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SS Ramalingam et al. N Engl J Med 2020;382:41-50.

FLAURA trial established Osimertinib as the standard 1st line therapy for metastatic EGFR-mutated NSCLC

Median PFS 18.9 months

Median OS 38.6 months

Resistance inevitably occurs

Decreased PFS benefit observed in 
patients with CNS metastases at 
baseline and in patients with EGFR 
p.L858R mutated tumors



• How can we improve PFS and OS for patients treated with 
1st line osimertinib?

• Are there specific patient populations who would benefit from upfront 
combination therapy approaches?

• What are the best therapeutic options for treating osimertinib resistant 
EGFR-mutated lung cancers?
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HR: 0.47 HR: 0.75
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HR: 0.60 HR: 0.63
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Any treatment related 
AE ≥ grade 3: 53% 

Any AE leading to 
treatment 
discontinuation: 48%

Any treatment related 
AE ≥ grade 3: 11% 

Any AE leading to 
treatment 
discontinuation: 6%

PL.03.13 Jänne et al.  



Summary
1. The addition of platinum + pemetrexed to 1st 

line osimertinib improves PFS from 16.7 to 
25.5 months, but also significantly increases 
toxicity.

2.  While data are immature, OS is not improved 
by the addition of platinum + pemetrexed to 
1st line osimertinib.

3. Improvement in PFS is most pronounced in 
patients with CNS metastases or L858R 
mutations.  

Conclusions
1. Osimertinib + platinum/pemetrexed 

should not be the new standard of care 1st 
line therapy for all advanced EGFRmt lung 
cancer patients.

2. Osimertinib + platinum/pemetrexed 
should be considered as first line therapy 
for patients with CNS metastases or with 
EGFR L858R mutations.

3. Other high-risk features (absence of ctDNA 
clearance, TP53 or RBM10 mutations) 
should be studied and considered for 
combination treatment.



Clin Cancer Res. 2023;29(17):3340-3351. doi:10.1158/1078-0432.CCR-22-3146

A Phase 2 Randomized Study of Osimertinib Versus Osimertinib 
Plus Chemotherapy for Patients With Metastatic EGFR-
Mutant Lung Cancers That Have Detectable EGFR-Mutant 
cfDNA in Plasma After Initiation of Osimertinib: 
NCT: NCT04410796 (PI: Helena Yu)

Open at UCSF

Lack of ctDNA clearance correlates with decreased PFS



Ramalingam, IASLC 2022



OA21.05, Kim et al.



ORR: 50%
Intracranial ORR: 29.2%
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Summary
1. 50% ORR and PFS of 5.6 months with 

Tepotinib + Osimertinib in patients with MET 
AMP (FISH) resistance.

2. Toxicity profile appears to be manageable.

3. Patients with MET AMP detected by liquid 
biopsy respond similarly, but rate of 
detection is much lower.

4. Detection of other concurrent resistance 
mechanism correlates with decreased 
response.  

Conclusions
1. Tepotinib + Osimertinib is a reasonable 

option in patients with MET AMP as only 
detectable resistance alteration.

2. FISH is better than LBx at detecting MET 
AMP and should be considered in all 
patients with available tissue at 
Osimertinib resistance.



CHRYSALIS-2: Amivantamab, Lazertinib + Platinum Chemotherapy in Post-TKI Advanced EGFR mutated NSCLC

MA13.06, Lee et al.



ORR: 50%
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Summary
1. Phase II trial (n = 20) shows 50% ORR and 

mPFS or 14 months with amivantamab + 
lazertinib + carbo/pemetrexed after 
progression on EGFR TKI.

2. Grade 3 neutropenia and thrombocytopenia 
are common.

3. Awaiting results of larger randomized 
MARIPOSA-2 Trial.

Conclusions
1. Activity of amivantamab + lazertinib + 

carbo/pemetrexed at TKI resistance 
appears promising, but trial is too small to 
make recommendations.

2. Wait for MARIPOSA-2 results before 
considering this as a treatment option.

3. Toxicity is a significant concern (rash, 
cytopenias).

4. Need biomarker testing to determine who 
is most likely to benefit.
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Overall Response Intracranial Response
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Summary
1. HER3-DXd demonstrated 29% ORR and 5.5 

month PFS as 3rd line+ therapy in EGFRmt 
NSCLC.

2. Chemo-related toxicities are common, ILD 
5.3% .

3. Appears to be active regardless of TKI 
resistance mechanism.

Conclusions
1. HER3-DXd is a promising 3rd line option for 

EGFR-mutated NSCLC.

2. Biomarker testing not likely needed.

3. Combination therapies (TKI or IO) should 
be studied.



Exon 19 del, no CNS mets

CNS mets or L858R

Osimertinib

Consider Osimertinib + 
carboplatin/pemetrexed

MET AMP (FISH or NGS)

Consider Osimertinib + 
tepotinib (or other MET TKI)

No MET AMP or multiple 
resistance mechanisms 

Consider platinum doublet 
chemo +/- Bev(if not given in 

1st line) or  Lazertinib + 
amivantamab* +/- chemo

Consider platinum doublet chemo 
+/- Bev (if not given in 1st/2nd line) 
or  Lazertinib + amivantamab* +/- 

chemo (if not given in 2nd line)

Consider HER3-DXd* (if prior 
platinum doublet)

1st line 2nd line 3rd line

Proposed Treatment Paradigm for Advanced EGFR-mutated (Exon 19 del or L858R) NSCLC

* If FDA-approved


