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Discussion Agenda
• HER2 Alterations

• PL04.04 & MA12.10 Phase 1b Beamion LUNG-1 (Zongertinib)
PL04.03 Phase I/II SOHO-01 (BAY 2927088)

• KRAS G12C
• OA09.06 Quality of Life Metrics for Adagrasib vs Docetaxel
• OA14 Novel KRAS G12C Inhibitors

• Rare “other-oncogenes”: NTRK fusions
•      MA06.12 Updated Analysis of Larotrectinib in TRK-fusion NSCLC



Zhao & Xia, JCO Precis Oncol, 2020

Historical Landscape of HER2 Therapy

“New in Class”: Enhertu

- HER2-mutant

- HER2 overexpression

“Unmet Need”: oral 

targeted therapies





Beamion LUNG-1: Zongertinib

PL04.04, Ruiter et al, WCLC 2024

Zongertinib: tyrosine kinase inhibitor of mutant and wild-type HER2



Patient Demographics

PL04.04, Ruiter et al, WCLC 2024



Efficacy Endpoints
▪ ORR 66.7% (97.5% CI 53.8-77.5) for all patients (n = 75) treated at the 120 mg dose. 

▪ Two-thirds of patients remain on therapy at the time of data cut-off (PFS immature).

PL04.04, Ruiter et al, WCLC 2024



Safety Endpoint

PL04.04, Ruiter et al, WCLC 2024

▪ Most common adverse events regardless of 

dose were diarrhea, rash, and elevated liver 

enzymes.

▪ Many adverse events were numerically more 
frequent in patients receiving zongertinib 240 

mg, including diarrhea, rash, elevated liver 

enzymes, anemia, and serious treatment-related 

adverse events.

▪ 11% required dose reduction and                        

3% discontinued treatment.



Intracranial Efficacy

MA12.10, Opdam et al, WCLC 2024

Secondary Endpoint: CNS response by RANO-BM

Phase 1b (HER2+ NSCLC): n = 132 (41% w/ CNS metastases)



MA12.10, Opdam et al, WCLC 2024

Intracranial Efficacy

Overall phase 1b cohort (n = 52): 

    iORR 37%

    iDCR 83%

Clinical Example:

   51 yo M w/ HER2 exon 20 insertion 

   receiving zongertinib 240 mg daily





SOHO-01 Study: BAY 2927088

▪ BAY 2927088: oral, 

reversible tyrosine 

kinase inhibitor of 

HER2 (ERBB2)

▪ SOHO-01 study: 

open-label, first-in-

human phase I/II trial 

of BAY 2927088 in 

patients with 
advanced HER2-

mutant NSCLC

Primary Endpoint:

- Safety/tolerability

- Pharmacokinetics

Secondary 

Endpoint:

- ORR

- PFS, DCR, DOR

PL04.03, Le et al, WCLC 2024



Patient Demographics
Cohort D

(N=44)*

Female, n (%) 28 (63.6)

Race, n (%)

White 10 (22.7)

Asian 30 (68.2)

Not reported 4 (9.1)

Median age, years (range) 62.0 (29-82)

Baseline ECOG PS, n (%)

0 19 (43.2)

1 25 (56.8)

Smoking habits at informed consent, n (%)

Never 31 (70.5)

Former 11 (25.0)

Current 2 (4.5)

NSCLC histology, n (%)

Squamous cell carcinoma, not otherwise specified 2 (4.5)

Adenocarcinoma, mixed or not otherwise specified 42 (95.5)

Median time since initial diagnosis, months (range) 16.0 (3.9-77.2)

Cohort 

D
(N=44)

HER2 mutations

Y772_A775dup (YVMA) insertion
31 

(70.5)

Point mutations 3 (6.8)

Other 
10 

(22.7)

Brain metastases at baseline

Yes 8 (18.2)

No
36 

(81.8)

Number of previous systemic anti-cancer 

treatments, n (%)

1
20 

(45.5)

2
10 

(22.7)

≥3
14 

(31.8)

PL04.03, Le et al, WCLC 2024



Primary Safety Endpoint

▪ Most reported adverse events were grade 1-2, 

but grade 3 diarrhea was frequent (25%) (per 

CTCAE v5: >7 stools/day above baseline or 

hospitalization indicated or limited self-care 

ADL’s). 

▪ 31.8% required dose reduction and 6.8% 

discontinued treatment.

▪ No ILD or pneumonitis reported.

