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Il trattamento della malattia precoce
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Il carcinoma polmonare in stadio non avanzato: una rivoluzione in corso?



1- Il ruolo della terapia sistemica nella malattia limitata/localmente avanzata
--> CURE?

2- Cambiamento della gestione multidiscplinare delle neoplasie 
precoci/localmente avanzate

3- Ruolo caratterizzazione molecolare anche nelle malattie precoci/localmente avanzate

PACIFIC e ADAURA: quale rivoluzione?



▪ Following IDMC recommendation, the study was unblinded early due to efficacy; here we report an unplanned interim analysis

▪ At the time of unblinding the study had completed enrollment and all patients were followed up for at least 1 yr

3-yr treatment 

until recurrence / 

treatment 

completion / 

discontinuation§

Osimertinib 

80 mg, 

once daily

Placebo, 

once daily

Stratification by:

stage (IB vs II vs IIIA) 

EGFRm (Ex19del vs 

L858R)‡

race (Asian vs non-Asian)

Randomization 

1:1

(N=682)

Key eligibility criteria:

▪ WHO performance status 0 / 1

▪ Confirmed primary, non-squamous, 

non-metastatic NSCLC

▪ MRI or CT scan of the brain prior to surgery 

or randomization

▪ Prior, post, or planned radiotherapy was 

not allowed

▪ Complete resection with negative margins 

(open surgery or VATS allowed; wedge 

resection or segmentectomy not allowed)†

▪ Adequate lymph node resection

▪ Max. interval between surgery and 

randomization 10 / 26 weeks without / with 

adjuvant chemotherapy

▪ Major surgery within 4 weeks of the first 

dose of study drug was not allowed

Adult patients with completely resected stage* 

IB, II, IIIA EGFRm NSCLC, with or without 

adjuvant chemotherapy

Primary endpoint: investigator-assessed DFS 

in stage II / IIIA (designed for superiority under 

assumed DFS HR 0.70) 

Secondary endpoints: 

▪ DFS in the overall population**

▪ DFS at 2, 3, 4, and 5 yr

▪ OS

▪ Safety

▪ HRQoL

Pre-specified exploratory endpoint: 

assessment of site(s) of recurrence, including 

CNS

LA RIVOLUZIONE PARTE 2: ADAURA



La terapia sistemica adiuvante prima di adaura

Pignon JP et al, JCO 2008

5-yr recurrence / death rates*6

Regional / locally advanced

Localized / early stage

Stage II10

Stage IB10

Stage III10

45%

62% 76%

5-yr recurrence / death rates*6



LA RIVOLUZIONE ADAURA

Wu Y-L et al, NEJM 2020



Wu Y-L et al, JTO 2021

L’utilizzo della chemioterapia nello studio ADAURA



▪ 11% vs 46% of patients had DFS events (disease recurrence or death) with osimertinib vs placebo

▪ In the osimertinib arm, the majority of patients with recurrence had local / regional recurrence only, with only 38% of patients
having metastatic recurrence vs 61% in the placebo arm
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Median CNS DFS, months (95% CI)

Osimertinib NR (39, NC)

Placebo 48.2 (NC, NC)

HR* (95% CI) 0.18 (0.10, 0.33); p<0.0001

Tsuboi M et al, ESMO  2020

Osimertinib e il pattern di recidiva… 



IMPACT, ADJUVANT, RADIANT, SELECT, CTONG 1103… 
La lezione dagli studi di adiuvante con inibitori di 1a gen…

Piotrowska Z, ASCO 2021



L’altra faccia della medaglia: immunoterapia adiuvante



Impower 010



KEYNOTE-091
Active, not recruiting

Phase 3, randomized, double-blind study of pembrolizumab versus placebo for patients with early-stage or locally advanced NSCLC 
after resection and standard adjuvant chemotherapy

aSubject to change.

Clinicaltrials.gov website. https://clinicaltrials.gov/ct2/show/NCT02504372. February 24, 2021.

NCT02504372 I PEARLS

Placebo

IV Q3W

(1 Year)

Pembrolizumab

200 mg IV Q3W

(1 Year)

Randomization
1:1

• Confirmed diagnosis of NSCLC, any histology is eligible

• UICC v7 stage IB (T ≥4 cm), II–IIIA NSCLC at complete surgical 

resection with no residual disease (R0) after complete surgical 

resection (lobectomy/pneumonectomy) documented on the 

pathology report

• Surgical Criteria: Complete Resection Staging Committee 

• ECOG PS 0–1

• Availability of tumor sample for PD-L1 expression

• No ILD or pneumonitis requiring steroids

Patients (N≈1080)

• OS

• LCSS (lung cancer 
specific survival )

Secondary End Points• Stage (IB vs II vs IIIA)

• Adjuvant chemotherapy (No vs Yes)

• PD-L1 status: TPS = 0% vs 

TPS = 1–49% vs 

TPS ≥50%

• Regions (Western vs Eastern Europe vs Asia vs rest of the world).

Stratification Factors

Estimated primary completion: August 19, 2021a

• DFS (all patients)

• DFS (TPS ≥50%)

Primary End Points

https://clinicaltrials.gov/ct2/show/NCT02504372


Wakelee H A, ASCO 2021
Felip E et al, Lancet 2021

IMPOWER 010



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

Adjuvant immunotherapy: EORTC-1416-LCG/ETOP 8-15 PEARLS/KEYNOTE-091

Paz AresESMO VIRTUAL PLENARY March22

Paz-Ares L et al, ESMO VIRTUAL PLENARY March 22

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

Adjuvant immunotherapy: EORTC-1416-LCG/ETOP 8-15 PEARLS/KEYNOTE-091

Paz Ares ESMO VIRTUAL PLENARY March22

Adverse events

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

Adjuvant immunotherapy: EORTC-1416-LCG/ETOP 8-15 PEARLS/KEYNOTE-091

Paz AresESMO VIRTUAL PLENARY March22



Site of relapse, n (%)
Atezolizumab 

(n=156)
BSC 

(n=203)

Locoregional only 59 (37.8) 75 (36.9)

Distant only 67 (42.9) 82 (40.4)

CNS 16 (10.3) 29 (14.3)

Bone/bone marrow 14 (9.0) 14 (6.9)

Contralateral lung 10 (6.4) 16 (7.9)

Liver 10 (6.4) 8 (3.9)

Lymph node 8 (5.1) 11 (5.4)

Ipsilateral lung 6 (3.8) 8 (3.9)

Subcutaneous tissue 1 (0.6) 2 (1.0)

Other 16 (10.3) 15 (7.4)

Site of relapse, n (%)
Atezolizumab 

(n=156)
BSC 

(n=203)

Locoregional and distant 27 (17.3) 38 (18.7)

Bone/bone marrow 11 (7.1) 8 (3.9)

Contralateral lung 7 (4.5) 10 (4.9)

Liver 6 (3.8) 4 (2.0)

Lymph node 5 (3.2) 9 (4.4)

Ipsilateral lung 5 (3.2) 1 (0.5)

CNS 3 (1.9) 6 (3.0)

Subcutaneous tissue 1 (0.6) 0

Other 6 (3.8) 13 (6.4)

Felip E et al, ESMO 2021

Immunoterapia e pattern di recidiva



Le prospettive future per la terapia adiuvante:

1- miglior definizione del rischio di recidiva negli stadi I (II)
(ADAURA 2)

2- possibile ruolo altre terapie targeted
(ALINA, ALCHEMIST, LIBRETTO 432…. More on perioperative treatment!)

3- Studio dei biomarcatori e ruolo della terapia neaodiuvante
(MRD, MERMAID 1-2)


