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Meeting Snapshot

DATE: 
June 16, 2023

PANEL: Key experts in 
lung cancer
> 5 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 5 US and 3 European Lung Cancer Experts

Solange Peters, MD, PhD
University Hospital of Lausanne

Mark Socinski, MD
AdventHealth Cancer Institute

Lynette Sholl, MD
Harvard Medical School

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 CenterCHAIR: 

Corey J. Langer, MD, FACP
University of Pennsylvania



Meeting Agenda
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Time (EDT) Topic Speaker/Moderator
12.00 PM – 12.05 PM Welcome and Introductions Corey J. Langer, MD, FACP

12.05 PM – 12.20 PM Immunotherapy in Resectable NSCLC Marina Chiara Garassino, MD

12.20 PM – 12.50 PM Discussion All faculty

12.50 PM – 1.00 PM Updates in Stage IV NSCLC Solange Peters, MD, PhD

1.00 PM – 1.20 PM Discussion All faculty

1.20 PM – 1.30 PM EGFR Mutations Roy Herbst, MD, PhD

1.30 PM – 1.45 PM Discussion All faculty

1.45 PM – 1.55 PM Break
1.55 PM – 2.10 PM Other Oncogenic Drivers Enriqueta Felip, MD, PhD; Mark Socinski, MD

2.10 PM – 2.30 PM Discussion All faculty

2.30 PM – 2.40 PM Small Cell Lung Cancer Benjamin Besse, MD, PhD

2.40 PM – 2.55 PM Discussion All faculty

2.55 PM – 3.00 PM Wrap-up Comments and Adjourn Corey J. Langer, MD, FACP



Congress Highlights
Immunotherapy in Resectable NSCLC



AEGEAN: A phase 3 trial of neoadjuvant durvalumab + chemotherapy followed by 
adjuvant durvalumab in patients with resectable NSCLC
Heymach JV, et al. AACR 2023, Abstract CT005 

STUDY POPULATION
> Resectable, stage IIA–IIIB (N2) NSCLC by AJCC 8th edition

OUTCOME
> 802 pts randomized

Efficacy (durvalumab vs placebo)
> pCR: 17% vs 4%
> EFS: not reached vs 25.9 mo 

(HR, 0.68; P = .003902)

Safety (durvalumab arm)
> G3/4 irAEs: 4%

EXPERT CONCLUSIONS
> The AEGEAN trial met primary endpoints of pCR and EFS with the addition of durvalumab to neoadjuvant therapy followed by adjuvant 

durvalumab
> The AE profile with the addition of durvalumab was manageable 

EVENT-FREE SURVIVAL 



KEYNOTE-671: Randomized, double-blind, phase 3 study of pembrolizumab or placebo 
plus platinum-based chemotherapy followed by resection and pembrolizumab or placebo 
for early stage NSCLC
Wakelee HA, et al. ASCO 2023, Abstract LBA100 

STUDY POPULATION
> Resectable, stage II–IIIB (N2) NSCLC by AJCC 8th edition

OUTCOME
> 797 pts randomized

Efficacy (pembro vs placebo)
> pCR: 18% vs 4%
> EFS: not reached vs 17.0 mo 

(HR, 0.58; P <.00001)

Safety (pembro arm)
> G3–5 irAEs: 6%

EXPERT CONCLUSIONS
> The addition of pembrolizumab to neoadjuvant therapy followed by adjuvant pembrolizumab significantly improved the primary endpoint of 

EFS; the pCR rate was also increased in the pembrolizumab arm
> A trend toward improved OS was observed with the addition of pembrolizumab, although this did not meet the specified value for statistical 

significance at this interim analysis

EVENT-FREE SURVIVAL 



Perioperative toripalimab + platinum-doublet chemotherapy vs chemotherapy in 
resectable stage II/III non-small cell lung cancer (NSCLC): Interim event-free survival 
(EFS) analysis of the phase III NEOTORCH study
Lu S et al. ASCO 2023, Abstract 8501 

STUDY POPULATION
> Resectable, stage II–III NSCLC

OUTCOME
> 404 pts randomized

Efficacy (toripalimab vs placebo)
> pCR: 25% vs 1%
> MPR: 48.5% vs 8%
> EFS (stage III): not evaluable vs 

15.1 mo (HR, 0.40; P <.0001)

Safety (toripalimab arm)
> G≥3 irAEs: 12%

EXPERT CONCLUSIONS
> The addition of toripalimab to neoadjuvant and adjuvant chemotherapy followed by maintenance toripalimab improved EFS, pCR, and MPR 

compared with placebo. A trend toward improved OS with toripalimab was observed, although not statistically significant at this analysis

