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INTRODUCTION
• Nintedanib is an oral, twice-daily, triple angiokinase inhibitor targeting elements of three distinct proangiogenic pathways: vascular 

endothelial growth factor receptors (VEGFRs) 1–3, platelet-derived growth factor receptors α and β, and fibroblast growth factor 
receptors 1–3, as well as RET and Flt31 

• Nintedanib (VARGATEF®) in combination with docetaxel is approved in the European Union (EU) and additional countries for the 
treatment of patients with locally advanced, metastatic or locally recurrent non-small cell lung cancer (NSCLC) of adenocarcinoma 
histology after 1st-line chemotherapy, based on the results of the Phase III, randomised LUME-Lung 1 study (NCT00805194; Study 
1199.13).2  Nintedanib (Ofev®) is approved as monotherapy in the US and EU for the treatment of patients with idiopathic pulmonary 
fibrosis

• In the LUME-Lung 1 study, nintedanib + docetaxel versus placebo + docetaxel demonstrated significant improvements in the key 
secondary endpoint overall survival (OS) in patients with adenocarcinoma:

 – median OS 12.6 vs 10.3 months; hazard ratio (HR) 0.83 (95% confidence interval [CI] 0.70–0.99); p=0.0359

• Time since start of 1st-line therapy (TSFLT) was identified as a prognostic and predictive clinical marker for survival benefit with 
nintedanib + docetaxel versus placebo + docetaxel 

 – median OS 10.9 vs 7.9 months (HR 0.75 [95% CI 0.60–0.92], p=0.0073) in patients with adenocarcinoma who progressed in <9 
months after the start of 1st-line therapy

• Here we present analysis of the efficacy of nintedanib + docetaxel in East Asian patients treated in the LUME-Lung 1 study

METHODS
LUME-Lung 1 study design
• LUME-Lung 1 was a randomised, placebo-controlled Phase III trial in which patients were enrolled between 23 December 2008 and  

9 February 2011; eligible patients were randomised (1:1) to receive nintedanib + docetaxel or placebo + docetaxel (Figure 1)2

• Randomisation was stratified by Eastern Cooperative Oncology Group performance status (ECOG PS) (0 vs 1), previous bevacizumab 
treatment (yes vs no), histology (squamous vs non-squamous) and presence of brain metastases (yes vs no)

• Endpoints included progression-free survival (PFS) and OS

 – time-to-event distribution was estimated using the Kaplan–Meier method

 – HRs and corresponding 95% CIs were estimated using a stratified Cox proportional hazards model. In the primary analysis of data, 
the hazards model was stratified by baseline ECOG PS, brain metastases at baseline, and prior treatment with bevacizumab and 
histology 

 – the data cut-off for analyses was 15 February 2013

Figure 1. LUME-Lung 1 study design and key eligibility criteria 
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• Stage IIIB–IV or recurrent NSCLC

• All histologies

• Failure of 1st-line chemotherapy

• ECOG PS 0 or 1

Key exclusion criteria

• Prior docetaxel or VEGF/VEGFR 
 inhibitors (excluding bevacizumab)

• Brain metastases or 
 leptomeningeal disease

• Cavitary or necrotic tumours

bid, twice daily; ECOG PS, Eastern Cooperative Oncology Group performance status; iv, intravenous; NSCLC, non-small cell lung cancer; PD, progressive disease; po, orally; VEGF, vascular endothelial 
growth factor; VEGFR, VEGF receptor.

Analysis of treatment effect between East Asian and non-East Asian adenocarcinoma patients
• HRs and treatment interaction p-values for PFS and OS were produced to investigate the consistency of the treatment effect between 

East Asian and non-East Asian adenocarcinoma patients
• The Cox proportional hazard models were fitted with and without treatment-by-subgroup interactions and stratification factors as 

covariates. The interaction p-value was derived from the comparison of the resulting partial log-likelihood ratio statistics. For the 
calculation of HRs, the Cox proportional models were stratified by baseline ECOG PS, brain metastases at baseline, and prior treatment 
with bevacizumab 

Sensitivity analyses in East Asian adenocarcinoma patients
• Sensitivity analyses of PFS and OS were conducted to evaluate the confounding effects of the imbalance in TSFLT between treatment 

groups in East Asian patients with adenocarcinoma:
(1) Cox proportional hazards model stratified by TSFLT <Q1 vs ≥Q1 and ≤Q3 vs >Q3, where Q1 represents the 25th percentile and  

Q3 represents the 75th percentile. With this analysis, treatments were only directly compared within each stratum and a potential 
non-linear influence of the predictive factor TSFLT was considered

(2) Cox proportional hazards model, excluding patients with TSFLT below the 25th percentile (Q1) or above the 75th percentile (Q3) 
(TSFLT Q1–Q3). Trimmed estimators (as the interquartile range) have a higher efficiency for tailed distribution

• The study was not powered to detect treatment differences in East Asian patients; as such, all analyses were descriptive

RESULTS
• Demographics and baseline characteristics, including TSFLT, were well balanced between the two treatment groups in the 

adenocarcinoma population (Table 1)
• In the East Asian adenocarcinoma population, mean and median TSFLT was shorter in East Asian patients compared to the overall 

population and was not balanced between treatment groups; placebo-treated patients had a longer mean and median TSFLT than 
nintedanib treated patients (Table 1)

