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ARTICLE INFO ABSTRACT

Keywords: Background: The PACIFIC trial established chemoradiation followed by 1-year durvalumab consolidation as
Stage III standard of care for unresectable locally advanced non-small cell lung cancer (LA-NSCLC). This study aims to
Locally ad];’lanced investigate therapeutic strategies and clinical outcomes after durvalumab failure in the real-world.

Unresectable Materials and methods: Patients with stage III LA-NSCLC from 23 Italian centres were retrospectively enrolled at
Immunotherapy . . .

Rechallenge durvalumab progression. Subsequent treatments (Sub-Tx) were prospectively collected and classified as follows:

chemo-immunotherapy (subgroup-1), platinum-based chemotherapy (subgroup-2), non-platinum-based

Non-small cell lung cancer
chemotherapy (subgroup-3), and targeted therapy (subgroup-4). Durvalumab progression free survival (Dur-
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PFS) and overall survival (Dur-0OS), as well as outcomes of Sub-Tx (Sub-PFS and Sub-OS) were estimated by using

the Kaplan-Meier approach.

Results: A total of 122 patients were enrolled. Median Dur-PFS was 9.3 months (95 % CI: 7.1 - 11.4) and median
Dur-OS 24.2 months (95 % CI: 18.7 — 29.7). Out of 93 patients receiving a Sub-Tx, 21.5 %, 43.0 %, 28.0 %, and
7.5 % were in the subgroup 1, 2, 3, and 4, respectively. Median Sub-PFS were 12.0, 4.1, 2.7, and 6.0 months,
respectively. Patients who completed 12 months of durvalumab were 65.0 %, 27.5 %, 19.2 %, and 42.9 % across
the four subgroups. In univariate analysis, the duration of durvalumab therapy was an independent factor for
selecting Sub-Tx (p < 0.007). Median time to next treatment (TTNT) was 6.7 months with chemo-
immunotherapy and 2.1 with chemotherapy (p = 0.009). Out of 15 patients with a TINT > 1 year, 40 %
were rechallenged with immunotherapy.

Conclusion: Platinum-based chemotherapy was the predominant treatment after durvalumab consolidation.
Immunotherapy rechallenge was associated with the best survival outcome in selected cases, warranting further

investigation.

1. Background

Lung cancer is the second most commonly diagnosed cancer in the
United States, and with its estimated 124730 deaths in 2025 it remains
the leading cause of cancer mortality in both sexes [1]. More than 80 %
of cases are non-small cell lung cancers (NSCLCs), and approximately
one-third of them present with stage III at diagnosis [2,3].

Locally advanced NSCLC (LA-NSCLC) is a highly heterogeneous
disease that often displays an intricate clinical profile and includes tu-
mours with different prognosis and treatment options [4]. Multidisci-
plinary team discussion is mandatory to define the best personalised
strategy considering the extent of the disease, the local expertise, and
patient’s comorbidities and preferences [5].

Most LA-NSCLC cases are classified as unresectable due to either high
tumour burden or patient’s characteristics [6]. Platinum-based chemo-
therapy administered concurrently or sequentially with radiotherapy
has been the historical treatment for this setting, until the practice-
changing PACIFIC trial established one-year consolidation immuno-
therapy with durvalumab as the current standard of care [6-8].

In PACIFIC, patients treated with durvalumab achieved a median
progression-free survival (PFS) of 16.9 months (IC 95 % 13.0 - 23.9) and
a median overall survival (OS) of 47.5 months (IC 95 %38.1 — 52.9) [9].
Durvalumab showed a manageable safety profile, and grade 3 or worse
adverse events (AEs) occurred in 30 % of patient, with the most common
severe AE being pneumonia (4 %) and 15 % of patients discontinuing
study drug due to AEs [7]. Patients were included in PACIFIC irre-
spective of PD-L1 expression level, however optional pre-CRT archival
tumour samples were tested retrospectively for 63 % of participants [7].
Antonia et al stratified those with available PD-L1 status at a tumour
proportion score (TPS) 25 % cut-off, and pre-specified PD-L1 level did
not affect durvalumab efficacy [7]. Later, the European Medicines
Agency (EMA) mandated a post-hoc sub-group analysis according to PD-
L1 TPS with a cut-off of 1 % and, based on the lack of meaningful benefit
yielded by durvalumab in terms of OS in PD-L1 negative patients,
restricted the use of durvalumab to PD-L1 positive LA-NSCLCs [10,11].

