
STUDY RATIONALE

•  Nintedanib is an oral triple angiokinase inhibitor targeting vascular endothelial growth factor receptors 1–3,  
platelet-derived growth factor receptors α/β and fibroblast growth factor receptors 1–3,1 as well as RET2

•  In the Phase III LUME-Lung 1 trial, nintedanib plus docetaxel significantly prolonged overall survival (OS) compared 
with placebo in patients with adenocarcinoma tumour histology (median OS: 12.6 vs 10.3 months; hazard ratio 
[HR]=0.83, p=0.0359) who had progressed after first-line chemotherapy.3 In these patients nintedanib plus docetaxel 
significantly prolonged independently assessed progression-free survival (PFS), with a median PFS of 4.0 versus 
2.8 months (HR=0.77, p=0.0193)3

•  Results in the European adenocarcinoma population were consistent with the results obtained in the overall 
adenocarcinoma population. The benefit in median OS of 4.7 months confirmed the significant, clinically meaningful 
improvement that nintedanib offered to European patients with adenocarcinoma (median OS: 13.4 vs 8.7 months; 
HR=0.79, p=0.0254)4

•  Detailed analyses revealed that nintedanib plus docetaxel prolonged OS in patients with more aggressive 
adenocarcinoma with shorter time since first-line therapy (median OS: 10.9 vs 7.9 months; HR=0.75, p=0.0073),3 
and even in those who were refractory to first-line chemotherapy5

 –  In adenocarcinoma patients who had progressive disease (PD) as best response during first-line treatment,  
the median OS in the nintedanib arm (9.8 months) improved by 3.5 months compared with the placebo arm  
(6.3 months), with a 38% reduced risk of death5

•  Nintedanib is approved in the EU in combination with docetaxel for the treatment of patients with locally advanced, 
metastatic or locally recurrent non-small cell lung cancer (NSCLC) of adenocarcinoma histology after first-line 
chemotherapy6

•  However, there are few published data on the use of nintedanib in routine clinical practice in which the patient 
population is relatively unselected compared with that of a randomised, placebo-controlled clinical trial

•  The treatment landscape in advanced NSCLC has seen many recent advances, including the approval of the 
immune checkpoint inhibitors (ICIs) nivolumab, pembrolizumab and atezolizumab in the second-line treatment 
of advanced NSCLC, and also the approval of pembrolizumab in the first-line setting for patients with advanced 
NSCLC whose tumours express a high level of programmed death-ligand 1 (tumour proportion score ≥50%)7–9

•  Furthermore, pembrolizumab in combination with pemetrexed and platinum chemotherapy has been approved for 
the first-line treatment of metastatic non-squamous NSCLC,10 based on data from the KEYNOTE-189 trial11 

•  Further data indicate that other combinations of ICIs with chemotherapies are expected to broaden the 
armamentarium of first-line treatment options for patients with NSCLC12

•  A non-interventional study (NIS) presents an opportunity to investigate the efficacy and safety of nintedanib in 
combination with docetaxel in routine clinical practice, as well as providing information on the overall treatment 
sequence in different patient cohorts that reflect recent advances in the treatment landscape

•  Here we describe the study design of VARGADO, a prospective NIS of nintedanib plus docetaxel administered 
according to the approved label in routine clinical practice in German centres

STUDY OBJECTIVE

•  To assess the efficacy and tolerability of nintedanib plus docetaxel after first-line chemotherapy in patients with 
locally advanced, metastatic or locally recurrent NSCLC treated in routine clinical practice

STUDY DESIGN

•  VARGADO (NCT02392455;13 Figure 1) is a prospective, observational, multicentre NIS that is currently  
recruiting patients

 –  Eligible patients receive treatment according to the approved nintedanib label, as part of routine clinical practice. 
Patients may continue treatment with nintedanib after docetaxel discontinuation

 –  Nintedanib and docetaxel are administered in accordance with the respective summary of product 
characteristics.6,14 For any required dose adjustments, reference should also be made to the respective summary 
of product characteristics6,14

 –  Patients will be followed up for efficacy and safety, as well as to evaluate how treatment is managed as part of 
routine care (e.g. dose modifications)

 –  The duration of observation for this study is 24 months after the start of treatment
 –  Sample size estimation was based on the observed 1-year survival rate of 53% in the adenocarcinoma patient 

population in LUME-Lung.1 An estimated sample size of 400 patients in VARGADO would correspond to a 95% 
confidence interval of 48‒58% for the 1-year survival rate 

 –  Due to the nature of the study, all analyses will be descriptive

Figure 1. Study design
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*On Days 2–21 of each 21-day cycle; §iv infusion on Day 1 of each 21-day cycle. 
bid, twice daily; iv, intravenous; NSCLC, non-small cell lung cancer; OS, overall survival; PD, progressive disease.

