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Meeting Snapshot: 2025 World Conference on Lung Cancer

Lung cancer-specific discussions on 

latest research updates, therapeutic 

advances, and their application in 

clinical decision-making were led by 

Corey Langer, MD, FACP, from the 

University of Pennsylvania

The panel consisted of 

9 key experts in lung 

cancer

• 2 from Europe

• 6 from US

• 1 from Canada

Insights report includes 

postmeeting analyses and 

actionable recommendations

A closed-door roundtable 

discussion focused on lung 

cancer was held virtually on 

September 15, 2025



Panel Consisting of 6 US, 1 Canadian, and 2 European Lung 
Cancer Experts
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Meeting Agenda

Time (EDT) Topic Speaker/Moderator

10.00 AM – 10.05 AM (5 min) Welcome and Introductions Corey J. Langer, MD, FACP

10.05 AM – 10.25 AM (20 min) EGFR Inhibition in Advanced NSCLC: Multiple Options Emerge Federico Cappuzzo, MD, PhD

10.25 AM – 10.50 AM (25 min) Discussion All faculty

10.50 AM – 11.05 AM (15 min) Oncogenic Drivers and Other Mutations in Advanced NSCLC
Sandip Patel, MD

Hossein Borghaei, DO

11.05 AM – 11.25 AM (20 min) Discussion All faculty

11.25 AM – 11.35 AM (10 min) Targeted Therapy in Resectable NSCLC Helen Ross, MD

11.35 AM – 11.55 AM (20 min) Discussion All faculty

11.55 AM – 12.05 PM (10 min) BREAK

12.05 PM – 12.15 PM (10 min) Immunotherapy in Resectable NSCLC Natasha Leighl, MD

12.15 PM – 12.35 PM (20 min) Discussion All faculty

12.35 PM – 12.55 PM (20 min) Immunotherapy in Stage III/IV NSCLC Marina Garassino, MD

12.55 PM – 1.20 PM (25 min) Discussion All faculty

1.20 PM – 1.35 PM (15 min) New Agents and Approaches in SCLC Luis Paz-Ares, MD, PhD

1.35 PM – 1.55 PM (20 min) Discussion All faculty

1.55 PM – 2.00 PM (5 min) Wrap-Up Comments and Adjourn Corey J. Langer, MD, FACP
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EGFR Inhibition in Advanced 
NSCLC: Multiple Options 
Emerge

Conference Highlights Presented by 
Federico Cappuzzo, MD, PhD



Abstract Selection (1/2)

Abstract Phase

Abstract PL02.06: First-Line Osimertinib + Chemotherapy Versus Osimertinib Monotherapy in EGFRm 

Advanced NSCLC: FLAURA2 Final Overall Survival (Planchard D, et al)

Abstract PL02.12: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed 

with 3rd gen EGFR-TKI Treatment: HARMONi (Goldman JW, et al)

Abstract MA08.01: A Multinational Phase 2 Randomized Pivotal Study of Sunvozertinib in Pretreated NSCLC 

With EGFR Exon 20 Insertion Mutations (Wang M, et al)

Abstract MA08.02: Zipalertinib in NSCLC Patients (Pts) With EGFR Exon 20 Insertion (Ex20Ins) Mutations Who 

Received Prior Amivantamab (Piotrowska Z, et al)

Abstract MA08.04: Phase 2 Interim Results of Zipalertinib in Patients With NSCLC Harboring Uncommon Non-

Exon 20 Insertion EGFR Mutations (Udagawa H, et al)

Phase II

Phase III

Phase III

Phase II

Phase II



Abstract Selection (2/2)

Abstract Phase

Abstract MA08.05: PALOMA-2: Subcutaneous Amivantamab Administered Every 4 Weeks Plus Lazertinib in 

First-Line EGFR-Mutated Advanced NSCLC (Scott SC, et al)

Abstract MA08.03: First-Line Subcutaneous Amivantamab Plus Chemotherapy in EGFR Exon 20 Insertion-

Mutated Advanced NSCLC: Results From PALOMA-2 (Lim SM, et al)

Abstract OA10.03: Phase I/II Study of Iza-Bren (BL-B01D1) as Monotherapy in Patients With Locally Advanced 

or Metastatic EGFR Mutated NSCLC (Fang W, et al)

Abstract OA10.04: Phase II Study of Iza-Bren (BL-B01D1) Combo With Osimertinib in EGFR Mutated Locally 

Advanced or Metastatic NSCLC Patients (Zhou F, et al)

Phase II

Phase II

Phase II

Phase II



Study Design and Patients

 Phase III trial in pts with previously untreated, 

advanced/metastatic, EGFR-mutated NSCLC

 Randomized to osimertinib (OSI) or OSI + CHEMO

Outcomes

 557 pts randomized

 OS significantly higher in OSI + CHEMO arm

 OSI + CHEMO: 47.5 mo

 OSI: 37.6 mo

 HR, 0.77; P = .02

 Similar OS HR by mutation subtype

 Treatment exposure in OSI + CHEMO arm

 Platinum: 2.8 mo

 Pemetrexed: 8.3 mo

 No new safety signals observed

Author Conclusions

 This OS advantage confirm OSI + CHEMO as a 

standard option for pts with newly diagnosed, 

advanced, EGFR-mutated NSCLC

First-Line Osimertinib + Chemotherapy Versus Osimertinib Monotherapy 
in EGFRm Advanced NSCLC: FLAURA2 Final Overall Survival
Planchard D, et al. WCLC 2025. Abstract PL02.06
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 This OS advantage confirm OSI + CHEMO as a 

standard option for patients with newly diagnosed, 
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in EGFRm Advanced NSCLC: FLAURA2 Final Overall Survival
Planchard D, et al. WCLC 2025. Abstract PL02.06



Study Design and Patients

 Phase III trial in pts with advanced/metastatic, EGFR-mutated 

NSCLC progressing on a third-generation EGFR TKI

 Randomized to ivonescimab (IVO) + CHEMO or PBO + 

CHEMO

Outcomes

 438s pts randomized

 Median 1 prior line of systemic therapy

 PFS significantly higher in IVO + CHEMO arm

 IVO + CHEMO: 6.8 mo

 PBO + CHEMO: 4.4 mo

 HR, 0.52; P <.0001

 OS

 Primary analysis: Trend favoring IVO + CHEMO 

(HR, 0.79; P = .0570)

 Subsequent analysis with longer Western follow-up 

showed a significant difference (P = .0332)

 Gr ≥3 hemorrhage in 1% of pts in IVO + CHEMO arm

Author Conclusions

 The addition of IVO to CHEMO significantly 

improved PFS in pts with disease progression on 

a third-generation EGFR TKI

 IVO was well tolerated

Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ 
NSCLC Progressed with 3rd gen EGFR-TKI Treatment: HARMONi
Goldman JW, et al. WCLC 2025. Abstract PL02.12



Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ 
NSCLC Progressed with 3rd gen EGFR-TKI Treatment: HARMONi
Goldman JW, et al. WCLC 2025. Abstract PL02.12



Study Design and Patients

 Phase II trial in pts with platinum-pretreated, 

advanced/metastatic NSCLC and an EGFR exon 20 insertion

 Randomized to sunvozertinib 200 mg/d or 300 mg/d

Outcomes

 Data from 174 pts reported (37% with ≥2 prior therapies)

 200 mg; n = 85

 300 mg; n = 89

 Efficacy (200 mg vs 300 mg)

 ORR: 46% vs 47%

 DOR: 11.1 mo vs 13.8 mo

 PFS: 8.4 mo vs 7.7 mo

 Gr ≥3 AEs (200 mg vs 300 mg)

 Diarrhea: 2% vs 15%

 Rash: 4% vs 5%

Author Conclusions

 Sunvozertinib demonstrated a favorable benefit-

to-risk profile for pts with platinum-pretreated 

NSCLC and an EGFR exon 20 insertion mutation

A Multinational Phase 2 Randomized Pivotal Study of Sunvozertinib in 
Pretreated NSCLC With EGFR Exon 20 Insertion Mutations
Wang M, et al. WCLC 2025. Abstract MA08.01



A Multinational Phase 2 Randomized Pivotal Study of Sunvozertinib in 
Pretreated NSCLC With EGFR Exon 20 Insertion Mutations
Wang M, et al. WCLC 2025. Abstract MA08.01



Study Design and Patients

 Phase II trial in pts with advanced/metastatic NSCLC and an 

EGFR exon 20 insertion; progression on or after 

amivantamab (AMI)

 Pts treated with zipalertinib 100 mg PO BID

Outcomes

 Data from 84 pts reported

 Median 3 prior systemic regimens

 ORR

 Prior AMI only: 31.5%

 Prior AMI and other exon 20-targeted agent: 20%

 Gr ≥3 AEs

 Diarrhea: 2%

 Rash: 4%

 Pneumonia: 11%

Author Conclusions

 Zipalertinib yielded responses in pts with an EGFR 

exon 20 insertion mutation and prior AMI therapy

 The adverse event profile was manageable

Zipalertinib in NSCLC Patients (Pts) With EGFR Exon 20 Insertion 
(Ex20Ins) Mutations Who Received Prior Amivantamab
Piotrowska Z, et al. WCLC 2025. Abstract MA08.02



Study Design and Patients

 Phase II trial in pts with advanced/metastatic NSCLC and an 

uncommon, EGFR non-exon 20 insertion mutation

 Pts treated with zipalertinib 100 mg PO BID

Outcomes

 Data from 40 pts reported

 Median 2 prior systemic regimens

 Most frequent mutations: G719X (27.5%); L861Q (25%)

 ORR

 Treatment-naive (n = 8): 62.5%

 Previously treated (n = 32): 22%

 DOR: 7.75 mo

 Gr ≥3 AEs

 Paronychia: 5%

 Diarrhea: 0%

 Rash: 2.5%

Author Conclusions

 Treatment with zipalertinib demonstrated 

preliminary clinical efficacy in pts with less-

common EGFR mutations

 No new safety signals were observed

Phase 2 Interim Results of Zipalertinib in Patients With NSCLC Harboring 
Uncommon Non-Exon 20 Insertion EGFR Mutations
Udagawa H, et al. WCLC 2025. Abstract MA08.04



Study Design and Patients

 Phase II trial in pts with previously untreated, 

advanced/metastatic, EGFR-mutated NSCLC

 Evaluation of subcutaneous amivantamab + lazertinib

Outcomes

 Data from 77 pts reported

 Confirmed ORR: 79% 

 Consistent with intravenous amivantamab in MARIPOSA

 Adverse events (all grades vs Gr ≥3)

 Administration-related reactions: 12% vs 1%

 Peripheral edema: 36% vs 0%

 Rash: 58% vs 12%

 VTE: 13% vs 0%

PALOMA-2: Subcutaneous Amivantamab Administered Every 4 Weeks 
Plus Lazertinib in First-Line EGFR-Mutated Advanced NSCLC
Scott SC, et al. WCLC 2025. Abstract MA08.05

