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Evaluation of Adjuvant Osimertinib
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3 years of osimertinib improves disease-free survival

Herbst et al, JCO 2023
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3 years of osimertinib improves survival

In the placebo group, 205 patients had 
disease recurrence and 174 (85%) had 

received a subsequent anticancer treatment.
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Tsuboi et al, NEJM 2023
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Do these patients still need chemo?
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Do these patients still need chemo?

But, this is a mix of stages, so the “no chemotherapy” group, had more 
patients with Stage Ib
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Tsuboi et al, NEJM 2023



@TLCconference     #TexasLung24Speaker:

Among patients with Stage II-III NSCLC…best survival 

comes in those who get chemo AND osimertinib

From Supplementary Figure S4,  Tsuboi et al, NEJM 2023

Treatment 5-year OS

No Chemotherapy/placebo 66%

Chemotherapy/placebo 75%

No Chemotherapy/ 3 yrs osimertinib 80%

Chemotherapy/3 yrs osimertinib 87%
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What about the 

other targets?
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Evaluation of Adjuvant Alectinib

Primary endpoint

• DFS per investigator,‡ tested hierarchically:

• Stage II–IIIA → ITT (Stage IB–IIIA)

Alectinib
600 mg BID

2 years

Platinum-based 
chemotherapy†

Q3W; 4 cycles

Resected Stage IB (≥4cm)–IIIA 
ALK+ NSCLC 

per UICC/AJCC 7th edition

Other key eligibility criteria: 
● ECOG PS 0–1

● Eligible to receive platinum-based 

chemotherapy

● Adequate end-organ function

● No prior systemic cancer therapy

Stratification factors:

● Stage: IB (≥ 4cm) vs II vs IIIA
● Race: Asian vs non-Asian

R
1:1

Further 
treatments at 
investigator’s 

choice and 
survival 

follow-up

Recurrence

Recurrence

N=257

False dichotomy!
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Wu et al, NEJM 2024
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2 years of Alectinib improves disease-free survival

Wu et al, NEJM 2024
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2 years of Alectinib improves CNS disease-free 

survival
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Adjuvant Alectinib: 

Adverse events
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Adjuvant Alectinib: Adverse events

Alectinib 
(N=128)

Chemotherapy 
(N=120)

Adverse event

1/2AE grade:

3/4

Blood creatine phosphokinase increased 

Constipation

Aspartate aminotransferase increase 

Alanine aminotransferase increased 

Blood bilirubin increased

COVID-19

Myalgia

Blood alkaline phosphatase increased

Anaemia

Asthenia 

Nausea

Vomiting

Decreased appetite 

Neutrophil count decreased

Neutropenia 

White blood cell count increased

20% 0 20%40% 40% 60% 80% 100%60%80%100%

1/2

3/4
Solomon et al, ESMO 2023
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RET positive NSCLC - selpercatinib
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RET positive NSCLC - selpercatinib

Drilon et al, NEJM 2020

1st line 2nd + line 

RR 85% 64%

mPFS NE 17 mo
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RET targeting in the adjuvant setting

Tsuboi et al, Future Oncology 2022

“participants must have undergone available anti-
cancer therapy (including chemotherapy or 
durvalumab) or not be suitable for it”
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Conclusions

• For patients with resected stage II-III, EGFR mutant NSCLC, 3 years of 

adjuvant osimertinib improves disease-free survival, CNS-disease-free 

survival, and overall survival for patients with resected stage II-III 

NSCLC. 

• For patients with EGFR mutant NSCLC, outcomes are better if patients 

also receive chemotherapy.

• For patients with resected stage II-III ALK positive NSCLC, 2 years of 

adjuvant alectinib improves disease-free survival and CNS-disease-free 

survival.

• Years of therapy leads to years of toxicities
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Open questions

• How does chemotherapy contribute?

• When do we invest the patient resources in these trials?  

o First in class or best in class? 

o After achieving some efficacy bar? 

o What about rare targets?

• Do very early-stage patients benefit (i.e. stage IA)?

• How long should adjuvant therapy be given (2 years, 3 years, 5 years, 

forever)?

• How do we manage long-term toxicity in these patients?
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