Despite the significant and meaningful survival benefit from durva-
lumab consolidation therapy, most patients eventually experience dis-
ease progression. In PACIFIC study, 50 % of patients progressed between
the 12th and the 18th month from durvalumab initiation [6,7,9]. Dur-
valumab re-treatment was permitted for selected patients who
completed 12 months of immunotherapy consolidation and progressed
during the follow-up period without receiving another systemic anti-
cancer therapy [9]. Overall, 34 of 476 (7.1 %) patients in the experi-
mental arm were re-treated with immunotherapy, 4 of them (11.8 %)
completed 12 months of treatment and 23 (67.6 %) early discontinued
durvalumab [9]. A median time to second progression of 48 months was
observed, with 34 % of patients being alive at 5 years [9]. Almost 50 %
of patients in the durvalumab arm received at least 1 subsequent anti-
cancer therapy: 33 % cytotoxic chemotherapy, 20 % radiotherapy, 13 %
immunotherapy (primarily nivolumab or pembrolizumab), and 10 %
other systemic therapies including tyrosine kinase inhibitors (TKIs) [9].

However, the efficacy of standard treatments in the recurrent disease is
unknown.

This observational study was designed to describe the current real-
world clinical practice in the post-durvalumab setting and to investi-
gate the efficacy of different treatments and patients’ outcomes
following durvalumab consolidation failure.

2. Materials and methods
2.1. Study design and eligibility criteria

This is a multi-centre clinical study involving 23 Italian centres. We
enrolled consecutive patients diagnosed with stage III LA-NSCLCs who
progressed after standard of care chemoradiotherapy (CRT) and dur-
valumab consolidation.

Patients were included if they met to the following criteria: 1) adult
patients aged > 18 years with histological diagnosis of LA-NSCLC; 2)
unresectable and candidates for definitive CRT according to a multi-
disciplinary team discussion as per local practice; 3) experiencing dis-
ease progression to durvalumab consolidation treatment at the time of
enrolment or within the prior 6 months.

The primary objective of this observational study was to describe the
treatment strategies and clinical outcomes after disease progression to
durvalumab consolidation in the Italian real-world scenario. Secondary
objectives were: 1) to evaluate efficacy outcomes of subsequent treat-
ments after disease progression to durvalumab consolidation; 2) to
describe clinical, pathological and molecular characteristics at initial
diagnosis of LA-NSCLC patients who developed disease recurrence; 3) to
describe the characteristics of the patients who early discontinued
durvalumab consolidation therapy (i.e. within 12 months) due to dis-
ease progression or unacceptable toxicities; 4) to describe the clinical
management and treatment strategies of LA-NSCLCs adopted in clinical
practice from diagnosis to study enrolment, with the related efficacy and
toxicity outcomes.

A retrospective-prospective cohort study design was chosen to
address the primary and secondary objectives. Patients were recruited at
disease progression to durvalumab consolidation therapy (also referred
to as index date) or within 6 months after disease progression and fol-
lowed up until data cut-off date (with the exception of patients that were
prematurely discontinued or excluded from the study). For each patient,
the retrospective follow-up window was comprised between the LA-
NSCLCs cancer diagnosis and the enrolment date, while the prospec-
tive follow-up window was comprised between the index date and the
end of the prospective observation period (Supplementary Fig. 1).
Reasons for prematurely discontinuation of the prospective follow-up
period were: a) informed consent withdrawal; b) death; c) loss to
follow-up; d) pregnancy or breast-feeding; e) enrolment in studies
imposing a specific patient’s management strategy which does not
correspond to the site’s standard clinical practice. To reduce selection
bias, also deceased patients and patients lost at follow up meeting the
study eligibility criteria were included when the period between the
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index date and the date of enrolment did not exceed 6 months.