Author Conclusions

 Subcutaneous amivantamab yielded similar 

efficacy to that of intravenous amivantamab

 Administration-related reactions were reduced 

approximately 5-fold with the subcutaneous 

formulation



Study Design and Patients

 Phase II trial in pts with previously untreated, 

advanced/metastatic NSCLC with an EGFR exon 20 insertion

 Evaluation of subcutaneous amivantamab + chemotherapy

Outcomes

 Data from 66 pts reported

 Confirmed ORR: 71%

 Consistent with intravenous amivantamab in PAPILLON

 PFS: 12.2 mo

 OS: Not reached

 Adverse events (all grades vs Gr ≥3)

 Administration-related reactions: 6% vs 0%

 Peripheral edema: 41% vs 2%

 Rash: 45% vs 9%

Author Conclusions

 Subcutaneous amivantamab yielded similar 

efficacy to that of intravenous amivantamab

 Administration-related reactions were reduced 

approximately 7-fold with the subcutaneous 

formulation

First-Line Subcutaneous Amivantamab Plus Chemotherapy in EGFR 
Exon 20 Insertion-Mutated Advanced NSCLC: Results From PALOMA-2
Lim SM, et al. WCLC 2025. Abstract MA08.03



Study Design and Patients

 Combined analysis of 2 studies enrolling pts with previously 

treated, EGFR-mutated NSCLC

 Pts treated with iza-bren monotherapy

Outcomes

 Data from 171 pts reported

 92% with prior third-generation EGFR TKI

 Confirmed ORR

 Prior TKI, chemo-naive: 56%

 Prior third-generation TKI, chemo-naive: 54%

 Survival (prior TKI, chemo-naive)

 PFS: 12.5 mo

 12-mo OS: 80%

 Adverse events

 Gr 3/4 neutropenia: ~50%

 1 case of Gr 1 ILD

Author Conclusions

 Iza-bren demonstrated promising efficacy in pts 

with previously treated, EGFR-mutated NSCLC

 Registrational phase III trials are ongoing

Phase I/II Study of Iza-Bren (BL-B01D1) as Monotherapy in Patients With 
Locally Advanced or Metastatic EGFR Mutated NSCLC
Fang W, et al. WCLC 2025. Abstract OA10.03



Study Design and Patients

 Phase II trial in pts with previously untreated, 

advanced/metastatic, EGFR-mutated NSCLC

 Pts treated with iza-bren + osimertinib

Outcomes

 Data from 154 pts reported

 Focus on iza-bren D1/D8, Q3W + osimertinib

 Efficacy (iza-bren 2.5 mg/kg)

 ORR: 100%

 12-mo PFS: 92%

 12-mo OS: 95%

 Adverse events

 Neutropenia

 Gr 3/4: ~50%

 Leading to dose reduction: 11%

 2 cases of ILD: Gr 2, Gr 3

Author Conclusions

 Iza-bren + osimertinib demonstrated encouraging 

efficacy in pts with newly diagnosed, EGFR-

mutated NSCLC

 A phase III trial of iza-bren 2.5 mg/kg D1/D8, 

Q3W, + osimertinib, is ongoing in China 

Phase II Study of Iza-Bren (BL-B01D1) Combo With Osimertinib in 
EGFR Mutated Locally Advanced or Metastatic NSCLC Patients
Zhou F, et al. WCLC 2025. Abstract OA10.04



Study Design and Patients

 Phase II trial in pts with previously untreated, 

advanced/metastatic, EGFR-mutated NSCLC

 Pts treated with iza-bren + OSI

Outcomes

 Data from 154 pts reported

 Focus on iza-bren D1/D8, Q3W + OSI

 Efficacy (iza-bren 2.5 mg/kg)

 ORR: 100%

 12-mo PFS: 92%

 12-mo OS: 95%

 Adverse events

 Neutropenia

 Gr 3/4, ~50%

 Leading to dose reduction: 11%

 2 cases of ILD: G2, G3

Author Conclusions

 Iza-bren plus osimertinib demonstrated 

encouraging efficacy in patients with newly 

diagnosed, EGFR-mutated NSCLC

 A phase III trial of iza-bren 2.5 mg/kg D1/D8, 

Q3W, + osimertinib, is ongoing in China 

Phase II Study of Iza-Bren (BL-B01D1) Combo With Osimertinib in 
EGFR Mutated Locally Advanced or Metastatic NSCLC Patients
Zhou F, et al. WCLC 2025. Abstract OA10.04

Expert’s Insights

“I know that was a select population, but it was really impressive also to observe in the naive population a 

100% response rate.” 

– Dr Cappuzzo



EGFR Inhibition in Advanced 
NSCLC: Multiple Options 
Emerge

Discussion



Dr Langer:

At one point, it was 

osimertinib and that was 

it, and now, our options 

are multiplying, and I 

think sequencing is 

going to be a big 

challenge.

General

Overall

 The experts see options expanding in EGFR-mutated NSCLC, both for initial therapy, as well as in 

subsequent lines. Determining the optimal sequence of treatments will be the next challenge to 

address

FLAURA2 OS Data

 The OS data from FLAURA2 were seen by the experts as establishing osimertinib + chemotherapy as 

a first-line option; however, it was thought that osimertinib monotherapy is still optimal for 

approximately 20% to 50% of patients

 Expert opinion is that more advanced patient-selection approaches and technology are needed 

beyond current criteria (eg, tumor burden, brain metastases, co-mutations, performance status)

 It was pointed out that with FLAURA2, the chemotherapy was administered for a finite period (median 

exposure for platinum, 2.8 months; for pemetrexed, 8.3 months), whereas for the MARIPOSA 

regimen, the combination of amivantamab + lazertinib is administered up to the time of progression, 

which makes a difference in quality of life

COMPEL Study

 The phase III COMPEL trial was mentioned by one of the experts as potentially supporting the use of 

osimertinib monotherapy up-front, particularly for patients who prefer an all-oral regimen

 The COMPEL trial randomized 98 patients with non-CNS progression on first-line osimertinib to 

receive osimertinib (continued from the first line) + chemotherapy or placebo + chemotherapy

 The patients receiving osimertinib + chemotherapy had a longer PFS (8.4 months vs 4.4 months; HR, 

0.43; 95% CI, 0.27–0.70); a favorable OS trend was observed at 55% maturity

EGFR Inhibition in Advanced NSCLC: Multiple Options Emerge 
(1/4)



General

Ivonescimab 

 Expert opinion is that an OS benefit is needed for approval of ivonescimab in EGFR-mutated NSCLC, 

given that other options (eg, dato-DXd, amivantamab + chemotherapy) are already available

 The toxicity profile of ivonescimab was viewed favorably by the experts, especially compared with that 

of amivantamab. Furthermore, with amivantamab, additional drugs are needed to address toxicity

Izalontamab Brengitecan

 Expert opinion is that izalontamab brengitecan (iza-bren; EGFR × HER3 ADC) is a very promising 

agent for EGFR-mutated NSCLC; data from other tumor types were also presented at ASCO

 One possible limitation is the high rate of anemia and neutropenia, which may present an obstacle to 

its use in elderly patients, unless prophylactic growth factors can be used

 Nevertheless, it was thought that the agent is active enough to rescue patients with rapidly 

progressing disease, and it eventually could be explored in the first-line setting

EGFR Exon 20 Mutations

 For patients with EGFR exon 20 mutations, the experts think that next-generation TKIs (eg, 

sunvozertinib, zipalertinib, firmonertinib) have a place as second-line therapy; it was thought that 

additional follow-up and data on CNS activity would help provide a more complete picture of the 

activity of these agents

 For first-line development of these newer TKIs, expert opinion is that a combination approach with 

chemotherapy is preferred over monotherapy, particularly given the experience with mobocertinib in 

the EXCLAIM-2 trial

EGFR Inhibition in Advanced NSCLC: Multiple Options Emerge 
(2/4)



EGFR Inhibition in Advanced NSCLC: Multiple Options Emerge (3/4)

Abstract PL02.06: First-Line Osimertinib + Chemotherapy Versus Osimertinib Monotherapy in EGFRm Advanced NSCLC: 

FLAURA2 Final Overall Survival (Planchard D, et al)

 Expert opinion is the OS data from FLAURA2 closely resemble those from MARIPOSA

 It was noted that in FLAURA2, the median exposure time to platinum was 2.8 months and 8.3 months for pemetrexed, resulting in a mostly 

chemotherapy-free treatment period

Abstract PL02.12: Ivonescimab vs Placebo Plus Chemo, Phase 3 in Patients with EGFR+ NSCLC Progressed with 3rd gen EGFR-TKI 

Treatment: HARMONi (Goldman JW, et al)

 Expert opinion is that ivonescimab could obtain approval in EGFR-mutated NSCLC if regulatory authorities accept the OS analysis with 

extended follow-up in Western patients

Abstract MA08.01: A Multinational Phase 2 Randomized Pivotal Study of Sunvozertinib in Pretreated NSCLC With EGFR Exon 20 

Insertion Mutations (Wang M, et al)

Abstract MA08.02: Zipalertinib in NSCLC Patients (Pts) With EGFR Exon 20 Insertion (Ex20Ins) Mutations Who Received Prior 

Amivantamab (Piotrowska Z, et al)

 For EGFR exon 20 insertions, the expert do not think that newer TKIs such as sunvozertinib and zipalertinib will immediately displace 

amivantamab

 The experts would like to see phase III data with the TKIs, as well as more data regarding the CNS activity of these agents

Abstract MA08.04: Phase 2 Interim Results of Zipalertinib in Patients With NSCLC Harboring Uncommon Non-Exon 20 Insertion EGFR 

Mutations (Udagawa H, et al) 

 In treatment-naive patients, a high ORR of 62.5% was noted by the presenter, although this was from a small cohort (n = 8)



EGFR Inhibition in Advanced NSCLC: Multiple Options Emerge (4/4)

Abstract MA08.05: PALOMA-2: Subcutaneous Amivantamab Administered Every 4 Weeks Plus Lazertinib in First-Line EGFR-Mutated 

Advanced NSCLC (Scott SC, et al)

Abstract MA08.03: First-Line Subcutaneous Amivantamab Plus Chemotherapy in EGFR Exon 20 Insertion-Mutated Advanced NSCLC: 

Results From PALOMA-2 (Lim SM, et al)

 Expert opinion is that the PALOMA-2 data showed similar efficacy between subcutaneous and intravenous formulations of amivantamab

 It should be noted that when discussing checkpoint inhibitors, the experts did not view the subcutaneous formulations as being more patient-

friendly than intravenous formulations

Abstract OA10.03: Phase I/II Study of Iza-Bren (BL-B01D1) as Monotherapy in Patients With Locally Advanced or Metastatic EGFR 

Mutated NSCLC (Fang W, et al)

Abstract OA10.04: Phase II Study of Iza-Bren (BL-B01D1) Combo With Osimertinib in EGFR Mutated Locally Advanced or Metastatic 

NSCLC Patients (Zhou F, et al)

 There was enthusiasm among the experts regarding iza-bren in EGFR-mutated NSCLC, although measures to address hematologic toxicity 

were recommended



Oncogenic Drivers and Other 
Mutations in Advanced 
NSCLC

Conference Highlights Presented by 
Sandip Patel, MD, and Hossein Borghaei, DO



Abstract Selection (1/2)

Abstract Phase

Abstract OA08.02: Efficacy and Safety of 1L Olomorasib + Chemoimmunotherapy in KRAS G12C-Mutant 

