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Background: Durvalumab after concurrent chemoradiotherapy (cCRT) is the standard of care for patients with
unresectable, stage III non-small-cell lung cancer (NSCLC). However, patients often receive sequential
chemoradiotherapy (sCRT) due to factors including advanced age or frailty, comorbidities, or disease- or access-
related concerns. The phase II PACIFIC-6 trial (NCT03693300) evaluated the safety of durvalumab after sCRT in this
setting. Interim results indicated a similar safety profile to that observed with durvalumab after cCRT, with
encouraging preliminary efficacy. We report outcomes from the final analysis.
Patients and methods: Adults with unresectable, stage III NSCLC, Eastern Cooperative Oncology Group performance
status �2, and no disease progression following platinum-based sCRT were enrolled to receive durvalumab 1500 mg
intravenously once every 4 weeks for up to 24 months. The primary endpoint was the incidence of grade 3/4
adverse events (AEs) possibly related to treatment (PRAEs) occurring within 6 months. Secondary endpoints
included overall survival (OS) and progression-free survival (PFS; investigator assessed as per RECIST v1.1).
Results: As of 20 March 2023, 117 patients (65.8% aged �65 years; 98.3% with past or present comorbidities) were
enrolled. Overall, 27.4% of patients had grade 3/4 AEs and 6.0% had grade 3/4 PRAEs, including two patients (1.7%)
with pneumonitis. Three patients (2.6%) had fatal AEs, with one (0.9%) having a fatal PRAE (pneumonitis). Overall,
27.4% discontinued durvalumab due to AEs. Median follow-up was 32.6 and 30.2 months among patients censored
for OS and PFS, respectively. Median OS was 39.0 months [95% confidence interval (CI) 30.6 months-not calculable];
3-year OS rate was 56.5% (95% CI 46.4% to 65.5%). Median PFS was 13.1 months (95% CI 7.4-19.9 months); 2-year
PFS rate was 35.3% (95% CI 26.5% to 44.3%).
Conclusions: Durvalumab after sCRT was well tolerated and could be an alternative treatment strategy when cCRT is
not feasible. Confirmatory randomized phase III data are awaited.
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INTRODUCTION

Consolidation therapy with durvalumab (for up to 12
months) is the standard of care for patients with unre-
sectable, stage III non-small-cell lung cancer (NSCLC) who
do not have disease progression following platinum-based
concurrent chemoradiotherapy (cCRT).1-3 This regimen
received global approvals based on the results of the phase
III PACIFIC trial (NCT02125461), with approval by the Eu-
ropean Medicines Agency in patients with programmed
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death-ligand 1 (PD-L1) expression on �1% of tumor cells
(TCs).2,4,5 In PACIFIC, durvalumab following cCRT was
associated with significant improvements in the primary
endpoints of progression-free survival (PFS) and overall
survival (OS) versus placebo following cCRT.6,7 In addition,
durvalumab was associated with a manageable safety pro-
file and no detrimental impact on quality of life compared
with placebo.6-8 Moreover, the 5-year survival data from
PACIFIC demonstrated that the benefit with durvalumab
was sustained over time.9

cCRT is the preferred approach in unresectable, stage III
NSCLC and is associated with improved survival versus
sequential chemoradiotherapy (sCRT).1,3,10,11 Neverthe-
less, many patients do receive sCRT in routine clinical
practice due to the increased risk of adverse events
(AEs) with cCRT, concerns about tolerability in patients
with advanced age or frailty and patients with comorbid-
ities, issues with volume and location of disease, and po-
tential difficulties in accessing radiation facilities.12-16 For
example, in PACIFIC-R (NCT03798535), an observational
study of patients who received durvalumab through an
early access program, 201 of the 1399 participants (14.4%)
received sCRT.12

Given that patients not eligible for cCRT often receive
sCRT, and that some patients may receive sCRT instead of
cCRT for other than medical reasons, the phase II PACIFIC-6
study (NCT03693300; https://clinicaltrials.gov/study/NCT
03693300) was initiated to assess the safety and tolera-
bility of durvalumab following sCRT. Interim results from
PACIFIC-6 (data cut-off: 15 July 2021) demonstrated that
durvalumab was generally well tolerated after sCRT and the
safety profile appeared broadly consistent with that
observed with durvalumab after cCRT in PACIFIC.17 The
interim analysis was timed for maturity of the primary
safety endpoint, which was the incidence of grade 3/4 AEs
possibly related to treatment (PRAEs) occurring within 6
months. Thus, survival data at that time were of insufficient
maturity owing to the limited follow-up duration. Here, we
report updated safety and efficacy outcomes from the final
analysis of PACIFIC-6, including updated analysis of OS.