 Table 1. Baseline demographics and disease characteristics

East Asian adenocarcinoma population Overall adenocarcinoma population

Placebo + docetaxel
(n=67)

Nintedanib + docetaxel 
(n=56)

Placebo + docetaxel
(n=336)

Nintedanib + docetaxel 
(n=322)

Age (%)
<65 years 79.1 78.6 71.4 72.0
≥65 years 20.9 21.4 28.6 28.0

Gender (%)
Male 62.7 50.0 61.9 63.0
Female 37.3 50.0 38.1 37.0

Smoking (%)
Current/ex-smoker 50.7 33.9 65.8 64.3
Never smoker 49.3 66.1 34.2 35.7

ECOG PS (%)
0 19.4 14.3 29.5 29.8
1* 80.6 85.7 70.5 70.2

Metastases (%)
Any metastases 97.0 92.9 95.2 93.2
Brain metastases 14.9 12.5 6.8 8.1

Prior therapy (%)
Prior platinum 100.0 94.6 96.1 95.7
Prior bevacizumab 0 0 6.3 7.5

Best response to 1st-line therapy (%)
CR 1.5 0 3.3 1.9
PR 31.3 30.9 27.9 31.4
SD 46.3 47.3 39.6 43.7
PD 11.9 16.4 19.2 16.7
Not known or unavailable 9.0 5.5 9.9 6.3

Time since start of 1st-line therapy
Mean (standard deviation), months 8.4 (5.8) 6.6 (4.3) 9.6 (8.9) 9.2 (9.1)
Median (Q1, Q3), months 7.4 (3.9, 10.7) 6.1 (3.5, 8.0) 7.5 (4.5, 11.9) 7.4 (4.7, 11.1)

*One patient in the nintedanib arm had an ECOG PS of 2.
CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status; PD, progressive disease; PR, partial response; SD, stable disease.

Analysis of treatment effect between East Asian and non-East Asian patients
• The interaction term comparing the treatment effect between East Asian and non-East Asian adenocarcinoma patients was not 

statistically significant, for PFS (p=0.3962) or OS (p=0.3342), indicating that there is no true difference in treatment effect between the 
two populations

Sensitivity analyses in East Asian adenocarcinoma patients
• Excluding patients with TSFLT >Q3 or <Q1 corrected for imbalances between treatment arms in the East Asian adenocarcinoma study 

population (Table 2)

Table 2. Time since start of 1st-line therapy in all adenocarcinoma patients and East Asian adenocarcinoma 
patients

East Asian adenocarcinoma patients TSFLT Q1–Q3 (n=63)

Placebo + docetaxel (n=30) Nintedanib + docetaxel (n=33)

Mean (standard deviation), months 6.4 (1.6) 6.7 (1.3)

Median (Q1, Q3), months 6.3 (5.2, 7.7) 6.6 (5.7, 7.8)

TSFLT, time since start of 1st-line therapy.

• HRs (95% CI) for nintedanib + docetaxel vs placebo + docetaxel for the primary endpoint PFS and the key secondary endpoint OS for 
each population and sensitivity analyses are shown in Figures 2 and 3, respectively

 – when correcting for the imbalances in TSFLT between the arms, the treatment effect of nintedanib + docetaxel in East Asian 
patients with adenocarcinoma was comparable to that in the entire adenocarcinoma study population for both PFS and OS

 – HRs for PFS and OS in all analyses were below 1, favouring nintedanib + docetaxel

• Results were similar in Chinese adenocarcinoma patients (n=116) (data not shown)

Figure 2. Sensitivity analysis 1: stratified by TSFLT 
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CI, confidence interval; HR, hazard ratio; OS, overall survival; PFS, progression-free survival; TSFLT, time since start of 1st-line therapy.

Figure 3. Sensitivity analysis 2: excluding patients with TSFLT below the 25th percentile (Q1) or above the 75th 
percentile (Q3) (TSFLT Q1–Q3) 
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CI, confidence interval; HR, hazard ratio; OS, overall survival; PFS, progression-free survival; TSFLT, time since start of 1st-line therapy.

• The tolerability profile of nintedanib + docetaxel in East Asian patients was generally similar to that in the total adenocarcinoma 
population, although, of the non-haematological adverse events, liver enzyme elevations (alanine aminotransferase and aspartate 
aminotransferase) were more frequent in East Asian patients than in the overall population   

CONCLUSIONS
• Nintedanib + docetaxel is an effective treatment option in East Asian patients with locally advanced, metastatic or locally recurrent 

NSCLC of adenocarcinoma histology after 1st-line chemotherapy, as indicated by:

 – no interaction between East Asian and non-East Asian adenocarcinoma patients and treatment effects for PFS and OS was shown

 – two sensitivity analyses correcting for imbalances in TSFLT between the arms, indicating a benefit for nintedanib + docetaxel over 
placebo + docetaxel

• There is a favourable benefit–risk balance for nintedanib in combination with docetaxel for East Asian patients with locally advanced, 
metastatic or locally recurrent NSCLC of adenocarcinoma tumour histology after 1st-line chemotherapy
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