NSCLC: Results From LOXO-RAS-20001 and SUNRAY-01 (Negrao MV, et al)

Abstract MA02.06: Efficacy and Safety of 1L Olomorasib Plus Pembrolizumab in KRAS G12C-Mutant NSCLC: 

Results From LOXO-RAS-20001 and SUNRAY-01 (Johnson ML, et al)

Abstract OA08.04: Primary Endpoint Results from SHERLOCK: a Phase 2 trial of Sotorasib, Bevacizumab and 

Chemotherapy in Advanced KRAS G12C NSCLC (Lee CK, et al)

Abstract MA02.07: Efficacy and Safety of GFH375 in Advanced Non-small Cell Lung Cancer Patients with KRAS 

G12D Mutation (Lu S, et al)

Phase II

Phase II

Phase II

Phase II



Abstract Selection (2/2)

Abstract Phase

Abstract PL02.15: Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pre-treated Patients with 

Advanced/Metastatic ROS1+ NSCLC (Drilon AE, et al)

Abstract MA02.02: Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-Small Cell Lung 

Cancer: The Global TRUST-II Study (Liu G, et al)

Abstract MA02.03: Repotrectinib in Patients With ROS1 Fusion-Positive (ROS1+) NSCLC: Long-Term Follow-Up 

From the Phase 1/2 TRIDENT-1 Trial (Cho BC, et al)

Abstract OA08.01: BMS-986504 in Patients With Homozygous MTAP-Deletion (Del): Clinical Results in Patients 

With NSCLC Enrolled in CA240-0007 (Janne P, et al)

Phase II

Phase II

Phase I

Phase II



Study Design and Patients

 Combined analysis of 2 studies enrolling pts with previously 

untreated, advanced/metastatic NSCLC with a KRAS G12C 

mutation 

 Pts treated with olomorasib + chemoimmunotherapy

Outcomes

 Data from 77 pts reported

 ORR by PD-L1 expression

 <1%: 50%

 1% to 49%: 68%

 ≥50%: 67%

 Gr 3/4 AEs

 Neutropenia: 21%

 ALT increase: 12%

 AST increase: 10%

 All Gr ≥3 hepatic events resolved to Gr 1 or baseline 

after dose modifications and/or steroids

Author Conclusions

 Olomorasib with chemoimmunotherapy yielded 

promising efficacy across PD-L1 expression 

levels; adverse events were manageable

 Results support ongoing SUNRAY-01 trial

Efficacy and Safety of 1L Olomorasib + Chemoimmunotherapy in KRAS 
G12C-Mutant NSCLC: Results From LOXO-RAS-20001 and SUNRAY-01
Negrao MV, et al. WCLC 2025. Abstract OA08.02



Study Design and Patients

 Combined analysis of 2 studies enrolling pts with previously 

untreated, advanced/metastatic NSCLC with a KRAS G12C 

mutation 

 Pts treated with olomorasib + pembrolizumab

Outcomes

 Data from 85 pts reported

 ORR (PD-L1 ≥50%): 78%

 Gr 3/4 AEs

 ALT increase: 16%

 AST increase: 14%

 All Gr ≥3 hepatic events resolved to Gr 1 or 

baseline after dose modifications and/or steroids

 ILD: 2%

Author Conclusions

 Encouraging first-line activity was observed with 

olomorasib + pembrolizumab in pts with 

advanced/metastatic NSCLC and a KRAS G12C 

mutation

 Hepatic AEs were transient and reversible 

Efficacy and Safety of 1L Olomorasib Plus Pembrolizumab in KRAS 
G12C-Mutant NSCLC: Results From LOXO-RAS-20001 and SUNRAY-01
Johnson ML, et al. WCLC 2025. Abstract MA02.06



Efficacy and Safety of 1L Olomorasib Plus Pembrolizumab in KRAS 
G12C-Mutant NSCLC: Results From LOXO-RAS-20001 and SUNRAY-01
Johnson ML, et al. WCLC 2025. Abstract MA02.06



Study Design and Patients

 Phase II trial in pts with previously untreated, 

advanced/metastatic NSCLC with a KRAS G12C mutation 

Outcomes

 Data from 52 pts reported

 Efficacy

 Confirmed ORR: 64%

 PFS: 9.1 mo

 OS: 25.0 mo

 Mutations in TP53, KEAP1, and STK11 did not appear to 

affect efficacy

 Gr ≥3 AEs

 Neutropenia: ~15%

 5 deaths from any cause (1 each: hemorrhage, stroke, 

sepsis, febrile neutropenia, cardiac arrest)

Author Conclusions

 The combination of sotorasib, bevacizumab, and 

chemotherapy (without immunotherapy) yielded 

promising first-line activity

 Hematologic toxicity was consistent with known 

profiles of the agents

Primary Endpoint Results from SHERLOCK: a Phase 2 trial of Sotorasib, 
Bevacizumab and Chemotherapy in Advanced KRAS G12C NSCLC
Lee CK, et al. WCLC 2025. Abstract OA08.04



Study Design and Patients

 Phase I/II trial in pts with previously treated NSCLC and a 

KRAS G12D mutation

Outcomes

 Data from 28 pts reported

 Median 2 prior lines of therapy

 ORR: 58%

 At 600-mg dose level (n = 16): 69%

 AST/ALT increase of any grade was observed in ~40% of pts, 

reaching Gr 3 in 5% to 10% of pts

Author Conclusions

 GFH375 demonstrated promising activity in pts 

with previously treated, KRAS G12D-mutated 

NSCLC

 Treatment was well tolerated

Efficacy and Safety of GFH375 in Advanced Non-small Cell Lung Cancer 
Patients with KRAS G12D Mutation
Lu S, et al. WCLC 2025. Abstract MA02.07



Efficacy and Safety of GFH375 in Advanced Non-small Cell Lung Cancer 
Patients with KRAS G12D Mutation
Lu S, et al. WCLC 2025. Abstract MA02.07



Study Design and Patients

 Phase I/II trial in pts with advanced, ROS1-rearranged 

NSCLC 

 Pivotal population: ROS1 TKI pretreated

Outcomes

 Data from 117 pts reported

 Median 2 prior anticancer therapies

 ORR

 Overall population: 44%

 G2032R mutation: 54%

 Intracranial ORR: 48%

 12-mo DOR: 78% 

 12-mo PFS: 48%

 Peripheral edema

 Any grade: 36%

 Gr ≥3: 1%

Author Conclusions

 Zidesamtinib demonstrated activity in pts with 

ROS TKI-pretreated NSCLC, including those with 

the G2032R resistance mutation

 Intracranial responses were observed in pts 

previously treated with brain-penetrant TKIs

Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pre-
treated Patients with Advanced/Metastatic ROS1+ NSCLC
Drilon AE, et al. WCLC 2025. Abstract PL02.15



Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pre-
treated Patients with Advanced/Metastatic ROS1+ NSCLC
Drilon AE, et al. WCLC 2025. Abstract PL02.15



Study Design and Patients

 Phase II trial in pts with advanced, ROS1-rearranged NSCLC 

Outcomes

 Data from 171 pts reported (>20 months of follow-up)

 TKI-naive: n = 55

 TKI-pretreated: n = 50

 ORR

 TKI-naive: 85%

 TKI-pretreated: 62%

 18-mo DOR

 TKI-naive: 68%

 TKI-pretreated: 56%

 Gr ≥3 AEs

 ALT increase: 15%

 QT prolongation: 3.5%

Author Conclusions

 Longer-term results show durable responses with 

taletrectinib in pts with ROS1-rearranged NSCLC

 Taletrectinib demonstrated a favorable safety 

profile

Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ 
Non-Small Cell Lung Cancer: The Global TRUST-II Study
Liu G, et al. WCLC 2025. Abstract MA02.02



Study Design and Patients

 Phase I/II trial in pts with advanced, ROS1-rearranged 

NSCLC 

Outcomes

 Data from 127 pts reported (≥42 months of follow-up)

 TKI-naive: n = 71

 TKI-pretreated: n = 56

 Confirmed ORR

 TKI-naive: 79%

 TKI-pretreated: 41%

 DOR

 TKI-naive: 36.8 mo

 TKI-pretreated: 17.8 mo

 Intracranial ORR (TKI-pretreated): 38%

 48-mo OS

 TKI-naive: 56%

 TKI-pretreated: 36%

Author Conclusions

 Updated results show durable efficacy with 

repotrectinib in pts with ROS1-rearranged NSCLC

 Safety results were consistent with previous data

Repotrectinib in Patients With ROS1 Fusion-Positive (ROS1+) NSCLC: 
Long-Term Follow-Up From the Phase 1/2 TRIDENT-1 Trial
Cho BC, et al. WCLC 2025. Abstract MA02.03



Study Design and Patients

 Phase I trial in pts with homozygous MTAP-deleted solid 

tumors, progressive disease, and no available curative 

therapy available

Outcomes

 Data from 41 pts with NSCLC reported

 Median 2 prior treatment regimens

 ORR

 Overall cohort: 29%

 Nonsquamous (n = 32): 28%

 Squamous (n = 3): 33%

 Activity observed in the presence of EGFR, ALK, KRAS, or 

TP53 mutations

 Gr 1–3 hematologic toxicity

 Anemia 8%

 Neutropenia: 7%

Author Conclusions

 BMS-986504 demonstrated activity in pts with 

previously treated, MTAP-deleted NSCLC

 Treatment was well tolerated with a low rate of 

hematologic toxicity

BMS-986504 in Patients With Homozygous MTAP-Deletion (Del): Clinical 
Results in Patients With NSCLC Enrolled in CA240-0007
Janne P, et al. WCLC 2025. Abstract OA08.01



Study Design and Patients

 Phase I trial in pts with homozygous MTAP-deleted solid 

tumors, progressive disease, and no available curative 

therapy available

Outcomes

 Data from 41 pts with NSCLC reported

 Median 2 prior treatment regimens

 ORR

 Overall cohort: 29%

 Nonsquamous (n = 32): 28%

 Squamous (n = 3): 33%

 Activity observed in the presence of EGFR, ALK, KRAS, or 

TP53 mutations

 Gr 1-3 hematologic toxicity

 Anemia 8%

 Neutropenia: 7%

Author Conclusions

 BMS-986504 demonstrated activity in patients 

with previously treated, MTAP-deleted NSCLC

 Treatment was well tolerated with a low rate of 

hematologic toxicity

Expert’s Insights

“MTAP, I think is definitely a new target. I think these drugs are showing good clinical activity and are going to 

become a reality.” 

– Dr Borghaei

BMS-986504 in Patients With Homozygous MTAP-Deletion (Del): Clinical 
Results in Patients With NSCLC Enrolled in CA240-0007
Janne P, et al. WCLC 2025. Abstract OA08.01



Oncogenic Drivers and Other 
Mutations in Advanced 
NSCLC

Discussion



Dr Patel:

I think biomarker testing 

has gotten more 

complex, and we’re 

going to have to start to 

add MTAP to an IHC 

panel, maybe with MET 

and HER2.