PATIENTS AND METHODS

Study design and patients

PACIFIC-6 was a multicenter, open-label, single-arm,
practice-informing, phase II trial.17 Patients aged �18 years
with histologically or cytologically documented unresect-
able, stage III NSCLC according to the eighth edition of the
AJCC Cancer Staging Manual,18 who had no evidence of
progression following platinum-based sCRT (as assessed by
the investigator as per RECIST v1.1), and an Eastern Coop-
erative Oncology Group performance status (ECOG PS) of 0-
2 were enrolled. Positron emission tomography or
computed tomography, magnetic resonance imaging of the
brain, and endobronchial ultrasound with biopsy at diag-
nosis were encouraged, but not mandatory. Resectability
was determined by investigator assessment, and patients
who had disease considered for surgical treatment as part
2 https://doi.org/10.1016/j.esmoop.2025.105071
of their care plan were excluded. Decisions to treat with
sCRT versus cCRT were made by the investigator, and rea-
sons for the selection of sCRT were not captured in the
study database. Patients were divided into two cohorts: one
for those with an ECOG PS of 0 or 1 and one for those with
an ECOG PS of 2. sCRT consisted of two or more cycles of
platinum-based, histology-driven chemotherapy (containing
etoposide, gemcitabine, pemetrexed, a taxane, vinblastine,
or vinorelbine as per local protocol) followed by radio-
therapy (total dose 60 Gy � 10%) within 6 weeks of
completing chemotherapy. If the chemotherapy regimen
did not include gemcitabine, a one-cycle overlap between
chemotherapy and radiotherapy was permitted. The rea-
sons for patients receiving sCRT rather than cCRT were not
captured as these decisions occurred before study enroll-
ment as per investigator decision and based on local reg-
ulations. Key exclusion criteria included mixed small-cell and
NSCLC histology, receipt of cCRT for locally advanced NSCLC,
receipt of sCRT with two or more concomitant cycles of
chemotherapy and radiotherapy, and unresolved grade �2
toxicity from previous sCRT.

Following sCRT, all patients received durvalumab
1500 mg intravenously every 4 weeks for up to 24 months
or until disease progression, initiation of alternative cancer
therapy, unacceptable toxicity, or withdrawal of consent.
Durvalumab could be given beyond disease progression at
the investigator’s discretion for patients who were deter-
mined to be still deriving benefit.
Objectives and endpoints

The primary objective was to investigate the safety and
tolerability of durvalumab in terms of the incidence of grade
3/4 PRAEs occurring within 6 months of starting durvalu-
mab. AEs were categorized as PRAEs or not based on ‘yes’
or ‘no’ responses by the investigators to the question in the
study case report forms as to whether there was a
reasonable possibility that the AE was caused by the
investigational product (i.e. durvalumab). Patients were
followed up for safety throughout treatment and for
90 days following durvalumab discontinuation. AEs were
graded using the National Cancer Institute’s Common Ter-
minology Criteria for Adverse Events version 4.03.

Secondary objectives included the assessment of efficacy
in terms of PFS, objective response rate (ORR), and duration
of response (DoR), all based on investigator assessment as
per RECIST v1.1, as well as OS and lung cancer mortality. PFS
was defined as the time from the first date of treatment
until the date of objective disease progression or death (by
any cause in the absence of progression). OS was defined as
the time from the first date of treatment until death due to
any cause. Tumors were assessed by computerized tomog-
raphy or magnetic resonance imaging at baseline, then
every 8 weeks until week 52, and every 12 weeks thereafter
for a maximum of 24 months or until confirmed radiological
progression, whichever occurred first. Radiological pro-
gression and survival were also assessed beyond study
treatment discontinuation.
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Table 1. Baseline patient and disease characteristics

Characteristic Patients, n (%)
All (n [ 117)

Median age (range), years 68.0 (39.0-85.0)
Age �65 years 77 (65.8)
Sex
Male 73 (62.4)

