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ABSTRACT
Background The IONESCO (IFCT- 1601) trial assessed 
the feasibility of neoadjuvant durvalumab, for early- 
stage resectable non- small- cell lung cancer (NSCLC).
Methods In a multicenter, single- arm, phase II trial, 
patients with IB (≥4 cm)- IIIA, non- N2, resectable 
NSCLC received three doses of durvalumab (750 mg 
every 2 weeks) and underwent surgery between 2 and 
14 days after the last infusion. The primary endpoint 
was the complete surgical resection rate. Secondary 
endpoints included tumor response rate, major 
histopathological response (MPR: ≤10% remaining 
viable tumor cells), disease- free survival (DFS), overall 
survival (OS), durvalumab- related safety, and 90- day 
postoperative mortality (NCT03030131).
Results Forty- six patients were eligible (median age 
60.9 years); 67% were male, 98% were smokers, and 
41% had squamous cell carcinoma. Regarding tumor 
response, 9% had a partial response, 78% had stable 
disease, and 13% had progressive disease. Among 
the operated patients (n=43), 41 achieved complete 
resection (89%, 95% CI 80.1% to 98.1%)), and eight 
achieved MPR (19%). The 12- month median OS and 
DFS rates were 89% (95% CI 75.8% to 95.3%) and 
78% (95% CI 63.4% to 87.7%), respectively (n=46). 
The median follow- up was 28.4 months (12.8–41.1). 
All patients in whom MPR was achieved were disease- 
free at 12 months compared to only 11% of those with 
>10% residual tumor cells (p=0.04). No durvalumab- 
related serious or grade 3–5 events were reported. 
The unexpected 90- day postoperative mortality of four 
patients led to premature study termination. None of 
these four deaths was considered secondary to direct 
durvalumab- related toxicity.
Conclusions Neoadjuvant durvalumab given as 
monotherapy was associated with an 89% complete 
resection rate and an MPR of 19%. Despite an 
unexpectedly high rate of postoperative deaths, which 
prevented us from completing the trial, we were able 
to show a significant association between MPR and 
DFS.

BACKGROUND
The role of immunotherapy in patients 
with early- stage resectable non- small- cell 
lung cancer (NSCLC) is unclear. A statis-
tically significant improvement in disease- 
free survival (DFS) with atezolizumab, 
an anti- PD- L1 therapy, following surgery 
and chemotherapy has been shown in the 

WHAT IS ALREADY KNOWN ON THIS TOPIC
 ⇒ The role of immune checkpoint inhibitors (ICIs) in 
early- stage resectable non- small- cell lung cancer 
(NSCLC) is unclear. Phase III studies with neoadju-
vant ICIs in combination with chemotherapy or as 
adjuvant monotherapy after chemotherapy are pos-
itive. This phase II study tested durvalumab as neo-
adjuvant in patients with localized NSCLC.

WHAT THIS STUDY ADDS
 ⇒ There was a significant association between major 
pathological response (MPR) and disease- free sur-
vival (DFS), despite a small number of patients due 
to an early termination of the study because of a 
high 90- day postoperative mortality rate. This mor-
tality was related to postoperative complications in 
a population with cardiovascular and respiratory 
comorbidities.

HOW THIS STUDY MIGHT AFFECT RESEARCH, 
PRACTICE OR POLICY

 ⇒ The association between MPR and DFS shown in 
this study is an additional argument for using MPR 
as a possible surrogate marker for neoadjuvant 
treatment with immunotherapy as a single agent.

 ⇒ The high rate of death due to postoperative compli-
cations suggests the need to better select patients 
with few comorbidities and operative risk fac-
tors for these immunotherapy- based neoadjuvant 
strategies.
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interim analysis of the phase III IMPower010 study for 
patients with resectable stage II- IIIA NSCLC with posi-
tive PD- L1 expression.1 More recently, a second phase 
III trial, the PEARLS/KEYNOTE- 091 study, showed 
significant improvement in DFS with pembrolizumab, 
an anti- PD- 1 therapy, in adjuvant setting in patients 
with resectable stage II- IIIA NSCLC regardless of 
PD- L1 expression.2 With regard to the neoadjuvant 
setting, nivolumab plus chemotherapy was found to 
increase the pathological complete response (pCR) 
rate compared with chemotherapy alone in the phase 
III CheckMate- 816 trial.3 More recently, significant 
improvement in event- free survival (EFS) was reported 
with a 37% reduction in the risk of progression, recur-
rence or death.3 Compared with adjuvant therapy, the 
superior efficacy of neoadjuvant therapy has been 
suggested in animal model studies.4 Moreover, histo-
pathological responses such as major pathological 
response (MPR) may be used as surrogate markers of 
effectiveness of neoadjuvant treatments, since overall 
survival (OS) has been associated with MPR following 
neoadjuvant cisplatin- based chemotherapy,5 although 
this association has not been demonstrated for immu-
notherapy as a single agent. Multiple phase II studies 
using neoadjuvant immunotherapy (anti- PD- L1, anti- 
PD- 1 or anti- CTLA4 antibody) have shown encour-
aging signals.6–10

With the IONESCO trial, we aimed to assess the 
feasibility of neoadjuvant treatment with single- 
therapy durvalumab, a human monoclonal anti- PD- L1 
antibody, for early- stage resectable NSCLC.

