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PFS HR (95% CI): 0.16 (0.10, 0.24),
p<0.001

• Also, trend for improved OS with osimertinib, but data not mature
• Incidence of Grade ≥3 adverse events: 35% osimertinib versus 12% in placebo group

Phase 3 LAURA: Safety Outcomes of Osimertinib after Chemoradiotherapy 



Phase 3 LAURA: Safety Outcomes of Osimertinib after Chemoradiotherapy 

All Cause Adverse Events (≥10%)

Overall Safety Summary

More SAE and AE 
leading to dose 
interruption in 
osimertinib group.

Observed toxicities 
align with 
expected toxicities

Radiation Pneumonitis 

Median time to onset of radiation 
pneumonitis from first dose of study drug:
• Osimertinib: 52 days (range 10-676)

• Placebo: 54 days (range 15-113 days)

Rates of RP
RP was more common in osimertinib 

group, but rarely grade 3.

LAURA Management Guidelines of RP
Hold for Grade 2; Permanently discontinue for Grade 3

Osimertinib Restart After RP

Of those who interrupted osi due 
to RP, most could restart without 

RP recurrence. 



• Safety profile of osimertinib after definitive CRT was consistent with the established profile of osimertinib and 

CRT; no new safety concerns were identified

• Most AEs with osimertinib were mild or moderate in severity, and did not lead to treatment discontinuation

• Radiation pneumonitis events were primarily Grade 1 / 2, managed with dose interruptions per the mandated 

toxicity management guidelines; no Grade 4 / 5 events

• Most patients could continue or restart osimertinib following a radiation pneumonitis event; in both arms there 

were low rates of radiation pneumonitis recurrence after restart of study drug

• ILD events were mainly low grade and manageable

Summary and conclusions

These safety data, together with efficacy data, support osimertinib given after definitive CRT 

as the new SoC for patients with unresectable stage III EGFRm NSCLC

Phase 3 LAURA: Safety Outcomes of Osimertinib after Chemoradiotherapy 

(from the presenter at WCLC)



Aumolertinib after Chemoradiotherapy in Unresectable 

Stage III Non-Small-Cell Lung Cancer with EGFR Mutation: 

Interim Analysis of the Phase III POLESTAR Study 
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POLESTAR, Phase 3 double-blind study

Phase 3 POLESTAR: Aumolertinib after Chemoradiotherapy 

Aumolertinib is a third-generation EGFR TKI with approval in China for 
the 1L treatment of patients with NSCLC harboring a classical EGFRm

Randomized 147 patients Most patients 
randomized to 
aumolertinib, continue 
to receive at time of this 
interim analysis



Phase 3 POLESTAR: Aumolertinib after Chemoradiotherapy 

PFS Benefit Favored Aumolertinib Across Subgroups

Safety

Similar to LAURA, PFS 
and HR favoring TKI

Primary Outcome: PFS by BICR



Conclusions

◼ In POLESTAR study, aumolertinib exhibited a statistically and clinically significant improvement in 

PFS compared to the placebo, as assessed by BICR, in patients with unresectable stage III 

EGFR-mutated NSCLC following definitive chemoradiotherapy.

  - Median PFS was 30.4 months for aumolertinib, 3.8 months for placebo; HR 0.200 (95% CI 0.114, 0.352), 

p<0.0001.

  - PFS benefit favoring aumolertinib was consistent across all predefined subgroups.

◼The overall safety profile of aumolertinib after chemoradiotherapy was well tolerated and 

manageable with no new safety signal identified.
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 These findings demonstrate aumolertinib as a novel treatment 

option for  patients with unresectable stage III EGFRm NSCLC 

after the CRT.

Data cut-off: February 5, 2024.

