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Locally Advanced 
LUNG CANCER

1. CHEMORADIATION IN EGFR (post-PD and 
PNEUMONITIS of LAURA TRIAL)

2. CHEMORADIATION and IO (EA5181-
SKYSCRAPER 03)

3. OLIGOMETASTATIC EGFR+ 
DISEASE (ABLATE and NORTHSTAR)

4. FRACTIONATION in LS-SCLC (LU005 
QoL and DUTCH trial)

https://www.policlinicocampusbiomedico.it/
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LAURA PHASE III STUDY DESIGN1

Endpoints

• Primary endpoint: PFS assessed by BICR per RECIST v1.1 

(sensitivity analysis: PFS by investigator assessment)

• Key secondary endpoints: OS, CNS PFS

• Secondary post-progression endpoints: TFST,‖ PFS2,¶ TSST**

2:1††

Treatment continued until BICR-assessed progression (per RECIST 1.1), toxicity, or other 

discontinuation criteria met

Open-label osimertinib after progression offered to both treatment arms§

Placebo, 

once daily
Key inclusion criteria:

• ≥18 years (Japan: ≥20 years)
• WHO performance status 0 / 1

• Confirmed locally advanced, 

unresectable stage III* NSCLC

• Ex19del / L858R‡ 

• Maximum interval between last 

dose of CRT and randomisation: 

6 weeks

Patients with locally advanced, 

unresectable stage III* EGFRm 

NSCLC, with no progression 

during / following definitive CRT† 

Tumour assessments:

• Chest CT / MRI and brain MRI

– At baseline, every 8 weeks to Week 48, then every 12 weeks until progression

– After progression, PFS2 was assessed by the investigator every 12 weeks and defined 

by local practice

Osimertinib 80 mg, 

once daily

N=216

R

Sara Ramella: discussant of abstract  LBA4 and 1860
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MEDIAN PROGRESSION FREE SURVIVAL mPFS (95%CI)

OSIMERTINIB 39.1 (31.5-NC)

PLACEBO 5.6 (3.7-7.4)

HR 0.16 (95% CI, 0.10-0.24)

Lu et al. N Engl J Med 2024;391:585–597

OSIMERTINIB AFTER CHEMORADIOTHERAPY IN STAGE III EGFR-MUTATED NSCLC



Content of this presentation is copyrightand responsibility of the author. Permission is required for re-use.

Sara Ramella: discussant of abstract  LBA4 and 1860

✓ "I would like to live as long as possible.»

WHAT QUESTIONS DO OUR 

PATIENTS ASK?
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Sara Ramella: discussant of abstract  LBA4 and 1860

✓ "I would like to live as long as possible.»

✓ "I would like to live as long as possible free from 

disease relapses."

WHAT QUESTIONS DO OUR 

PATIENTS ASK?

STEREOTACTIC RADIATION 

THERAPY

RADIONECROSIS
“Although patients receiving EGFR-TKI concurrently or after 

SRS (200 pts) had significantly longer OS, the local 

treatment efficacy and toxicity of SRS did not differ 

between patients with/without EGFR-TKI use. “ (J 
Neurooncol. 2019;145:151-157) 
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Sara Ramella: discussant of abstract  LBA4 and 1860

✓ "I would like to live as long as possible.»

✓ "I would like to live as long as possible free from 

disease relapses."

✓ "I would like to live without side effects.»

WHAT QUESTIONS DO OUR 

PATIENTS ASK?

PNEUMONITIS
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G2: 31%   vs    19%
OSI               PLACEBO

G3 NO DIFFERENCE

LAURA TRIAL: OSIMERTINIB AFTER CTRT in

STAGE III EGFR-MUTATED NSCLC
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Body CT, CAT Scan. Line icon. Radiotherapy. Vector symbol for web graphic.