General

Increasing Complexity of Molecular Testing

 The experts noted that molecular testing is becoming more complex in NSCLC, as additional targets 

emerge that do not fit the pattern of classical, NGS-detected oncogenic drivers. These include HER2 

and c-Met protein overexpression, which requires IHC, and MTAP deletion, which is lacking an 

optimized testing methodology

 It was thought by the pathology expert that more testing will create competition for tissue that may 

inhibit reflex testing; therefore, more oncologist input will be needed on which markers are most 

important for each individual patient 

MTAP Deletions

 The pathology expert noted that MTAP deletion is noted in approximately 15% to 20% of patients with 

NSCLC, which represents a significant number of patients

 For patients with MTAP-deleted NSCLC, expert opinion is that BMS-986504, a PRMT5-targeting 

agent, can enter the treatment algorithm in the second- or third-line setting; however, they mentioned 

that there are already several competing agents

 It was noted by one of the experts that mesothelioma also has a high rate of MTAP deletions, so this 

disease should be explored with targeted agents

ROS1 Inhibitors

 The experts welcomed next-generation ROS1 inhibitors, as they appear to have favorable adverse 

event profiles compared with current agents. This would enable patients to sequence through multiple 

lines of targeted therapy

Oncogenic Drivers and Other Mutations in Advanced NSCLC 
(1/4)



General

KRAS G12C Inhibitor Combinations

 Regarding the further development of KRAS G12C inhibitors, expert opinion is that combinations of 

next-generation agents with immunotherapy (ie, without chemotherapy) should be pursued in the first-

line setting

 There was less enthusiasm for the SHERLOCK regimen of sotorasib, bevacizumab, and 

chemotherapy, since that trial had a small cohort and deaths were reported

 The experts think that hepatic toxicity is manageable with newer KRAS G12C inhibitors, although it 

should be kept in mind that patients may be taking other medications (eg, statins, antibiotics) that also 

elevate liver function tests

 Expert opinion is that there is yet to emerge an osimertinib-like KRAS inhibitor suitable for 

investigation in earlier stages of disease

Pan-RAS Inhibitors

 Regarding pan-RAS inhibitors, one of the experts mentioned that community physicians may have 

difficulty keeping track of the different KRAS G12 alleles and the mutation-specific inhibitors; 

therefore, pan-RAS inhibitors could simplify treatment decision-making, at least until educational 

programs can reach community practices

 Expert opinion is that pan-RAS inhibitors may help prevent resistance arising; it was mentioned that 

resistance often arises from amplification or mutation of a RAS allele that is not being inhibited by a 

mutation-specific agent

Oncogenic Drivers and Other Mutations in Advanced NSCLC 
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Abstract OA08.02: Efficacy and Safety of 1L Olomorasib + Chemoimmunotherapy in KRAS G12C-Mutant NSCLC: Results From LOXO-

RAS-20001 and SUNRAY-01 (Negrao MV, et al)

Abstract MA02.06: Efficacy and Safety of 1L Olomorasib Plus Pembrolizumab in KRAS G12C-Mutant NSCLC: Results From LOXO-

RAS-20001 and SUNRAY-01 (Johnson ML, et al)

 Favorable efficacy with olomorasib-based combinations in patients with PD-L1–low disease was noted by the presenter

Abstract OA08.04: Primary Endpoint Results from SHERLOCK: a Phase 2 trial of Sotorasib, Bevacizumab and Chemotherapy in 

Advanced KRAS G12C NSCLC (Lee CK, et al)

 Responses were noted in patients with PD-L1–low disease, as well as in the presence of STK11 or KEAP1 mutations; no hepatotoxicity was 

noted, consistent with the absence of immunotherapy in this regimen. However, there were 5 deaths on this study

Abstract MA02.07: Efficacy and Safety of GFH375 in Advanced Non-small Cell Lung Cancer Patients with KRAS G12D Mutation 

(Lu S, et al)

 A high incidence of gastrointestinal toxicity was noted by the presenter, raising the need for mitigation approaches for nausea, vomiting, and 

diarrhea

Oncogenic Drivers and Other Mutations in Advanced NSCLC 
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Abstract PL02.15: Pivotal ARROS-1 Efficacy and Safety Data: Zidesamtinib in TKI Pre-treated Patients with Advanced/Metastatic 

ROS1+ NSCLC (Drilon AE, et al)

 Expert opinion is that the plateau on the PFS curve was encouraging, as was activity in the presence of the G2032R resistance mutation

Abstract MA02.02: Updated Efficacy and Safety of Taletrectinib in Patients With ROS1+ Non-Small Cell Lung Cancer: The Global 

TRUST-II Study (Liu G, et al)

Abstract MA02.03: Repotrectinib in Patients With ROS1 Fusion-Positive (ROS1+) NSCLC: Long-Term Follow-Up From the Phase 1/2 

TRIDENT-1 Trial (Cho BC, et al)

 Even if the efficacy of newer ROS1 inhibitors is similar to the first generation of approved agents, expert opinion is that the more favorable 

safety profile of newer agents would favor their use

Abstract OA08.01: BMS-986504 in Patients With Homozygous MTAP-Deletion (Del): Clinical Results in Patients With NSCLC Enrolled 

in CA240-0007 (Janne P, et al)

 The experts viewed MTAP-deleted NSCLC as an exciting new therapeutic subset, although challenges in testing remain. In addition to 

NSCLC, expert opinion is that agents for MTAP-deleted tumors should be explored in mesothelioma

Oncogenic Drivers and Other Mutations in Advanced NSCLC 
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Targeted Therapy in 
Resectable NSCLC

Conference Highlights Presented by 
Helen Ross, MD



Abstract Selection

Abstract Phase

Abstract OA02.02: Molecular Residual Disease (MRD) Analysis from NeoADAURA: Neoadjuvant Osimertinib ± 

Chemotherapy in Resectable EGFRm NSCLC (Blakely C, et al)

Abstract MA04.03: Efficacy and Safety of Aumolertinib as Adjuvant Therapy in Resectable Stage IA EGFR 

Mutated NSCLC With High Risk (APPOINT) (Zhang W, et al)

Abstract PL02.18: Phase 3 Trial of Crizotinib vs Observation for Surgically Resected Early-Stage ALK+ NSCLC 

(Gerber DE, et al)

Abstract MA04.02: Nautika1: Clinical Outcomes and Pathologic Regression With Neoadjuvant Alectinib in 

Resectable Stage IB-IIIB ALK + NSCLC (Lee JM, et al)

Abstract MA03.02: Clinical Performance of a Tumor Informed Whole Genome Based ctDNA Assay for Predicting 

Recurrence in Early-Stage Resectable NSCLC (Becharano G, et al)

Phase III

Phase II

Retrospective study

Phase III

Phase II



Study Design and Patients

 Evaluate association between baseline MRD and EFS, as 

well as presurgery MRD status and major pathologic 

response (MPR) in the NeoADAURA trial

Outcomes

 Tumor-informed MRD testing was more sensitive than EGFR 

mutation testing by cobas

 EFS was longer in pts without MRD detected at baseline (HR, 

0.24; 95% CI, 0.07–0.80)

 Presurgical MRD clearance was higher in osimertinib-

containing arms (83% to 84%) compared with placebo (58%)

 The rate of MPR was higher in pts with presurgical MRD 

clearance vs nonclearance (24% vs 6%; P = .0378)

Author Conclusions

 This tumor-informed MRD assay demonstrated 

high sensitivity

 Osimertinib increased MRD clearance compared 

with placebo

 MRD clearance/nondetection correlated with 

achievement of MPR

Molecular Residual Disease (MRD) Analysis from NeoADAURA: 
Neoadjuvant Osimertinib ± Chemotherapy in Resectable EGFRm NSCLC
Blakely C, et al. WCLC 2025. Abstract OA02.02



Study Design and Patients

 Phase II trial in pts with resected, stage IA NSCLC and an 

EGFR mutation

 Pts randomized to aumolertinib (arm A) or observation (arm 

B)

Outcomes

 Data from 97 pts reported

 2-yr DFS higher with aumolertinib (100%) compared with 

observation (75%)

 HR, 0.116; P = .033

 No Gr ≥3 AEs occurred during aumolertinib treatment
Author Conclusions

 Adjuvant aumolertinib demonstrated improved 

efficacy compared with observation in pts with 

resected, stage IA NSCLC and an EGFR mutation

Efficacy and Safety of Aumolertinib as Adjuvant Therapy in Resectable 
Stage IA EGFR Mutated NSCLC With High Risk (APPOINT)
Zhang W, et al. WCLC 2025. Abstract MA04.03



Study Design and Patients

 Phase III trial in pts with resected, stage IIA–IIIB NSCLC and 

an ALK fusion; adjuvant chemotherapy allowed

 Pts randomized to crizotinib or observation

Outcomes

 Data from 154 pts reported

 DFS was not improved with crizotinib compared with 

observation (HR, 1.06; P = .86)

 OS was similar between the 2 arms (HR, 0.49; P = .26)

 Gr 3 eye disorders were reported in 3% of pts

Author Conclusions

 Adjuvant crizotinib did not improve DFS or OS 

compared with observation in pts with resected, 

ALK-rearranged NSCLC

Phase 3 Trial of Crizotinib vs Observation for Surgically Resected Early-
Stage ALK+ NSCLC
Gerber DE, et al. WCLC 2025. Abstract PL02.18



Study Design and Patients

 Phase II trial in pts with resectable, stage IB–IIIB NSCLC and 

an ALK fusion

Outcomes

 Data from 33 pts reported

 Efficacy

 pCR: 25%

 MPR: 61%

 43% of pts had radiographic downstaging

 33% of pts had pathologic nodal downstaging

 R0 resection in 93%

 Gr 3/4 TRAEs: 6% Author Conclusions

 Alectinib, which is approved in the adjuvant 

setting, has demonstrated activity as neoadjuvant 

therapy

Nautika1: Clinical Outcomes and Pathologic Regression With 
Neoadjuvant Alectinib in Resectable Stage IB-IIIB ALK + NSCLC
Lee JM, et al. WCLC 2025. Abstract MA04.02



Nautika1: Clinical Outcomes and Pathologic Regression With 
Neoadjuvant Alectinib in Resectable Stage IB-IIIB ALK + NSCLC
Lee JM, et al. WCLC 2025. Abstract MA04.02



Study Design and Patients

 Retrospective analysis of plasma samples from pts with stage 

I–III NSCLC who underwent curative intent surgery

 Correlation between ctDNA status within the MRD window 

and RFS was evaluated

 MRD window = 2 mo from surgery and prior to adjuvant 

therapy

Outcomes

 Data from 126 pts reported

 ctDNA negativity associated with improved

 RFS (HR, 10.0; P <.001)

 OS (P <.0001)

 Following definitive treatment, the presence of ctDNA was 

associated with reduced RFS

Author Conclusions

 A strong correlation was observed between ctDNA 

negativity during the postsurgery MRD window 

and improved RFS and OS

 ctDNA testing with Signatera Genome is a 

potential prognostic indicator in early-stage, 

resectable NSCLC

Clinical Performance of a Tumor Informed Whole Genome Based ctDNA 
Assay for Predicting Recurrence in Early-Stage Resectable NSCLC
Becharano G, et al. WCLC 2025. Abstract MA03.02



Clinical Performance of a Tumor Informed Whole Genome Based ctDNA 
Assay for Predicting Recurrence in Early-Stage Resectable NSCLC
Becharano G, et al. WCLC 2025. Abstract MA03.02



Targeted Therapy in 
Resectable NSCLC

Discussion



Dr Ross:

I think [ctDNA testing is] 

a study tool for now. I 

think the first place it’s 

going to be helpful 

probably is going to be 

in patients with 

targetable mutations.

