carried out in patients with 
melanoma, are not automatically applicable to patients with NSCLC, as melanoma 
exhibits a distinct disease course (eg, more prolonged recurrence-free survival after 
surgical intervention with melanoma compared with lung cancer)

The experts are interested in the exploratory analysis of AEGEAN, which showed 
that patients with either single-station or multistation N2 disease benefit from 
perioperative durvalumab; similar results were observed in CheckMate 77T. Expert 
opinion is that this supports considering a surgical option for patients who were 
previously only considered suitable for CRT

Given the approvals of neoadjuvant (CheckMate 816) and perioperative (KEYNOTE-
671) immunotherapy, and similar results in subsequent trials in NSCLC, expert 
opinion is that additional ODAC hearings are not needed for trials such as AEGEAN 
(Note: This meeting occurred prior to the June 25, 2024, announcement that the phase III 
ADJUVANT BR.31 trial did not meet the primary endpoint of DFS.)

Dr Socinski:
One of the issues is multi-station vs single-
station [N2 disease]. These are patients that 
formerly we would think of only the PACIFIC 
approach. . . . I think that's something that was 
new.

“ “
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Updated results from COAST, a phase 2 study of durvalumab ±
oleclumab or monalizumab in patients with stage III unresectable non-
small cell lung cancer
Aggarwal C, et al. ASCO 2024. Abstract 8046 

STUDY POPULATION
> Pts with unresectable stage III NSCLC and no PD after CRT; no 

prior anti–PD-(L)1 or anti–CTLA-4 antibodies
> Consolidation with durvalumab (D); D + oleclumab (D+O); 

or D + monalizumab (D + M)

OUTCOME
> Updated results with a median follow-up of 30.1 mo

Efficacy (D vs D+O vs D+M)
> PFS: 7.3 mo vs 21.1 mo vs 

19.8 mo
> 2-yr OS: 77% vs 72% vs 61.5%

Safety 
> Immune-related pneumonitis

– D: 14%
– D+O: 12%
– D+M: 11.5%

AUTHOR CONCLUSIONS
> Updated results from COAST showed continued PFS benefit with the addition of oleclumab or monalizumab to consolidation durvalumab

PROGRESSION-FREE SURVIVAL (ITT)



Five-year outcomes with first-line nivolumab + ipilimumab + 
chemotherapy vs chemotherapy in patients with metastatic NSCLC in 
CheckMate 9LA
Reck M, et al. ASCO 2024. Abstract 8560 

STUDY POPULATION
> Pts with metastatic NSCLC and no prior systemic therapy

OUTCOME
> Updated results with a median follow-up of 64.5 mo for OS

Efficacy (N + I + chemo vs chemo) 
> OS

– All randomized: 15.8 mo vs 11.0 mo
– PD-L1 <1%: 17.7 mo vs 9.8 mo
– PD-L1 ≥1%: 15.8 mo vs 10.9 mo
– Squamous: 14.5 mo vs 9.1 mo

Safety 
> Pts had been off 

treatment ≥3 yr at the 
time of this update; 
safety was consistent 
with prior reports

AUTHOR CONCLUSIONS
> The addition of nivolumab + ipilimumab to chemotherapy continued to show benefit as first-line therapy in pts with metastatic NSCLC, 

including those with low/negative PD-L1 testing results or squamous histology

OVERALL SURVIVAL (PD-L1 <1%)



Sacituzumab govitecan vs docetaxel in patients with metastatic non-small 
cell lung cancer previously treated with platinum-based chemotherapy and 
PD(L)-1 inhibitors: Primary results from the phase 3 EVOKE-01 study
Paz-Ares LG, et al. ASCO 2024. Abstract LBA8500 

STUDY POPULATION
> Pts with stage IV NSCLC and PD after platinum-based and 

anti–PD-(L)1 therapy

OUTCOME
> 603 pts randomized; ~45% with ≥2 prior lines of therapy

Efficacy (SG vs docetaxel) 
> OS: 11.1 mo vs 9.8 mo; 

