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Objectives
• Review Practice Changing Data for Treatment of Lung Cancer
⎼ Non-small cell lung cancer

o Lorlatinib for front-line metastatic ALK+ NSCLC
o Consolidative Osimertinib for Unresectable EGFR-mutated NSCLC

⎼ Small Cell Lung Cancer
o Consolidative Durvalumab for Limited Stage SCLC
o Tarlatamab for relapsed Extensive Stage SCLC

• Discuss Modern Controversies in Lung Cancer
⎼ Perioperative systemic therapy for resectable NSCLC
⎼ Combination therapies for metastatic, EGFR-mutated NSCLC

o Chemotherapy + Osimertinib or Amivantamab + Lazertinib for 1L metastatic, EGFR-mutated NSCLC
o Chemotherapy + Amivantamab for 2nd line metastatic, EGFR-mutated NSCLC



New Standards of Care



First-line lorlatinib for metastatic ALK+ 
NSCLC
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Lorlatinib for treatment naïve, metastatic, ALK+ NSCLC (CROWN)

Solomon et al, J Clin Oncol 2024;42:3400-3409.
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Lorlatinib vs Alectinib (CROWN vs ALEX) – Lorlatinib PFS numerically better

Solomon et al, J Clin Oncol 2024;42:3400-3409.
Mok et al, Ann Oncol 2020;31:1056-1064.
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Lorlatinib has excellent CNS activity

Solomon et al, J Clin Oncol 2024;42:3400-3409.

Lorlatinib     Crizotinib
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Lorlatinib has unique side effect profile

Solomon et al, J Clin Oncol 2024;42:3400-3409.
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Lorlatinib dose reduction does not impact efficacy

Solomon et al, J Clin Oncol 2024;42:3400-3409.
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Lorlatinib Case

Before lorlatinib 2 months after starting lorlatinib

70 yo F with ALK+ 
NSCLC and 
multiple brain 
metastases and 
leptomeningeal 
disease
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Take Aways - Lorlatinib
• Lorlatinib in treatment naïve, metastatic, ALK+ NSCLC provides historically 

long PFS and should be considered the new standard of care in this 
setting

• Side effect profile can be challenging, but manageable with dose 
reduction.

• Dose reduction does not appear to impact efficacy



Osimertinib consolidation after 
chemoradiation for unresectable, 
EGFR-mutated NSCLC (LAURA)
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LAURA- Background
• Immune checkpoint 

inhibitors are ineffective 
for EGFR-mutated NSCLC

• Post-hoc analysis of 
PACIFIC showed no benefit 
from Durvalumab for 
EGFR-mutated patients

Naidoo et al., J Thorac Oncol, 2023;657-663.
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Osimertinib prolongs PFS after chemoradiation

Lu et al, N Engl J Med 2024;391:585-597.
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Osimertinib reduces risk of brain metastases
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Osimertinib increases pneumonitis risk
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LAURA Take Home Points
• Osimertinib significantly improves PFS in unresectable, EGFR-mutated 

NSCLC following chemoradiation and is the new standard of care in this 
population.

• Pneumonitis risk increases slightly with Osimertinib after chemoradiation 
and careful monitoring is necessary.



Durvalumab consolidation after 
chemoradiation for Limited Stage 
Small Cell Lung Caner (ADRIATIC)
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Durvalumab consolidation after chemoradiation improves OS 
for LS-SCLC

Cheng et al, N Engl J Med 2024;391:1313-1327.
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Durvalumab consolidation after chemoradiation improves OS 
for LS-SCLC

Cheng et al, N Engl J Med 2024;391:1313-1327.
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Durvalumab consolidation after chemoradiation improves PFS 
for LS-SCLC

Cheng et al, N Engl J Med 2024;391:1313-1327.



Tarlatamab for previously treated 
Extensive Stage SCLC
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Tarlatamab – Mechanism of Action

Anpaydin and Sage, Transl Lung Cancer Res 2023.
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Tarlatamab – DeLLphi-301

Sands et al, WCLC 2024.
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Tarlatamab – DeLLphi-301 – Response Rates

Sands et al, WCLC 2024.
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Tarlatamab – DeLLphi-301 – PFS

Ahn et al, N Engl J Med 2023;389:2063-2075.
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Tarlatamab – DeLLphi-301 – durable responses

Sands et al, WCLC 2024.
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Tarlatamab – DeLLphi-301 – durable control

Sands et al, WCLC 2024.
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Historically long OS for heavily treated population

Sands et al, WCLC 2024.
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No OS difference between chemosensitive and chemoresistant SCLC

Sands et al, WCLC 2024.
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Tarlatamab – DeLLphi-301 – CRS/ICANS

Ahn et al, N Engl J Med 2023;389:2063-2075.
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Tarlatamab Case Study
• 66 yo M with ES-SCLC, progression on CT 

after 4 cycles of chemoimmunotherapy

• Grade 1 CRS with C1D1 tarlatamab 
(persisted for 72 hours).
⎼ Received one dose of dexamethasone on day 4 with 

resolution of fevers.