Targeted Therapy in Resectable NSCLC (1/2)

General

MRD Assessment

 Discussion in this section was dominated by the potential for a tumor-informed ctDNA assay (eg, 

Signatera Genome) to predict recurrence in early-stage, resectable NSCLC

 The experts agreed that this approach is ready to be explored in clinical trials to evaluate questions 

related to treatment intensification/de-intensification; settings of interest to the experts were 

oncogene-driven stage I–III (resectable or unresectable stage III) NSCLC

 There was concern among the experts regarding the cost and logistics of whole-genome sequencing, 

but it was thought that this would be worth the price to have a very sensitive assay

 Experts mentioned that MRD tests are heavily marketed; however, there is currently no action that 

can be taken in routine clinical practice in response to MRD testing results 

 The pathology expert cautioned against using diagnostic ctDNA tests as an approach to measure 

MRD, since these have a sensitivity threshold of approximately 0.1%. For MRD testing, a minimum 

sensitivity threshold of 0.001% is required



Targeted Therapy in Resectable NSCLC (2/2)
Abstract OA02.02: Molecular Residual Disease (MRD) Analysis from NeoADAURA: Neoadjuvant Osimertinib ± Chemotherapy in 

Resectable EGFRm NSCLC (Blakely C, et al)

 Expert opinion is that these preliminary data show a correlation between MRD levels and MPR/EFS in early-stage, EGFR-mutated NSCLC, 

although additional data are needed regarding long-term endpoints, such as OS

Abstract MA04.03: Efficacy and Safety of Aumolertinib as Adjuvant Therapy in Resectable Stage IA EGFR Mutated NSCLC With High 

Risk (APPOINT) (Zhang W, et al)

 Expert opinion is that these data formally demonstrate a benefit of adjuvant EGFR TKI therapy in patients with resected, stage IA disease, 

which has been demonstrated in stage IB and more-advanced disease

Abstract PL02.18: Phase 3 Trial of Crizotinib vs Observation for Surgically Resected Early-Stage ALK+ NSCLC (Gerber DE, et al)

 It was noted that the ALK positivity rate of 2% in this cohort of patients with resected, stage IIA–IIIB NSCLC was lower than what has been 

observed in the metastatic setting

Abstract MA04.02: Nautika1: Clinical Outcomes and Pathologic Regression With Neoadjuvant Alectinib in Resectable Stage IB-IIIB 

ALK + NSCLC (Lee JM, et al)

 Expert opinion is that the Nautika1 trial suggests that neoadjuvant alectinib is feasible and efficacious in patients with resectable, ALK-

positive NSCLC, although data from a larger patient cohort are needed

Abstract MA03.02: Clinical Performance of a Tumor Informed Whole Genome Based ctDNA Assay for Predicting Recurrence in Early-

Stage Resectable NSCLC (Becharano G, et al)

 The experts view these data as supporting incorporation of MRD assessment in clinical trials enrolling patients with resectable NSCLC, 

particularly in the context of evaluating escalation or de-escalation approaches. This technique was not yet seen as applicable for routine 

clinical practice, however



Immunotherapy in Resectable 
NSCLC

Conference Highlights Presented by 
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Abstract Selection

Abstract Phase

Abstract OA02.03: Overall Survival (OS) with Neoadjuvant Nivolumab Plus Chemotherapy by Surgical 

Outcomes in the Phase 3 CheckMate 816 Study (Mitsudomi T, et al)

Abstract PL03.10: Adjuvant Chemotherapy (CT) vs CT-immunotherapy for R0 Stage IB-IIIA NSCLC Patients 

(NADIM ADJUVANT): A Randomized, Phase 3 Trial (Provencio M, et al)

Abstract MA04.04: Perioperative Pembrolizumab in Non-Small Cell Cancer (NSCLC): 4-Year Outcomes by 

Nodal Status in the KEYNOTE-671 Study (Wakelee H, et al)

Abstract MA04.09: Patterns of Progression and Recurrence with Perioperative Durvalumab in Patients with 

Resectable NSCLC from AEGEAN (Cobo Dols M, et al)

Phase III

Phase III

Phase III

Phase III



Study Design and Patients

 Analysis of 5-yr OS and health-related quality of life (HRQOL) 

in CheckMate 816 by surgical outcomes

Outcomes

 OS was improved with the addition of nivolumab to 

neoadjuvant chemotherapy across several parameters

 Surgical approach: Minimally invasive vs thoracotomy

 Extent of resection: Lobectomy vs pneumonectomy

 An OS difference was seen in pts with an R0 resection but 

not an R1 resection

 HRQOL was not negatively impacted by the addition of 

nivolumab to neoadjuvant chemotherapy Author Conclusions

 Neoadjuvant nivolumab + chemotherapy improved 

OS over chemotherapy regardless of surgical 

approach or extent of resection

Overall Survival (OS) with Neoadjuvant Nivolumab Plus Chemotherapy 
by Surgical Outcomes in the Phase 3 CheckMate 816 Study
Mitsudomi T, et al. WCLC 2025. Abstract OA02.03



Study Design and Patients

 Phase III trial in pts with completely resected, stage IB–IIIA 

NSCLC, no known EGFR/ALK or STK11/KEAP1 mutations

Outcomes

 Data from 206 pts reported

 3-yr DFS

 Chemoimmunotherapy: 73%

 Chemotherapy: 60%

 HR, 0.65; P = .085 (57% maturity)

 OS similar between the groups (P = .981)

 Gr 3/4 TRAEs

 Chemoimmunotherapy: 26%

 Chemotherapy: 14.5%

Author Conclusions

 At this interim analysis, DFS and OS data are not 

yet mature, although a clinically meaningful 

reduction in response rates was observed

Adjuvant Chemotherapy (CT) vs CT-immunotherapy for R0 Stage IB-IIIA 
NSCLC Patients (NADIM ADJUVANT): a Randomized, Phase 3 Trial
Provencio M, et al. WCLC 2025. Abstract PL03.10



Study Design and Patients

 Exploratory analysis by baseline clinical nodal status of pts 

from KEYNOTE-671

 Pts grouped into node-negative (cN0) and node-positive 

(cN1/cN2)

Outcomes

 Rates of MPR and pCR were increased with the addition of 

pembrolizumab regardless of nodal status

 EFS was longer with pembrolizumab for both node-negative 

(HR, 0.56) and node-positive (HR, 0.57)

 Similarly, OS was longer with pembrolizumab in node-

negative (HR, 0.70) and node-positive (HR, 0.77) Author Conclusions

 Improvement in MPR, pCR, EFS, and OS was 

observed with the addition of pembrolizumab to 

neoadjuvant and adjuvant therapy regardless of 

clinical nodal status 

Perioperative Pembrolizumab in Non-Small Cell Cancer (NSCLC): 4-Year 
Outcomes by Nodal Status in the KEYNOTE-671 Study
Wakelee H, et al. WCLC 2025. Abstract MA04.04



Study Design and Patients

 Analysis of patterns of progression and recurrence in the 

phase III AEGEAN trial

Outcomes

 Locoregional recurrence was lower in the durvalumab arm 

compared with placebo (5.5% vs 10%)

 The proportion of distant recurrences was similar between the 

treatment arms (9% vs 11%, respectively)

 Major sites of distant recurrence in the durvalumab arm 

were brain and contralateral lung

 Median time to EFS recurrence was longer in the durvalumab 

arm (8.2 mo vs 5.6 mo)

 Among pts who completed surgery, 14% of pts in the 

durvalumab arm and 25% of pts in the placebo arm received 

any anticancer therapy

Author Conclusions

 Proportionally fewer pts in the durvalumab arm 

had any recurrences, and the median time to 

recurrence was longer with durvalumab

Patterns of Progression and Recurrence with Perioperative Durvalumab 
in Patients with Resectable NSCLC from AEGEAN
Cobo M, et al. WCLC 2025. Abstract MA04.09



Immunotherapy in Resectable 
NSCLC

Discussion



Dr Leighl:

Clearly, we need to get 

more patients with 

[stage II/III disease] to 

consider a preoperative 

chemo-IO approach.

Immunotherapy in Resectable NSCLC (1/3)

General

Overall

 Expert opinion is that data presented at WCLC 2025 have not changed clinical practice regarding the 

use of immunotherapy in patients with early-stage NSCLC

Impact of Neoadjuvant Immunotherapy

 The experts favored the inclusion of a neoadjuvant immunotherapy component in resectable NSCLC 

(ie, neoadjuvant-only or perioperative); it was also thought that part of the advantage of the 

neoadjuvant setting is that the tumor and lymph nodes are in place

 One of the experts described that even patients with small or node-negative tumors are discussed at 

tumor boards for the possibility of neoadjuvant immunotherapy

 At the other extreme, one of the experts mentioned that the establishment of the neoadjuvant 

approach has led to more surgery in patients with stage III disease who previously would have been 

considered poor candidates for surgery

Role of PD-L1 Expression

 The experts do incorporate PD-L1 expression into decision-making; a higher PD-L1 expression level 

increases confidence that immunotherapy will yield a good response



Immunotherapy in Resectable NSCLC (2/3)

General

Optimizing the Adjuvant Approach

 For patients who have already undergone surgery, expert opinion is that the NADIM ADJUVANT 

approach of adjuvant chemotherapy-immunotherapy is of interest, particularly in patients with high-

risk disease

Treatment De-Intensification

 The experts expressed interest specifically in exploring which patients with resectable NSCLC can 

undergo de-intensification of therapy



Immunotherapy in Resectable NSCLC (3/3)

Abstract OA02.03: Overall Survival (OS) with Neoadjuvant Nivolumab Plus Chemotherapy by Surgical Outcomes in the Phase 3 

CheckMate 816 Study (Mitsudomi T, et al)

 The addition of nivolumab to neoadjuvant chemotherapy showed an OS benefit whether the surgical approach was minimally invasive or 

aggressive

 A quality-of-life analysis showed that patients with larger tumors planned for pneumonectomy had the largest quality-of-life benefit

Abstract PL03.10: Adjuvant Chemotherapy (CT) vs CT-immunotherapy for R0 Stage IB-IIIA NSCLC Patients (NADIM ADJUVANT): 

a Randomized, Phase 3 Trial (Provencio M, et al)

 Expert opinion is that the addition of chemotherapy to adjuvant immunotherapy may benefit patients with high-risk, resected NSCLC

Abstract MA04.04: Perioperative Pembrolizumab in Non-Small Cell Cancer (NSCLC): 4-Year Outcomes by Nodal Status in the 

KEYNOTE-671 Study (Wakelee H, et al)

 Expert opinion is that node-positive patients in this study demonstrated a pCR or MPR at rates similar to node-negative patients

Abstract MA04.09: Patterns of Progression and Recurrence with Perioperative Durvalumab in Patients with Resectable NSCLC from 

AEGEAN (Cobo Dols M, et al)