M. C. Garassino et al. ESMO Open
The association between PD-L1 tumor expression and
efficacy was an exploratory objective. PD-L1 TC expres-
sion was determined centrally from archival tumor
samples using the VENTANA PD-L1 (SP263) immunohisto-
chemistry assay (Ventana Medical Systems, Tucson, AZ)
and categorized using a 1% TC expression threshold for
positivity.
Female 44 (37.6)
Race
White 104 (88.9)
Unknown 13 (11.1)

Smoking historya

Never smoker 9 (7.7)
Former smoker 75 (64.1)
Current smoker 33 (28.2)

ECOG PS
0 47 (40.2)
1 67 (57.3)
2 3 (2.6)

Histological type
Adenocarcinoma 63 (53.8)
Squamous cell 45 (38.5)
Other 9 (7.7)

Disease stage at baseline
IA 1 (0.9)
IIIA 42 (35.9)
IIIB 61 (52.1)
IIIC 13 (11.1)

PD-L1 TC expression
<1% 34 (29.1)
�1% 36 (30.8)
Missing 47 (40.2)

ECOG PS, Eastern Cooperative Oncology Group performance status; PD-L1,
programmed death-ligand 1; TC, tumor cell.
aHistory of nicotine use per the investigator.
Statistical analysis

PACIFIC-6 was designed as a safety study, and no formal
sample size calculation was carried out. Up to 150 patients
could be enrolled, based on an enrollment target of 100-
120 in the ECOG PS 0 or 1 cohort and allowing up to 30 in
the ECOG PS 2 cohort. The primary safety analysis, based on
an interim analysis planned for when the last patient dosed
had had the opportunity to receive durvalumab for 6
months, was reported previously.17 The final analysis (re-
ported here) was planned for when the last patient dosed
had had the opportunity to receive durvalumab for a
maximum of 24 months, followed by a 90-day safety follow-
up period. The safety analysis set, comprising all patients
who received at least one dose of study drug, was used for
both safety and efficacy analyses. Baseline characteristics,
exposure to durvalumab, tumor response, and AE data were
summarized descriptively. Where applicable, 95% confi-
dence intervals (CIs) were calculated using the Cloppere
Pearson method for tumor response and AE data.
Time-to-event endpoints were analyzed using the Kaplane
Meier method; 95% CIs were calculated using the
BrookmeyereCrowley method for medians and the
Greenwood method for landmark survival rates. All analyses
were conducted using SAS version 9.3 or higher (SAS
institute, Cary, NC).
Study ethics

The trial was run in accordance with the International
Conference on Harmonisation Guidelines on Good Clin-
ical Practice, the Declaration of Helsinki, and applicable
regulatory requirements. The study protocol and
amendments were approved by the relevant institutional
review boards or independent ethics committees in
France [Comite de protection des personnes (CPP) SUD-
OUEST et OUTRE-MER 4], Germany (Ethikkommission
der ärztekammer Schleswig-Holstein), Italy (Comitato
etico Brianza; Comitato etico dell’area vasta Emilia Nord;
Comitato etico campania nord Azienda ospedaliera san
giuseppe Moscati di Avellino; Comitato Etico Degli irccs
istituto Europeo di oncologia E centro cardiologico
Monzino; Comitato etico Lazio 1; Comitato etico della
fondazione IRCCS “Istituto nazionale dei tumor-
i”dMilano; Comitato etico della romagnaeCerom), Spain
(Comité de Ética de la Investigación con Medicamentos
del Hospital Universitari de Bellvitge), the UK (East of
EnglanddEssex Research Ethics Committee), and the
United States (Advarra IRB). All patients provided written
informed consent to participate in the study.
Volume 10 - Issue 6 - 2025
RESULTS