EVENT-FREE SURVIVAL 



Key Insights
Immunotherapy in Resectable NSCLC



The experts view perioperative immunotherapy (ie, immunotherapy both pre- and postsurgery) positively, although they recognize that 
current data do not definitively show whether the neoadjuvant-only, adjuvant-only, or perioperative approach is best
> The experts stressed the importance of a trial that would evaluate whether the adjuvant immunotherapy component is needed in patients who had 

achieved a pathologic complete response (pCR) after neoadjuvant immunotherapy
> Therefore, in a patient achieving a pCR following the CheckMate 816 approach (ie, neoadjuvant only), the experts currently would not offer 

adjuvant immunotherapy, but would offer adjuvant immunotherapy for a perioperative approach
> Expert opinion is that routes with neoadjuvant immunotherapy will be pursued more frequently in academic centers compared with community 

practice
> According to the experts, it is difficult to predict the impact of potential approval of the KEYNOTE-671 regimen (ie, whether this approach would 

supplant the currently approved regimens). From a scientific point of view, cross-trial comparison is complicated by different populations in each study

Immunotherapy in Resectable NSCLC (1/2)

The experts think that stage may play a role in which approach is taken
> Patients with stage I disease would be referred initially to surgery, receiving immunotherapy in the 

adjuvant setting
> Conversely, the neoadjuvant approach is favored for patients with stage III disease
> Careful discussion would be needed for patients with stage II disease

The experts cautioned against using neoadjuvant immunotherapy to downstage unresectable disease 
in the hopes of converting patients into surgical candidates
> One expert stated that patients treated with this approach may ultimately not undergo surgery, thus 

leading to a complicated decision on how to proceed
> This is in addition to the existing concern for the ~15%–20% of patients who did not undergo surgery in 

the trials discussed

Given the intersection of multiple disciplines in resectable NSCLC, the experts emphasized the 
importance of tumor boards to discuss the best therapeutic option for patients with early-stage disease

Dr Peters:
I think we don’t have the final 
word about neoadjuvant, 
perioperative, or adjuvant. . . . 
We have to be careful to 
compare trials.

“

“



For patients who achieve a pCR after the neoadjuvant component in a perioperative approach, expert opinion is that there are 
insufficient data to support de-escalating subsequent therapy (ie, offering 6 months of adjuvant immunotherapy instead of the ~12 
months in recent phase III trials)
> In contrast to breast cancer, experts believe disease relapse still occurs too frequently in lung cancer to propose de-escalating therapy; 

randomized data are needed to decide whether de-escalation is appropriate for patients with resectable NSCLC
> A high PD-L1 level would actually persuade the experts to offer adjuvant immunotherapy, since high PD-L1 expression appears to correlate 

with greater benefit from immunotherapy
> Expert opinion is that an exploratory analysis of KEYNOTE-671, where event-free survival is assessed beginning after surgery (as opposed to 

the current analysis beginning after randomization), may provide hints on the role of adjuvant immunotherapy in patients who have received 
neoadjuvant immunotherapy

In patients who have residual N2 nodal disease after neoadjuvant immunotherapy and surgery, experts believe the use of 
chemoradiation therapy (CRT) would be appropriate, with trials such as KEYNOTE-799 and NICOLAS showing the feasibility of adding
immunotherapy to CRT. However, the experts recognize that this is an area lacking in data-driven guidance

Regarding the potential role of targeting CD73/adenosine signaling in resectable NSCLC, expert opinion is that while the rationale is solid, 
there are currently insufficient clinical data showing a high degree of benefit with the use of agents inhibiting CD73/adenosine signaling
> Furthermore, in the setting of neoadjuvant therapy, it is particularly important to have strong proof of concept to avoid complications that would 

decrease the proportion of patients who are able to undergo surgery

Experts concurred that a 1-week turnaround time for molecular testing for key biomarkers, such as PD-L1, EGFR, and ALK, is feasible 
in patients with resectable NSCLC, and that incorporating these tests into a reflex pathway would be ideal

Immunotherapy in Resectable NSCLC (2/2)



Congress Highlights
Updates in Stage IV NSCLC



Updates on Abstract 397600: ARC-7: Randomized phase 2 study of domvanalimab + 
zimberelimab ± etrumadenant versus zimberelimab in first-line, metastatic, PD-L1-high 
non-small cell lung cancer (NSCLC)
Johnson ML, et al. ASCO 2023, Abstract 397600 

STUDY POPULATION
> Treatment-naive, metastatic NSCLC; PD-L1 ≥50%
> Therapy with domvanalimab (D) + zimberelimab (Z) ±

etrumadenant (E) vs Z monotherapy

OUTCOME
> 150 pts randomized (50 per arm)

Efficacy (Z vs DZ vs EDZ)
> ORR: 30% vs 40% vs 44%
> PFS: 5.4 mo vs 9.3 mo vs 9.9 mo