In the retrospective phase (from initial stage III unresectable NSCLC
diagnosis to durvalumab progression), participants were described with
respect to clinical, pathological, and molecular characteristics, and in-
formation regarding CRT and durvalumab therapy were retrospectively
collected.

In the prospective phase (after disease progression to consolidation
durvalumab), real-world treatments were collected and classified based
on specific drugs/strategies (i.e. chemo-immunotherapy, platinum-
based chemotherapy, non-platinum-based chemotherapy, and targeted
therapy). The first treatment used after progression was registered as
first line treatment, and maintenance after doublet or triplet therapy was
considered as part of the first line treatment. The initiation of a new
systemic treatment for any reason was identified as second line. If par-
ticipants experienced disease progression after second line therapy, the
subsequent treatment strategy was considered as third line treatment.
For each treatment line, the CRF included type of treatment, patient’s
ECOG performance status, start and end date, best response, and disease
progression (when applicable). Last date of follow-up and, if applicable,
date of death, was also collected for the study participants.

An electronic Case Report Form (CRF) was designed to record par-
ticipants information and was completed by the study investigator for
each patient enrolled in the study.

This observational study received approval by the ethics committee
of the promoting center San Luigi Gonzaga Hospital under the protocol
number of 97/2020. Approval was subsequently granted by the ethics
committees of all the other participating Institutions.

2.2. Statistical analysis

A descriptive analysis was performed for the study participants.

Continuous variables were summarized using the median. Categor-
ical variables were summarized using number of observations (n), ab-
solute and relative frequency, and percentages of participants within the
analysis set. All proportions were presented along with 95 % confidence
intervals (CIs).

The statistical analysis included the set of the evaluable patients for
the primary endpoint, defined as all subjects with confirmed progressive
disease to durvalumab consolidation treatment at the time of enrolment
or within the prior 6 months and with available information regarding
the treatment strategies chosen after disease progression.

PFS after durvalumab consolidation therapy (also referred to as Dur-
PFS) was measured from the initiation date of durvalumab until the
occurrence of either disease progression (i.e. index date) or death from
any cause, whichever occurred first. Radiological recurrence was eval-
uated by using the Response Evaluation Criteria in Solid Tumours
version 1.1 (RECIST 1.1) [12]. Overall survival of consolidative durva-
lumab therapy (also referred to as Dur-OS) was calculated from the
initiation of consolidative durvalumab therapy until patients’ death
from any cause.

PFS after subsequent treatment strategies in post-durvalumab setting
(also referred to as Sub-PFS) was measured from the start date of sys-
temic therapy post consolidative durvalumab treatment until the
occurrence of either lung cancer progression or death from any cause,
whichever came first. Treatment response to the subsequent strategies
after progression to durvalumab consolidation was assessed as per in-
vestigator’s review according to the RECIST 1.1 and reported as com-
plete response (CR), partial response (PR), stable disease (SD) or
progressive disease (PD) [12]. Overall survival of subsequent treatment
strategies after durvalumab progression (also referred to as Sub-OS) was
defined as the length of time between the index date and the time of
death of any cause.

Survival analysis were performed for durvalumab consolidation
therapy and first line treatment to estimate the median time to event
occurrence by Kaplan-Meier method. Treatments were stratified ac-
cording to either main drug or therapeutic class for each line. Median
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and two-sided 95 % CIs were calculated, and Kaplan-Meier plots for both
PFS and OS (i.e. Dur-PFS, Dur-OS, Sub-PFS, and Sub-OS) were provided
as appropriate. Patients not experiencing the event of interest or lost to
follow-up were censored at the time of database lock (i.e. 20 August
2024), while patients experiencing the event of interest were considered
as failures and excluded from the analysis.