• Grade 1 CRS with C1D8. No tx needed, new 
hypoxia prompts CT chest which shows 
disease progression.

• No further CRS with C1D15 or C2D1

• CT A/P shows disease response after 
C1D15, feeling very well and hypoxia 
resolved

Baseline

2 weeks after starting tarlatamab

4 weeks after starting tarlatamab

Baseline
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Tarlatamab Take Aways
• Provides unprecedented duration of response and overall survival in 

heavily pretreated ES-SCLC
⎼ Even chemorefractory patients can benefit

• CRS occurs frequently in 1st cycle, but is manageable and rarely severe
⎼ Inconvenience and unique toxicities can be barriers to treatment

• Unclear CNS activity/safety for patients with untreated brain metastases

• Promising treatment but may not be appropriate for all



Controversies



Neoadjuvant vs Perioperative 
Chemoimmunotherapy for resectable 
NSCLC
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Immunotherapy for Resectable NSCLC
Trial Name Regimen DFS/EFS pCR
Impower 010 Adjuvant atezolizumab x 1 year HR 0.66 (0.50-0.88; p=0.0039) for PD-L1+ N/A

Keynote 91 Adjuvant Pembrolizumab x 1 year HR 0.76 (0.63-0.91; p=0.0014) N/A

CheckMate 816 Neoadjuvant chemo+nivolumab x 3 cycles HR 0.63 (0.43-0.91; p=0.005) 24%

Keynote 671 Perioperative
Neoadjuvant chemo+pembrolizumab x 4 and 
adjuvant pembrolizumab q 3 weeks x 13 cycles

HR 0.58 (0.46-0.72; p<0.001) 18.1%

AEGEAN Perioperative
Neoadjuvant chemo+durvalumab x 4 and adjuvant 
durvalumab q4wk x12 cycles

HR 0.68 (0.53-0.88; p=0.004) 17.2%

Checkmate 77T Perioperative
Neoadjuvant chemo+nivolumab x 4 and adjuvant 
nivolumab q 4 wk x 1 year

HR 0.58 (0.42-0.81; p<0.001) 25.3%
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Neoadjuvant vs Perioperative chemoIO

Forde et al, WCLC 2024.
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Neoadjuvant vs Perioperative chemoIO

Forde et al, WCLC 2024.
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Patients without pCR may benefit more from more IO

Forde et al, WCLC 2024.
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Immunotherapy for Resectable NSCLC Take Aways

• Nuanced discussion with patient, no universal strategy currently
⎼ Randomized phase III trials being designed to try to identify best strategy

• We favor neoadjuvant chemoimmunotherapy for node positive disease 
(particularly stage 3)
⎼ Consider additional adjuvant immunotherapy if no pathologic CR



New treatment options for 1L, 
metastatic, EGFR-mutated NSCLC



The “Old” Days: FLAURA

Soria et al, N Engl J Med 2018;378:113-125.
Ramalingam et al, N Engl J Med 2020;382:41-50.



The “Old” Days: FLAURA

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



FLAURA2:
Chemotherapy + Osimertinib

Mariposa:
Amivantamab + Lazertinib

New Kids on the Block

Planchard et al, N Engl J Med 2023;389:1935-1948.
Cho et al, N Engl J Med 2024.

FLAURA2:
Chemotherapy + Osimertinib



FLAURA2

Planchard et al, N Engl J Med 2023;389:1935-1948.



FLAURA2

Planchard et al, N Engl J Med 2023;389:1935-1948.



FLAURA2

Planchard et al, N Engl J Med 2023;389:1935-1948.



FLAURA2

Planchard et al, N Engl J Med 2023;389:1935-1948.



FLAURA2

Planchard et al, N Engl J Med 2023;389:1935-1948.



FLAURA2

Planchard et al, N Engl J Med 2023;389:1935-1948.