Safety (Z vs DZ vs EDZ)
> Immune-related TEAEs:

48% vs 50% vs 66%

EXPERT CONCLUSIONS
> Blocking of TIGIT demonstrated activity in combination with zimberelimab
> The addition of etrumadenant did not improve outcomes; longer follow-up will not significantly alter outcomes in this specific trial

PROGRESSION-FREE SURVIVAL



Safety, pharmacokinetics (PK), pharmacodynamics (PD) and preliminary efficacy of AZD2936, 
a bispecific antibody targeting PD-1 and TIGIT, in checkpoint inhibitor (CPI)-experienced 
advanced/metastatic non-small-cell lung cancer (NSCLC): First report of ARTEMIDE-01
Rohrberg KS et al. ASCO 2023, Abstract 9050 

STUDY POPULATION
> Stage III unresectable/IV NSCLC; PD-L1 ≥1%
> Prior immunotherapy and chemotherapy

OUTCOME
> 80 pts have been enrolled (48 for dose escalation; 32 for 

expansion cohort of 750 mg, Q3W)

Efficacy (overall)
> ORR: 4%

Safety  
> G≥3 TEAEs: 5%
> Any irAE: 15%

EXPERT CONCLUSIONS
> Rilvegostomig (AZD2936) monotherapy showed modest antitumor activity
> Treatment was safe at all doses tested

BEST PERCENTAGE CHANGE IN LESION SIZE



Safety and clinical activity of target-preserving anti-CTLA-4 antibody ONC-392 as 
monotherapy in NSCLC patients who progressed on PD(L)1-targeted immunotherapy
He K, et al. ASCO 2023, Abstract 9024

STUDY POPULATION
> Pts with metastatic NSCLC, no targetable mutations; progressed 

on anti–PD-(L)1 therapy

OUTCOME
> As of 3/10/2023, 35 pts had been enrolled

Efficacy
> ORR (confirmed): 22%

Safety 
> G3/4 irAEs: 34%

EXPERT CONCLUSIONS
> ONC-392 was tolerated at a dose of 10 mg/kg, with clinical activity in immunotherapy-resistant NSCLC
> Data support pivotal study (NCT05671510)

BEST PERCENTAGE CHANGE IN LESION SIZE



TROPION-Lung02: Datopotamab deruxtecan (Dato-DXd) plus pembrolizumab (pembro) 
with or without platinum chemotherapy (Pt-CT) in advanced non-small cell lung cancer 
(aNSCLC)
Goto Y et al. ASCO 2023, Abstract 9004

STUDY POPULATION
> Pts with advanced/metastatic NSCLC and ≤2 prior therapies

OUTCOME
> 136 pts enrolled (64 received Dato-DXd + pembro; 72 received 

this combination with chemotherapy)

Efficacy (1L)
> Doublet ORR: 50%
> Triplet ORR: 57% 

Safety (G≥3 ILC) 
> Doublet: 3%
> Triplet: 3%

EXPERT CONCLUSIONS
> The combination of Dato-DXd and pembrolizumab, with or without chemotherapy, demonstrated encouraging antitumor activity
> Phase III trials (TROPION-Lung07 and -08) are evaluating Dato-DXd combinations in the first-line setting

BEST PERCENTAGE TUMOR CHANGE FROM BASELINE



Tumor Treating Field (TTFields) therapy with standard of care (SOC) in metastatic non-
small cell lung cancer (mNSCLC) following platinum failure: Randomized, phase 3 
LUNAR study
Leal T, et al. ASCO 2023, Abstract LBA9005

STUDY POPULATION
> Pts with metastatic NSCLC progressing on or after platinum-

based chemotherapy

OUTCOME
> 276 pts randomized

Efficacy (IO + TTF vs IO)
> OS: 18.5 mo vs 10.8 mo 

(HR, 0.63; P = .03)
Efficacy (SOC + TTF vs SOC)
> PFS: 4.8 mo vs 4.1 mo
> ORR: 20% vs 17%

Safety (SOC + TTF vs SOC) 
> Dermatitis

– All grades: 43% vs 2%
– G≥3: 2% vs 0

EXPERT CONCLUSIONS
> The addition of TTF to immunotherapy improved OS in pts with platinum-pretreated NSCLC; a nonsignificant trend was observed when TTF 

was added to docetaxel
> Treatment was well tolerated

OS IN PATIENTS RECEIVING IMMUNOTHERAPY + TTF



Key Insights
Updates in Stage IV NSCLC



Updates in Stage IV NSCLC (1/2)
The experts believe the phase III LUNAR trial evaluating Tumor Treating Fields (TTF) therapy showed a positive OS signal in 
combination with immunotherapy, although application in the current landscape of NSCLC therapy is unclear
> In the LUNAR study, immunotherapy was given in the second-line setting after progression on first-line, platinum-based chemotherapy; 

however, with the establishment of immunotherapy in the first-line setting, expert opinion is that the second-line immunotherapy setting is a 
shrinking population

