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OUTLINE
• EGFR:
• LAURA (OSIMERTINIB POST CHEMO-XRT)
• HARMONI-A (IVONESCIMAB + CHEMO POST EGFR-TKI)

• ALK:
• CROWN (LORLATIINIB VS CRIZOTINIB)

• KRAS G12C:
• KRYSTAL 12 (ADAGRASIB VS DOCETAXEL IN PRETREATED ADVANVED/METASTATIC NSCLC)



PACIFIC TRIAL: EGFR-
M POST-HOC PFS
• TREATMENT OF STAGE III EGFR-MUTATED 

NSCLC PATIENTS WITH CONSOLIDATIVE 
DURVALUMAB DOES NOT SHOW CLEAR 
BENEFIT

• THIS IS AN AREA OF UNMET NEED, CALLING 
FOR EFFECTIVE APPROACHES IN THIS 
DISEASE STATE

https://www.sciencedirect.com/science/article/pii/S1556086423001375



LAURA TRIAL DESIGN
Patients with locally advanced, unresectable 
stage III EGFRm non-small cell lung cancer 
with no progression during/following 
definitive concurrent chemo radiation 
therapy

Key inclusion criteria:
Age ≥ 18 years (Japan ≥ 20 years)
WHO PS 0/1
Confirmed locally advanced Stage III NSCLC
Ex 19 Del / L8585R
Maximum interval between last dose CRT and 
randomization: 6 weeks

Treatment duration until BICR-assessed 
progression (per RECIST v 1.1), toxicity or 
other discontinuation criteria

Open-label Osimertinib after BICR-confirmed 
progression offered in both treatment arms

Tumor assessments:
Chest CT / MRI and brain MRI
At baseline, every 8 weeks to week 48, and 
then every 12 weeks until BICR-assessed 
progression

Osimertinib 80 mg, 
once daily

Placebo,
Once daily

Randomization 
2:1

(N=216)
Statification by:

Concurrent vs sequential CRT
Stage IIIA vs Stage IIIB/IIIC

China vs non-China

Endpoints
• Primary Endpoint: PFS by BICR per RECIST v 1.1 (sensitivity analysis: PFR by investigator
• Secondary Endpoints: OS, CNS PFS, Safety



Characteristic
Osimertinib
(N=143)

Placebo
(N=73)

Sex — no. (%)

Male 53 (37) 31 (42)

Female 90 (63) 42 (58)

Age — yr

Median 62 64

Range 36 to 84 37 to 83

Smoking status — no. (%)

Current 4 (3) 1 (1)

Former 37 (26) 23 (32)

Never 102 (71) 49 (67)

Race — no. (%)†

Asian 116 (81) 62 (85)

Non-Asian 27 (19) 11 (15)

WHO performance-status score — no. (%)‡

0 80 (56) 31 (42)

1 63 (44) 42 (58)

AJCC–UICC disease stage — no. (%)§

IIIA 52 (36) 24 (33)

IIIB 67 (47) 38 (52)

IIIC 24 (17) 11 (15)

Histologic type — no. (%)

Adenocarcinoma 139 (97) 69 (95)

Squamous-cell carcinoma 3 (2) 2 (3)

Other¶ 1 (1) 2 (3)

EGFR mutation type at screening — no. (%)ǁ

Exon 19 deletion 74 (52) 43 (59)

L858R mutation 68 (48) 30 (41)

Type of chemoradiotherapy — no. (%)**

Concurrent 131 (92) 62 (85)

Sequential 12 (8) 11 (15)

Best overall response to chemoradiotherapy — no. (%)††

Complete response 4 (3) 3 (4)

Partial response 67 (47) 27 (37)

Stable disease 61 (43) 37 (51)

Not evaluable‡‡ 11 (8) 6 (8)

Target-lesion size — mm§§ 33±18 36±17
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ADVERSE EVENTS OF 
INTEREST

• THE MOST COMMON AE IN BOTH ARMS WAS 
RADIATION PNEUMONITIS

• INTERSTITIAL LUNG DISEASE REPORTED IN 8% OF 
PATIENTS IN THE OSIMERTINIB ARM

• MOST ILD CASES WERE GRADE ½ (GRADE 5 = 1)

https://www.nejm.org/doi/full/10.1056/NEJMoa2402614?logout=true#t1



LIKELY NEW STANDARD OF CARE
• OSIMERTINIB RESULTED IN CLINICALLY MEANINGFUL IMPROVEMENT IN PFS VS PLACEBO IN STAGE III EGFR-