Patients and treatment

Between 16 April 2019 and 30 December 2020, 117 patients
who had received prior sCRT as per investigator decision and
based on local regulations were enrolled across 25 centers in
six countries, including Italy (n ¼ 39), Spain (n ¼ 30), Ger-
many (n ¼ 18), France (n ¼ 16), the UK (n ¼ 12), and the
United States (n ¼ 2).17 The median patient age was
68.0 years (range 39-85 years), and the majority of
patients were aged �65 years [77 patients (65.8%)], white
[104 patients (88.9%)], male [73 patients (62.4%)], current/
former smokers [108 patients (92.3%)], and had an ECOG PS
of 0 [47 patients (40.2%)] or 1 [67 patients (57.3%)] (Table 1);
3 patients (2.6%) had an ECOG PS of 2. Disease stage at
baseline was IIIA, IIIB, and IIIC in 42 (35.9%), 61 (52.1%), and
13 (11.1%) patients, respectively; 1 patient (0.9%) with stage
IA disease was enrolled and included in the safety
analysis set. Over half of the patients had adenocarcinoma
[63 patients (53.8%)], while 45 (38.5%) had squamous-cell
carcinoma. The majority of patients [n ¼ 115 (98.3%)] had
prior or current comorbidities, which were most commonly
vascular [69 patients (59.0%)], respiratory [62 patients
(53.0%)], and metabolic [60 patients (51.3%)] disorders. In
total, 79 patients (67.5%) received carboplatin-based
chemotherapy as part of sCRT. Most [98 (83.8%)] patients
received sCRT without any chemotherapy overlapping with
https://doi.org/10.1016/j.esmoop.2025.105071 3
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117 paƟents enrolled

117 assigned to study drug

117 received study drug

117 disconƟnued study drug
44 due to worsening of condiƟon under 
invesƟgaƟon
31 paƟents due to AEsa

28 completed study treatment duraƟon
9 due to paƟent decision
4 due to other causesa,b

1 due to severe non-compliance to protocol

117 terminated the study
57 completed the study
52 diedc

6 withdrew consent
2 were lost to follow-up

Figure 1. Flow diagram of enrollment and disposition.
aFor one patient for whom treatment with study drug was delayed due to an AE,
the investigator decided to permanently discontinue the study drug because of
the length of time that had passed since the last treatment administration. In this
figure, this patient was counted in the ‘other’ category (clinical decision) for the
reason of studydrug discontinuation, whereas in Table 2, this patientwas counted
as having been reported with AEs leading to the discontinuation of study drug.
bOther causes for discontinuation were clinical decision (n¼ 2), exclusion criteria
met (n¼ 1), and maximal benefit received as patient underwent curative surgical
resection (n ¼ 1).
cOne patient was alive at the data cut-off date but reported as a death on the end
of the study form because this patient died 1 day after the data cut-off date.
Therefore, this patient is counted in the death category in this figure; however, for
all other statistical analyses considering the data entered at the data cut-off date,
the patient is considered alive. AE, adverse event.
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radiotherapy, and 19 (16.2%) had at least one cycle of overlap
based on a 21-day cycle for chemotherapy (study protocol
permitted one cycle of overlap). One patient (0.9%) received
cCRT; this was assessed as an important protocol deviation.

All 117 patients received durvalumab; none remained on
study treatment at the data cut-off of 20 March 2023
(Figure 1). The median total treatment duration was
41.0 weeks (range 4-108 weeks) and patients received a
median of 9 (range 1-26) durvalumab infusions; 28 (23.9%)
patients completed 24 months of durvalumab treatment. The
main reasons for early discontinuation of durvalumab were
disease progression [44 patients (37.6%)], AEs [31 patients
(26.5%)], and patient decision [9 patients (7.7%)]. In total,
46 patients (39.3%) received subsequent anticancer therapy,
most commonly cytotoxic chemotherapy [37patients (31.6%)]
and radiotherapy [10 patients (8.5%)] (Supplementary
Table S1, available at https://doi.org/10.1016/j.esmoop.
2025.105071).
Safety

Overall, 32 patients (27.4%) had grade 3/4 AEs and 7 (6.0%)
had grade 3/4 PRAEs (Table 2); 5 patients (4.3%;
4 https://doi.org/10.1016/j.esmoop.2025.105071
95% CI 1.4% to 9.7%) had grade 3/4 PRAEs within 6 months
(primary endpoint; reported previously).17 Cough was the
most frequent any-grade AE [45 patients (38.5%)]; pneumonia
was the most frequent grade 3/4 AE [5 patients (4.3%)]
(Table 3). Pneumonitis was the most frequent any-grade PRAE
[20 patients (17.1%)] and grade 3/4 PRAE [2 patients (1.7%)]
(Supplementary Table S2, available at https://doi.org/10.1016/
j.esmoop.2025.105071). Serious AEs and serious PRAEs were
reported in 32 (27.4%) and 7 (6.0%) patients, respectively
(Table 2). Fatal AEs were reported in three patients (2.6%);
one (0.9%) patient had a fatal PRAE of pneumonitis, while the
other two cases were not treatment-related (cardiac arrest
and pulmonary sepsis). In total, 32 patients (27.4%) dis-
continued durvalumab due to AEs, most commonly due to
pneumonitis [12 patients (10.3%)], interstitial lung disease
[3 patients (2.6%)], and radiation pneumonitis [3 patients
(2.6%); Supplementary Table S3, available at https://doi.org/
10.1016/j.esmoop.2025.105071].
Efficacy