Phase 3 POLESTAR: Aumolertinib after Chemoradiotherapy 

(from the presenter at WCLC)
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Atezolizumab + induction chemotherapy (Ch) + 
chemo-radiotherapy (Ch-RT) and atezolizumab 

maintenance in non-resectable stage IIIA-IIIB-IIIC 
non-small cell lung cancer (NSCLC): 

APOLO trial

Mariano Provencio, MD, PhD. 
Hospital Puerta de Hierro Majadahonda (Madrid), Spain

Spanish Lung Cancer Group



Phase 2 APOLO: Atezolizumab + Induction Chemotherapy + CRT and Atezo Maintenance 

APOLO, Phase 2 single-arm study

Study includes 2 different 
PFS measurements

Enrolled 38 Patients

Primary Endpoint: 
PFS in ITT Population

Baseline characteristics - ITT population (n = 38)

Age – mean (SD), years 66.13 (7.81)

Female – No. (%) 11 (28.9)

History of tobacco use – No. (%)

Former smoker (≥ 1 year) 25 (65.8)

Current smoker 13 (34.2)

Histology – No. (%)

Adenocarcinoma 20 (52.6%)

Squamous 18 (47.4%)

TNM classification (AJCC 8th edition) – 
No. (%)

IIIA 14 (36.8)

IIIB/IIIC 24 (63.2)

Clinical Stage T – No. (%)

T4 25 (65.8)

Clinical Stage N – No. (%)

N2 27 (71)

N3 4 (10.5)



Phase 2 APOLO: Atezolizumab + Induction Chemotherapy + CRT and Atezo Maintenance 

Secondary Endpoint, OS PFS “PACIFIC-related”

PACIFIC trial, PFS: 
55.7% at 12 months 
50% at 18 months

Maintenance therapy 
completed

Maintenance therapy 
not completed

Favorable PFS in APOLO Trial
Those who completed maintenance 

therapy had improved PFS.

Selected Safety 
Data 

TRAEs for induction 
treatment only shown

Induction tx (n= 38)

Total events = 350

Atezolizumab Related Carboplatin  Related Paclitaxe l Related

Any Grade Grd 1-2 Grd 3–4 Any Grade Grd 1-2 Grd 3–4 Any Grade Grd 1-2 Grd 3–4

number of patients with TRAE (%)

Any TRAE 26 (68.4) 24 (63.2) 6 (15.8) 34 (89.5) 32 (84.2) 9 (23.7) 36 (94.7) 34 (89.5) 9 (23.7)

Fatigue 10 (26.3) 10 (26.3) 1 (2.6) 19 (50.0) 19 (50.0) 2 (5.3) 18 (47.4) 18 (47.4) 2 (5.3)

Peripheral sensory neuropathy 1 (2.6) 1 (2.6) 0 9 (23.7) 9 (23.7) 0 19 (50.0) 19 (50.0) 0

Anemia 5 (13.2) 5 (13.2) 0 13 (34.2) 13 (34.2) 1 (2.6) 13 (34.2) 13 (34.2) 1 (2.6)

Nausea 1 (2.6) 1 (2.6) 0 7 (18.4) 7 (18.4) 0 6 (15.8) 6 (15.8) 0

Febrile neutropenia 2 (5.3) 0 2 (5.3) 4 (10.5) 0 4 (10.5) 4 (10.5) 0 4 (10.5)

Almost 1/4 of patients experienced a 
grade 3-4 treatment-related adverse 
event related to induction 
chemotherapy.



• APOLO  shows encouraging results using induction with Atezolizumab plus chemotherapy (Ch) 

combination plus chemoradiotherapy (Ch-RT) and Atezolizumab maintenance in patients with 

unresectable stage IIIA-IIIB-IIIC NSCLC

→ Primary endpoint PFS rate 12m: 68.4% (95%CI: 51.1-80.6%) 

• Compared to other trials,  APOLO shows a major benefit:

→ “PACIFIC-related” PFS 12m: 68.9% (95%CI: 48.8-82.4%) vs 55.9% (95%CI: 51.0–60.4) (SJ Antonia et

al NEJM 2017)

• There are no concerning safety data or treatment-related deaths.