Adverse events were recorded and graded according to The Common
Terminology Criteria for Adverse Events (CTCAE) developed by the US
National Cancer Institute (NCI) version 5.0 [13].

All statistical analyses were performed using the R (version 4.0.2, R
Foundation for Statistical Computing, Vienna, Austria). Statistical sig-
nificance was defined as a 2-tailed p-value of < 0.05.

3. Results
3.1. Retrospective phase: From CRT initiation to durvalumab progression

From November 2021 to September 2024, a total of 122 patients
with LA-NSCLCs who received CRT followed by durvalumab consoli-
dation and experienced disease progression were included in the study.
Participants’ baseline characteristics are summarised in Table 1. The
median age was 67 (range 62 — 73). Most of them presented with a stage
IIIA (41.0 %) or stage IIIB (45.9 %) disease at the time of initial diag-
nosis, and histology was homogeneously represented, with 61 patients
(50.0 %) affected by squamous and 59 patients (48.4 %) by non-
squamous subtype. PD-L1 status was reported for 117 patients, 76 of

Table 1
Baseline patients characteristics.

Baseline characteristics All Patients n = 122 (%)

Age

(years, range) 67 (62 -73)
Gender

Female 28 (23.0)
Male 94 (77.0)
Smoking status

Never 7 (5.7)
Current 71 (58.2)
Former 43 (35.2)
Unknown 1(0.8)
ECOG PS

0 51 (41.8)
1 58 (47.5)
2 10 (8.2)
Unknown 3(2.5)
Histology

Squamous 61 (50.0)
Non-squamous 59 (48.4)
Unknown 2(1.6)
Stage

A 50 (41.0)
I11B 56 (45.9)
1IC 14 (11.5)
Unknown 2(1.6)
PD-L1 level

1-49 % 76 (62.3)
50-100 % 41 (33.6)
Unknown 54.1)
PD-L1 assay

SP263 assay (Ventana) 37 (30.3)
22C3 assay (pharmDx) 37 (30.3)
E1L3N assay (AmoyDx) 2(1.6)
Unknown 46 (37.8)
Driver mutation

KRAS 23 (18.8)
braf 5(4.1)
EGFR 2(1.6)
ALK 2(1.6)
ROS1 1(0.8)
METex14 1 (0.8)

Note: ECOG PS = performance status according to Eastern Cooperative
Oncology Group; PD-L1 = programmed-death ligand 1.
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them presenting a PD-L1 TPS between 1 and 49 %, and 34 patients (27.9
%) harboured a molecular alteration (see Supplementary Table 1).

A detailed description of retrospective phase treatments (i.e. CRT
and durvalumab) and outcomes is reported in the Supplementary Ta-
bles 2-5. With respect to CRT, 59 patients had concomitant modality
treatment (48.4 %), and 61 patients (50.0 %) received it sequentially.
Median time from RT end to durvalumab initiation was 37 days. For
most patients (62, 50.8 %), the RECIST-defined best response to dur-
valumab treatment was SD. As for the others, 23 patients (18.9 %) had a
PR, 33 patients (27.0 %) a PD, and for 4 patients (3.3 %) the information
was unknown. Median durvalumab treatment duration was 8.1 months
(IQR: 6.6 — 9.5 months), with 41 participants (33.6 %) completing 12
months of consolidation. As for the remaining patients, 68 (55.7 %)
discontinued durvalumab for disease progression after a median treat-
ment duration of 5.6 months (IQR: 3.7 — 8.5); 12 patients (9.8 %) owing
to AEs, and 1 patient (0.8 %) for a PD-related death. In our cohort me-
dian Dur-PFS was 9.3 months (95 % CI: 7.1 — 11.4) and median Dur-OS
was 24.2 months (95 % CIL: 18.7 — 29.7), respectively (Fig. 1).

