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Declaração de conflitos de interesse

• De acordo com a Resolução 1595/2000 do Conselho Federal de Medicina (CFM) e com a RDC 96/2008 da Agência 
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‒ Pesquisa Clínica (Investigadora Principal): Roche, MSD, BMS, Jassen, Debiopharm, Eli Lilly, Amgen

‒ Apresentações (speaker): Roche, AZ, MSD, Merck Serono, Bayer, Pfizer, Takeda, Amgen



Feminino, 72 anos, ECOG 0

• Hipotireoidismo, ex-tabagista desde os há 41 anos, 9 anos-maço

• Tosse persistente e dispneia

• TC de tórax: Opacidade consolidadativa em vidro fosco 48 x 29 x 34mm

• Biópsia> Adenocarcinoma moderadamente diferenciado, G2, 
TTF1+/Napsina +, EGFR neg, ALK neg, PD-L1 10%

• PFP VEF1 64%, distúrbio ventilatório moderado



Caso Clínico



Discussão

• Avaliação pré operatória



Feminino, 72 anos, ECOG 0

• Lobectomia inferior direita + linfadenectomia: Adenocarcinoma 
invasivo predominantemente micropapilífero; outros subtipos: 
papilífero (30%), acinar (20%), lepídico (5%)

• Tamanho 6,0 x 4,5 x 3,0cm

• Disseminação alveolar para espaços aéreos + IAL+, sem invasão de 
pleura

• LNs cadeias 2, 4, 7, 9 e 11 negativos

• pT3pN0



Discussão

• Recomendação de adjuvância?

• A. Cisplatina + Pemetrexede seguido de atezolizumabe adjuvante

• B. Carboplatina + Paclitaxel seguido de atezolizumabe adjuvante

• C. Cisplatina + Vinerolbina

• D. Carboplatina + Pemetrexede

• E. Pembrolizumabe isolado

• F. Depende



CPNPC Inicial

Initial Evaluation

Stage I/II Stage III

Surgery feasible?

SBRT or definitive RTRessection 

IA IB II/III

Multidisciplinary 
approach: Surgery vs CRT

Adjuvant therapy Surveillance



LACE Meta-analysis

Pignon et al. J Clin Oncol. 2008



LACE Meta-analysis

HR 0,89    P 0,005 HR 0,84    P 0,001

First 6 months:
 74 deaths CT vs 29 control
• 4584 pts
HR 0.89 (95% CI, 0.82 to 0.96; P  .005)
5 years absolute benefit: 5.4%

Pignon et al. J Clin Oncol. 2008



OS ITT DFS ITT

OS >4cm OS <4cm

High risk IB:
>4cm

Others:
ALI, SUV>10, poorly 
differentiated, PL2

Stage IB

Strauss et al. J Clin Oncol. 2008 doi: 10.1200/JCO.2008.16.4855



Outros esquemas de quimioterapia

Wakelee et al. Lancet Oncol. 2017



Harada et al. J Bras Pneumol 2021

Adjuvância na prática

•Real life experience



Como melhorar?

Mountzios et al. Nature Reviews Clinical Oncology 2023



Imunoterapia adjuvante



Felip et al. Lancet 2022

Características dos pacientes



Felip et al. Lancet 2022

II-IIIA PD-L1>1%

II-IIIA qq PD-L1

População geral

Estratificação de pacientes



Felip et al. Lancet 2022

Análise de subgrupos



Felip et al. Lancet 2022

Toxicidades do tratamento



Felip et al. Ann Oncol 2023

1ª análise interina população ITT

PD-L1 ≥ 50%

PD-L1 ≥ 50%, sem EGFR ou ALK**



PD-1 é igual?

O’Brien et al Lancet Oncol 2022



ITT PD-L1≥50%

Pembro Placebo Pembro Placebo

Smoking status

Current 75 (13%) 90 (15%) 24 (14%) 29 (18%)

Former 428 (73%) 431 (73%) 130 (77%) 123 (75%)

Never 87 (15%) 66 (11%) 14 (8%) 13 (8%)

Histology

Non-squamous 398 (67%) 363 (62%) 103 (61%) 105 (64%)

Squamous 192 (33%) 224 (38%) 65 (39%) 60 (36%)

Disease stage

IB 84 (14%) 85 (14%) 21 (13%) 22 (13%)

II 329 (56%) 338 (58%) 95 (57%) 93 (56%)

IIIA 177 (30%) 162 (28%) 52 (31%) 50 (30%)

IV 0 2 (<1%)* 0 0

Regional lymph node stage (pN)

N0 233 (39%) 257 (44%) 47 (28%) 59 (36%)

N1 233 (39%) 223 (38%) 84 (50%) 72 (44%)

N2 124 (21%) 107 (18%) 37 (22%) 34 (21%)

Received adjuvant chemotherapy

No 84 (14%) 83 (14%) 25 (15%) 24 (15%)

Yes† 506 (86%) 504 (86%) 143 (85%) 141 (85%)

1–2 cycles 35 (6%) 32 (5%) 8 (5%) 8 (5%)

