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Abstract
Purpose Both nintedanib/docetaxel and anti‐PD‐1/PD‐L1 immunotherapies have demonstrated efficacy as second‐line treatment of patients with advanced lung adenocarcinoma. This is the first report on the efficacy of the nintedanib/docetaxel
combination following first‐line platinum‐based chemotherapy and subsequent immunotherapy in a real-world setting.
Methods/patients From May 2014 to December 2015, 390 patients in 108 Spanish centres enrolled in the nintedanib named
patient use program. Inclusion criteria were advanced lung adenocarcinoma with progressive disease following at least one
line of platinum‐based doublet chemotherapy. The objective was to evaluate the efficacy of the nintedanib/docetaxel combination in patients who also received immunotherapy.
Results Eleven patients met the inclusion criteria; with a median age of 67 years. PD‐L1 expression was positive in six
patients. Median progression‐free survival (PFS) of first‐line platinum‐based chemotherapy was 3.3 months (95% CI 1.9–4.6).
Second‐line immunotherapy was pembrolizumab (36.5%), atezolizumab (36.5%) or nivolumab (27%). Median PFS of second‐line immunotherapy was 2.3 months (95% CI 0–6.1). The overall response rate (ORR) to second‐line immunotherapy
was 18% with a disease‐control rate (DCR) of 45%. Median PFS of nintedanib/docetaxel was 3.2 months (95% CI 1.9–4.5).
Best response was partial response in four patients (36%), stable disease in five patients (46%), and progressive disease in
two patients (18%), for an ORR of 36% and a DCR of 82%.
Conclusion Our experience suggests an encouraging efficacy of nintedanib/docetaxel in patients with adenocarcinoma
NSCLC pretreated with platinum‐based doublet chemotherapy and immunotherapy, reinforcing the importance of an optimal
therapeutic sequence for managing advanced lung adenocarcinoma.
Keywords Nintedanib · Adenocarcinoma NSCLC · Second-line immunotherapy · Real-world evidence