• ctDNA clearance after induction treatment showed a good prediction of PFS and OS

• In light of these results, it seems reasonable to explore new research avenues to assess whether a 

chemo-immunotherapy induction approach may be superior to Ch-RT + consolidation immunotherapy. 

CONCLUSIONS

Phase 2 APOLO: Atezolizumab + Induction Chemotherapy + CRT and Atezo Maintenance 

(from the presenter at WCLC)



Intensified chemo-immuno-radiotherapy with 

durvalumab for stage III NSCLCs: a single arm phase II 

study – PACIFIC-BRAZIL (LACOG 2218)
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Phase 2 PACIFIC-BRAZIL: Intensified Chemo-Immuno-Radiotherapy with Durvalumab

PACIFIC-BRAZIL, Phase 2 single-arm study

2 cycles of induction in PACIFIC-BRAZIL 
compared to 3 cycles in APOLO Inclusion of IO during CRT

Demographic and disease 

characteristics 
All Patients (N=49)

Age, in years — median 

(range)
67 (48 – 83)

Race or ethnic group 

White 25 (51%)

Black/Mixed 21 (43%)

Other 3 (6%) 

Smoking status

Current/Former 41 (84%)

Never 8 (16%)

Histology

Squamous 18 (37%)

Non-squamous† 31 (63%)

Disease stage

IIB 1 (2%)

IIIA 26 (53%)

IIIB 18 (37%)

 IIIC 4 (8%)

Enrolled 49 Patients

Fewer patients with Stage IIIB/IIIC 
disease compared to APOLO, 
proportions similar to PACIFIC 



Phase 2 PACIFIC-BRAZIL: Intensified Chemo-Immuno-Radiotherapy with Durvalumab

Primary Endpoint: PFS (from inclusion)

PFS at 12 months: 68.1% 
PFS at 12 months: 66.4% 

PFS at 12 months in other trials 
APOLO: 68.9%
PACIFIC: 55.7% 

Selected 
Treatment-

Related 
Adverse Events

Overall, ≥82% of 
participants 
experienced a grade 
3 treatment-related 
adverse event

PFS (from time of start of maintenance durvalumab)



Phase 2 PACIFIC-BRAZIL: Intensified Chemo-Immuno-Radiotherapy with Durvalumab

• PACIFIC-BRAZIL met its primary endpoint (12m-PFS)
• primary intention-to-treat analysis: 12m-PFS of 68.1% from treatment initiation   

• sensitivity landmark analysis: 12m-PFS of 66.4% from initiation of consolidation immunotherapy

• Although concurrent chemoradiotherapy followed by durvalumab remains the 
standard-of-care regimen for stage III unresectable NSCLC, our results may 
support further evaluation of induction chemo-immunotherapy prior to 
chemoradiotherapy

• Given toxicities observed herein and the negative PACIFIC-2 study, 
immunotherapy added concurrently during chemoradiation may not be 
warranted. 

Conclusions (from the presenter at WCLC)
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Phase 2 SQUAT: Concurrent Chemo-Immuno-RT Followed by Surgery for Stage III-N2 NSCLC

Key eligibility criteria
・Resectable Stage IIIA-B-N2 NSCLC (TNM8th)

・Discrete N2, pathologically confirmed
・ECOG PS 0-1

N=31

Neoadjuvant Chemo-Immuno-Radiation 
therapy 

・PTX (40mg/m2)+CBDCA (AUC=2)
Day 1 8 15 22 29

・IFRTa 50Gy (2Gy×25fr) Day 1−35
・Durvalumab  (1500mg) Day 1, 29

S
u

rg
e

ry Adjuvant Immunotherapy 
・ Durvalumab (1500mg) 

12 months

SQUAT, Phase 2 single-arm study

Enrolled patients with resectable, 
N2 disease (+) radiation to the neoadjuvant 

chemoimmunotherapy

Primary Endpoint, Major Pathologic Response, 
previously reported
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23%
(95% CI, 10–42)

n/N 7/30

pCR rate

Secondary Endpoints: 
PFS, OS and safety

Enrolled 30 Patients
Age, median (range), 
years

64 (41-74)