At data cut-off, 51 patients (43.6%) had died. Median follow-
up was 32.6 months (range 4.4-45.7 months) among
patients censored for OS. Median OS was 39.0 months
[95% CI 30.6 months-not calculable (NC)], and the 3-year OS
rate was 56.5% (95% CI 46.4% to 65.5%) (Figure 2A and
Supplementary Table S4, available at https://doi.org/10.1016/
j.esmoop.2025.105071). A total of 41 patient (35.0%) deaths
were related to NSCLC. Median NSCLC-related survival was
41.8 months (95% CI 36.5 months-NC), and the 3-year
NSCLC-related survival rate was 63.1% (95% CI 52.5% to
71.9%) (Supplementary Table S4, available at https://doi.org/
10.1016/j.esmoop.2025.105071). Ten patients (8.5%) died
due to causes not related to NSCLC, including coronavirus
disease 2019 (COVID-19) pneumonia, degradation of general
status, pulmonary sepsis, acute respiratory failure, viral
pneumonia, influenza A pneumonia, cardiac arrest, and septic
shock [one patient (0.9%) for each condition], and two (1.7%)
due to unknown causes.

A total of 75 patients (64.1%) had experienced PFS
events. Median follow-up was 30.2 months (range 0.0-43.3
months) among patients censored for PFS. Median PFS was
13.1 months (95% CI 7.4-19.9 months), and the 2-year PFS
rate was 35.3% (95% CI 26.5% to 44.3%) (Figure 2B and
Supplementary Table S4, available at https://doi.org/10.10
16/j.esmoop.2025.105071).

Overall, 24 patients had a confirmed objective response
[confirmed ORR 20.5% (95% CI 13.6% to 29.0%)]
(Supplementary Table S4, available at https://doi.org/10.
1016/j.esmoop.2025.105071); 3 patients (2.6%) had a
complete response and 21 (17.9%) had a partial response.
Median DoR was not reached, with 17 patients (14.5%)
having ongoing responses at data cut-off.

PD-L1 expression level was known for 70 patients (59.8%).
There were numerical trends for increased benefit in patients
with PD-L1 expression on �1% of TCs than those with
expression on <1% of TCs (Supplementary Table S5,
available at https://doi.org/10.1016/j.esmoop.2025.105071);
Volume 10 - Issue 6 - 2025
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Table 2. Safety summary

ECOG PS 0/1 (n [ 114) ECOG PS 2 (n [ 3) All patients (n [ 117)

AE category, n (%) Any cause PRAEa Any cause PRAEa Any cause PRAEa

Any AE 108 (94.7) 87 (76.3) 3 (100) 3 (100) 111 (94.9) 90 (76.9)
Maximum grade 3 or 4b 32 (28.1) 7 (6.1) 0 0 32 (27.4) 7 (6.0)
Serious 32 (28.1) 7 (6.1) 0 0 32 (27.4) 7 (6.0)
Fatal 3 (2.6)c 1 (0.9)d 0 0 3 (2.6)c 1 (0.9)d

Leading to discontinuation of durvalumab 32 (28.1) 19 (16.7) 0 0 32 (27.4) 19 (16.2)
Immune-mediated 48 (42.1) 43 (37.7) 2 (66.7) 2 (66.7) 50 (42.7) 45 (38.5)

AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; ECOG PS, Eastern Cooperative Oncology Group performance status; PRAE, AE possibly related to
treatment.
aCausal attribution of AEs was assessed by the investigator. ‘PRAE’ is used here to align with the wording on the case report form, which asked investigators to give a yes or no
response to whether there was a ‘reasonable possibility that the adverse event was caused by the investigational product’ (i.e. durvalumab); thus, PRAE is an alternative
nomenclature for the term ‘treatment-related AE’.
bAEs were graded as per CTCAE version 4.03.
cAEs leading to death were pneumonitis, cardiac arrest, and pulmonary sepsis (n ¼ 1 each).
dThe single case of a PRAE leading to death was pneumonitis.