METHODS
Study design
We performed a multicenter, prospective, single- arm, 
phase II trial of durvalumab as neoadjuvant treatment 
in patients with early- stage, resectable NSCLC. Patient 
enrollment lasted 32 months, and the follow- up period 
was 1 year. The study protocol was approved by the Comité 
de Protection and the French Health Authority (ANSM).

Study population
The main inclusion criteria were histologically confirmed 
diagnosis of NSCLC, classified as stage IB (only ≥4 cm), 
IIA, IIB, or IIIA non- N2. There was no patient selection 
based on PD- L1 expression. Patients with an Eastern 
Cooperative Oncology Group performance status of 
0–1 were eligible. Neoadjuvant platinum- based or other 
chemotherapy and preoperative radiation therapy were 
not allowed. Anti- cancer therapy after surgery was at the 
discretion of the investigator. Adjuvant platinum- based 
chemotherapy and adjuvant radiation were allowed, 
according the current guidelines. Full inclusion and 
exclusion criteria are described in the study protocol.

Drug administration
Patients received durvalumab (750 mg) via 60 min intra-
venous infusion on days 1, 15, and 29. Then, they under-
went surgical resection between 2 and 14 days after the 
last infusion. No premedication was needed.

Clinical assessments
Primary endpoint
The primary endpoint was complete surgical resection, 
defined as the complete removal of the tumor, with no 

Figure 1 CONSORT flowchart of the IONESCO trial
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microscopic evidence of cancerous cells at any of the 
resected margins (R0). Complete resection was evaluated 
via histopathological assessment of paraffin- embedded 
tissue.

Secondary endpoints
Secondary endpoints included the time between the first 
durvalumab infusion and surgery; the tumor response 

rate according to Response Evaluation Criteria in 
Solid Tumors (RECIST) V.1.1; MPR, defined as ≤10% 
remaining viable tumor cells in the primary tumor (MPR 
includes complete pathological response, which was 
defined as tumors without any viable tumor cells in the 
resected lung cancer specimen and all sampled regional 
lymph nodes); DFS, defined as the time from inclusion 
to tumor recurrence or death; OS, defined as the time 
from inclusion to death of any cause; safety and tolerance 
to durvalumab; postoperative adverse events (AEs, occur-
ring up to 4 weeks after surgery); and 90- day postopera-
tive mortality.

Tumor response was assessed by radiological review, 
mainly based on a contrast- enhanced CT scan. FDG- PET 
was also performed after durvalumab administration 
and prior to surgery. Responses were evaluated locally by 
each investigator. MPR was assessed with surgical tissue 
specimens (tumor and lymph nodes) by two thoracic 
expert pathologists using a semiquantitative method 
described by Cottrell and colleagues.11 All surgically 
removed lymph nodes were analyzed. Safety and toler-
ance to durvalumab were monitored for 100 days after 
the last treatment. AEs were graded using the National 
Cancer Institute Common Terminology Criteria for 
Adverse Events V.4.0.

Data analysis
The sample size was calculated based on α, β, and 
the expected effect size using a test for single bino-
mial proportions with a two- stage design and O’Brien- 
Fleming stopping rules, which allow early termination 
for futility. East V.6.0 software was used. A complete 
resection rate (primary endpoint) of ≤85% (P0) was 
considered unacceptable, while a 95% complete resec-
tion rate was considered good (P1). Therefore, the 
computation was based on the following assumptions: 
P0=85%; P1=95%; statistical power of 0.90; and a type I 
error rate (one- sided) of 0.05. The null hypothesis (the 
rate of complete resection is P0=85%) was tested against 
a one- sided alternative and was rejected if ≥71 complete 
resections were observed in 77 eligible patients (≥92%). 
First, 39 eligible patients were to be recruited, and if 
34 or fewer complete resections were achieved in these 
39 patients, the study would be terminated for futility. 
Considering a 5% patient exclusion rate, 81 patients 
were planned to be included.

We censored follow- up on October 1, 2020. Median 
follow- up was calculated with the reverse Kaplan- Meier 
method. The probability of survival was estimated using 
the Kaplan- Meier method.

