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CONCLUSIONS

Approximately 20% of lung adenocarcinomas harbor KRAS 
mutations, an oncogene that drives tumorigenesis and has the 
ability to alter the tumor immune microenvironment. The most 
common mut is KRAS G12C, representing ~40% of  them, 
which has been related with tobacco exposure. 


Despite the immune-related nature of KRAS driven tumors, the 
efficacy of immunotherapy (IT) according to KRAS mut type has 
not been well elucidated. 


The objective of this study is to describe a cohort of pt 
with KRAS-mutant NSCLC and evaluate the clinical outcomes 
with immunotherapy (IT) according to KRAS mut type.

A retrospective cohort of KRAS-mutated NSCLC pt treated at the 
Catalan Institute of Oncology in Badalona between June/2013 
and June/2020 were included in this study. KRAS status was 
determined by using the cobas® KRAS mut test, a real-time PCR 
test designed for the identification of mut in codons 12, 13 and 
61; and NGS panels (Oncomine Solid) in the most recent cases 
(2020). 


PD-L1 status was determined by immunohistochemistry assay 
(VENTANA PD-L1 SP263). PD-L1 status in tumor cells was 
categorized as: negative <1%, low 1-49% and high 50-100%. 

Chi-square test for categorical variables and Kaplan Meier 
method for survival analysis were performed.

• KRAS mutations represent an heterogenous group of 
NSCLC. Although no statistically significant, patients 
with KRAS G12C mut tended to present better mPFS 
to IT compared to nonG12C mutations, with no 
impact on OS. 


• A deeper understanding of biology in KRAS mutant 
tumors in the era of molecular testing and precision 
medicine remains essential.

1. Patient characteristics 

Of the 120 patients included: 75% were male, median age at diagnosis was 63 years. 96% were current or former smokers. At diagnosis, 74% of patients 
had stage IV lung adenocarcinoma. KRAS status was determined in 107 patients:

2. Patient characteristics by KRAS mutation 4. Progression free survival according 
to KRAS mut type

5. Overall survival pt treated with IT
n= 107

Gender
Male


Female
82 (77%)
25 (23%)

Smoking status
Current or former


Never
102 (95%)

5 (5%)
Performance status

PS 0-1

PS 2-3

84 (79%)
23 (21%)

PD-L1 n=66
Negative


Low

High

28 (42%)
13 (20%)
25 (38%)

Treated with IT (any line) 59 (55%)
Line of treatment with IT 1st line 42%, 2nd line 47%, and ≥3rd 11%


3. Response to IT by KRAS mut among 59 
pt that received IT

n= 107
KRAS mutation KRAS G12C non-G12C

49/107 pt 58/107 pt
Gender

Male

Female

33 (67%) 49 (85%)
16 (33%) 9 (15%)

Smoking status
Current or former


Never
48 (98% 54 (93%)
1 (2%) 4 (7%)

Performance status
PS 0-1

PS 2-3

37 (75%) 47 (81%)
12 (25%) 11 (19%)

PD-L1 n=30 n=36
Negative


Low

High

11 (36%) 17 (47%)
5 (17%) 8 (22%)

14 (47%) 11 (31%)
Treated with IT (any line) 25 (51%) 34 (59%)

mOS G12C = 17.9 months ((95% CI 0-51.7)

      mOS nonG12C = 18.6 months (95% CI 4.8-32.2)

p=0.13

  mPFS G12C = 10.1 months (95% CI 0-21)

      mPFS nonG12C = 3.3 months (95% CI 1.8-4.7)

p=0.07
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Figure 1. KRAS mut type (107 pt)
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Introduction

• Lung cancer has a 5-year survival of 12.7% in men and 17.6% in women. 
• From a histological point of view, approximately 70% to 78% of NSCLC are considered 

Non-squamous. 
• Our analysis aimed to describe the clinical, epidemiological characteristics and survival of 

Spanish patients suffering from advanced NS NSCLC, treated in second line included in 
the Thoracic Tumors Registry of the Spanish Group of Lung Cancer.

• The Spanish Thoracic Tumor Registry (TTR) is a National Registry of lung cancer cases 
managed and sponsored by the Spanish Lung Cancer Group (SLCG) (Grupo Español de 
Cáncer de Pulmón). The TTR was opened to all Spanish hospitals and the first patient was
enrolled in August 2016. The recruitment is still ongoing with more than 75 hospitals
taking part. The methodology group of the SLCG designed specifically an electronic
questionnaire to be used by the TTR

• We included data from all Spanish patients with advanced NSCC diagnosed between
January 2011 and January 2020. We excluded all patients who presented major driver 
alterations (EGFR mutations and ALK rearrangements)



Results
Clinical characteristics

 N=145 
Age, median (SD: range) 63.4 (9.0: 44; 85) 
Sex  

Male 105 (72.4) 
Female 40 (27.6) 

Race  
Caucasian 144 (99.3) 
Asian 1 (0.7) 

Patient's Occupation  
Construction/Palette 12 (8.3) 
Textile industry 4 (2.8) 
Farmworker 7 (4.8) 
Cleaning worker 5 (3.4) 
Miner 1 (0.7) 
Painter 1 (0.7) 
Sheet metal worker 2 (1.4) 
Mechanic 2 (1.4) 
Professional driver 4 (2.8) 
Others 70 (48.3) 
Unknown  37 (25.4) 

Active smoker 73 (50.3) 
Cigarette packet /year, mean (SD: min; max) 49.2 (27.6: 8; 150) 
Cigarettes per day, mean (SD: min; max) 24.9 (12.6: 5; 60) 
Years the patient has smoked, mean (SD: min; max) 37.7 (9.6: 15; 57) 
Living with smoker, yes 6 (8.2) 