Overall, 69 patients developed disease progression at a single site
(38.5 % of those had a loco-regional relapse and 14.8 % a distant
relapse), 20 patients (16.4 %) at multiple sites, and 33 patients (27.0 %)
had this information missing. Only 6 patients continued durvalumab

A

100%

75%

50%

25%

Progression-Free Survival (%)

0%
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beyond progression whilst receiving locoregional treatments at the site
of oligo-progression (lung, brain, and mediastinal lymph nodes) (see
Supplementary Table 4).

In total, 21 patients (17.2 %) presented a grade 3 or 4 immune-
mediated AE, with pneumonitis and gastrointestinal toxicity being the
most common events (6 patients each, 4.9 % of the overall cohort). A
detailed description of durvalumab adverse events is reported in the
Supplementary Table 5.

In the univariate analysis, the median PFS was not influenced by
standard baseline characteristics, e.g. histology, stage, or chemo-
radiotherapy treatment strategies. Also, standard NSCLC prognostic
factors (PD-L1 expression level, LDH or NLR) did not impact on patients’
PFS. Since more than a half of our patients discontinued durvalumab for
disease progression, durvalumab duration (less than or equal to 12
months) significantly correlated with PFS (HR 0.18, 95 % CI: 0.12-0.29,
p < 0.001) (see Supplementary Table 6).

Median Dur-PFS: 9.3 months (95% Cl: 7.1 - 11.4)

122

82

42

100%

50%

25%

Overall Survival (%)

0%

Med

24 30
Time (months)

36 42 48

20

ian Dur-0S: 24.2 months (95% Cl: 18.7 — 29.7)

122 85

24

46

36
Time (months)

48 60

26 8 6

Fig. 1. Kaplan-Meier survival curves showing: A) progression free survival (Dur-PFS) and B) overall survival (Dur-OS) from durvalumab start date in all patients (N
= 122). Note: Dur-OS = overall survival calculated from durvalumab start date; Dur-PFS = progression free survival calculated from durvalumab start date; 95 % CI

= 95 % confidence interval.
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4. Prospective phase: Treatment strategies following
durvalumab progression

4.1. Patients’ characteristics and treatments

After progression to durvalumab consolidation, 95 of 122 patients
(77.8 %) received a subsequent systemic treatment. Of those, one pa-
tient treated with a single agent immunotherapy and one patient
receiving a chemotherapy not otherwise specified were excluded from
the subsequent analysis. Therefore, 93 patients (76.2 %) were available
for the prospective phase analysis.

Patients were divided into 4 subgroups according to the specific type
of treatment received: 1) chemo-immunotherapy (20, 21.5 %); 2)
platinum-based chemotherapy (40, 43 %); 3) non-platinum-based
chemotherapy (26, 28 %); 4) targeted therapy (7, 7.5 %) (see Supple-
mentary Tables 7-10). The baseline patients’ characteristics stratified by
subsequent treatment strategies are reported in Table 2. In our cohort,
gender, age, and durvalumab duration were independent factors for the
selection of subsequent strategies after durvalumab progression. In
particular, patients who received chemo-immunotherapy as subsequent
therapy were more likely to have completed 12 months of durvalumab
consolidation (65.0 % vs 35.0 %). Conversely, patients treated with
platinum-based chemotherapy and non-platinum-based chemotherapy
were more likely to have early discontinued durvalumab (72.5 % and
80.8 % of each subgroup, respectively). Patients included in the targeted
therapy subgroup were homogeneously distributed for durvalumab
duration (3 patients completed consolidation treatment, and 4 patients
early interrupted durvalumab). Also, patients in the targeted therapy
subgroup had a median age of 62 years (range 57 — 68), whereas patients
in non-platinum-based subgroup had a median age of 73 years (range 65
— 77). Other baseline characteristics, (specifically ECOG, PD-L1
expression level, NLR, and onset of severe immune-mediated AEs)
were similar between the four subgroups. Lastly, considering the sub-
group of patients who did not receive any subsequent treatment (N =
27), 66.7 % of patients did not complete durvalumab consolidation
therapy.