3–4 cycles 471 (80%) 472 (80%) 135 (80%) 133 (81%)

PD-L1 TPS

<1% 233 (39%) 232 (40%) 0 0

1–49% 189 (32%) 190 (32%) 0 0

≥50% 168 (28%) 165 (28%) 168 (100%) 165 (100%)

EGFR mutation‡

No 218 (37%) 216 (37%) 57 (34%) 67 (41%)

Yes 39 (7%) 34 (6%) 6 (4%) 5 (3%)

Unknown 333 (56%) 337 (57%) 105 (63%) 93 (56%)

ALK translocation‡

No 226 (38%) 190 (32%) 55 (33%) 58 (35%)

Yes 7 (1%) 7 (1%) 3 (2%) 0

Unknown 357 (61%) 390 (66%) 110 (65%) 107 (65%)

ITT PD-L1≥50%

Pembro Placebo Pembro Placebo

O’Brien et al Lancet Oncol 2022

Pembrolizumabe na adjuvância

https://www.sciencedirect.com/science/article/pii/S1470204522005186?via%3Dihub#tbl1fn1
https://www.sciencedirect.com/science/article/pii/S1470204522005186?via%3Dihub#tbl1fn2
https://www.sciencedirect.com/science/article/pii/S1470204522005186?via%3Dihub#tbl1fn3
https://www.sciencedirect.com/science/article/pii/S1470204522005186?via%3Dihub#tbl1fn3


O’Brien et al Lancet Oncol 2022

1ª análise interina 

população ITT

1ª análise interina 

população PD-L1≥50%

PD-L1 importa nesse cenário?



O’Brien et al Lancet Oncol 2022

Toxicidades



Garon et al, J Clin Oncol 2023

Outras estratégias



Trial Population Adjuvant study arm Control arm Primary endpoint Target 
accrual

[NCT02273375] Stage IB–IIIA resected NSCLC Durvalumab x 1 year Placebo x 1 year DFS in PD-L1 TC ≥25%, 
EGFR and ALK negative

1415

CANOPY-A 
[NCT03447769]

Stage IIA–IIIB (T>5cm N2) resected 
NSCLC

Canakinumab x 1 year Placebo x 1 year DFS 1382

ALCHEMIST 
Chemo-IO (ACCIO) 
[NCT04267848]

Stage IIA–IIIB (T3-4N2) resected NSCLC, 
excluding EGFR and ALK mutations

Arm B: Platinum doublet chemotherapy x 4 
cycles > Pembrolizumab x 1 year

Platinum doublet chemotherapy x 
4 cycles

DFS 1210

Arm C: Pembrolizumab + platinum doublet 
chemotherapy x 4 cycles > Pembrolizumab x 
9 months

ANVIL 
[NCT02595944]

Stage IB–IIIA resected NSCLC, excluding 
EGFR and ALK mutations

Nivolumab x 1 year Observation DFS and OS 903

LungMate-008 
[NCT04772287]

Stage II–IIIB(N2) resected NSCLC, 
excluding EGFR and ALK mutations

Toripalimab + platinum doublet 
chemotherapy x 4 cycles

Placebo + platinum doublet x 4 
cycles

DFS 341

MERMAID-1 
[NCT04385368]

Stage II–III resected NSCLC, excluding 
EGFR and ALK mutations

Durvalumab + platinum doublet 
chemotherapy x 4 cycles > Durvalumab x 9 
months

Placebo + platinum doublet 
chemotherapy x 4 cycles > placebo 
x 9 months

DFS in MRD+ 332

MERMAID-2 
[NCT04642469]

Stage II–III resected NSCLC with MRD+, 
excluding EGFR and ALK mutations

Durvalumab x 2 years Placebo x 2 years DFS in PD-L1 TC ≥1% 284

NADIM-ADJUVANT 
[NCT04564157]

Stage IB–IIIA resected NSCLC, excluding 
EGFR, ALK, STK11 and KEAP1 mutations

Paclitaxel + Carboplatin + Nivolumab x 4 
cycles > Nivolumab x 6 months

Paclitaxel + Carboplatin x 4 cycles DFS 210

1.Trial information obtained from clinicaltrials.gov on 17 Aug 2022
2.Abbreviations: DFS, disease-free survival; EGFR, epidermal growth factor receptor; ALK, anaplastic lymphoma kinase; STK11, serine/threonine kinase 11; KEAP1, Kelch-like ECH-associated protein 1;MRD, 
minimal residual disease

Saw et al. Lung Cancer 2022

Outras estratégias

http://clinicaltrials.gov/


Mazieres et al. Ann Oncol 2019, Yang et al ASCO 2023

Dados de ‘mundo real’  551 pacientes (125 
EGFR e 23 ALK)

Considerar:



Conclusões

• Impacto da imunoterapia na adjuvância 

• Depende da seleção de pacientes

• Pensar em biomarcadores → alvos de não tabagistas → estratégia alvo

• Possibilidade de tratamento neoadjuvante 

• Acompanhar atualizações de dados  e novas estratégias



Conclusões

Obrigada!
@dramilenamak
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