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ÇALIŞMA PFS (ay) OS (ay)
CTONG0901 Gefitinib Erlotinib HR (%95 GA) Gefitinib Erlotinib HR (%95 GA)

10.4 13.0 0.81 (0.62-1.05) 20.1 22.9 0.84 (0.63-1.13)

LUX-LUNG-7 Afatinib Gefitinib Afatinib Gefitinib

11.0 10.9 0.73 (0.57-0.95) 27.9 24.5 0.86 (0.66-1.12)

ARCHER Dacomitinib Gefitinib Dacomitinib Gefitinib

14.7 9.2 0.59 (0.47-0.74) 34.1 26.8 0.76 (0.58-0.99)

FLAURA Osimertinib Gefitinib/Erlotinib Osimertinib Gefitinib/Erlotinib

18.9 10.2 0.46 (0.37-0.57) 38.6 131.8 0.63 (0.45-0.88)

AENEAS Aumolertinib Gefitinib Aumolertinib Gefitinib

19.3 9.9 0.46 (0.36-0.60) NA NA

LASER Lazertinib Gefitinib Lazertinib Gefitinib

20.6 9.7 0.45 (0.34-0.58) NA NA
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Çalışma
PFS (ay) OS (ay)

Erlo-Beva Erlotinib HR (95%CI) Erlo-Beva vs 
Erlo HR (95%CI)

NEJ 026 16.9 13.3 0.56 (0.62-1.05) 50.7 vs 46.2 NS

%72 %66 ORR

Erlo-Rami Erlotinib HR (95%CI) Erlo-Rami vs 
Erlo HR (95%CI)

RELAY* 19.4 12.4 0.59 (0.57-0.95)

%76 %75 ORR

KHDAK’de birinci basamak 
EGFR TKI-antiVEGF vs TKI

* Beyin metastazı olan hastalar dışlandı

EGFR TKI vs EGFR TKI + Anti-VEGF



1. Jenerasyon EGFR TKİ ± Kemoterapi

mPFS:20.9 vs 11.9 ay 
HR: 0.49
mOS: 50.9 vs 38.8 ay

mPFS: 16 vs 8 ay 
HR: 0.51
mOS: NR vs 17 ay

Grade ¾ AE: %65 vs 31 

EGFR TKI vs EGFR TKI + Kemoterapi



FLAURA2 Phase III study design

• Primary endpoint: PFS by investigator assessment per RECIST 1.1‡§

• Sensitivity analysis: PFS by BICR assessment per RECIST 1.1

• Secondary endpoints: OS, ORR, DoR, DCR, HRQoL, safety (AEs by CTCAE v5) and PFS2‡

Stratification by:
• Race (Chinese Asian / 

non-Chinese Asian / 
non-Asian)

• EGFRm (local / central 
test)

• WHO PS (0 / 1) Osimertinib 80 mg (QD)

Osimertinib 80 mg (QD)
+ pemetrexed 500 mg/m2

+ carboplatin AUC5 
or cisplatin 75 mg/m2 

(Q3W for 4 cycles for 
platinum-based 

treatments)

Maintenance 
osimertinib 80 mg (QD)
+ pemetrexed (Q3W)†

Randomization  
1:1 (N=557)

Follow-up:
• RECIST 1.1 assessment at

6 and 12 weeks, then every
12 weeks until RECIST 1.1
defined radiological disease
progression or other withdrawal
criteria were met

Key inclusion criteria:
• Aged ≥18 years (Japan: ≥20 years)
• Pathologically confirmed 

non-squamous NSCLC
• Ex19del / L858R (local / central test)
• WHO PS 0 / 1
• No prior systemic therapy for advanced 

NSCLC
• Stable CNS metastases were allowed*
• Brain scans at baseline (MRI / CT)

Patients with untreated locally 
advanced / metastatic EGFRm NSCLC

Safety run-in period (N=30)
Published in ESMO Open, 20211

1. Planchard et al. ESMO Open 2021;6:100271
*Not requiring steroids for at least two weeks; †Pemetrexed maintenance continued until a discontinuation criterion was met; ‡Efficacy analyses in the full analysis set, defined as all patients randomized to study treatment regardless of the treatment actually received, and safety 
analyses in the safety analysis set, defined as all randomized patients who received ≥1 dose of study treatment – one patient who was randomized to osimertinib plus platinum-pemetrexed received only osimertinib and was therefore included in the osimertinib monotherapy safety 
analysis set; §The study provided 90% power to demonstrate a statistically significant difference in PFS assuming HR=0.68 at 5% two-sided significance level

AE, adverse event; AUC, area under curve; BICR, blinded independent central review; CNS, central nervous system; CT, computed tomography; CTCAE, Common Terminology Criteria for Adverse Events; DCR, disease control rate; DoR, duration of response;
EGFRm, epidermal growth factor receptor-mutated; EGFR-TKI, EGFR-tyrosine kinase inhibitor; Ex19del, exon 19 deletion; HR, hazard ratio; HRQoL, health-related quality of life; MRI, magnetic resonance imaging; NSCLC, non-small cell lung cancer; ORR, objective response rate; 
OS, overall survival; PFS, progression-free survival; PFS2, second progression-free survival; QD, once-daily; Q3W, every 3 weeks; RECIST, Response Evaluation Criteria in Solid Tumors; WHO PS, World Health Organization performance status
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No. at risk:
279 255 242 223 207 184 158 128 81 39 20 3 0
278 247 218 195 169 139 116 88 59 42 18 2 0