M. C. Garassino et al. ESMO Open
for patients with PD-L1 TC �1% versus <1%, respectively,
3-year OS rates were 61.9% (95% CI 41.3% to 77.0%) versus
47.8% (95% CI 29.6% to 63.9%), 2-year PFS rates were 41.1%
(24.6% to 56.9%) versus 29.2% (14.8% to 45.2%), and
confirmedORRwas22.2% (10.1% to39.2%) versus 14.7%(5.0%
to 31.1%).
DISCUSSION

Based on the findings of the phase III PACIFIC trial, durvalumab
after cCRT is the global standard of care for patients with
unresectable, stage III NSCLC.1-3,6,7 However, many patients
receive sCRT in routine clinical practice due to concerns about
cCRT tolerability, especially in patients of advanced ageor those
who are frail, comorbidities increasing the risk of AEs, volume
and location of disease, and difficulties gaining access to
Table 3. Adverse events of any cause

ECOG PS 0/1 (n [ 114) EC

Adverse event, n (%) Any gradea Grade 3 or 4 An

Cough 43 (37.7) 0 2
Asthenia 29 (25.4) 0 2
Dyspnea 27 (23.7) 1 (0.9) 2
Arthralgia 23 (20.2) 1 (0.9) 1
Diarrhea 24 (21.2) 0 0
Fatigue 24 (21.1) 0 0
Constipation 23 (20.2) 0 0
Pneumonitis 21 (18.4) 2 (1.8) 1
Pyrexia 22 (19.3) 1 (0.9) 0
Pruritus 19 (16.7) 0 2
Headache 17 (14.9) 1 (0.9) 1
Back pain 17 (14.9) 0 0
Nausea 17 (14.9) 0 0
Hypothyroidism 15 (13.2) 1 (0.9) 1
Non-cardiac chest pain 15 (13.2) 0 1
Decreased appetite 14 (12.3) 0 1
Rash 13 (11.4) 0 1
Pneumonia 13 (11.4) 5 (4.4) 0
Hyperthyroidism 12 (10.5) 0 0
Hypertension 7 (6.1) 3 (2.6) 1
Pulmonary embolism 4 (3.5) 3 (2.6) 0

Tabulated AE terms are limited to those reported in at least 10% of all patients at any grade
version 4.03).
AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; ECOG PS, Ea
aThree patients had grade 5 AEs (all were in the ECOG PS 0/1 cohort); the events were pu
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radiotherapy.12-16 In PACIFIC-6, durvalumab administered after
sCRT showed encouraging efficacy and was generally well
tolerated.The safety profile in PACIFIC-6 was broadly similar to
that observed in PACIFIC, though cross-trial comparisons
should be interpreted with caution given the differences in
study design (e.g. consolidation durvalumab could be given for
up to 2 years in PACIFIC-6 versus 1 year in PACIFIC6,7), potential
differences in treatment received before study enrollment, and
potential differences in fitness/frailty between the study pop-
ulations as suggested by the receipt of sCRT by all patients in
PACIFIC-6.The incidence ofmaximumgrade 3/4AEs in PACIFIC-
6 was 27.4% and the incidence of fatal AEs was low at 2.6%,
consistent with the rates reported in PACIFIC (30.5% and 4.4%,
respectively).7 The proportion of patients who discontinued
durvalumab due to AEs was 27.4% in PACIFIC-6, whereas the
rate was 15.4% in PACIFIC, though a direct comparison is
OG PS 2 (n [ 3) All patients (n [ 117)

y grade Grade 3 or 4 Any gradea Grade 3 or 4

(66.7) 0 45 (38.5) 0
(66.7) 0 31 (26.5) 0
(66.7) 0 29 (24.8) 1 (0.9)
(3.3) 0 24 (20.5) 1 (0.9)

0 24 (20.5) 0
0 24 (20.5) 0
0 23 (19.7) 0

(33.3) 0 22 (18.8) 2 (1.7)
0 22 (18.8) 1 (0.9)

(66.7) 0 21 (17.9) 0
(33.3) 0 18 (15.4) 1 (0.9)

0 17 (14.5) 0
0 17 (14.5) 0

(33.3) 0 16 (13.7) 1 (0.9)
(33.3) 0 16 (13.7) 0
(33.3) 0 15 (12.8) 0
(33.3) 0 14 (12.0) 0