Table 2
Patients’ characteristics stratified by subsequent treatment strategies.

Baseline Chemo- PB chemo Non-PB TT P
char. ICI chemo value
Age 0.039
(years, 69 66 73 (65-77) 62

range) (66-71) (63-72) (57-68)
Gender 0.031
Female 5 (25.0) 11 (27.5) 4 (15.4) 5(71.4)
Male 15 (75.0) 29 (72.5) 22 (84.6) 2 (28.6)
ECOG 0.44
0 11 (55.0) 16 (40.0) 9 (34.6) 5(71.4)
1 7 (35.0) 19 (47.5) 13 (50.0) 1(14.3)
2 1(5.0) 2 (5.0) 3(11.5) 1(14.3)
Unknown 1 (5.0) 3(7.5) 1(3.8) 0
Durva 0.007

duration
12 mo 13 (65.0) 11 (27.5) 5(19.2) 3(42.9)
<12 mo 7 (35.0) 29 (72.5) 21 (80.8) 4 (57.1)
G3-4 IR AEs 0.96
Yes 3(15.0) 5(12.5) 4 (15.4) 1(14.3)
PD-L1 0.67
1-49 % 11 (64.7) 26 (65.0) 17 (68.0) 3(42.9)
50-100 % 6 (35.3) 14 (35.0) 8 (32.0) 4 (57.1)
NLR 0.76
<3 7 (36.8) 15 (42.9) 5(21.7) 3 (42.9)
>3 12 (63.2) 20 (57.1) 18 (78.3) 4 (57.1)

Note: char. = characteristics; durva = durvalumab; ECOG = Eastern Cooperative
Oncology Group performance status; ICI = immune check point inhibitor; IR
AEs = immune-related adverse events; mo = months; PB = platinum-based; PD-
L1 = programmed-death ligand 1; TT = targeted therapy.
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4.2. Median time to next treatment

The median time from durvalumab discontinuation to subsequent
line treatment initiation (i.e. time to next treatment, TTNT) was 6.7
months for group 1, 2.1 months for group 2, 1.7 months for group 3 and
5.9 months for group 4, respectively.

A long-rank test using Cox proportional hazard model compared the
subgroup of patients treated with chemo-immunotherapy (subgroup 1,
N = 20) with the one treated with chemotherapy, irrespective of it being
platinum-based or non platinum-based (subgroup 2 and 3, N = 66).
Median TTNT was 6.7 months for patients treated with chemo-
immunotherapy and 2.1 months for patients treated with chemo-
therapy and the difference was statistically significant (p = 0.009).

Overall, 15 of 93 patients (16.1 %) commenced the first line treat-
ment more than 1 year after the end of durvalumab consolidation. They
were not homogeneously distributed between the 4 subgroups: 8 of 20
patients (40 %) treated with chemoimmunotherapy; 4 of 40 patients
(10.5 %) treated with platinum-based chemotherapy; 2 of 26 patients
(7.7 %) treated with non-platinum-based chemotherapy; 1 of 7 (14.3 %)
of patients treated with targeted therapy.

4.3. Survival outcomes according to subsequent treatments

The median Sub-PFS and Sub-OS for the 93 patients receiving any
subsequent treatment were 4.1 months (95 % CI: 2.3-5.9) and 9.0
months (95 % CI: 6.7-11.3), respectively (Fig. 2).

After stratification according to subsequent treatment subgroup, the
median Sub-PFS was 12.0 months (95 % CI: 1.6 — 22.4) in the
immunotherapy-containing therapy group, 4.1 months (95 % CI: 2.7 —
5.5) in the platinum-based chemotherapy group, 2.7 months (95 % CI:
1.9 — 3.5) in the chemotherapy non-platinum-based group, and 6.0
months (95 % CI: 0 — 15.0) in the targeted therapy subgroup (Fig. 3).