PL04.03, Le et al, WCLC 2024



Secondary Efficacy Endpoints

ORR 72.1%         

mPFS 7.5 mos (95% CI 4.4-12.2)

▪ Median follow-up: 10.9 months (range 0.9-20.2)

▪ Treatment ongoing in 16 of 44 (36.4%) 

patients

▪ Treatment duration >12 mos in 14 patients 

(31.8%)

PL04.03, Le et al, WCLC 2024



PL04.03, Le et al, WCLC 2024

Outcomes in Selected Subgroups

HER2 YVMA (Y772_A775dup 
insertion)



Conclusions
▪ For a molecular subgroup (HER2) that has lacked tyrosine kinase 

inhibitor options, zongertinib and BAY 2927088 represent novel 

effective therapies with high response rates (~70%).

▪ Zongertinib demonstrates effective intracranial activity.

▪ Adverse events should not be minimized, particularly with                

respect to diarrhea, which can impact quality of life. 





KRYSTAL-12 Schema and PRO Tools

OA09.06, Felip et al, WCLC 2024



Change in Scores by Treatment Arm

OA09.06, Felip et al, WCLC 2024



Change in Scores by Treatment Arm

OA09.06, Felip et al, WCLC 2024



Novel KRAS G12C Inhibitors
Abstract Drug ORR PFS

OA14.03, Li et al,  
World Lung, 2024

Garsorasib 600 mg 
BID

52.0% 9.1 mos (5.6-10.3)

OA14.05, Zhou et al, 
World Lung, 2024

IBI351 600 mg BID 49.1% 9.7 mos (5.6-11.0)

OA14.06, Sacher et al, 
World Lung, 2024

Divarasib 400 mg 
daily

59.1% 15.3 mos (12.3-26.1)

Skoulidis et al,              
N Engl J Med, 2021

Sotorasib 960 mg 
daily

37.1% 6.8 mos (5.1-8.2)

Janne et al, N 
Engl J Med, 2022

Adgarasib 600 mg BID 42.9% 6.5 mos (4.7-8.4)

ORR = objective response rate
PFS = progression free survival



Conclusions
▪ Adagrasib and sotorasib represent existing targeted therapy options 

for patients with progressive KRAS G12C-positive NSCLC.

▪ In KRYSTAL-12, adagrasib was associated with improvement in 

symptoms and metrics of health-related quality of life as compared to 

docetaxel.

▪ Nonetheless, more effective targeted therapy options are               

needed.  Several agents are under current study with early                 

encouraging results (e.g., divarasib).





NTRK Fusions in NSCLC

Cocco et al, Nat Rev Clin Oncol, 2018
Drilon et al, N Engl J Med, 2018

▪ The incidence of NTRK fusion in NSCLC is low 

(<1%).

▪ Larotrectinib is a selective small molecular inhibitor 

of TRKA, TRKB, and TRKC proteins that is 
approved for patients with solid tumors harboring 

NTRK fusions.

▪ However, in the pivotal study leading to 

Larotrectinib’s approval (Drilon et al,                        
N Engl J Med, 2018), only 4 of 55                      

enrolled patients had a diagnosis of                       

lung cancer.



Study Design

MA06.12, Lin et al, WCLC 2024

Updated efficacy and 

biomarker analyses



Patient Demographics

MA06.12, Lin et al, WCLC 2024



Efficacy

MA06.12, Lin et al, WCLC 2024

Objective Response Rate Progression Free Survival

mPFS 22 mos (95% 10-NE)

mOS 39 mos (95% CI 17-NE)



Durability of Response Across Fusion Partners

MA06.12, Lin et al, WCLC 2024

▪ Median duration of response 

(DoR) 34 mos (95% CI 10-NE).

▪ Durable treatment responses 

were seen across a range of 

NTRK fusion partners.



Acquired Mechanism of Resistance?

MA06.12, Lin et al, WCLC 2024

▪ Paired post-baseline ctDNA sample 

identified new mutations in the NTRK 

kinase domain, KRAS, and TP53, 

potentially representing mechanisms of 

acquired resistance to larotrectinib.



Thank you!



Conclusions
▪ Although NTRK fusions are uncommon in NSCLC, they represent an 

important targetable driver alteration. 

▪ While approved across tumor types, larotrectinib shows effective and 

durable activity against NTRK-fusion NSCLC in particular. 

▪ Molecular testing (liquid or biopsy) in NSCLC should include an           

assessment of NTRK fusions. 
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