Introduction
In the past 5 years there have been great advances in the
treatment of patients with advanced lung cancer. In the postchemotherapy setting, two anti-angiogenic agents (ramucirumab and nintedanib) combined with docetaxel have
been shown to increase overall survival (OS) in patients with
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adenocarcinoma after failure to a first line of platinum-based
chemotherapy [1, 2]. The improvement in OS was especially
observed in patients who had a rapid progression of disease
during treatment with the first-line chemotherapy regimen
[3, 4]. Treatment with nintedanib and docetaxel led to a
greater reduction of tumour volume in patients with more
aggressive tumours, such as those experiencing rapid disease progression during first-line chemotherapy and who had
a larger tumour volume [5]. Shortly after, immunotherapy
treatments (anti-PD-1/PD-L1) were shown to increase OS
in the post-chemotherapy setting, as second-line treatment
(nivolumab) [6, 7] and as second- and third-line treatment
(pembrolizumab and atezolizumab) [8–11].
There is a clear correlation between the levels of tumour
expression of PD-L1 and efficacy outcomes in patients with
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adenocarcinoma [6–9, 11]. In contrast to the better outcomes
in patients with rapid progression to first-line chemotherapy
that are observed with anti-angiogenic agents with docetaxel [1–3], there is a greater risk of early mortality among
patients receiving nivolumab compared with docetaxel in
the group of patients with a adenocarcinoma histology with
rapid progression/refractoriness to a first-line chemotherapy,
ECOG PS 1, and low levels of PD-L1 [12]. The profiles
of greater effectiveness of both therapeutic approaches are
complementary, and in the case of immunotherapy strongly
conditioned by the levels of tumour expression of PD-L1,
and when available by a high mutational load (TMB) [13,
14]. In this context, it would seem logical to carefully assess
the characteristics of each patient after failure to a platinumbased chemotherapy, to decide which is the most appropriate second-line treatment, and its subsequent therapeutic
sequence.
On the other hand, the standard first-line treatment of
NSCLC has rapidly evolved in 2017 and 2018. The current first-line recommendation is pembrolizumab as monotherapy in patients with tumour PD-L1 expression levels
of 50% or more without any actionable mutations based on
the KEYNOTE-024 Phase 3 study comparing pembrolizumab with platinum-based chemotherapy [15]. OS was
significantly improved in the pembrolizumab arm compared
with the chemotherapy arm (HR 0.60 [95% CI 0.41–0.89];
p = 0.005). In addition, the response rate was also higher in
the pembrolizumab arm. The first-line treatment recommendations include immunotherapy in combination with chemotherapy or alone in patients with tumour PD-L1 expression levels below 50% [16, 17]. In patients without genetic
alterations, first-line pembrolizumab in combination with
platinum-pemetrexed is more effective than chemotherapy
alone [18, 19]. In the Phase 3 KEYNOTE-189 trial, after a
median follow-up of 10.5 months, the estimated 1-year OS
rate was improved in the pembrolizumab/chemotherapy arm
(69%) compared with the chemotherapy alone arm (49%)
(HR 0.49 [95% CI 0.38–0.64]; p < 0.001). The OS benefit
obtained with pembrolizumab/chemotherapy was independent of PD-L1 expression levels and was also reported in
patients with tumours with PD-L1 < 1% (1-year OS rate
61.7% vs 52.2%, HR 0.59 [95% CI 0.38–0.92]). PFS and
response rate were also improved in the pembrolizumab arm.
In the Phase 3 KEYNOTE-042 trial in patients with tumour
PD-L1 expression of 1% or more, after a median follow-up
of 12.8 months, OS was improved in the pembrolizumab
monotherapy arm compared with the chemotherapy alone
arm (median OS 16.7 months vs 12.1 months, HR 0.81 [95%
CI 0.71–0.93]; p = 0.0018]) [20]. The improvement in the
pembrolizumab arm appeared to be driven by the group
of patients with higher PD-L1 expression (≥ 50%; median
OS 20 months with pembrolizumab vs 12.2 months with
chemotherapy [HR 0.69 (95% CI 0.56–0.85); p = 0.0003]).
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An exploratory analysis indicated that there was no improvement with pembrolizumab in patients with tumour PD-L1
expression 1–49% (median OS 13.4 months vs 12.1 months,
HR 0.92 [95% CI 0.77–1.11]). In the first-line setting, the
atezolizumab/carboplatin/paclitaxel/bevacizumab combination has been shown to have better efficacy than the chemotherapy combination without atezolizumab in patients with
nonsquamous NSCLC and is independent of PD-L1 expression levels [21]. In the Phase 3 IMpower150 trial, both OS
and PFS were improved in the atezolizumab arm compared
with the control arm of carboplatin/paclitaxel/bevacizumab
(median OS 19.2 months in the atezolizumab arm compared with 14.7 months in the control arm [HR 0.78 (95%
CI 0.64–0.96); p = 0.02]).
With rapidly evolving changes to the treatment algorithm
of patients with NSCLC, real-world evidence can be used
as a complementary evidence source for traditional clinical
trials to help define the optimal management of individual
patients. This is particularly helpful when the standard of
care if evolving so quickly that by the time a clinical trial
is set up and reads out, it runs the risk of no longer being
relevant. With immunotherapy moving to the first-line treatment setting in NSCLC, it will be important to provide evidence that can help establish what should be administered as
subsequent treatment. In the current second- and third-line
treatments of patients with NSCLC, the selection of optimal
candidates and the most appropriate therapeutic sequence
is under discussion [22, 23]. This is the first report on the
efficacy of the nintedanib/docetaxel combination following first‐line platinum‐based chemotherapy and subsequent
immunotherapy in a real-world setting.

Methods
Patients
From May 2014 to December 2015, 390 patients in 108
Spanish centres enrolled in the nintedanib Named Patient
Use ﴾NPU﴿ program. The NPU inclusion criteria were
advanced lung adenocarcinoma with progressive disease following at least one line of platinum‐based doublet chemotherapy. Patients could receive immunotherapy
prior to beginning treatment with nintedanib/docetaxel. As
part of the nintedanib NPU, patients received docetaxel by
intravenous infusion on day 1 of a 3-week cycle and nintedanib 200 mg orally twice daily on days 2–21. Docetaxel
was administered at the standard dose of 75 mg/m2 (seven
patients) or at a reduced dose of 60 mg/m2 (four patients).
We retrospectively reviewed the patients’ clinical history
to identify the patients that had received immunotherapy
﴾available through clinical trials or the nivolumab NPU
program﴿ prior to receiving the nintedanib and docetaxel
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combination in the nintedanib NPU. All the patients provided signed informed consent and Spanish Health Authority approval for each patient was obtained.