Stage, n (%) 

IIIA 21 (70)

IIIB 9 (30)

N2 status, n (%)  

Single 25 (83)

Multiple 5 (17)

Histology, n (%)  

Squamous 11 (37)

Non-squamous 19 (63)

EGFR positive, n (%) 6 (20)

ALK fusion, n (%) 0 (0)



Phase 2 SQUAT: Concurrent Chemo-Immuno-RT Followed by Surgery for Stage III-N2 NSCLC

Treatment Summary
N=30

Completed neoadjuvant therapy, n (%) 29 (97)

Discontinued neoadjuvant therapy, n (%) 1 (3)

Adverse event 1 (3)

Underwent definitive surgery, n (%) 27 (90)

Cancelled definitive surgery, n (%) 3 (10)

Disease progression 2 (7)
Adverse event 1 (3)

Delayed definitive surgery, n (%) 3 (10)
Delay due to radiation 
pneumonitis

2 (7)

Delay due to irAE (rash) and 
     radiation pneumonitis 

1 (3)

N=27

Lobectomy, n (%) 27 (100)

Completeness of resection, n (%) 

R0 26 (96)

R2 1 (4)

Progression-
Free Survival

Overall 
Survival

Outcomes in the ITT population.



Phase 2 SQUAT: Concurrent Chemo-Immuno-RT Followed by Surgery for Stage III-N2 NSCLC

PFS and OS by MPR
Compared to those with no major pathologic response, those who 
had major pathologic response had improved 2-year PFS. No 
statistically significant differences observed in 2-year OS.

Event status (N=31) Any Grade Grade 3 or 4

Adverse events of any cause – no. (%)

All 31 (100) 15 (48)

Leading to discontinuation of treatment 3 (10) 2 (7)

Serious 11 (36) 7 (23)

Treatment-related adverse events – no. (%)

All 31 (100) 15 (48)

Leading to discontinuation of treatment 3 (10) 2 (7)

Serious 11 (36) 6 (19)

Death 1 (3)a -

Surgery-related adverse events – no. (%) 22 (71) 4 (13)

Updated Adverse Event Summary



Phase 2 SQUAT: Concurrent Chemo-Immuno-RT Followed by Surgery for Stage III-N2 NSCLC

Conclusions…SQUAT
• We conducted a single-arm phase II study of neoadjuvant chemo-immuno-radiation therapy for stage III  N2 

NSCLC followed by surgery and immunotherapy.

• Patients who achieved MPR or pCR had improved PFS and OS.

• Compared with recently published results of neoadjuvant chemo-immunotherapy trials, this treatment regimen 
tended to have higher MPR rate. However, this benefit did not necessarily translate into PFS or OS benefit.

• The benefit of adding radiation to neoadjuvant chemo-immunotherapy is questionable, although it warrants 
longer observation as well as verification by other studies.

• Safety
• Adverse events of any grade were observed in all patients (G3 ≤ 52%).
• Treatment discontinuation in 10% of the patients.
• Treatment-related death in 3% of patients. 
• Surgery-related adverse events occurred in 71% of patients (G3 ≤ 16%).

• Efficacy 
• MPR 63%, pCR 23%.
• 2-year PFS rate 43%, 2-year OS rate 76%.

(from the presenter at WCLC)
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Compared to standard of care perioperative chemoimmuno approaches, addition 
of neoadjuvant radiation does not have favorable PFS or OS data. 

• Phase 2 SQUAT: Concurrent Chemo-Immuno-RT Followed by Surgery for Stage III-N2 NSCLC

Unanswered Questions

Should all patients continue 

TKI indefinitely after CRT in 

absence of progression? 

How do we identify patients 

who may safely discontinue 

TKI after CRT?

If intensified regimens 

explored in subsequent 

trials, can we better identify 

which patients may benefit 

from an intensified 

approach?

Should we be doing more 

trials with neoadjuvant 

radiation for stage III-N2 

disease or stop here?
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