– Clinical investigation of TTF therapy in the first-line setting is recommended by the experts
– However, one expert stated that immunotherapy is increasingly being used in the second-line setting, that is, beyond progression in 

combination with other agents (eg, S1800A trial of pembrolizumab and ramucirumab in immunotherapy-pretreated patients)
– Nevertheless, expert opinion is that approval is possible for TTF therapy in NSCLC given the different criteria for approval of medical 

devices vs pharmaceutical interventions 

There is also concern that no PFS or ORR benefit was observed with the addition 
of TTF therapy

Finally, experts expressed concern over the requirement to wear TTF equipment 
for 16 hours per day and the effect on compliance
> However, one expert, who had previous experience with TTF in patients with brain 

tumors, mentioned that from the patients’ perspective, putting on the physical device 
made patients feel like a more active participant in their care

> Additionally, the experts feel TTF treatment is not associated with much toxicity, 
other than dermatitis, which was mostly grade 1/2 

Dr Herbst:
I do worry that some of the current trials that 
are being put together, in some cases, based 
on expediency . . . and not based on science, 
will have a less[er] chance of succeeding.

“ “



Updates in Stage IV NSCLC (2/2)
Expert opinion is that TIGIT is a valid therapeutic target in NSCLC, but clinical trials with different anti-TIGIT agents so far have yielded 
mixed results, and the lack of a good selective biomarker means that ongoing trials will likely show either no benefit or only modest 
benefit with the addition of anti-TIGIT agents to standard regimens

Regarding next-generation agents targeting CTLA-4, experts perceive the data from trials of MEDI5752 and ONC-392 as encouraging,
with some concern over adverse events with MEDI5752

There is enthusiasm among the experts for antibody-drug conjugates, with the potential to displace docetaxel in the second-line 
setting. However, a need exists for predictive biomarkers



Congress Highlights
EGFR Mutations

22



Overall survival analysis from the ADAURA trial of adjuvant osimertinib in patients with 
resected EGFR-mutated (EGFRm) stage IB–IIIA non-small cell lung cancer (NSCLC)
Herbst RS, et al. ASCO 2023, Abstract LBA3

STUDY POPULATION
> Pts with completely resected, stage IB–IIIA NSCLC and an EGFR

exon 19 deletion or L858R mutation

OUTCOME
> 682 pts randomized

Efficacy (5-yr OS; osi vs placebo)
> Stage II/IIIA: 85% vs 73%

HR, 0.49; P = .0004
> Stage IB–IIIA: 88% vs 78%

HR, 0.49; P <.0001

Safety (osi vs placebo)
> AE leading to 

discontinuation: 
13% vs 3%

EXPERT CONCLUSIONS
> Adjuvant osimertinib improved DFS, CNS DFS, and OS compared with placebo in pts with resected, stage IB–IIIA, EGFR-mutated NSCLC, 

supporting adjuvant osimertinib as the standard of care in this setting

OVERALL SURVIVAL (STAGE II/IIIA)



BLU-945 monotherapy and in combination with osimertinib (OSI) in previously treated 
patients with advanced EGFR-mutant (EGFRm) NSCLC in the phase 1/2 SYMPHONY study
Elamin YY, et al. ASCO 2023, Abstract 9011

STUDY POPULATION
> Pts with metastatic, EGFR-mutated NSCLC and at least 1 T790M-

targeting EGFR TKI; PD on osimertinib as last therapy

OUTCOME
> 112 pts in monotherapy group (median 3.5 prior lines); 

55 pts in combination group (median 2 prior lines)

Efficacy
> Monotherapy: 2 PR 

(~2%)
> Combination: 4 PR 

(~7%)

Safety 
> Monotherapy

– EGFR-WT–associated AEs: <10%
> Combination

– G≥3 dermatitis acneiform: 2%

EXPERT CONCLUSIONS
> BLU-945 monotherapy was active and well tolerated, although without durable responses
> Results with BLU-945 + osimertinib warrant further evaluation

TUMOR RESPONSE: BLU-945 + OSIMERTINIB



Randomized phase 3 study of first-line AZD3759 (zorifertinib) versus gefitinib or erlotinib 
in EGFR-mutant (EGFRm+) non–small-cell lung cancer (NSCLC) with central nervous 
system (CNS) metastasis
Wu YL, et al. ASCO 2023, Abstract 9001