The median Sub-OS was 12.1 months (95 % CI: 4.5 — 19.6) in the
chemo-immunotherapy group, 9.8 months (95 % CI: 6.1 — 11.9) in the
platinum-based chemotherapy group, 6.8 months (95 % CI: 0 — 13.8) in
the chemotherapy non-platinum-based group, and 6.8 months (95 % CI:
not evaluable) in the targeted therapy subgroup (Fig. 3).

4.4. Further treatment strategies

Out of the 93 patients treated with first line subsequent therapy, 28
(30.1 %) received a second line treatment after further disease pro-
gression (mostly single agent cytostatic treatment). Of those, 12 patients
(12.9 % of the cohort treated after durvalumab) received a third line
treatment (See Supplementary Tables 11 and 12). The Sankey diagram
(Fig. 4) represents the distribution of second and third line treatments
according to the specific therapy received upfront.

5. Discussion

This study investigated the selection of subsequent treatment stra-
tegies for stage III LA-NSCLC patients with disease progression after
durvalumab consolidation therapy in the Italian real-world scenario.
Currently, a standard subsequent treatment in patients recurring after
durvalumab has not yet been established. In this clinical context,
available treatment options are limited due to prior administration of
platinum doublet chemotherapy and immunotherapy, and the efficacy
of standard first line treatments for metastatic NSCLC remains uncertain.

To the best of our knowledge, reports of real-world data of subse-
quent treatments after durvalumab consolidation therapy are scarce. In
the PACIFIC trial, durvalumab re-treatment was permitted for patients
who achieved a disease control at completion of the 12-month consoli-
dation period [7]. Also, in the 5-year follow-up analysis, authors re-
ported that nearly 50 % of patients received a subsequent anticancer
therapy after discontinuation of durvalumab, however details of the
treatment regimens were not specified [9]. Previous retrospective
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studies population showed that platinum-based chemotherapy was the
most frequently administered subsequent treatment [14,15]. Another
retrospective study in the Japanese population showed that patients
with a durvalumab PFS longer than 1 year had a significantly longer
median second PFS from first line treatment than those with a shorter
PFS (13.2 vs 4.7 months, HR 0.45) [16]. More recently, Cortiula et al
conducted a retrospective multicenter study on a cohort of 197 patients
treated after durvalumab consolidation progression [17]. Authors
observed that those receiving an ICI-containing treatment had statisti-
cally significant longer median PFS and OS as compared to those treated
with chemotherapy alone [17]. Also, patients with a durvalumab PFS
longer than 1 year experienced a significantly longer median OS when
treated with immunotherapy rather than chemotherapy alone (14.6 vs
8.9, HR 0.61) [17].

In our study, we recruited 122 patients progressing to durvalumab
consolidation, 93 of which received a subsequent anticancer treatment.
The median Sub-PFS and Sub-OS of the overall cohort were 4.1 and 9.0
months, respectively, thus very similar to the previously reported
studies [17]. Aligning with the previous findings, we observed that
platinum-based chemotherapy was the predominant subsequent therapy
after failure of durvalumab maintenance (adopted in nearly 45 % of

patients), followed by non-platinum-based chemotherapy (administered
to approximately 30 % of patients), with docetaxel, vinorelbine and
pemetrexed being the favoured single agents [14,15]. Overall, up to 21
% of patients received chemo-immunotherapy, and only 7 patients were
treated with a targeted agent.