• Adverse events leading to discontinuation of osimertinib
• 11% in chemo + osimertinib group
• 6% in osimertinib group

• Dose interruptions of osimertinib
• 43% in chemo + osi
• 19% in osi

• Osimertinib dose reductions
• 10% chemo + osi
• 3% osi

• Chemotherapy discontinuation
• 76% received the 4 planned cycles of platinum + pemetrexed
• 17% discontinued platinum and 43% discontinued pemetrexed due to AEs.



• Pros
• Significant gains in PFS 

with combination therapy
 Particularly in L858R and 

pts with underlying brain 
metastases

• Cons
• Significantly increases toxicity 

(mainly cytopenias)
• Unclear if combination 

impacts overall survival

FLAURA2



Mariposa

Cho et al, N Engl J Med 2024.



Mariposa

Cho et al, N Engl J Med 2024.



Mariposa

Cho et al, N Engl J Med 2024.



Mariposa

Cho et al, N Engl J Med 2024.



Mariposa

Cho et al, N Engl J Med 2024.



Mariposa

https://www.rybrevant.com/mariposa/what-to-expect/dosing-and-administration/

4 3

5 5



• Pros
• Significant gains in PFS 

with combination therapy

• Cons
• Substantial increase in 

challenging toxicities
• Large time commitment
• Overall survival data is 

immature

Mariposa



EGFR management is not “one size fits all”

EGFR exon 19 del + TP53
3 pleural mets

NED after 4 years of 
osimertinib

On osimertinibBefore osimertinib



EGFR management is not “one size fits all”
EGFR exon 19 del +

2 months after osimertinibBefore osimertinib 9 months after starting osimertinib



Can we use ctDNA to help stratify risk and adapt therapeutic approach?

Gray et al, Clin Cancer Res 2023;29:3340-3351.

NCT04410796: Randomized phase 2 trial 
evaluating osimertinib +/- chemotherapy after 
failure to clear ctDNA with osimertinib alone. 
Currently recruiting.



How I treat metastatic EGFR-mutated NSCLC in 1L

• Individualized approach with shared decision making with ctDNA to help inform decision making

• Single-agent osimertinib remains very reasonable, particularly for:
• Low burden of metastatic disease
• No brain metastases
• EGFR exon 19 deletion
• Frail or elderly patients

• Consider chemotherapy and osimertinib for:
• High-volume/symptomatic brain metastases
• Heavy burden of disease with other poor prognostic markers (L858R, TP53)
• Failure to clear ctDNA after 6 weeks of osimertinib

• Amivantamab + Lazertinib
• Discuss this option, but toxicity and time burden is too much to recommend routinely
• Subcutaneous Amivantamab and Lazertinib is more appealing but not yet approved

• Equal efficacy
• Dramatically decreased IRR, VTE risk, treatment time



Treatment after Osimertinib 
progression for metastatic, EGFR-
mutated NSCLC
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Mariposa-2: Chemotherapy + Amivantamab Prolongs PFS compared with chemo alone

Passaro et al, Ann Oncol 2024;35:77-90.



65

Mariposa-2: Chemotherapy + Amivantamab Prolongs intracranial PFS compared with 
chemo alone

Passaro et al, Ann Oncol 2024;35:77-90.
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Adverse events increased with chemotherapy+amivantamab

Passaro et al, Ann Oncol 2024;35:77-90.
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Chemotherapy + Amivantamab Take Aways

• Chemotherapy + Amivantamab prolongs PFS and intracranial PFS 
compared with chemo alone after Osimertinib progression

• Significantly increased toxicity with combination approach

• Consider for fit, highly motivated patients after Osimertinib progression
⎼ Particularly if high MET expression?
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Summary
• New Standards of Care
⎼ Lorlatinib for treatment naïve, stage 4, ALK+ NSCLC
⎼ Osimertinib after chemoradiation for stage 3, unresectable, EGFR-mutated NSCLC
⎼ Durvalumab after chemoradiation for LS-SCLC
⎼ Tarlatamab for ES-SCLC after progression on at least 1 line of therapy

• Still controversial
⎼ Best Immunotherapy strategy for patients with resectable NSCLC

o Consider additional immunotherapy if no pathologic CR to neoadjuvant chemoimmunotherapy

⎼ Chemotherapy + Osimertinib for ”high-risk,” treatment naïve, metastatic EGFR-mutated NSCLC
⎼ Chemotherapy + Amivantamab for metastatic, EGFR-mutated NSCLC after progression on 

osimertinib



Thank you
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