STUDY POPULATION
> Pts with advanced EGFR-mutated NSCLC (exon 19 del or L858R) 

and no prior 1L therapy
> At least 1 non-irradiated CNS lesion or at least 1 non-irradiated 

extracranial lesion

OUTCOME
> 439 pts randomized

Efficacy (AZD3759 vs control)
> icPFS: 15.2 mo vs 8.3 mo (HR, 

0.467; P <.0001)
> icORR: 75% vs 64%

Safety (AZD3759 vs control) 
> G3 rash: 14% vs 0.5%
> G3 diarrhea: 13% vs 0.5%

EXPERT CONCLUSIONS
> AZD3759 is more active in the CNS compared with first-generation TKIs
> AE profile deemed manageable, but not compared with osimertinib 

PROGRESSION-FREE SURVIVAL



BL-B01D1, a first-in-class EGFRxHER3 bispecific antibody-drug conjugate (ADC), in 
patients with locally advanced or metastatic solid tumor: Results from a first-in-human 
phase 1 study
Zhang L, et al. ASCO 2023, Abstract 3001

STUDY POPULATION
> Pts with advanced solid tumors; experienced failure of standard 

therapy or without feasible treatment

OUTCOME
> 195 pts enrolled, 41 with EGFR-mutated NSCLC (of whom 71% 

had ≥2 prior regimens)

Efficacy (EGFRmut NSCLC)
> ORR: 63%

Safety (G≥3) 
> Mouth ulceration: 2%
> Rash: 0

EXPERT CONCLUSIONS
> BL-B01D1 showed promising antitumor activity in pts with previously treated, EGFR-mutated NSCLC
> Phase III trials in NSCLC and NPC are planned 

TUMOR RESPONSE IN EGFR-MUTATED NSCLC



SKB264 (TROP2-ADC) for the treatment of patients with advanced NSCLC: Efficacy and 
safety data from a phase 2 study
Fang W, et al. ASCO 2023, Abstract 9114

STUDY POPULATION
> Pts with advanced solid tumors

OUTCOME
> 43 pts enrolled, 22 with EGFR-mutated NSCLC (of whom 59% 

had a prior third-generation EGFR TKI)

Efficacy (EGFRmut NSCLC)
> ORR: 55%

Safety (G≥3) 
> Stomatitis: 9%
> Rash: 7%
> No ILD reported

EXPERT CONCLUSIONS
> SKB264 showed encouraging antitumor activity with a manageable safety profile
> A phase III trial of SKB264 in pts with advanced, EGFR-mutated NSCLC for whom EGFR TKI therapy failed is ongoing in China, with global 

phase III studies in planned

TUMOR RESPONSE



Sunvozertinib for the treatment of NSCLC with EGFR Exon20 insertion mutations: The 
first pivotal study results
Wang M, et al. ASCO 2023, Abstract 9002

STUDY POPULATION
> Advanced NSCLC with an EGFR exon 20 insertion mutation and 

1–3 prior lines of therapy, including platinum-based chemotherapy

OUTCOME
> 97 pts enrolled with a median 2 prior therapies

Efficacy
> ORR: 61%

Safety (all grades/G≥3)
> Blood CPK increase: 58%/17%
> Diarrhea: 67%/8%
> Rash: 54%/1%

EXPERT CONCLUSIONS
> Sunvozertinib showed antitumor activity across a variety of EGFR exon 20 insertion subtypes, with a safety profile comparable to other EGFR TKIs
> The multinational, phase III WU-KONG28 trial is ongoing to compare sunvozertinib with platinum-based chemotherapy in the first-line setting 

for pts with NSCLC and an EGFR exon 20 insertion mutation

ANTITUMOR ACTIVITY BY MUTATION SUBTYPE



Key Insights
EGFR Mutations



Regarding molecular testing of patients who progress on osimertinib, the pathology expert mentioned that their institution uses a 
combination of tissue- and liquid-based testing, with the exact tests depending on the provider. The main analyses include searching 
for targetable resistance mechanisms, such as MET gene amplification, as well as histologic transformation to SCLC
> The histologic transformation tends to not look exactly like classic SCLC morphology, but rather trends in that direction, so it can be a 

nuanced classification

The experts agreed that adjuvant osimertinib is standard of care for patients with resectable, EGFR mutation-positive NSCLC, 
particularly with the recent OS data
> However, expert opinion is that the decision is more difficult in patients with stage IB disease; there are fewer events than with other stages, 

so it is harder to know if adjuvant osimertinib will benefit these patients. A discussion with the patient is crucial in this setting
> One expert remarked that in the real world, patients who do not receive targeted therapy initially may not always receive targeted therapy in 

subsequent lines of therapy, providing the rationale for giving osimertinib in the earliest disease stage possible 

EGFR Mutations (1/2)

The experts discussed potential issues with the data that have been presented so 
far with ADAURA
> Regarding subsequent therapy in the control arm, the experts agreed that osimertinib 

should have been made more available, and that this would likely not have affected 
the OS benefit observed in the osimertinib arm

> Experts would like to see survival data in patients whose disease stage was verified by 
positron emission tomography scan, to rule out occult metastatic disease, as well as 
data in control patients who subsequently received an EGFR TKI

> To evaluate the curative potential of adjuvant osimertinib, expert opinion is that long-
term (eg, 7–10 years) follow-up will be necessary, and ideally, the trial can continue to 
follow patients for this length of time

Dr Socinski:
The real world is not everyone crosses over to 
the active agent. I think that [ADAURA] 
reaffirms that if you have an effective therapy, 
it should be given early in the disease course.