62%

47%

• Median PFS was improved by ~9.5 months with osimertinib plus platinum-pemetrexed vs osimertinib monotherapy
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Median PFS, months (95% CI)
Osimertinib + platinum-
pemetrexed

29.4 (25.1, NC)

Osimertinib monotherapy 19.9 (16.6, 25.3)
HR (95% CI) 0.62 (0.48, 0.80); 

p=0.0002
Overall maturity: 43%

Median follow-up for PFS*, months (range):
Osimertinib + platinum-pemetrexed, 19.4 (0–33.2)

Osimertinib monotherapy, 14.6 (0–33.2)

Data cut-off: 03 April 2023
*In all patients
BICR, blinded independent central review; CI, confidence interval; HR, hazard ratio; NC, not calculable; PFS, progression-free survival
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No. at risk:
116 101 98 93 84 77 70 58 34 19 8 2 0
110 95 84 73 60 50 37 32 21 13 5 1 0

163 153 143 132 123 110 95 75 50 23 13 1 0
168 151 143 130 118 98 82 62 46 35 16 0 0

With CNS metastases
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Median PFS, months (95% CI)
Osimertinib + platinum-
pemetrexed

24.9 (22.0, NC)

Osimertinib monotherapy 13.8 (11.0, 16.7)
HR (95% CI) 0.47 (0.33, 0.66)
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Without CNS metastases
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Time from randomization (months)

Median PFS, months (95% CI)
Osimertinib + platinum-
pemetrexed

27.6 (24.7, NC)

Osimertinib monotherapy 21.0 (16.7, 30.5)
HR (95% CI) 0.75 (0.55, 1.03)

PFS per investigator in patients with / without CNS
metastases at baseline*

Data cut-off: 03 April 2023
*CNS metastases determined by the investigator and recorded in the eCRF
CI, confidence interval; CNS, central nervous system; eCRF, electronic case report form; HR, hazard ratio; NC, not calculable; PFS, progression-free survival

Beyin metastazı olanlarda
Olmayanlara yakın bir PFS
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No. at risk:
172 159 150 142 131 120 103 86 53 23 9 3 0
169 152 144 135 117 96 79 63 48 33 16 1 0
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106 95 91 83 76 67 62 47 31 19 12 0 0
107 92 82 68 61 52 40 31 19 15 5 0 0
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Time from randomization (months)

Median PFS, months (95% CI)
Osimertinib + platinum-
pemetrexed

27.9 (25.1, NC)

Osimertinib monotherapy 19.4 (16.5, 27.6)
HR (95% CI) 0.60 (0.44, 0.83)

Median PFS, months (95% CI)
Osimertinib + platinum-
pemetrexed

24.7 (19.5, 27.4)

Osimertinib monotherapy 13.9 (11.1, 19.4)
HR (95% CI) 0.63 (0.44, 0.90)

PFS per investigator by EGFR mutation type at 
baseline*

Data cut-off: 03 April 2023
*Patients with co-occurring Ex19del and L858R mutations were included in the Ex19del group
CI, confidence interval; EGFR, epidermal growth factor receptor; Ex19del, exon 19 deletion; HR, hazard ratio; NC, not calculable; PFS, progression-free survival

Ex19del L858R

Exon 21’deki PFS 
Exon 19’a benzer



Median follow up 51.2

Planchard et al. WCLC 2025

Overall Survival- FLAURA-2







Beyin metastazı olanlarda PFS
Daha düşük



OS yararı trendi var
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EGFR Mutant Hastalarda Faz 3 klinik çalışma sonuçları - PFS (ay)









İKİNCİ BASAMAK



T790M + Hastada 2. Basamak Osimertinib 
AURA 3

N Engl J Med 2017;376:629-40
V. A. Papadimitrakopoulou et al, Ann. Oncol, 2020 

mPFS 10.1 vs 4.4 ay, HR: 0.30
ORR %71 vs %31
mOS 26.8 vs 22.5 ay, HR: 0.87
mOS 26.8 vs 15.9 ay, HR: 0.54
(Crossover etkisi düzeltilince) 

Seri EGFR TKI almış, 
T790M (+) 419 hasta, 2:1
%73 çapraz geçiş

1L EGFR TKI SONRASI T790M MUTASYONU
OSIMERTINIB 







Amivantamab plus chemo (with or without lazertinib) vs chemo
 in EGFR-mutated advanced NSCLC after progression on osimertinib: 

MARIPOSA-2,a phase III, global, randomized, controlled trial. 
LBA15 –Pasaro A, et al 





Amivantamab plus chemo (with or without lazertinib) vs chemo
 in EGFR-mutated advanced NSCLC after progression on osimertinib: 

MARIPOSA-2,a phase III, global, randomized, controlled trial. 
LBA15 –Pasaro A, et al 











ALK+ mKHDAK
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Lorlatinib vs Crizotinib in Treatment-Naive Patients With Advanced ALK+ Non-Small Cell Lung Cancer: 5-Year Progression-Free Survival and Safety From the CROWN Study

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



At 60.2 Months of Median Follow-Up, Median PFS by Investigator Was Still Not Reached With Lorlatinib

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Lorlatinib Treatment Benefited Patients With Poor Prognostic Biomarkers

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Lorlatinib Showed Superior PFS Benefit Irrespective of Presence or Absence of Baseline Brain Metastases

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Time to IC Progression Was Longer With Lorlatinib in Presence or Absence of Baseline Brain Metastases

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Emerging New ALK Mutations Were Not Detected in ctDNA Collected at the End of Lorlatinib Treatment

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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