Table 1  Demographic characteristics

Assessments

Median age, years (range)
Gender
Male
Female
ECOG PSa
0
1
Smoking history
Current or ex-smoker
Never smoker
EGFR status
Wild-type
Mutant
ALK translocation
No
Yes
Not determined
KRAS status
Wild-type
Mutant
Not determined
No. of metastatic sitesa
0
1
2
3
4
≥5

The aim of our analysis was to evaluate the efficacy of the
nintedanib and docetaxel combination in the new clinical
setting post-immunotherapy. Response was assessed according to RECIST, version 1.1 [24]. OS and PFS were calculated from the date of the start of the referred treatment and
the date of death, of disease progression or death (whichever
occurred first), respectively. PFS and OS were analysed for
immunotherapy alone, the nintedanib/docetaxel combination alone, and the sum of both. In case of time, PFS and OS
were described by median and 95% confidence interval by
Kaplan–Meier method. The range for PFS and OS are also
included. Adverse events (AEs) were collected during clinical visits and their severity was graded using the National
Cancer Institute Common Terminology Criteria for Adverse
Events (CTCAE), version 4.03. When the statistical analyses
were performed, all the patients had progressed and/or died.
In all the analyses, a bilateral Type I error of 5% was applied
without a formal correction for multiplicity. The SPSS 25
(IBM) program package was used for the statistical analyses.

Results
Patient population
Among 390 patients enrolled in NPU program, 11 patients
met the inclusion criteria for this analysis. The baseline
characteristics and treatment history of these 11 patients are
described in Tables 1 and 2. The median age was 67 years
(range 44–74), with seven male and four female patients.
Most patients were ECOG PS 1 (73%) and were current
or ex-smokers (82%). One patient had an EGFR mutation.
None of the patients were positive for ALK translocation;
however, in one patient this biomarker was not assessed. Six
patients were positive for PD-L1, but expression percentage
was not available.
All the patients had received first-line platinum-based
doublet chemotherapy, except one patient with mutated
EGFR who received platinum-based chemotherapy following an early failure to gefitinib. This patient was included in
the analyses because he was part of the NPU and received
immunotherapy after chemotherapy and removing him
could have introduced a bias in the analysis; however, this
patient was refractory to all the rescue treatments (Fig. 1).
The median number of treatment lines before inclusion in
the nintedanib NPU program was 2 (range 2–3). There were
only two patients who received three lines of treatment prior

Patients, n (%)
N = 11
67 (44–74)
7 (63.6%)
4 (36.4%)
3 (27.3%)
8 (72.7%)
9 (81.8%)
2 (18.2%)
10 (90.9%)
1 (9.1%)
10 (90.9%)
0
1 (9.1%)
6 (54.5%)
1 (9.1%)
4 (36.4%)
0
1 (9.1%)
3 (27.3%)
5 (45.5%)
1 (9.1%)
1 (9.1%)

ECOG PS, Eastern Cooperative Oncology Group performance status
a

At the start of nintedanib/docetaxel treatment

to nintedanib/docetaxel: the previously mentioned patient
with an EGFR mutation and a second patient who received
erlotinib prior to immunotherapy.
At the time of inclusion in the nintedanib NPU program,
patients had a highly bulky disease with metastases in a relevant number of organs. The median number of involved
organs per patient was 3 (range 1–6). Most metastases were
found in the lung (9 [81.8%] patients), followed by the lymph
nodes (7 [63.3%] patients), the liver or bones (5 [45.5%]
patients each), the adrenal gland (2 [18.2%] patients), and
the brain and peritoneum (1 [9.1%] patient each).

Outcomes to first‑line chemotherapy
The main chemotherapy regimen was cisplatin pemetrexed
(55%), followed by carboplatin/paclitaxel and bevacizumab
or cisplatin vinorelbine (18% each). Median PFS of first‐line
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Table 2  Treatment history
Patients, n (%)
N = 11
First-line chemotherapy regimen
Cisplatin/pemetrexed
6 (54.5%)
Carboplatin/paclitaxel + bevacizumab
2 (18.2%)
Cisplatin/vinorelbine
2 (18.2%)
Carboplatin/pemetrexed
1 (9.1%)
Number of treatment lines for advanced disease before nintedanib/
docetaxel
2
9 (81.8%)
3
2 (18.2%)
Time from the start of platinum-based chemotherapy to disease
progression
< 3 months
4 (36.5%)
< 6 months
9 (81.8%)
Immune checkpoint inhibitors
Nivolumab
3 (27.3%)
Pembrolizumab
4 (36.5%)
Atezolizumab
4 (36.5%)
PD-L1 expression level
6 (54.5%)
Positivea
Not determined
5 (45.5%)
a