 It was noted that the rate of recurrence in the brain or contralateral lung was only slightly reduced in the durvalumab arm compared with 

placebo, although overall numbers were small
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Abstract Selection (1/2)

Abstract Phase

Abstract PL03.06: EA5181: Phase 3 Trial of Concurrent and Consolidative Durvalumab vs Consolidation Durva 

Alone for Unresectable Stage 3 NSCLC (Varlotto JM, et al)

Abstract MA01.07: Preliminary Results of the Phase I LuCa-MERIT-1 Trial: An Advanced NSCLC pt Cohort 

Treated With BNT116 + Cemiplimab Post CRT (Öven BB, et al)

Abstract MA10.09: Cemiplimab Plus Chemotherapy vs Chemotherapy in Advanced NSCLC: 5-Year Results from 

Phase 3 EMPOWER-Lung 3 Part 2 Trial (Baramidze A, et al)

Abstract OA05.01: ASTRUM-002: First-Line Serplulimab Plus Chemotherapy With or Without HLX04 in 

Advanced Nonsquamous Non-Small Cell Lung Cancer (Shi Y, et al)

Abstract P1.11.83: Ivonescimab Versus Pembrolizumab for PD-L1-Positive NSCLC: A Subgroup Analysis of 

HARMONi-2 by Tumor Histology (Xiong A, et al)

Abstract P1.11.65: Ivonescimab Versus Pembrolizumab for PD-L1-Positive NSCLC: A Subgroup Analysis of 

HARMONi-2 by Tumor PD-L1 Expression Level (Wang L, et al)

Phase III

Phase I

Phase III

Phase III

Phase III

Phase III



Abstract Selection (2/2)

Abstract Phase

Abstract P3.12.74: IMM2510, an Anti-PD-L1/VEGF Bispecific Antibody Fusion Protein for Advanced IO-treated 

SQ-NSCLC: A Phase I Study (Wang P, et al)

Abstract PT2.10.03: Safety, Tolerability and Preliminary Efficacy of Anti-PD-L1 ADC HLX43 in 

Advanced/Metastatic Solid Tumors: A Phase I Study (Wang J, et al)

Abstract 8529 (ASCO 2025): Sacituzumab tirumotecan (sac-TMT) in combination with tagitanlimab (anti-PD-L1) 

in first-line (1L) advanced non-small-cell lung cancer (NSCLC): Non-squamous cohort from the phase II 

OptiTROP-Lung01 study (Fang W, et al)

Phase I

Phase I

Phase II



Study Design and Patients

 Phase III trial in pts with unresectable, stage III NSCLC

 Randomized to chemoradiation therapy (CRT) or CRT with 

concurrent durvalumab; both arms subsequently received 

consolidation durvalumab

Outcomes

 Data from 662 pts reported

 No difference in OS or PFS was observed

 The rates of toxicity, including esophagitis and pneumonitis, 

were similar between the treatment arms

 No difference in recurrence patterns was noted
Author Conclusions

 The concomitant addition of durvalumab to CRT in 

pts with unresectable, stage III NSCLC did not 

alter efficacy or toxicity patterns in this trial 

EA5181: Phase 3 Trial of Concurrent and Consolidative Durvalumab vs 
Consolidation Durva Alone for Unresectable Stage 3 NSCLC
Varlotto JM, et al. WCLC 2025. Abstract PL03.06



EA5181: Phase 3 Trial of Concurrent and Consolidative Durvalumab vs 
Consolidation Durva Alone for Unresectable Stage 3 NSCLC
Varlotto JM, et al. WCLC 2025. Abstract PL03.06

Expert’s Insights

“We need to be focusing a little bit more in the neoadjuvant sphere, where we actually have a chance to let our 

immune subsets rev up and be active before we add radiation to the mix.” 

– Dr Ross



Study Design and Patients

 Phase I trial in pts with unresectable, stage III NSCLC with a 

response or stable disease after CRT

 Consolidation with BNT116 vaccine + cemiplimab

Outcomes

 Data from 20 pts reported

 Gr ≥3 AEs

 Infusion reaction: 1 (5%)

 CRS: 2 (10%)

 Pneumonitis: 2 (10%)

 12-mo EFS: 72%

 12-mo OS: 95% Author Conclusions

 Consolidation therapy with BNT116 + cemiplimab 

was well tolerated

 Data with EFS and OS are early but promising

Preliminary Results of the Phase I LuCa-MERIT-1 Trial: An Advanced 
NSCLC pt Cohort Treated With BNT116 + Cemiplimab Post CRT
Öven BB, et al. WCLC 2025. Abstract MA01.07



Study Design and Patients

 Long-term follow-up of phase III EMPOWER-Lung 3 trial in 

pts with advanced/metastatic, treatment-naive NSCLC

Outcomes

 Data from 466 pts reported

 Median follow-up: 60.9 mo

 Efficacy (cemiplimab + CHEMO vs PBO + CHEMO)

 OS: 21.1 mo vs 12.9 mo; HR, 0.662; P = .0002

 OS benefit in both histologies

 PFS: 8.2 mo vs 5.5 mo; HR, 0.579; P <.0001

 ORR: 44% vs 22%; P <.0001

 DOR: 16.4 mo vs 7.3 mo

 AEs

 Consistent with previous reports

 Gr ≥3 irAEs with cemiplimab + CHEMO: 3%

Author Conclusions

 With 5-yr follow-up, cemiplimab + chemotherapy 

showed durable survival benefits compared with 

chemotherapy alone as first-line therapy in 

advanced/metastatic NSCLC 

Cemiplimab Plus Chemotherapy vs Chemotherapy in Advanced NSCLC: 
5-Year Results from Phase3 EMPOWER-Lung 3 Part 2 Trial
Baramidze A, et al. WCLC 2025. Abstract MA10.09



Cemiplimab Plus Chemotherapy vs Chemotherapy in Advanced NSCLC: 
5-Year Results from Phase3 EMPOWER-Lung 3 Part 2 Trial
Baramidze A, et al. WCLC 2025. Abstract MA10.09



ASTRUM-002: First-Line Serplulimab Plus Chemotherapy With or Without 
HLX04 in Advanced Nonsquamous Non-Small Cell Lung Cancer
Shi Y, et al. WCLC 2025. Abstract OA05.01



Study Design and Patients

 Subgroup analysis of phase III HARMONi-2 trial in pts with 

advanced NSCLC, no EGFR/ALK alterations, and no prior 

systemic therapy 

Outcomes

 Ivonescimab showed improved PFS over pembrolizumab in 

both histologies

 Squamous: HR, 0.50 (95% CI, 0.33–0.76)

 Nonsquamous: HR, 0.55 (95% CI, 0.36–0.84)

 Gr ≥3 TRAEs (ivonescimab vs pembrolizumab)

 Squamous: 22% vs 19%

 Nonsquamous: 35.5% vs 13%

 Gr ≥3 hemorrhage: No cases in squamous group; 2 pts (2%) 

in nonsquamous cohort

Author Conclusions

 Ivonescimab yielded improved PFS compared with 

pembrolizumab in both squamous and 

nonsquamous histologies

 TRAEs trended higher in nonsquamous NSCLC 

but were manageable in both groups

Ivonescimab Versus Pembrolizumab for PD-L1-Positive NSCLC: A 
Subgroup Analysis of HARMONi-2 by Tumor Histology
Xiong A, et al. WCLC 2025. Abstract P1.11.83



Study Design and Patients

 Subgroup analysis of phase III HARMONi-2 trial in pts with 

advanced NSCLC, no EGFR/ALK alterations, and no prior 

systemic therapy 

Outcomes

 Ivonescimab showed improved PFS over pembrolizumab in 

both histologies

 Squamous: HR, 0.50 (95% CI, 0.33-0.76)

 Nonsquamous: HR, 0.55 (95% CI, 0.36-0.84)

 Gr ≥3 TRAEs (ivonescimab vs pembrolizumab)

 Squamous: 22% vs 19%

 Nonsquamous: 35.5% vs 13%

 Gr ≥3 hemorrhage: No cases in squamous group; 2 pts (2%) 

in nonsquamous cohort

Author Conclusions

 Ivonescimab yielded improved PFS compared with 

pembrolizumab in both squamous and 

nonsquamous histologies

 TRAEs trended higher in nonsquamous NSCLC, 

but were manageable in both groups

Expert’s Insights

“I think the bispecifics are fundamentally changing something in the tumor microenvironment to the extent that 

2 separate antibodies are not.” 

– Dr Borghaei

Ivonescimab Versus Pembrolizumab for PD-L1-Positive NSCLC: A 
Subgroup Analysis of HARMONi-2 by Tumor Histology
Xiong A, et al. WCLC 2025. Abstract P1.11.83



Study Design and Patients

 Subgroup analysis of phase III HARMONi-2 trial in pts with 

advanced NSCLC, no EGFR/ALK alterations, and no prior 

systemic therapy 

Outcomes

 Ivonescimab demonstrated improved PFS over 

pembrolizumab across PD-L1 expression subgroups

 1% to 49%: HR, 0.54 (95% CI, 0.37–0.78)

 ≥50%: HR, 0.48 (95% CI, 0.29–0.79)

 ≥90%: HR, 0.47 (95% CI, 0.16–1.36)

Author Conclusions

 Although the study was not powered to analyze 

efficacy by PD-L1 expression subgroups, all levels 

of PD-L1 expression showed improved PFS with 

ivonescimab compared with pembrolizumab

Ivonescimab Versus Pembrolizumab for PD-L1-Positive NSCLC: A 
Subgroup Analysis of HARMONi-2 by Tumor PD-L1 Expression Level
Wang L, et al. WCLC 2025. Abstract P1.11.65



Study Design and Patients

 Phase I trial in pts with advanced, immunotherapy-pretreated, 

squamous NSCLC 

Outcomes

 Data from 23 pts reported in abstract

 Median 2 prior lines of therapy

 ORR: 29%

 DOR: 7.59 mo

 PFS: 9.4 mo

 AEs

 Gr ≥3 proteinuria: 4%

 Gr ≥3 hemoptysis: 4%

 No Gr ≥3 hypertension

Author Conclusions

 Single-agent IMM2510 demonstrated activity in 

pts with immunotherapy-pretreated, squamous 

NSCLC

 Safety profile was manageable

IMM2510, an Anti-PD-L1/VEGF Bispecific Antibody Fusion Protein for 
Advanced IO-treated SQ-NSCLC: A Phase I Study
Wang P, et al. WCLC 2025. Abstract P3.12.74



Study Design and Patients

 Phase I trial in pts with advanced/metastatic solid tumors

Outcomes

 Data from 56 pts with NSCLC reported

 Median 2 prior lines of therapy

 ORR

 Overall cohort: 37%

 Squamous: 29%

 Nonsquamous: 46%

 EGFR-mutated (n = 11): 45.5%

 AEs

 Gr ≥3 neutropenia: 16%

 Gr 3 ILD reported in 2 pts

Author Conclusions

 HLX43 demonstrated promising efficacy in pts with 

previously treated NSCLC

 Responses also observed in pts with EGFR-

mutated NSCLC

Safety, Tolerability and Preliminary Efficacy of Anti-PD-L1 ADC HLX43 in 
Advanced/Metastatic Solid Tumors: A Phase I Study
Wang J, et al. WCLC 2025. Abstract PT2.10.03



Study Design and Patients

 Phase II trial in pts with advanced NSCLC and no prior 

systemic therapy

Outcomes

 Data from 81 pts reported

 ORR

 PD-L1 <1%: 47%

 PD-L1 ≥1%: 68%

 PD-L1 ≥50%: 78%

 PFS: 15.0 mo

 AEs

 Gr ≥3 stomatitis: 11%

 Gr ≥3 neutropenia: 46%

 Gr 1/2 pneumonitis: 5%

Author Conclusions

 The combination of sac-TMT + tagitanlimab 

demonstrated promising antitumor activity in 

treatment-naive, nonsquamous NSCLC

 Sac-TMT + pembrolizumab is being evaluated in 

phase III trials

Sacituzumab tirumotecan (sac-TMT) in combination with tagitanlimab 
(anti-PD-L1) in first-line (1L) advanced non-small-cell lung cancer 
(NSCLC): Non-squamous cohort from the phase II OptiTROP-Lung01 study
Fang W, et al. ASCO 2025. Abstract 8529



Immunotherapy in Stage III/IV 
NSCLC

Discussion



Dr Garassino:

Angiogenesis is always 

a big question mark. 