0 13 (11.1) 5 (4.3)
0 12 (10.3) 0

(33.3) 0 8 (6.8) 3 (2.6)
0 4 (3.4) 3 (2.6)

or at least 2% of all patients at a maximum grade of 3 or 4 (as graded as per CTCAE

stern Cooperative Oncology Group performance status.
lmonary sepsis, cardiac arrest, and pneumonitis (n ¼ 1 each).
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Figure 2. Overall and progression-free survival. KaplaneMeier plots of (A) OS and (B) PFS. The dashed lines represent the time points for yearly landmark data. PFS
was assessed by the investigator using RECIST version 1.1. As per the protocol, RECIST assessments were only collected for the first 2 years, as PFS was a secondary
endpoint; because of this, the 3-year PFS landmark rate is not displayed.
CI, confidence interval; OS, overall survival; PFS, progression-free survival.
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confounded by differences in study population and design,
namely that the up to 2-year treatment duration in PACIFIC-6
gave more time in which to discontinue treatment than
in PACIFIC.7 Encouraging efficacy was also observed with dur-
valumab following sCRT after a median follow-up for OS and
PFS of �2.5 years; median OS and PFS were 39.0 months and
13.1months, respectively, with a 3-year OS rate of 56.5% and a
2-year PFS rate of 35.3%.

The safety and long-term efficacy findings from PACIFIC-6
are encouraging given that sCRT is associated with worse
outcomes than cCRT11 and that the study population may
have been less fit/more frail than patients in PACIFIC.6 As
cCRT is associated with an absolute survival benefit versus
6 https://doi.org/10.1016/j.esmoop.2025.105071
sCRT, the similarity between 3-year landmark OS rates in
PACIFIC (56.7%) and PACIFIC-6 (56.5%) is noteworthy.9,11

Moreover, while clinical trial populations tend to be
younger and/or fitter than corresponding real-world pop-
ulations19-21 and all patients in PACIFIC-6 were considered
fit enough to receive durvalumab, the fact that all patients
in PACIFIC-6 received sCRT suggests that the PACIFIC-6
population may have been less fit/more frail than study
populations in which most or all patients received cCRT.
However, it should be noted that the choice of sCRT was
made by the investigators before the patients being
considered for inclusion in PACIFIC-6, and the reasons for
choosing sCRT rather than cCRT were not captured in the
Volume 10 - Issue 6 - 2025
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study database. Thus, some patients suitable for cCRT may
have received sCRT for other than medical reasons. Unfor-
tunately, the absence of this information limits insights into
the fitness/frailty/comorbidities of patients in PACIFIC-6.
For example, the median age and ECOG PS in PACIFIC-6
and PACIFIC9 were comparable (age: 68 and 64 years,
respectively; ECOG PS of 0-1: 97.4% and 99.6%, respec-
tively), and on their own, these data do not suggest a
substantially less fit population in PACIFIC-6. Another limi-
tation of the available dataset is that no data were collected
for the Charlson Comorbidity Index, activities of daily living,
or similar frailty parameters, which would provide further
insight given that age and PS are imperfect surrogates for
frailty.22-25 In summary, the absence of these data illustrates
the need for standardized frailty measures to be utilized
across clinical studies in order to capture treatment
patterns and outcomes.

With the caveat of cross-trial comparisons, the OS and
PFS findings from PACIFIC-6 appear promising in the
context of outcomes from the placebo arm of PACIFIC
(median OS and PFS of 29.1 and 5.6 months, respec-
tively)9 and for other historical cohorts of patients who
did not receive immunotherapy after sCRT.10,26 The data
from this study also appear consistent with the efficacy
outcomes observed among patients who received durva-
lumab after sCRT in the real-world PACIFIC-R study.12 It
should be highlighted that the median OS of 39 months
and 3-year OS rate in PACIFIC-6 are not yet fully mature
given the number of patients censored before these
landmarks, as evidenced by the median follow-up in
censored patients of 32.6 months, which contrasts with
the longer follow-up (60.1 months for censored patients)
and more mature data reported from PACIFIC.9 It is also
important to note that PACIFIC-6 was designed as a safety
study, and it is not possible to draw robust conclusions
regarding the benefit of durvalumab after sCRT due to the
single-arm design.
Conclusions

Durvalumab after sCRT was well tolerated and could
represent an alternative treatment strategy for patients
who do not receive cCRT. The phase III PACIFIC-5 trial
(NCT03706690), which is assessing the efficacy and safety of
durvalumab after either cCRT or sCRT, is ongoing and will
provide further insight.27
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