Descriptive statistics were performed on the intention- 
to- treat (ITT) population (all included patients), the 
efficacy population (eligible patients without any major 
deviations from the inclusion/exclusion criteria), and the 
safety population (all patients who had received at least 
one dose of durvalumab). Data analyses were performed 
by using SAS® V.9.4 software.

Table 1 Patient characteristics

Efficacy population, n=46
No of patients (%)

Sex

  Female 15 (32.6)

  Male 31 (67.4)

Age (median (range) years) 60.9 (46.7–80.5)

Smoking status

  Yes 45 (97.8)

  No 1 (2.2)

Packs- years (median (range)) 40.0 (2.0–100.0)

ECOG performance status

  0 38 (82.6)

  1 8 (17.4)

Histology

  Adenocarcinoma 23 (50.0)

  Squamous cell carcinoma 19 (41.3)

  Other 4 (8.7)

Stage

  IB 5 (10.9)

  IIA 13 (28.3)

  IIB 27 (58.7)

  IIIA 1 (2.2)

Preoperative respiratory function

VEMS % (median (range)) 87.5 (49.0–122.0)

DLCO % (median (range)) 79.5 (42.0–129.0)

SaO2 % (median (range)) 97.0 (93.0–100.0)

Patients receiving 3 doses of durvalumab 43 (93.5)

Surgical procedure posttreatment*

  Bilobectomy 3 (7.0)

   Upper right 1

   Lower right 2

  Lobectomy 30 (69.8)

   Upper right 12

   Lower right 6

   Upper right 11

   Lower right 1

  Pneumonectomy 10 (23.3)

   Right 5

   Left 5

Surgical approaches*

  Thoracotomy 34 (79.1)

  Video- assisted thoracic surgery (VATS) 9 (20.9)

*Three of the 46 patients did not undergo resection surgery due to disease progression 
(n=1) and pleural/esophageal invasion (n=2).
ECOG, Eastern Cooperative Oncology Group; SaO2, arterial oxygen saturation.

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://jitc.bm

j.com
/

J Im
m

unother C
ancer: first published as 10.1136/jitc-2022-005636 on 21 O

ctober 2022. D
ow

nloaded from
 

http://jitc.bmj.com/


4 Wislez M, et al. J Immunother Cancer 2022;10:e005636. doi:10.1136/jitc-2022-005636

Open access 

RESULTS
Patients
Fifty patients in the ITT population were recruited from 
April 2017 to August 2019, of whom 46 met the eligibility 
criteria (figure 1). Interim analysis was performed, and 
the independent committee decided that enrollment 
would be terminated in the case of a new death (any 
cause) occurring within 90 days of the date of surgery 
starting from the 46th patient enrolled. Enrolment was 
stopped on August 28, 2019, at the request of the inde-
pendent committee due to excessive 90- day postopera-
tive mortality, with four unexpected deaths (9% of the 46 
eligible patients). Patient characteristics are presented in 
table 1. Among the 46 patients who were eligible for treat-
ment, all were treated, and 43 underwent surgery. The 
remaining 3 patients (7%) did not undergo surgery. After 
surgery, 27 patients received adjuvant therapy (chemo-
therapy, n=22; and chemotherapy and radiotherapy, n=5).

Efficacy
Complete resection (primary endpoint)
Of the 46 patients who were eligible for inclusion and 
received treatment (efficacy population), 41 (89%, 95% 
CI 80.1% to 98.1%) achieved complete resection (R0), 

and 2 (4%, 95% CI 0.0% to 10.2%) had microscopically 
incomplete resection (R1: presence of cancerous cells on 
bronchial margin section).

Time between the first/last durvalumab infusion and surgery
In 43 patients who underwent resection surgery, the time 
(median (range)) between the first durvalumab infusion 
and surgery was 37 days (29–46), while the time between 
the last infusion and surgery was 11 days (3–33).

Tumor response
RECIST tumor response was evaluated by investigators 
in the 46 eligible patients who received treatment prior 
to surgery: 4 (9%) patients achieved partial response, 36 
(78%) had stable disease, and 6 (13%) had progressive 
disease.

Major pathological response
Among 43 patients who underwent resection surgery, 8 
(19%) achieved MPR, of whom 3 (7%) achieved pCR 
(no viable tumor cells). There was a significant associa-
tion between the radiographic and pathological response 
(n=43, p=0.03), and 3/4 patients achieving a partial 
response had MPR (online supplemental table 1).