Sometimes you see an 

improvement of 

progression-free survival 

that is not translated into 

overall survival.

Immunotherapy in Stage III/IV NSCLC (1/4)

General

Overall

 Expert opinion is that there were no practice-changing data presented at WCLC 2025 regarding 

immunotherapy in patients with stage III/IV NSCLC 

Antiangiogenic Approaches and Bispecific Agents

 The experts still think the idea of inhibiting angiogenesis is an appealing concept in lung cancer 

therapy, even though past trials have shown a PFS improvement without an OS benefit

 Expert opinion is that an approach with a bispecific antibody is more efficacious and safer than using 

2 separate antibodies, particularly when targeting VEGF in squamous tumors or patients with EGFR 

wild-type disease

 However, the experts do not think that the initial generation of bispecific molecules (eg, ivonescimab) 

will have the same impact on the landscape as pembrolizumab did

 One of the experts mentioned the caveat that if a toxicity occurs due to inhibition of one of the targets 

of the bispecific agent, it may be necessary to reduce the dose, thus also lowering the inhibition of the 

other target

Cemiplimab

 Expert opinion is that the data with cemiplimab from EMPOWER-lung 3 look similar to those with 

pembrolizumab from KEYNOTE-189 and -407; if this leads to lower pricing for either immune 

checkpoint inhibitor, that could benefit patients



Immunotherapy in Stage III/IV NSCLC (2/4)

General

Subcutaneous Immunotherapy Formulations

 While subcutaneous formulations of checkpoint inhibitors may be presented as having a simpler 

administration procedure, the experts described that subcutaneous agents have their own logistic 

burdens that have caused some physicians or patients to switch back to the intravenous formulation

 For example, one expert mentioned that at their institution, patient consent has to be given again 

when switching to the subcutaneous formulation

 Additionally, injection of subcutaneous formulations can still take considerable time and require the 

presence of a nursing professional

Targeting TROP2

 While targeting TROP2 has had only modest success in NSCLC, expert opinion is that sacituzumab 

tirumotecan with an anti–PD-L1 antibody (tagitanlimab) showed impressive efficacy, even in patients 

with PD-L1–low disease, although toxicities such as stomatitis were high

Incorporating Immunotherapy With CRT

 Expert opinion is that, in the context of CRT in locally advanced disease, concurrent CRT + 

immunotherapy may be activating the immune cells only to kill them immediately with radiation

 Administering immunotherapy in the neoadjuvant setting may be more successful than adding to the 

CRT phase, since the immune cells would have more time to act before administering radiation



Immunotherapy in Stage III/IV NSCLC (3/4)

Abstract PL03.06: EA5181: Phase 3 Trial of Concurrent and Consolidative Durvalumab vs Consolidation Durva Alone for Unresectable 

Stage 3 NSCLC (Varlotto JM, et al)

 Expert opinion is that administering checkpoint inhibitors concurrently with CRT does not allow the immune cells to act before they are killed 

by the radiation therapy; experts suggested that a neoadjuvant approach may yield better results

Abstract MA01.07: Preliminary Results of the Phase I LuCa-MERIT-1 Trial: An Advanced NSCLC pt Cohort Treated With BNT116 + 

Cemiplimab Post CRT (Öven BB, et al)

 Results are early, but expert opinion is that a good T-cell response was observed, along with encouraging OS data

Abstract MA10.09: Cemiplimab Plus Chemotherapy vs Chemotherapy in Advanced NSCLC: 5-Year Results from Phase 3 

EMPOWER-Lung 3 Part 2 Trial (Baramidze A, et al)

 Expert opinion is that these 5-year data show equivalent OS data between the EMPOWER-Lung 3 and KEYNOTE-189/407 trials

Abstract OA05.01: ASTRUM-002: First-Line Serplulimab Plus Chemotherapy With or Without HLX04 in Advanced Nonsquamous 

Non-Small Cell Lung Cancer (Shi Y, et al)

Abstract P1.11.83: Ivonescimab Versus Pembrolizumab for PD-L1-Positive NSCLC: A Subgroup Analysis of HARMONi-2 by 

Tumor Histology (Xiong A, et al)

Abstract P1.11.65: Ivonescimab Versus Pembrolizumab for PD-L1-Positive NSCLC: A Subgroup Analysis of HARMONi-2 by 

Tumor PD-L1 Expression Level (Wang L, et al)

 No PFS benefit was observed with the addition of a bevacizumab biosimilar to chemotherapy-immunotherapy in the ASTRUM trial; expert 

opinion is that this supports targeting PD-(L)1 and VEGF in a single bispecific molecule (eg, ivonescimab)

 In the HARMONi-2 study, a PFS benefit for ivonescimab vs pembrolizumab was observed for squamous as well as nonsquamous NSCLC



Immunotherapy in Stage III/IV NSCLC (4/4)

Abstract P3.12.74: IMM2510, an Anti-PD-L1/VEGF Bispecific Antibody Fusion Protein for Advanced IO-treated SQ-NSCLC: A Phase I 

Study (Wang P, et al)

 The experts viewed bispecific antibodies as resulting in less toxicity compared with the individual antibodies combined

Abstract PT2.10.03: Safety, Tolerability and Preliminary Efficacy of Anti-PD-L1 ADC HLX43 in Advanced/Metastatic Solid Tumors: A 

Phase I Study (Wang J, et al)

 It was noted that responses were observed with HLX43 in patients for whom docetaxel has failed, and also in patients with brain metastases

Abstract 8529 (ASCO 2025): Sacituzumab Tirumotecan (sac-TMT) in Combination With Tagitanlimab (anti-PD-L1) in First-line (1L) 

Advanced Non-small-cell Lung Cancer (NSCLC): Non-squamous Cohort From the Phase II OptiTROP-Lung01 Study (Fang W, et al)

 The experts noted the high activity, even in patients with low PD-L1 expression, although there was a high rate of hematologic toxicity and 

stomatitis



New Agents and Approaches 
in SCLC
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Abstract Selection (1/2)

Abstract Phase

Abstract OA13.02: Global Phase 2 Randomized Trial of BNT327 (Pumitamig; PD-L1 x VEGF-A bsAb) + 

Chemotherapy for 1L ES-SCLC: Dose Optimization Analysis (Heymach JV, et al)

Abstract MA11.03: Tifcemalimab Plus Toripalimab and Chemotherapy as a First-Line Therapy in ES-SCLC: A 

Phase Ib/II Study (Yu Y, et al)

Abstract MA11.04: Safety of Lurbinectedin + Atezolizumab as 1L Maintenance Treatment in ES-SCLC: Results 

From the Phase 3 IMforte Study (Reck M, et al)

Abstract OA13.01: Safety and Survival Update of Tarlatamab with Anti-PD-L1 as 1L Maintenance After Chemo-

IO for ES-SCLC: DeLLphi-303 Ph1b Trial (Paulson KG, et al)

Abstract MA11.01: Phase 1 Study of DLL3-Targeted CAR-T Cells Armored With dnTGFBR2 in Small-Cell Lung 

and Large-Cell Neuroendocrine Cancers (Schoenfeld AJ, et al)

Phase III

Phase II

Phase II

Phase I

Phase I



Abstract Selection (2/2)

Abstract Phase

Abstract OA06.03: Ifinatamab Deruxtecan (I-DXd) in Extensive-Stage Small Cell Lung Cancer: Primary Analysis 

of the Phase 2 IDeate-Lung01 Study (Ahn MJ, et al)

Abstract OA06.02: Safety and Efficacy of QLC5508 in Previously Treated Patients with Small Cell Lung Cancer: 

Updated Data from a Phase 1 Study (Zhou C, et al)

Abstract OA06.01: A First-In-Human Phase 1 Study of SHR-4849 (IDE849), a DLL3-Directed Antibody-Drug 

Conjugate, in Relapsed SCLC (Wang L, et al)

Abstract OA06.04: Safety and Efficacy of ABBV-706, a Seizure-related Homolog Protein 6-targeting Antibody-

drug Conjugate, in R/R SCLC (Byers LA, et al)

Abstract OA13.03: RYZ101 (225Ac-DOTATATE) + Carboplatin + Etoposide + Atezolizumab in Somatostatin 

Receptor-Expressing Extensive-Stage SCLC (Mansfield AS, et al)

Phase II

Phase I

Phase I

Phase I

Phase I



Study Design and Patients

 Phase II trial in pts with previously untreated, ES-SCLC

 Treated with chemotherapy + pumitamig 20 mg/kg or 

30 mg/kg

Outcomes

 Data from 43 pts reported

 Pumitamig 20 mg/kg (n = 22); 30 mg/kg (n = 21)

 Efficacy (pumitamig 20 mg/kg vs 30 mg/kg)

 ORR: 85% vs 67%

 PFS: 6.3 mo vs 7.0 mo

 Gr ≥3 AEs (pumitamig 20 mg/kg vs 30 mg/kg)

 Hypertension: 0% vs 9.5%

 Hemoptysis: 4.5% vs 0%

Author Conclusions

 Encouraging efficacy was observed with first-line 

pumitamig + chemotherapy in pts with ES-SCLC

 The phase III ROSETTA Lung-01 trial is evaluating 

first-line pumitamig + chemotherapy in ES-SCLC

Global Phase 2 Randomized Trial of BNT327 (Pumitamig; PD-L1 x VEGF-A 
BsAb) + Chemotherapy for 1L ES-SCLC: Dose Optimization Analysis
Heymach JV, et al. WCLC 2025. Abstract OA13.02



Study Design and Patients

 Phase Ib/II trial in pts with ES-SCLC and no prior therapy

Outcomes

 Data from 44 pts reported in abstract

 Efficacy

 ORR: 86%

 PFS: 5.7 mo

 15-mo OS: 63.5%

 AEs

 Gr ≥3 irAEs: 16%

 Gr ≥3 neutropenia: 66%

Tifcemalimab Plus Toripalimab and Chemotherapy as a First-Line 
Therapy in ES-SCLC: A Phase Ib/II Study
Yu Y, et al. WCLC 2025. Abstract MA11.03