“ “



Regarding efforts to improve on first-line osimertinib monotherapy in metastatic disease, such as combination regimens or new 
agents, the experts think that an OS benefit, or at least greatly prolonged PFS, will be necessary

Expert opinion is that new agents targeting EGFR exon 20 insertion mutations look promising; however, they warned that the efficacy 
of new agents has historically looked favorable in early-phase trials of carefully selected and monitored patients, but became less 
impressive when the agents were administered to a broader population of patients

EGFR Mutations (2/2)



Congress Highlights
Other Oncogenic Drivers 
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Adagrasib (MRTX849) in patients with advanced/metastatic KRASG12C-mutated non-
small cell lung cancer (NSCLC): Preliminary analysis of mutation allele frequency
Janne PA, et al. ELCC 2023, Abstract 8MO

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

OUTCOME
> 116 pts enrolled; 39 were analyzed for plasma response
> 35 pts were evaluable for mutation allele frequency clearance 

(MAFC) at cycle 4, day 1 (C4D1)
> 89% achieved MAFC ≥90% by C4D1

Efficacy (response by MAFC status)
> MAFC ≥90%: 68%
> MAFC <90%: 0

EXPERT CONCLUSIONS
> MAFC appears to correlate with radiographic response to adagrasib in KRAS G12C mutation-positive NSCLC
> Additional analyses needed to determine how well MAFC correlates with tumor response, and if this approach can be used to monitor 

response to therapy

PROGRESSION-FREE SURVIVAL BY MAFC



The primary endpoint analysis of SCARLET study: A single-arm, phase II study of 
sotorasib plus carboplatin-pemetrexed in patients with advanced non-squamous, non-
small cell lung cancer with KRAS G12C mutation (WJOG14821L)
Sakata S, et al. ASCO 2023, Abstract 9006

STUDY POPULATION
> Pts with advanced NSCLC and a KRAS G12C mutation
> No prior chemotherapy

OUTCOME
> 30 pts enrolled; 27 evaluable for efficacy

Efficacy
> ORR: 89%
> PFS (BICR): 5.7 mo
> 6-mo OS: 87%

Safety (G≥3) 
> ALT increase: 3%
> AST increase: 7%

EXPERT CONCLUSIONS
> The combination of first-line sotorasib and chemotherapy yielded a favorable response rate and tolerability in pts with NSCLC and a KRAS

G12C mutation

TUMOR RESPONSE



KontRASt-01 update: Safety and efficacy of JDQ443 in KRAS G12C-mutated solid 
tumors including non-small cell lung cancer (NSCLC)
Cassier PA, et al. ASCO 2023, Abstract 9007

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

OUTCOME
> 96 pts enrolled with a median 2 prior lines of therapy
> 27 evaluable pts with NSCLC

Efficacy
> ORR

– All dose levels: 44%
– 200 mg BID: 57%

Safety (all grades/G3)
> ALT elevation: 6%/2%
> AST elevation: 6%/1%

EXPERT CONCLUSIONS
> JDQ443 demonstrated activity in NSCLC with a KRAS G12C mutation and was well tolerated
> JDQ443-based combinations are being investigated, including with immunotherapy

TUMOR RESPONSE



Biomarker subgroup analyses of CodeBreaK 200, a phase 3 trial of sotorasib versus 
(vs) docetaxel in patients (pts) with pretreated KRAS G12C-mutated advanced non-
small cell lung cancer (NSCLC)
Skoulidis F, et al. ASCO 2023, Abstract 9008

STUDY POPULATION
> Pts with advanced NSCLC and a KRAS G12C mutation
> At least 1 prior therapy, including immunotherapy and 

chemotherapy

OUTCOME
> 318 pts were evaluable for biomarker analysis (tumor and/or 

plasma NGS)

Efficacy
> A PFS benefit was observed with sotorasib compared with 

docetaxel even in the presence of multiple comutations (eg, TP53, 
STK11, KEAP1, MET)