LAURA TRIAL: OSIMERTINIB AFTER CTRT in

STAGE III EGFR-MUTATED NSCLC

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
https://www.policlinicocampusbiomedico.it/
https://ru.dreamstime.com/%D1%82%D0%B5%D0%BB%D0%BE-ct-%D0%BA%D0%BE%D0%BC%D0%BF%D1%8C%D1%8E%D1%82%D0%B5%D1%80%D0%BD%D0%B0%D1%8F-%D0%B0%D0%BA%D1%81%D0%B8%D0%B0%D0%BB%D1%8C%D0%BD%D0%B0%D1%8F-%D1%82%D0%BE%D0%BC%D0%BE%D0%B3%D1%80%D0%B0%D0%BC%D0%BC%D0%B0-%D0%BB%D0%B8%D0%BD%D0%B8%D1%8F-%D0%B7%D0%BD%D0%B0%D1%87%D0%BE%D0%BA-%D0%B7%D0%BD%D0%B0%D0%BA-image134177833
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LAURA TRIAL: OSIMERTINIB AFTER CHEMORADIO IN STAGE III 
EGFR-MUTATED NSCLC
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EGFR-MUTATED PATIENTS

ARE NEVER-SMOKERS….

LAURA TRIAL: OSIMERTINIB AFTER CHEMORADIO IN STAGE III 
EGFR-MUTATED NSCLC

G2: 31% vs 19%

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
https://www.policlinicocampusbiomedico.it/
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ILD-RT/DOSIMETRIC PARAMETERS:

Li F, Radiat Oncol  2021,16(1):70

Higo, Jpn JCO 2019, 49(5): 458-464

Saha et al. Clin Oncol 34 (2022) e493-e504

Kashihara, Radiotherapy and Oncology 2023

LA-NSCLC:
LAURA ILD

MLD=15   MLD<12Gy

V20= 26    V20<25%

V5=54       V5<50%

NEW CONSTRAINTS FOR ONCOGENE 

ADDICTED PATIENTS?

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
https://www.policlinicocampusbiomedico.it/
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Locally Advanced 
LUNG CANCER

1. CHEMORADIATION IN EGFR (post-PD and 
PNEUMONITIS of LAURA TRIAL)

2. CHEMORADIATION and IO (EA5181-
SKYSCRAPER 03)

3. OLIGOMETASTATIC EGFR+ 
DISEASE (ABLATE and NORTHSTAR)

4. FRACTIONATION in LS-SCLC (LU005 
QoL and DUTCH trial)
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RTOG 0617 (7°ed) 60 12.0 49 29 25 19 18 28.7 80 58 45 36 32.1

PROCLAIM arm 

A

(7°ed) 22.2 11.4 48 28 20 18 18 26.8 76 52 40 34 32

PACIFIC 

placebo

(7°ed) 61.6 5.6 35 25 21 20 19 29.1 75 55 44 36 33

PACIFIC 2 

placebo

65 - 9.4 40 26 22 17 - 29.5 80 57 41 36 -

PACIFIC 

durva

(7°ed) 61.6 19.6 56 45 40 35 33 47.5 83 66 57 50 43

GEMSTONE 

301 sugemal

70 22.4 15.7 55 43 34 - - NR 84 66 54 - -

CM 73L 

durva

65 30.5 15.6 51 24 - - - 40.2 79 45 18 - -

EA5181

durva

47.7 - 16.8 - - - - - 39.4 - - - - -

DETERRED

Atezo-conc

44 41.7 15.1 52 - - - - NR 80 - 54 47 -

NICOLAS

Nivo-conc

(7°ed) 32.6 12.7 54 - - - - 38.8 76 64 - - -

PACIFIC 2 

Durva conc

65 13.8 46 31 26 19 - 36.4 73 57 49 41 -

CM 73L 

Nivo-conc

67 30.5 16.7 52 27 - - - 34.6 75 42 21 - -

KN 799-A

Pembro.conc

63 59.2 29.0 67 55 43 39 - 35.6 81 64 48 40 -

KN 799-B

Pembro.conc

62 54.4 45.3 69 58 54 46 - 56.7 88 73 64 55 -

EA5181

Durva conc.