Study Design and Patients

 Detailed safety analysis of the phase III IMforte trial

Outcomes

 The rates of AEs of relevance to lurbinectedin were highest in 

the first 9 wk

 Most AEs leading to dose reduction of lurbinectedin occurred 

in the first 3 mo

 Treatment-related deaths

 Lurbinectedin + atezolizumab: n = 2

 Atezolizumab: n = 1

Safety of Lurbinectedin + Atezolizumab as 1L Maintenance Treatment in 
ES-SCLC: Results From the Phase 3 IMforte Study
Reck M, et al. WCLC 2025. Abstract MA11.04



Safety and Survival Update of Tarlatamab with Anti-PD-L1 as 1L 
Maintenance After Chemo-IO for ES-SCLC: DeLLphi-303 Ph1b Trial
Paulson KG, et al. WCLC 2025. Abstract OA13.01



Safety and Survival Update of Tarlatamab with Anti-PD-L1 as 1L 
Maintenance After Chemo-IO for ES-SCLC: DeLLphi-303 Ph1b Trial
Paulson KG, et al. WCLC 2025. Abstract OA13.01



Phase 1 Study of DLL3-Targeted CAR-T Cells Armored With dnTGFBR2 
in Small-Cell Lung and Large-Cell Neuroendocrine Cancers
Schoenfeld AJ, et al. WCLC 2025. Abstract MA11.01



Ifinatamab Deruxtecan (I-DXd) in Extensive-Stage Small Cell Lung 
Cancer: Primary Analysis of the Phase 2 IDeate-Lung01 Study
Ahn MJ, et al. WCLC 2025. Abstract OA06.03



Ifinatamab Deruxtecan (I-DXd) in Extensive-Stage Small Cell Lung 
Cancer: Primary Analysis of the Phase 2 IDeate-Lung01 Study
Ahn MJ, et al. WCLC 2025. Abstract OA06.03



Study Design and Patients

 QLC5508 (MHB088C), B7-H3 ADC

 Phase I trial in pts with previously treated ES-SCLC

Outcomes

 Data from 106 pts reported

 Approximately 50% with ≥2 prior regimens

 46 pts treated with QLC5508 2.0 mg/kg Q2W

 Efficacy (2.0 mg/kg, Q2W)

 ORR: 42%

 DOR: 4.47 mo

 PFS: 5.95 mo

 OS: 11.73 mo

 AEs (2.0 mg/kg, Q2W)

 Gr 2/3 ILD: 4%

 Gr ≥3 anemia: 11%

 Gr ≥3 neutropenia: 6.5%

Author Conclusions

 Treatment with QLC5508 showed prolonged 

survival in pts with previously treated 

ES-SCLC

 QLC5508 2.0 mg/kg Q2W is being evaluated in a 

phase III trial

Safety and Efficacy of QLC5508 in Previously Treated Patients with Small 
Cell Lung Cancer: Updated Data from a Phase 1 Study
Zhou C, et al. WCLC 2025. Abstract OA06.02



Study Design and Patients

 Phase I trial in pts with previously treated SCLC

Outcomes

 Data from 100 pts reported

 Approximately 50% with ≥2 prior regimens

 Efficacy (≥2.4 mg/kg)

 Confirmed ORR: 48% (second-line setting, 60%)

 ORR in pts with brain metastases: 67%

 PFS: 6.7 mo

 Gr ≥3 AEs

 Neutropenia: 33%

 Thrombocytopenia: 7% Author Conclusions

 SHR-4849 exhibited promising activity, particularly 

in the second-line setting

 The most common Gr ≥3 adverse events were 

hematologic toxicities

A First-In-Human Phase 1 Study of SHR-4849 (IDE849), a DLL3-Directed 
Antibody-Drug Conjugate, in Relapsed SCLC
Wang L, et al. WCLC 2025. Abstract OA06.01 



Study Design and Patients

 Phase I trial in pts with previously treated SCLC

Outcomes

 Data from 80 pts reported

 63% had ≥2 prior regimens

 Efficacy (1.8 mg/kg)

 ORR: 56% (second-line setting, 81%)

 DOR: 6.2 mo

 PFS: 6.8 mo

 ILD (1.8 mg/kg)

 Any grade: 10%

 Gr ≥3: 5% Author Conclusions

 ABBV-706 demonstrated promising efficacy in pts 

with heavily pretreated SCLC

 The recommended phase II dose was 1.8 mg/kg 

Q3W

Safety and Efficacy of ABBV-706, a Seizure-related Homolog Protein 6-
Targeting Antibody-drug Conjugate, in R/R SCLC
Byers LA, et al. WCLC 2025. Abstract OA06.04



Study Design and Patients

 Phase I trial in pts with ES-SCLC, SSTR expression, and 0–1 

previous lines of therapy

Outcomes

 Data from 15 pts reported

 RYZ101-related SAEs: 13%; the most common RYZ101-

related TEAEs were fatigue, decreased appetite, and nausea

 Efficacy data to be presented after longer follow-up

Author Conclusions

 No unexpected safety signals observed

 Pt case reports suggest promising efficacy, with 

data to be presented after longer follow-up

RYZ101 (225Ac-DOTATATE) + Carboplatin + Etoposide + Atezolizumab in 
Somatostatin Receptor-Expressing Extensive-Stage SCLC
Mansfield AS, et al. WCLC 2025. Abstract OA13.03



RYZ101 (225Ac-DOTATATE) + Carboplatin + Etoposide + Atezolizumab in 
Somatostatin Receptor-Expressing Extensive-Stage SCLC
Mansfield AS, et al. WCLC 2025. Abstract OA13.03



New Agents and Approaches 
in SCLC

Discussion



Dr Borghaei:

[ADCs] seem to be a 

little bit more active in 

[SCLC] than [NSCLC] 

in general. So, the 

chemosensitivity—I 

think it’s persisting 

beyond initial treatment 

in this tumor.

New Agents and Approaches in SCLC (1/4)

General

Tarlatamab

 The experts viewed tarlatamab as the second-line treatment of choice in patients with SCLC, although 

it was pointed out that tolerability can be an issue, particularly for patients in the community setting, 

who often have comorbidities

 Most of the experts will admit patients to the hospital for the first 2 to 3 doses due to the 

possibility of CRS

 Experts mentioned collaborating with colleagues in the hematologic malignancies, as they have 

experience dealing with CRS 

 Expert opinion is that the maintenance setting, where the tumor bulk is lower, may be a more tolerable 

setting for tarlatamab and more conducive to outpatient administration

 While CRS tends to dominate discussions of tarlatamab-related toxicity, the experts also mentioned 

that patients may also experience a prolonged loss of taste, leading to weight loss. Potential ways to 

address this include steroid mouthwashes, which is under investigation, as well as a nutrition plan to 

avoid weight loss

 Expert opinion is that upcoming data with tarlatamab in earlier settings, such as maintenance therapy, 

pose challenges to the establishment of other bispecific agents 

ADCs in SCLC

 Expert opinion is that ADCs have demonstrated high ORRs in SCLC and will play an important role in 

the second-line setting, especially if tarlatamab and/or lurbinectedin move up to the maintenance 

setting

 The experts would like to see the high response rates with ADCs translate into PFS and OS benefits

 It was thought that it is still early to identify any particular ADC as the best



New Agents and Approaches in SCLC (2/4)

General

Radiopharmaceuticals

 Radiopharmaceuticals, particularly alpha emitters, were seen as a promising approach in first- and 

second-line settings in SCLC

SCLC Subtypes

 The experts discussed current challenges with using SCLC subtypes as prognostic or predictive 

markers

 First, examining multiple regions on a biopsy will often result in more than 1 subtype being 

identified

 Additionally, SCLC evolves, resulting in plasticity of phenotypes

 While there are studies ongoing to assess SCLC subtypes, the pathology expert favored the 

identification of specific targets that can be acted on by a targeted agent 



New Agents and Approaches in SCLC (3/4)

Abstract OA13.02: Global Phase 2 Randomized Trial of BNT327 (Pumitamig; PD-L1 x VEGF-A bsAb) + Chemotherapy for 1L ES-SCLC: 

Dose Optimization Analysis (Heymach JV, et al)

 These data support the ongoing phase III ROSETTA Lung-01 trial comparing pumitamig-chemotherapy with atezolizumab-chemotherapy in 

patients with previously untreated ES-SCLC 

Abstract MA11.03: Tifcemalimab Plus Toripalimab and Chemotherapy as a First-Line Therapy in ES-SCLC: A Phase Ib/II Study 

(Yu Y, et al)

 Expert opinion is that the efficacy of tifcemalimab + toripalimab-chemotherapy is similar to standard chemotherapy-immunotherapy 

Abstract MA11.04: Safety of Lurbinectedin + Atezolizumab as 1L Maintenance Treatment in ES-SCLC: Results From the Phase 3 

IMforte Study (Reck M, et al)

 It was noted by the presenter that only 6% of the patients discontinued any study drug with the combination (vs 3% in the atezolizumab 

monotherapy arm), even though the treatment duration was twice as long with the combination 

Abstract OA13.01: Safety and Survival Update of Tarlatamab with Anti-PD-L1 as 1L Maintenance After Chemo-IO for ES-SCLC: 

DeLLphi-303 Ph1b Trial (Paulson KG, et al)

 CRS was observed in 56% of patients, mostly grade 1 (43%) or grade 2 (11%) 

Abstract MA11.01: Phase 1 Study of DLL3-Targeted CAR-T Cells Armored With dnTGFBR2 in Small-Cell Lung and Large-Cell 

Neuroendocrine Cancers (Schoenfeld AJ, et al)

 These results demonstrated the feasibility of CAR T cells in SCLC; no dose-limiting toxicities were reported 



New Agents and Approaches in SCLC (4/4)

Abstract OA06.03: Ifinatamab Deruxtecan (I-DXd) in Extensive-Stage Small Cell Lung Cancer: Primary Analysis of the Phase 2 

IDeate-Lung01 Study (Ahn MJ, et al)

Abstract OA06.02: Safety and Efficacy of QLC5508 in Previously Treated Patients with Small Cell Lung Cancer: Updated Data from a 

Phase 1 Study (Zhou C, et al)

 Both B7-H3 ADCs showed activity in relapsed/refractory SCLC; expert opinion is that patients need to be monitored for ILD 

Abstract OA06.01: A First-In-Human Phase 1 Study of SHR-4849 (IDE849), a DLL3-Directed Antibody-Drug Conjugate, in Relapsed 

SCLC (Wang L, et al)

 The main adverse events were hematologic toxicity; ILD was not a relevant toxicity in this report

Abstract OA06.04: Safety and Efficacy of ABBV-706, a Seizure-related Homolog Protein 6-targeting Antibody-drug Conjugate, in 

R/R SCLC (Byers LA, et al)

 Myelosuppression was the main toxicity; ILD of any grade was reported in 9% of patients 

Abstract OA13.03: RYZ101 (225Ac-DOTATATE) + Carboplatin + Etoposide + Atezolizumab in Somatostatin Receptor-Expressing 

Extensive-Stage SCLC (Mansfield AS, et al)

 Based on early phase I data, RYZ101-related toxicities were mostly hematologic, and no unexpected safety signals were observed 
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