EXPERT CONCLUSIONS
> The benefit with sotorasib vs docetaxel was observed in pts with various comutations, including STK11, KEAP1, and TP53
> NOTCH1 mutations were associated with worse outcomes with sotorasib compared with docetaxel; these observations will be further 

explored in future trials

PROGRESSION-FREE SURVIVAL BY COALTERATION



Intracranial efficacy of sotorasib versus docetaxel in pretreated KRAS G12C-mutated 
advanced non-small cell lung cancer (NSCLC): Practice-informing data from a global, 
phase 3, randomized, controlled trial (RCT)
Dingemans AMC, et al. ASCO 2023, Abstract LBA9016

STUDY POPULATION
> Pts with advanced NSCLC and a KRAS G12C mutation
> At least 1 prior therapy, including immunotherapy and chemotherapy

OUTCOME
> From the CodeBreaK 200 study, 69 pts with confirmed baseline 

CNS metastases were identified (40:29 sotorasib:docetaxel arms, 
respectively) 

Efficacy (sotorasib vs docetaxel)
> Time to CNS progression: 11.6 mo vs 6.0 mo (HR, 0.63; P = .17)
> CNS PFS: 9.6 mo vs 4.5 mo (HR, 0.53; P = .03)
> ORR: 33% vs 15%

EXPERT CONCLUSIONS
> This post-hoc analysis showed a trend toward higher CNS activity with sotorasib compared with docetaxel in the CodeBreaK 200 study 

CNS PROGRESSION-FREE SURVIVAL



Efficacy and safety of encorafenib (enco) plus binimetinib (bini) in patients with 
BRAFV600E-mutant (BRAFV600E) metastatic non-small cell lung cancer (NSCLC) from 
the phase 2 PHAROS study
Riely GJ, et al. ASCO 2023, Abstract 9018

STUDY POPULATION
> Pts with advanced NSCLC and a BRAF V600E mutation
> 0 to 1 prior lines of therapy for advanced disease

OUTCOME
> 98 pts enrolled (59 1L, 39 previously treated)

Efficacy
> Treatment naive

– ORR: 75%
– PFS: not reached

> Previously treated
– ORR: 46%
– PFS: 9.3 mo

Safety (G3) 
> Any TRAE: 38%
> Diarrhea: 4%
> Fatigue: 2%
> Pyrexia (all grades): 8%

EXPERT CONCLUSIONS
> Encorafenib-binimetinib demonstrated activity in pts with metastatic NSCLC and a BRAF V600E mutation and is a potential new treatment 

option for this subgroup of pts

TUMOR RESPONSE



FAK inhibition with novel FAK/ALK inhibitor APG-2449 could overcome resistance in 
NSCLC patients who are resistant to second-generation ALK inhibitors
Ma Y, et al. ASCO 2023, Abstract 9015

STUDY POPULATION
> Pts with solid tumors and an ALK or ROS1 fusion

OUTCOME
> 136 pts enrolled (90 with ALK-rearranged NSCLC)

Efficacy
> ORR (1L): 79%
> ORR (second-gen ALK TKI resistant): 

29%
> Intracranial ORR: 61.5%

Safety (G3) 
> Any TRAE: 14%
> ALT increase: 3%

EXPERT CONCLUSIONS
> The preliminary results with APG-2449 indicated potential to overcome resistance to prior ALK TKIs, including second-generation agents, in 

pts with ALK-rearranged NSCLC

TUMOR RESPONSE, SECOND-GEN ALK TKI RESISTANT
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Other Oncogenic Drivers (1/2)
For patients with KRAS G12C mutation-positive NSCLC, expert opinion is that these patients have disease that generally responds well 
to immunotherapy
> The experts therefore think that immunotherapy with or without chemotherapy remains the first-line standard of care in this setting
> Experts mentioned that some patients with KRAS G12C mutation-positive NSCLC have achieved long-term (~4–5 years) survival after first-

line immunotherapy
> Furthermore, the experts think the SCARLET trial of sotorasib and first-line chemotherapy showed an impressive ORR, but the PFS was short
> Expert opinion is that KRAS G12C inhibitors may have a first-line role in patients with PD-L1–negative disease or patients with STK11

mutations, but trials first need to be carried out comparing these inhibitors with standard immunotherapy-based regimens 

For patients with NSCLC and a BRAF V600E mutation, expert opinion is that results with 
encorafenib-binimetinib look promising
> The low rate of fevers (pyrexia of any grade in 8% of patients) is perceived as favorable to 

dabrafenib-trametinib
> However, it is difficult to know with a small, noncomparative trial if this combination is truly 

more efficacious or better tolerated than dabrafenib-trametinib
> Additionally, cost may influence the choice between the 2 regimens if both become available

Dr Felip:
Now for me it’s clear that the first-line 
treatment for patients with KRAS G12C 
is still chemotherapy and immunotherapy.