Unknown 50 (68.5) 
Living with smoker in the last 20 years, yes 9 (12.5) 

Unknown 49 (68.1) 
Former smoker (>= 1 year) 60 (41.4) 

Cigarette packet /year, mean (SD: min; max) 44.8 (25.1: 1; 114) 
Cigarettes per day, mean (SD: min; max) 27.0 (13.7: 6; 60) 
Years the patient has smoked, mean (SD: min; max) 34.7 (11.0: 5; 58) 
Living with smoker, yes 5 (8.3) 

Unknown 36 (60.0) 
Living with smoker in the last 20 years, yes 12 (20.0) 

Unknown 35 (58.3) 
Never smoker (<= 100 cigarettes/life time) 12 (8.3) 

Living with smoker, yes 1 (8.3) 
Unknown 7 (58.3) 

Living with smoker in the last 20 years, yes 2 (16.7) 
Unknown 7 (58.3) 

Previous cancer 18 (12.4) 
Mama 2 (1.4) 
Head and neck 1 (0.7) 
Sarcoma 1 (0.7) 
Colon/Rectum 1 (0.7) 
Esophago/Gastric 1 (0.7) 
Liver 1 (0.7) 
Melanoma 1 (0.7) 
Non-melanoma skin 1 (0.7) 
Bladder/Urinary tract 3 (2.1) 
Prostate 3 (2.1) 
Leukemia 1 (0.7) 
Lung 1 (0.7) 
Others 1 (0.7) 

Asbestos exposure 3 (2.1) 
Unknown 79 (54.5) 

 

 N=145 
ECOG at diagnosis  

0 48 (33.1) 
1 90 (62.1) 
2 5 (3.4) 
3 1 (0.7) 
Unknown 1 (0.7) 

Histology  
Adenocarcinoma 139 (95.9) 

Desconocido 114 (82.0) 
Acinar 7 (5.0) 
Lepídico 1 (0.7) 
Sólido 8 (5.8) 
Mucinoso 4 (2.8) 
Otros 5 (3.6) 

Carcinoma de células grandes 4 (2.8) 
NOS/Indiferenciado 1 (0.7) 
Otros 1 (0.7) 

Metastasis   

Extrathoracic adenopathies 24 (16.6) 
Pericardial effusion 5 (3.5) 
Bone 48 (33.1) 
Pancreas 3 (2.1) 
Central Nervous System 26 (17.9) 
Soft tissues 6 (4.1) 
Thoracic adenopathies 48 (33.1) 
Pleural effusion 27 (18.6) 
Linfangitis bilateral 6 (4.1) 
Peritoneal 9 (6.2) 
Subcutaneous 7 (4.8) 
Others 10 (6.9) 
Liver 24 (16.6) 
Nodules 15 (10.3)   
Lung 63 (43.5)   
Suprarenal 28 (19.3) 

Pérdida de peso los 3 últimos meses 32 (22.2) 
Unknown 24 (16.7) 

  
  
  
  
  
  
  

 



Results

• 2342 patients with advanced NS NSCLC in second line were included. 

• The median age was 67 years. 63.4 % were men. 97% of them were Caucasian. 41.7% 
were former smokers and 35.7% were active smokers. ECOG Performance status was 
0 in 32.2% and 1 in 58.7%. 

• Most common site of metastasis was lung in 41.7%, bone in 36% and adrenal glands 
in 15.6% of patients. There was a loss of 254 date (10.8%).



Results

Progression-free survival (PFS) graph for all patients
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In overall population a median progression-free survival time of 8.1 months (4.7-
13.5 months) was observed. 

The estimated disease-free survival at 6, 12, and 24 months from diagnosis were 
66.1% (95%CI 64.0% - 68.0%), 29.8% (95%CI 27.8% - 31.7%) and 8.2% (95%CI 7.1% -
9.4%), respectively. 



Results

Overall survival (OS) graph for all patients
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We observed a median survival time of 22.1 months (11.6-45.8 months). 

The estimated survival at 6, 12, and 24 months from diagnosis is 93.5% (95%CI 
92.4% - 94.4%), 74.3% (95%CI 72.5% - 76.1%) and 47.0% (95%CI 44.8% - 49.1%), 
respectively. 



Results

A total of 145 (5.8%) patients had been treated with Nintedanib. The median progression-free 
survival time for patients with Nintedanib treatment was 8.3 months (5.6 - 16.2 months) and for 
patients without Nintedanib treatment was 8.1 months (4.7 - 13.5). 

The probability of progression-free survival at 6, 12 and 24 months was 66.1% (64.0% - 68.0%), 
29.8% (27.8% - 31.7%) and 8.2% (7.1% - 9.4%), respectively in patients without Nintedanib
treatment and 70.8% (62.4% - 77.7%), 32.8% (25.1% - 40.7%) and 11.7% (8.0% - 17.7%) in patients 
with Nintedanib treatment. 

The median survival time for patients with Nintedanib treatment was 22.4 months (13.5-39.5 
months) and for patients without Nintedanib treatment was 22.1 months (11.6 - 45.8 months). 

The survival probability at 6, 12 and 24 months was 98.6% (94.5% - 99.6%), 80.7% (73.2% - 86.4%) 
and 45.5% (36.9% - 53.7%), respectively in patients with Nintedanib treatment and 93.2% (92.0% -
94.1%), 73.9% (72.0% - 75.7%) and 47.1% (44.9% - 49.3%) in patients with metastases. 



Conclusions

• The results of our analysis described the largest and most 
comprehensive series of NS NSCLC in the European population. 
• Most patients included in the analysis were men and former or 

current smokers. 
• The survival probability at 6, 12 and 24 months is slightly better in 

patients treated with Nintedanib versus overall population.