Expression percentage was not available

Fig. 1  PFS achieved by consecutive therapies per each individual
patient. *Patient who received erlotinib as second-line treatment
prior to immunotherapy (PFS: 3 months). **Patient with mutated
EGFR who received gefitinib treatment (PFS: 5 months) followed by
first-line platinum-based chemotherapy. #Never smokers. In all the
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platinum‐based doublet chemotherapy was 3.4 months (95%
CI 1.9–4.6; range 1.4–11). Nine patients (81.8%) had progressed < 6 months since the start of first-line treatment and
four (36.5%) had progressed < 3 months. Patients included
in this analysis were mostly refractory to platinum-based
therapy implying a poor prognosis.

Outcomes to immunotherapy
Subsequent immunotherapy treatment was nivolumab
(n = 3), pembrolizumab (n = 4) and atezolizumab (n = 4). The
overall response rate (ORR) to immunotherapy was 18.2%
with a disease‐control rate ﴾DCR﴿ of 45.5% (Table 3).
The median PFS with immunotherapy was 2.3 months
(95% CI 0–6.1; range 0.7–11﴿ (Fig. 2a) and the median OS
from the beginning of treatment with immunotherapy was
12.4 months (95% CI 9.6–15.2) (Fig. 3a).

Outcomes to nintedanib/docetaxel
The median number of treatment cycles of nintedanib and
docetaxel was 5 (combination [4], nintedanib monotherapy
[3], docetaxel monotherapy [0]). Four patients started the
nintedanib/docetaxel combination treatment with a reduced
docetaxel dose of 60 mg/m2 instead of 75 mg/m2. Overall,
treatment with nintedanib/docetaxel led to a DCR of 81.8%

patients with a tumour that was noted to be PD-L1+, a percentage of
expression was not available. CTx, chemotherapy; PD-L1 ND, PD-L1
expression not determined; PR, partial response; SD, stable disease;
PD, progressive disease
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Table 3  ORR and DCR to nintedanib/docetaxel and previous immunotherapy (N = 11)

ORR
Complete response
Partial response
Stable disease
Progressive disease
DCR

Nintedanib + docetaxel
N = 11

Immunotherapy
N = 11

36.5%
0
4 (36.5%)
5 (45.5%)
2 (18.2%)
81.8%

18.2%
0
2 (18.2%)
3 (27.3%)
6 (54.5%)
45.5%

ORR overall response rate, DCR disease control rate

with an ORR of 36.5% (Table 3). The best overall response
was a partial response in four patients. The median PFS to
nintedanib/docetaxel was 3.2 months (95% CI 1.9–4.5; range
1.4–14.6) (Fig. 2b) and the median OS from the beginning
of treatment with the combination was 7.7 months (95% CI
5.7–9.6) (Fig. 3b).
The sum of PFS achieved by immunotherapy and subsequent PFS obtained by nintedanib/docetaxel is shown in
Fig. 2c. The median PFS was 6.3 months (95% CI 2.0–10.5;
range 2.8–17.8). The individual PFS for each patient per
treatment is described in Fig. 1. Furthermore, the individual
OS for each patient from the start of immunotherapy is also
noted. The median OS from the start of immunotherapy was
12.4 months (95% CI 9.6–15.2) and includes the time on
treatment with nintedanib/docetaxel (Fig. 3a). The median
PFS for all treatment, including first-line chemotherapy,