Some reports have evaluated the significance of re-treatment with
ICI in metastatic NSCLC population [18,19]. Schoenfeld et al. recom-
mend that patients who discontinued immunotherapy for reasons other
than disease progression should be retreated with PD-1/PD-L1 blockade,
if the free-interval from the prior administration is longer than 6 months
[19]. The aforementioned study in the post-durvalumab setting
observed that the proportion of patients receiving rechallenge with
immunotherapy was higher among the group with longer PFS after
durvalumab consolidation [14]. Cortiula et al observed that durvalumab
consolidation was discontinued more often due to progressive disease in
patients treated with chemotherapy alone as compared to the
immunotherapy-containing group [17]. In our study, we observed that
durvalumab duration was an independent factor for selection of subse-
quent strategies at durvalumab progression. Patients re-challenged with
immunotherapy were more likely to have completed the 12 months of
consolidation with durvalumab. Conversely, the sub-groups of patients
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treated with chemotherapy alone (either platinum-based or non-
platinum-based) and the proportion of those who did not receive any
subsequent treatment mostly comprised participants who early dis-
continued durvalumab for disease progression or unacceptable immune-
mediated toxicities. Thus, median TTNT was shorter in patients treated
with chemotherapy (irrespective of containing a platinum agent or not)
as compared to those who received chemo-immunotherapy. Also,
among the 15 patients who recurred more than one year after the end of
durvalumab consolidation, re-administration of immunotherapy com-
bined with platinum-based chemotherapy was the most common treat-
ment strategy. Therefore, the choice of immunotherapy rechallenge may
depend on the duration on durvalumab consolidation and on the free
interval from progression. Interestingly, in our cohort, only 1 patient
was rechallenged with a single agent immunotherapy, even though
approximately 30 % had a PD-L1 equal to or greater than 50 at diagnosis
and none of them underwent tissue re-biopsy for molecular testing and
PD-L1 assessment at durvalumab failure.

Our study found an association between the type of first line treat-
ment strategy and survival outcomes. Patients treated with ICI-
combined regimens had a longer median Sub-PFS (12 months) as
compared to the second PFS observed in the other subgroups. Also, Sub-
OS of this subgroup, measured from the start of first line treatment, was

longer. As expected, non-platinum-based chemotherapy group had the
shortest Sub-PFS (only 2.7 months) and Sub-OS (6.8 months). Therefore,
despite the failure of immunotherapy as post-CRT maintenance, ICI re-
treatment might be an option, though clinical biomarkers to predict
the outcomes of immunotherapy is yet to be identified. Also, similarly to
the results of Stalker et al, we observed that an intensified first line
treatment with a triplet, quadruplet or doublet therapy confers the best
outcomes [15].

We acknowledge that this study has several limitations. As expected,
the median Dur-PFS of 9.3 months and Durv-OS of 24.2 months of our
cohort were shorter than the outcomes reported in PACIFIC [7,9].
Indeed, our cohort was entirely constituted of a real-world population
that eventually progressed during or after completion of durvalumab
consolidation and the main aim of our study was focusing on subsequent
lines of treatment. Therefore, it does not allow to depict the Italian real-
world outcomes of durvalumab consolidation therapy. For its retro-
spective nature, the possibility of biases in patients’ and treatments’
selection could not be ruled out. In addition, differences in patient
characteristics might have influenced the treatment outcomes of sub-
sequent therapy in each treatment regimen. Also, the number of par-
ticipants in each subsequent treatment subgroup, especially in patients
who received a targeted therapy, was not sufficient to adequately
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Fig. 4. Sankey diagram of treatment strategies in patients who underwent first,
second and third-line treatment. Note: (2) second line therapy; (3) third line
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based chemotherapy; PB-chemo = platinum-based chemotherapy; TargetTx =
targeted therapy.

compare in terms of statistical significance the differences in PFS and
OS. Lastly, our targeted treatment group was not homogeneous,
including only 7 patients treated with 5 different TKIs, whose efficacy
cannot be accurately measured.

Despite its limitations, this is one of the few studies that tries to
depict the patterns of treatments and outcomes in the real-world post-
durvalumab setting, that still represents and unanswered question of the
post-PACIFIC era. Further prospective studies (as the CONDOR trial,
NCT05568212) with an adequate number of cases to identify predictive
factors for a more tailored treatment approach are warranted.
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