“ “



Other Oncogenic Drivers (2/2)
In patients with ALK-rearranged NSCLC, most of the experts use alectinib or brigatinib as first-line therapy; one mentioned choosing 
lorlatinib in the frontline setting for patients with brain metastases

For patients whose disease progresses on an ALK TKI, the pathology expert mentioned an increase in ctDNA-based testing at their 
institution to search for targetable resistance mechanisms
> Molecular testing results have been very heterogeneous, ranging from on-target ALK mutations to hypermutation driven by factors such as 

APOBEC mutational signatures, the latter of which are associated with brief responses to immunotherapy
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First-in-human dose-escalation trial of BI 764532, a delta-like ligand 3 (DLL3)/CD3 IgG-
like T-cell engager in patients (pts) with DLL3-positive (DLL3+) small-cell lung cancer 
(SCLC) and neuroendocrine carcinoma (NEC)
Wermke M, et al. ASCO 2023, Abstract 8502

STUDY POPULATION
> Pts with advanced, DLL3-positive SCLC, LCNEC, or epNEC
> Experienced failure of or ineligible for standard therapies

OUTCOME
> 107 pts enrolled (31% with ≥3 prior lines of therapy)

– 57 pts with SCLC

Efficacy (SCLC)
> ORR: 26%

Safety (all pts) 
> CRS

– All grades: 59%
– G3–5: 2%

EXPERT CONCLUSIONS
> BI 764532 showed promising efficacy in previously treated, DLL-positive SCLC
> CRS was mostly G1 and was manageable with standard supportive care measures

TUMOR RESPONSE (DOSES ≥90 µg/kg)



SWOG S1929: Phase II randomized study of maintenance atezolizumab (A) versus 
atezolizumab + talazoparib (AT) in patients with SLFN11 positive extensive stage small 
cell lung cancer (ES-SCLC)
Karim NFA, et al. ASCO 2023, Abstract 8504

STUDY POPULATION
> Pts with SLFN11-positive (IHC) SCLC and no progression after 4 

cycles of atezolizumab/chemotherapy

OUTCOME
> 106 pts randomized

Efficacy (AT vs T)
> PFS: 4.2 mo vs 2.8 mo 

(HR, 0.70; P = .056)
> OS: 9.4 mo vs 8.5 mo 

(HR, 1.17; P = .30)

Safety (AT vs T) 
> G3 anemia: 37% vs 2%
> G3/4 thrombocytopenia: 25% 

vs 0

EXPERT CONCLUSIONS
> The addition of talazoparib to maintenance atezolizumab in pts with SLFN11-positive SCLC showed a trend toward a PFS benefit; no OS 

benefit was observed
> This study demonstrated the feasibility of biomarker-driven studies in SCLC

PROGRESSION-FREE SURVIVAL



First-in-human study of ABBV-011, a seizure-related homolog protein 6 (SEZ6)–targeting 
antibody-drug conjugate, in patients with small cell lung cancer
Morgensztern D, et al. ASCO 2023, Abstract 3002

STUDY POPULATION
> Pts with relapsed/refractory SCLC (1–3 prior lines of therapy)
> SEZ6 positivity (≥25% tumor cells with 1+ staining intensity)

OUTCOME
> 99 pts enrolled (40 pts in 1-mg/kg expansion cohort)

– 68% with at least 2 prior lines of therapy

Efficacy
> ORR

– All pts: 19%
– 1-mg/kg cohort: 25%

> PFS (1-mg/kg cohort): 3.5 mo

Safety (G≥3) 
> Fatigue: 9%
> Hyperbilirubinemia: 2%
> Veno-occlusive disease: 2%

EXPERT CONCLUSIONS
> ABBV-011 at 1 mg/kg showed encouraging efficacy
> The MTD was not reached in this study through the 2-mg/kg dose level
> SEZ6 is a valid therapeutic target in SCLC

ANTITUMOR ACTIVITY (ALL PTS)
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Small Cell Lung Cancer
Expert opinion is that DLL3 is a valid therapeutic target, as patients can have durable responses to DLL3-targeted agents, but similar to
TIGIT, an effective biomarker has not yet been identified
> In one respect, the lack of a highly predictive marker may lead to discontinuation of potentially effective drugs in SCLC
> Conversely, there is a profound need for new approaches for relapsed/refractory SCLC, and an unselected approach may be seen as 

acceptable

One issue hampering development of biomarkers in SCLC is the scant biopsies 
obtained from patients with this disease. However, the pathology expert mentioned 
that SCLC tumors exhibit a high rate of ctDNA shedding, and blood could be used 
to investigate ctDNA or circulating tumor cells for biomarker development

Dr Sholl:
I think leveraging the CTC compartment or 
leveraging the cell-free DNA space really is 
probably where a lot of the biomarker work 
is going to need to go to better characterize 
[SCLC].

“

“
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