49.9 - 15.5 - - - - - 41.5 - - - - -

IIIB-C mFUP mPFS 1y PFS 2y PFS 3y PFS 4y PFS 5y PFS mOS 1y OS 2y OS 3y OS 4y OS 5y OS

RT-CT

RT-CT 
followed

by IO

RT-CT 
concomitan

t and 

followed

by IO
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Sara Ramella: discussant of abstract LBA4 and 1860

In patients PET-based selective nodal

irradiation, prescribed RT dose to each LN 

station correlated significantly with freedom

from local progression (HR=0.45; p = 0.01). 

Impact of mediastinal tumor burden and lymphatic

spread in locally advanced non-small-cell lung

cancer: A secondary analysis of the multicenter

randomized PET-Plan trial

Lymphocyte-Sparing Radiotherapy: The Rationale for 

Protecting Lymphocyte-rich Organs When Combining

Radiotherapy With IO

132 pts RT+IO; Grade 3+ Hemathological Tox: Dmean

EQD2 ≧ 30.2 Gy,V5 EQD2 ≧ 69.1%, V10 EQD2 ≧
64.6%, and V20 EQD2 ≧ 53.5%.).

The Role of Thoracic Vertebral Body Dosimetry in 

Minimizing Acute Hematologic Toxicities of Patients

With Non Small Cell Lung Cancer Receiving Lung

Radiation Therapy and IO

Lambin P, Semin Radiat Oncol. 2020 April ; 30(2): 187-193.

Ma J et al. Int J Radiation Oncol Biol Phys, 119(1), 78−89, 2024

Gkika E et al, Radiotherapy and Oncology 200 (2024) 110521

THE BLACK BOX: 

RADIATION THERAPY
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Locally Advanced 
LUNG CANCER

1. CHEMORADIATION IN EGFR (post-PD and 
PNEUMONITIS of LAURA TRIAL)

2. CHEMORADIATION and IO (EA5181-
SKYSCRAPER 03)

3. OLIGOMETASTATIC EGFR+ 
DISEASE (ABLATE and NORTHSTAR)

4. FRACTIONATION in LS-SCLC (LU005 
QoL and DUTCH trial)

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
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TRIALS INVESTIGATING OLIGOPD EGFR+:

CURB Trial

TRIALS INVESTIGATING OLIMETS DE NOVO EGFR+:

SINDAS Trial

ABLATE Trial

TRIALS INVESTIGATING OLIGOPERSISTENCE EFGR+:

NORTHSTAR Trial 



TRIALS INVESTIGATING OLIGOMETS DE NOVO IN EGFR-

MUTATED PATIENTS:

SINDAS Trial (EGFR+)

mPFS: 12.5months vs 20.2months 

(P<.001)
mOS was 17.4months vs 25.5months 

(P<.001)

Wang et al JNCI: Journal of the National Cancer Institute 2023

6% G3-G4 pneumonitis in the Tki arm+RT
ABLATE (EGFR+)



Purpose: To evaluate the efficacy and safety of LAZERTINIB, a third-generation EGFR tyrosine kinase

inhibitor, with or without stereotactic body radiotherapy (SBRT) in patients with oligo-metastatic, EGFR-

mutant non-small cell lung cancer (NSCLC)



• OS data remain immature with 3 death events at the time of data cutoff.

34.0 months 

(90% CI, 26.6–
NA months) 

24.8 months 

(90% CI, 15.7–
NA months) 

No Grade 3 or higher radiation pneumonitis and there were no grade 4 or 5 adverse events in both arms



TRIALS INVESTIGATING OLIGOPD EGFR+:

CURB Trial

TRIALS INVESTIGATING OLIMETS DE NOVO EGFR+:

SINDAS Trial

ABLATE Trial

TRIALS INVESTIGATING OLIGOPERSISTENCE EFGR+:

NORTHSTAR Trial 





TRIALS INVESTIGATING OLIGOPD EGFR+:

CURB Trial

TRIALS INVESTIGATING OLIMETS DE NOVO EGFR+:

SINDAS Trial

ABLATE Trial

TRIALS INVESTIGATING OLIGOPERSISTENCE EFGR+:

NORTHSTAR Trial 
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Locally Advanced 
LUNG CANCER

1. CHEMORADIATION IN EGFR (post-PD and 
PNEUMONITIS of LAURA TRIAL)

2. CHEMORADIATION and IO (EA5181-
SKYSCRAPER 03)

3. OLIGOMETASTATIC EGFR+ 
DISEASE (ABLATE and NORTHSTAR)

4. FRACTIONATION in LS-SCLC (LU005 
QoL and DUTCH trial)

https://www.policlinicocampusbiomedico.it/
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ADRIATIC: BID and QD subgroup - PFS



ADRIATIC: BID and QD subgroup - OS



ASTRO 2024



ASTRO 2024



ASTRO 2024

TWICE DAILY

ONCE DAILY
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Validated PRO instruments were employed to assess different aspects of health-related quality of life:

•FACT-TOI (Functional Assessment of Cancer Therapy – Trial Outcome Index) for general well-being and 

symptom burden.

•EQ-5D-5L, used to derive Quality-Adjusted Survival (QAS).

•PROMIS-Fatigue, to measure treatment-related fatigue.

Compliance with PRO assessments was high, exceeding 85% at baseline and remaining steady at 60–
68% through 21 months

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
https://www.policlinicocampusbiomedico.it/
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At 15 months, FACT-TOI changes were comparable between treatment arms, but by 21 months, a 

lower proportion of patients receiving atezolizumab experienced CMD (25% vs. 38%).

Nearly 50% of patients received BID radiotherapy, which consistently correlated with better QOL 

than once-daily RT at every timepoint.

Rates of CMD favored BID RT both acutely and long-term:

•At end of CRT: 36% vs. 60%

•At 15 months: 28% vs. 41%

•At 21 months: 22% vs. 39%

In multivariable analysis, predictors of lower CMD included BID RT at all timepoints, cisplatin (at 15 

months), and atezolizumab (at 21 months), reinforcing the independent positive effects of both

treatment intensity and immunotherapy on sustained QOL.

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
https://www.policlinicocampusbiomedico.it/


4
5  U N I C A M P U S . I T  

 P O L I C L I N I C O C A M P U S B I O E M D I C O . I T

R
EA

L W
O

R
LD

 D
A

TA
: O

N
C

E vs B
ID

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
https://www.policlinicocampusbiomedico.it/


4
6  U N I C A M P U S . I T  

 P O L I C L I N I C O C A M P U S B I O E M D I C O . I T

R
EA

L W
O

R
LD

 D
A

TA
: O

N
C

E vs B
ID

 in LS
-S

C
LC

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
https://www.policlinicocampusbiomedico.it/


TOTAL DOSE OF 45Gy in 30 FX

(twice daily in 150cGy fractions)

TOTAL DOSE OF 60Gy in 40 FX

(twice daily in 150cGy fractions)



mOS 37.2m

mOS 22.6m

Median follow-up 49 months

mPFS 18.6m

mPFS 10.9m

Low increase of G3 toxicity (3%)



Ramella, Ippolito, D’Angelillo. NEJM December 2024

WHICH DOSE????:

45Gy twice daily

60Gy twice daily

REPLY TO RAMELLA ET AL:
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Locally Advanced 
LUNG CANCER

1. CHEMORADIATION IN EGFR 
(FOCUS ON ILD- dose constraints)

2. CHEMORADIATION and IO (no conco-
no doublets-look into the black box!!)

3. OLIGOMETASTATIC EGFR+ 
DISEASE (Local therapy offers advantage!) 

4. FRACTIONATION in LS-SCLC (BID 
is better!!!)

https://www.policlinicocampusbiomedico.it/
https://www.unicampus.it/it/
https://www.policlinicocampusbiomedico.it/


«The true things in life are not studied or 
learned, but encountered.»
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