second-line immunotherapy, and third-line nintedanib/docetaxel was 10.8 months (95% CI 5.1–16.4).
During treatment with nintedanib/docetaxel, there were
no relevant or unexpected toxicities reported. All 11 patients
were evaluated for AEs. The most frequent drug-related
AEs (all CTCAE grades) reported were neutropenia (n = 6,
54.5%), diarrhoea (n = 3, 27.3%), liver enzyme elevation
(n = 3, 27.3%), asthenia (n = 2, 18.2%) and nausea (n = 2,
18.2%). Other reported side effects were thrombocytopenia
(n = 1), hemoptysis (n = 1), paronychia (n = 1), and anorexia
(n = 1). The only reported drug-related grade ≥ 3 AEs were
neutropenia (n = 3, 27.3%) and asthenia (n = 1). Grade ≤ 2
liver enzyme elevation was asymptomatic and manageable
with temporary discontinuation of treatment in two patients
and nintedanib dose reduction in one patient. Grade ≤ 2 diarrhoea was manageable with anti-diarrheal treatment in two
patients and with nintedanib dose reduction in one patient.
Two patients needed docetaxel dose reduction due to neutropenia and one patient required a docetaxel dose reduction
due to asthenia. A grade 1 hemoptysis (n = 1) was reported
as non-related to the treatment, but as a precaution nintedanib was temporarily discontinued for 5 days. No other
potential VEGF/VEGFR inhibitor-associated AEs were
reported.

Discussion
Our experience in the Spanish nintedanib NPU program
in patients with adenocarcinoma NSCLC pretreated with
platinum‐based doublet chemotherapy and immunotherapy

Fig. 2  Kaplan–Meier curves for PFS. a PFS achieved with immunotherapy treatment. b PFS achieved with nintedanib/docetaxel combination. c
Sum of both PFS (immunotherapy + nintedanib/docetaxel combination)
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Fig. 3  Kaplan–Meier curves
for OS. a OS achieved from
the start of immunotherapy
treatment (including treatment
with nintedanib/docetaxel). b
OS achieved from the start of
treatment with the nintedanib/
docetaxel combination

suggests an encouraging efficacy and an increase in response
rates of nintedanib/docetaxel in this clinical setting. The
increased ORR of 36.5% and DCR of 82% with nintedanib/
docetaxel as third line after immunotherapy support a rationale for a possible chemosensitisation effect of immunotherapy. Our results are in line with recently reported results that
treatment with immunotherapy may improve the efficacy of
salvage chemotherapy [22, 23, 25–29]. Our series, albeit
being small, is valuable because it analyses all the patients
who had been prospectively included in the nintedanib NPU
and had received prior immunotherapy. This is the first
series in which all the patients received the same regimen
of nintedanib/docetaxel post immunotherapy.
The hypothesis for a possible chemosensitisation after
prior exposure to immunotherapy is supported by synergistic
activity both in preclinical [30–32] and clinical models [18,
19, 21]. The changes induced by prior immunotherapy, as
well as the “prolonged tissue half-life” of immunotherapy
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agents [33], could increase the efficacy of salvage chemotherapy, particularly if it is administered in combination with
an anti-angiogenic agent [34, 35]. It is possible that patients
who are able to receive a third line of treatment must have
a better prognosis and as such will have better outcomes to
treatment. However, in our series, most patients (82%) had
progressed within the first 6 months of starting platinumbased chemotherapy and joined the nintedanib NPU with
a large tumour burden with a median of three organ sites
affected by metastases (with half the patients reporting liver
or bone metastases); suggesting that their overall prognosis
was poor. In any case, our experience confirms that administering immunotherapy does not preclude deriving further
efficacy from the combination of nintedanib/docetaxel.
When patients progress after treatment with immunotherapy,
it is important to offer them the best therapeutic option available [1]. As seen in Fig. 1, in some patients who were refractory to platinum-based chemotherapy, nintedanib/docetaxel
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administered post-immunotherapy provided better disease
control than the first-line platinum doublet.
Considering the poor prognosis of the patients in our
series, the overall results reported from sequencing both
treatments (immunotherapy followed by nintedanib/docetaxel) are quite encouraging, both for PFS (median PFS
6.3 months) and OS (median OS 12.4 months). Moreover,
these outcomes support the management strategy of optimally sequencing treatments in lung adenocarcinoma to
provide the best control of the disease and improve patient
survival, as is standard in other types of cancers (breast,
colorectal, renal, etc.). The best therapeutic sequence in
patients with advanced EGFR/ALK/ROS wild-type lung
adenocarcinoma after receiving platinum-based chemotherapy should consider multiple clinical and/or pathological factors (PFS with chemotherapy, tumour burden, ECOG
PS, and PD-L1 expression).
In our series, better PFS (median PFS of 3.2 months vs
2.3 months) and disease control (best response of disease
progression of 18.2% vs 54.5%) outcomes were reported
with salvage nintedanib/docetaxel than with immunotherapy,
although there were four patients with prolonged disease
control with immunotherapy (PFS > 6 months), three of
which had PD-L1 positive tumours. An overrepresentation
of patients with PD-L1-negative patients cannot account
for these results because half the patients were positive for
PD-L1 expression; however, specific levels of expression
were not available. In the other half of the patients, PD-L1
status was not assessed. In the reported Phase III studies,
a lower median PFS was observed with nivolumab versus
docetaxel (2.3 vs 4.2 months [HR 0.92 (95% CI 0.77–1.11);
p = 0.39]) [6] and atezolizumab versus docetaxel (2.8 vs
4 months [HR 0.95 (95% CI 0.83–1.1); p = 0.49]) [11]. Disease progression as best response was reported more often
with nivolumab (44%) versus docetaxel (29%) and atezolizumab (44%) versus docetaxel (28%).
There is a proven correlation between PD-L1 expression
levels and efficacy with immunotherapy in patients with lung
adenocarcinoma [6–9, 11]. PFS and disease progression as
best response outcomes are worse in patients with tumours
that have a low or negative level of PD-L1 expression. In the
pivotal study of pembrolizumab versus docetaxel, patients
with negative PD-L1 expression were excluded from enrolment into the study based on the lack of efficacy observed
in previous studies [8, 9]. The pivotal study of nivolumab
in nonsquamous patients enrolled patients independently of
their PD-L1 expression levels. A greater risk of early mortality was reported in the nivolumab arm in comparison with
the docetaxel arm in patients with adenocarcinoma histology
with rapid progression refractoriness to first-line chemotherapy, ECOG PS 1, and low levels of PD-L1 [12]. A rapid progression to first-line chemotherapy correlates with a lower
efficacy of nivolumab in patients with lung adenocarcinoma