MUTATED NSCLC FOLLOWING DEFINITIVE CHEMORADIATION
• 39.1 MOS (95% CI 31.5, NC) VS 5.6 MOS  (95% CI 3.7, 7.4)
• HR 0.16 (95% CI 0.10, 0.24), P < 0.001

• EVEN WITH 81% CROSSOVER, INTERIM 0S DATA SHOWED A POSITIVE TREND IN FAVOR OF OSIMERTINIB
• POST-CHEMORADIOTHERAPY SAFETY PROFILE WAS AS EXPECTED AND MANAGEABLE
• MOLECULAR PROFILING FOR EGFR IS ESSENTIAL FOR STAGE III PATIENTS TO ENSURE APPROPRIATE AND 

OPTIMAL THERAPY
• MECHANISMS OF RESISTANCE TO HOPEFULLY GUIDE FURTHER THERAPY AND RESEARCH



IVONESCIMAB

• BI-SPECIFIC ANTIBODY TARGETING:
• PD-1 AND VEGF

• POTENTIAL EFFICACY IN EGFR MUTATED NSCLC PROGRESSING 
ON TKI IN PHASE I AND II TRIALS



HARNONI-A TRIAL DESIGN
Key inclusion criteria:
Nsq-NSCLC (IIIB/C, ineligible 
for surgery of stage IV)
Sensitizing EGFR mutation
ECOG PS 0/1
Any PD-L1 expression
Stratification factors:
Exposure to 3rd  gen EGFR inh 
(yes or no)
Brain metastases (yes or 
no)

Treatment until:
Intolerable toxicity
No clinical benefit
Initiation of new anti-tumor 
therapy

Up to 24 months

Ivonescimab
20 mg/kg IV

+
Pemetrexed 500 mg/kg

Carboplatin AUC 5
Q3 weeks for 4 cycles

Placebo
+

Pemetrexed 500 mg/kg
Carboplatin AUC 5

Q3 weeks for 4 cycles

Endpoints
• Primary Endpoint: PFS by Independent radiologic review committee
• Secondary Endpoints: OS, ORR, DOR, TTR, safety

Placebo
+

Pemetrexed 500 mg/kg

Ivonescimab
20 mg/kg IV

+
Pemetrexed 500 mg/kg

1:1

J Clin Oncol 42, 2024 (suppl 16; abstr 8508)
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• IVONESCIMAB PLUS CHEMOTHERAPY SIGNIFICANTLY IMPROVED PFS 
IN PATIENTS WHO PROGRESSED ON EGFR-TKI THERAPY:
• HR 0.46 (95% CI 0.34, 0.62) P < 0.001

• BENEFIT OF IVONESCIMAB PLUS CHEMOTHERAPY VS CHEMOTHERAPY 
WAS OBSERVED ACROSS ALL PRESPECIFIED SUBGROUPS

• ADVERSE REACTIONS WERE AS EXPECTED GIVEN THE COMPONENTS 
OF THE THERAPEUTIC REGIMEN AND MANAGEABLE

• THE STUDY IS NOW ENROLLING PATIENTS IN THE US AND EUROPE FOR 
FURTHER VALIDATION

J Clin Oncol 42, 2024 (suppl 16; abstr 8508)



KRAS G12C: THE 
ELUSIVE TARGET
• SMALL BINDING POCKET INHIBITS DRUG 

BINDING

• HIGH AFFINITY FOR GTP (ON-STATE)

• INCREASED PROTEIN EXPRESSION IN 
PRESENCE OF INHIBITOR

• OFTEN NOT A STANDALONE DRIVER IN 
MALIGNANCY (PRESENCE OF CO-MUTATIONS)



J Clin Oncol 42, 2024 (suppl 17; abstr LBA8509)
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• IN THE PHASE 3 KRYSTAL-12 TRIAL, ADA DEMONSTRATED A STATISTICALLY SIGNIFICANT AND MEANINGFUL IMPROVEMENT 
IN PFS OVER DOCE IN PATIENTS WITH PREVIOUSLY TREATED KRASG12C-MUTATED NSCLC (MEDIAN PFS, 5.5 VS 3.8 MO, 
RESPECTIVELY; HR, 0.58; P < 0.0001)

• PFS BENEFIT WAS OBSERVED ACROSS KEY SUBGROUPS

• ORR WAS ALSO SIGNIFICANTLY HIGHER WITH ADA VS DOCE (32% VS 9%; ODDS RATIO, 4.68; P < 0.0001); OVERALL, THE 
RESPONSES WERE DEEP AND APPEAR TO BE DURABLE