STUDY ENDPOINTS

• Study endpoints for VARGADO are shown in Table 1

Table 1. Endpoints

Primary endpoint

OS rate 1 year after the start of treatment with nintedanib plus docetaxel

Secondary endpoints

PFS (radiological progression) Duration of disease control

OS Dose modifications

Objective response rate (CR + PR) Drug-related adverse events

Disease control rate (CR + PR + SD) 

Additional endpoint

Health-related quality of life

Safety

Incidence and severity of AEs in accordance with version 4.03 of the NCI-CTCAE criteria

Incidence of serious AEs

AE, adverse event; CR, complete response; NCI-CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events; OS, overall survival; 
PFS, progression-free survival; PR, partial response; SD, stable disease.

PATIENT POPULATION

• Key inclusion and exclusion criteria are shown in Table 2

Table 2. Key inclusion and exclusion criteria

Key inclusion criteria

Adult patients with locally advanced, metastatic or locally recurrent NSCLC of adenocarcinoma histology 

Initiating nintedanib after first-line chemotherapy in accordance with the approved label

Treatment with docetaxel must not have started prior to enrolment

Signed informed consent

Key exclusion criteria

Patients with contraindications to nintedanib or docetaxel

Patients who have received more than one line of previous chemotherapy for the treatment of advanced NSCLC 
(previous adjuvant or neoadjuvant therapies are permitted) 

Pregnancy and lactation

NSCLC, non-small cell lung cancer.

• Three patient cohorts will be evaluated (Figure 2)

Figure 2. Patient cohorts in VARGADO

Cohort A

FPI
March 2015

Cohort B

First amendment
May 2016

Cohort C

First-line ICI +
chemotherapy

+

–

Chemotherapy

ICI

+

–

+

+

Nintedanib

+

docetaxel

Second line

Third line

First

line

Nintedanib

+

docetaxel

ICI

Nintedanib

+

docetaxel

FPI, first patient in; ICI, immune checkpoint inhibitor.

ADDITIONAL ANALYSES

•  Subgroup efficacy analyses include, but are not limited to, patients with:

 – PD ≤9 months after the start of first-line therapy

 – PD as best response to first-line therapy

 – Prior second-line treatment with ICIs

 –  Prior first-line chemotherapy/treatment with 
bevacizumab

 –  Prior first-line chemotherapy with a taxane

 –  Prior first-line chemotherapy with cisplatin/
pemetrexed

 –  Prior first-line chemotherapy with carboplatin/
pemetrexed

•  Patient data relating to demographic factors, disease history, prior and concomitant medication and general status 
will be recorded during regular, routine visits

• Additional analyses will be performed on the following parameters: 

 – Demographic data

 – Subsequent therapy

 –  Duration of treatment with nintedanib and/or 
docetaxel

 – Treatment discontinuation

 – Treatment modifications

 – Patients with comorbidities 

 – Concomitant medication

 –  Efficacy and tolerability in elderly patients  
(≥70 years)

 – Side-effect management during routine treatment

 –  Available data on mutation status, particularly 
EGFR and ALK

 – Quality of life assessed by QLQ-C30

STUDY SITES AND PATIENT ENROLMENT

•  The first patient was enrolled in the study on 15 March 2015

•  Currently, 98 of 100 planned centres in Germany are enrolling patients (Figure 3). They include:

 –  43 hospitals, nine of which are university hospitals

 –  55 oncology practices/ambulatory healthcare centres

•  As of 3 September 2018, 303 of the planned ~400 patients had been entered into the study and active recruitment  
is continuing

Figure 3.  Location of participating German study centres

CONCLUSIONS

•  VARGADO will provide data on the efficacy and tolerability of nintedanib in advanced adenocarcinoma NSCLC,  
when administered as part of routine clinical practice

•  In a changing treatment landscape for advanced NSCLC, there is an active discussion about the optimal  
therapeutic sequence

•  With cohorts that investigate nintedanib plus docetaxel after second-line ICI therapy, or after first-line treatment  
with an ICI combined with chemotherapy, VARGADO will provide treatment sequencing data that may support future 
clinical decision making
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