HR 0.84; P = .0534
> PFS: 4.1 mo vs 3.9 mo; 

HR 0.92
> ORR: 14% vs 18%

Safety (grade ≥3; SG vs 
docetaxel)
> Neutropenia: 25% vs 37%
> Leukopenia: 5% vs 17%

AUTHOR CONCLUSIONS
> SG demonstrated a trend toward improved OS compared with docetaxel, but this difference did not achieve statistical significance
> The safety profile of SG appeared favorable to that of docetaxel

OVERALL SURVIVAL



Results from METIS (EF-25), an international, multicenter phase III 
randomized study evaluating the efficacy and safety of tumor treating 
fields (TTFields) therapy in NSCLC patients with brain metastases
Mehta MP, et al. ASCO 2024. Abstract 2008 

STUDY POPULATION
> Pts with NSCLC and 1-10 newly diagnosed brain metastases; no 

known oncogenic drivers with available targeted agents
> Pts underwent SRS followed by BSC ± TTFields

OUTCOME
> 298 pts randomized

– 1-4 brain metastases: 78%
– 5-10 brain metastases: 22%

Efficacy (TTF vs BSC alone) 
> Time to first IC progression or 

death: 21.9 mo vs 11.3 mo; 
HR 0.67; P = .0158

> OS: 11.3 mo vs 10.6 mo; 
P = .7796

Safety (all grades; TTF vs 
BSC alone) 
> Skin irritation: 13% vs 1%
> Pruritus: 13% vs 4%
> Dermatitis: 12% vs 2%

AUTHOR CONCLUSIONS
> TTFields demonstrated prolonged time to first intracranial progression in pts with NSCLC and brain metastases
> Skin-related AEs occurred more often with TTFields, but were mainly grade 1/2

TIME TO FIRST INTRACRANIAL PROGRESSION OR 
NEUROLOGIC DEATH
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Immunotherapy and Other Approaches in Stage III–IV 
NSCLC/Subsequent Therapy in Metastatic NSCLC 
Regarding the negative results seen with the addition of durvalumab to CRT in the PACIFIC-2 study, expert opinion is that a major 
contributing factor is the patient population was different from that of the original PACIFIC study
> In the original PACIFIC trial, patients had to complete CRT with a response or stable disease while remaining eligible for immunotherapy, so 

this trial had a highly selected population
> In contrast, PACIFIC-2 randomized patients prior to CRT, so this study enrolled a wider range of patients
> One expert recommended using chemotherapy + immunotherapy as induction therapy, rather than adding immunotherapy to CRT

The experts generally view ADCs in NSCLC as having modest activity
> Although this is disappointing after the impressive results with trastuzumab deruxtecan in HER2-mutated disease, it is thought by the experts 

that the other ADCs might provide additional lines of therapy, even in patients without oncogene-driven disease
> Expert opinion is that the search for biomarkers for ADCs will likely be challenging, as exemplified by the modest results with telisotuzumab 

vedotin, even after selection for c-Met overexpression

Expert opinion is that there is a role for adding an anti–CTLA-4 antibody to a PD-
(L)1 inhibitor in fit patients with PD-L1 expression <1%, although the additional 
toxicity limits the number of patients who may be candidates for this approach

The experts agreed that trials with TTFields have consistently demonstrated 
benefit in several settings
> Expert opinion is that the METIS trial of TTFields in patients with brain metastases 

was conducted well
> The experts stated that uptake of TTFields in clinical practice remains low; however, 

there is an unmet need in patients with brain metastases

Dr Hanna:
This [ADCs] is the incremental change that we saw 
for 25 years before we got the targeted therapies 
and the checkpoint inhibitors. So they're modest. 
They're important. They're incremental, and they'll 
have a role.

“ “
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