• ADA SHOWED INTRACRANIAL EFFICACY AMONG PATIENTS WITH BRAIN METASTASES AT BASELINE, WITH A RESPONSE 
RATE THAT WAS MORE THAN DOUBLE THAT OBSERVED WITH DOCE (INTRACRANIAL ORR, 24% VS 11%)

• THE SAFETY PROFILES OF ADA AND DOCE WERE CONSISTENT WITH PREVIOUS REPORTS, WITH NO NEW SAFETY 
SIGNALS

• THESE RESULTS REINFORCE ADA AS AN EFFICACIOUS TREATMENT OPTION FOR PATIENTS WITH KRASG12C-MUTATED
NSCLC AFTER DISEASE PROGRESSION ON PRIOR CHEMOTHERAPY AND IMMUNOTHERAPY

• A PHASE 3 TRIAL COMPARING FIRST-LINE ADA PLUS PEMBROLIZUMAB VS PEMBROLIZUMAB ALONE IS CURRENTLY 
ENROLLING

J Clin Oncol 42, 2024 (suppl 17; abstr LBA8509)
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• LORLATINIB BENEFITED PATIENTS WITH POOR PROGNOSTIC BIOMARKERS
• EML4::ALK FUSION VARIANTS 1, 3
• PRESENCE OF TP53 MUTATION

• EMERGING NEW ALK MUTATIONS WERE NOT DETECTED IN CT-DNA AT END OF LORLATINIB TREATMENT

• MEDIAN PFS NOT REACHED AT 5-YEAR FOLLOW UP = LONGEST PFS REPORTED IN ADVANCED NSCLC

• 92% PROBABILITY OF BEING FREE OF INTRACRANIAL DISEASE PROGRESSION

• NO NEW SAFETY SIGNALS

J Clin Oncol 42, 2024 (suppl 17; abstr LBA8503)









SUMMARY
• EGFR REMAINS A RELEVANT TARGET IN NSCLC, WITH A RAPIDLY EXPANDING REPERTOIRE OF AGENTS 

USEFUL AT NEARLY EVERY STAGE OF DISEASE
• MOLECULAR PROFILING FOR EVERY LUNG CANCER PATIENT IS INEVITABLE
• ADJUVANT OSIMERTINIB PROLONG PFS, WITH A TREND TOWARD IMPROVED OS, WHEN GIVEN AFTER 

CONCURRENT CHEMORADIOTHERAPY
• IN PROGRESSIVE EGFR MUTATED NSCLC, MECHANISMS OF RESISTANCE ARE KEY TO CONTINUING TARGETED 

AND PRECISION APPROACHES (AGAIN DEPENDENT ON MOLECULAR PROFILING)
• IVONESCIMAB WITH CHEMOTHERAPY IMPROVED PFS AND DCR, AS WELL AS PROLONGED DOR COMPARED TO 

CHEMOTHERAPY FOR PATIENTS PROGRESSING ON EGFR-TKI



SUMMARY

• KRAS G12C MUTATION POSITIVE DISEASE REPRESENTS NEARLY 13% OF NSQ-NSCLC
• THE PROTEIN HAS BEEN CHALLENGING TO CONSISTENTLY TARGET
• ADAGRASIB AND SOTORASIB ARE THE 2 G12C INHIBITORS CURRENTLY IN THE CLINIC
• ADAGRASIB PROLONGED PFS COMPARED TO DOCETAXEL IN THE KRYSTAL-12 TRIAL
• NEW GENERATION G12C INHIBITORS ARE ALREADY IN DEVELOPMENT AND MONOTHERAPY AND COMBINATION 

CLINICAL TRIALS ARE ONGOING



SUMMARY
• MANY ACTIVE ALK INHIBITORS ARE AVAILABLE FOR USE IN CLINICAL PRACTICE

• LORLATINIB HAS SHOWN THE LONGEST PFS IN NSCLC, WITH PFS STILL NOT REACHED AFTER 5 YEARS OF 
FOLLOW UP WHEN COMPARED TO CRIZOTINIB

• INTRACRANIAL ACTIVITY OF THE AGENT IS CONFIRMED IN THE CROWN INTRACRANIAL PFS DATA

• ALECTINIB, ALSO ACTIVE IN METASTATIC ALK+ NSCLC, IS NOW APPROVED AS AN ADJUVANT THERAPY IN 
EARLY STAGE, RESECTABLE ALK+



THANK YOU!