[6, 12, 36]. On the other hand, treatment with nintedanib/
docetaxel is more effective in relative terms with faster
progression to first-line treatment. In the pivotal study of
nintedanib/docetaxel, an analysis cutoff was established
for progression occurring within 9 months from the start
of first-line platinum chemotherapy [1, 3]. In these patients
with rapid progression, the median PFS with nintedanib/
docetaxel was 3.6 months compared with 1.5 months for
docetaxel alone (HR 0.63 [95% CI 0.48–0.83]; p = 0.0008),
and disease progression as better response was 28% among
patients receiving nintedanib/docetaxel compared with 58%
of patients who received docetaxel [1]. In addition, there was
a greater reduction of tumour volume in patients with more
aggressive tumours, defined as having a faster progression
and greater tumour burden [5].
To decide which is the best therapeutic option for each
individual patient, the aggressiveness of the disease (short
time to progression with symptomatic high tumour burden)
along with PD-L1 levels should be assessed in patients with
advanced pulmonary adenocarcinoma that progresses to a
platinum double in the first-line setting. When an aggressive
tumour coincides with low or negative levels of PD-L1, the
possibility of administering nintedanib/docetaxel to control
tumour growth should be evaluated and if good disease control is achieved, immunotherapy could be administered as
salvage therapy where it has also been shown to be effective
in the third and subsequent lines of treatment [8, 9, 11, 29,
37, 38].
However, it is important to consider that immunotherapy
has established itself in the first-line treatment setting in
NSCLC, suggesting that there may be an increase in the
use of nintedanib/docetaxel either after a first-line immunotherapy and chemotherapy combination or after second-line
platinum-based chemotherapy following first-line immunotherapy. Recent approval of first-line pembrolizumab
in combination with platinum-pemetrexed independent of
PD-L1 expression is likely to have a quick uptake in clinical practice. Upon disease progression to this combination,
nintedanib/docetaxel is able to improve OS compared with
docetaxel alone in patients with adenocarcinoma. Going
forward it will be important to provide further evidence
that can help establish what should be administered as subsequent treatment; however, real-world experience is still
lacking. Thus, a special effort will be made to gather information regarding the effectiveness of nintedanib/docetaxel
as second-line treatment after first-line immunotherapy and
chemotherapy combination, and also as third-line treatment
after immunotherapy.
Overall, our results reinforce the importance of an
optimal therapeutic sequence for managing patients with
advanced lung adenocarcinoma: (1) nintedanib/docetaxel
should be the recommended treatment in early progressors after first-line platinum-containing therapy; and (2﴿
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a treatment option after immunotherapy due to a possible
chemosensitizer effect.
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