Figure 2 Survival probability depends on achieving a major histopathological response. OS and DFS are shown for 46 
durvalumab- treated patients (A, B, respectively). The median follow- up was 28.4 months. (C, D) shows the association between 
MPR and OS (C) and between MPR and DFS (D). Regarding RVT, the category (0%–10%) corresponds to patients who 
achieved MPR; the category >10% corresponds to patients who did not achieve MPR. DFS, disease- free survival; MPR, major 
pathological response; NR, not reported; OS, overall survival; RVT, residual viable tumor cells (%).
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There was a significant association between MPR and 
DFS (n=43, log- rank test p=0.04): all 8 patients with MPR 
were disease- free (12- month DFS: 100%) vs 27/35 patients 
with >10% residual tumor cells (12- month DFS: 77%, 
95% CI 59.5% to 87.8%). A positive trend between MPR 
and OS was also observed (n=43, log- rank test p=0.21): all 
8 patients with MPR were alive (12- month OS: 100%) vs 
31/35 patients with >10% residual tumor cells (12- month 
OS: 89%, 95% CI 72.4% to 95.6%) (figure 2C,D).

Survival
The median follow- up of the 46 eligible and treated 
patients was 28.4 months (12.8;41.1). Median survival was 
not reached at the data cut- off, and the 12- month OS rate 
was 89% (95% CI 75.8% to 95.3%). Median DFS was also 
not reached, and the 12- month DFS rate was 78% (95% 
CI 63.4% to 87.7%) (figure 2A,B).

Safety
Adverse events
In the safety population (n=48 patients who received treat-
ment, see figure 1), durvalumab treatment was generally 

well tolerated, with no serious AEs and no grade 3–5 
AEs related to durvalumab. A total of 16 patients (33%) 
experienced mild or moderate durvalumab- related AEs 
within 100 days after the end of treatment (table 2). The 
most common related AEs were asthenia (n=9), diarrhea 
(n=3), nausea (n=3), and pruritus (n=3). All- cause AEs 
are shown in online supplemental table 2.

Ninety-day postoperative mortality
Mortality at 90 days after surgery was unexpectedly high, 
with four deaths reported (9% of the 46 eligible patients 
who were treated (table 3). Three of them suffered 
from cardiovascular comorbidities or other comorbid-
ities (severe chronic obstructive pulmonary disease and 
diabetes in one patient each).

Postoperative complications
The complications occurring up to 4 weeks postopera-
tively in the safety population are shown in online supple-
mental table 3. A total of 19 events were reported in 14 
patients, 16 of which were serious.

Table 2 Durvalumab- related adverse events

Safety population, n=48
No of patients (%)

Any Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

Any AE 16 (33.3) 11 (22.9) 5 (10.4) 0 (0) 0 (0) 0 (0)

Serious AE 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)

General disorders or administrative site conditions 9 (18.8) 7 (14.6) 2 (4.2) 0 (0) 0 (0) 0 (0)

  Asthenia 9 (18.8) 7 (14.6) 2 (4.2) 0 (0) 0 (0) 0 (0)

Gastrointestinal disorders 7 (14.6) 6 (12.5) 1 (2.1) 0 (0) 0 (0) 0 (0)

  Diarrhea 3 (6.3) 3 (6.3) 0 (0) 0 (0) 0 (0) 0 (0)

  Nausea 3 (6.3) 3 (6.3) 0 (0) 0 (0) 0 (0) 0 (0)

  Abdominal pain 1 (2.1) 0 (0) 1 (2.1) 0 (0) 0 (0) 0 (0)

  Constipation 1 (2.1) 1 (2.1) 0 (0) 0 (0) 0 (0) 0 (0)

  Vomiting 1 (2.1) 1 (2.1) 0 (0) 0 (0) 0 (0) 0 (0)

Skin and subcutaneous tissue disorders 4 (8.3) 2 (4.2) 2 (4.2) 0 (0) 0 (0) 0 (0)

  Pruritus 3 (6.3) 1 (2.1) 2 (4.2) 0 (0) 0 (0) 0 (0)

  Photosensitivity reaction 1 (2.1) 1 (2.1) 0 (0) 0 (0) 0 (0) 0 (0)

  Rash 1 (2.1) 1 (2.1) 0 (0) 0 (0) 0 (0) 0 (0)

Ear and labyrinth disorders 2 (4.2) 2 (4.2) 0 (0) 0 (0) 0 (0) 0 (0)

  Vertigo 2 (4.2) 2 (4.2) 0 (0) 0 (0) 0 (0) 0 (0)

Investigations 2 (4.2) 2 (4.2) 0 (0) 0 (0) 0 (0) 0 (0)

  Decreased serum thyroid stimulating hormone 2 (4.2) 2 (4.2) 0 (0) 0 (0) 0 (0) 0 (0)

Metabolism and nutrition disorders 2 (4.2) 2 (4.2) 0 (0) 0 (0) 0 (0) 0 (0)

  Decreased appetite 2 (4.2) 2 (4.2) 0 (0) 0 (0) 0 (0) 0 (0)

Musculoskeletal and connective tissue disorders 2 (4.2) 2 (4.2) 0 (0) 0 (0) 0 (0) 0 (0)

  Myalgia 1 (2.1) 1 (2.1) 0 (0) 0 (0) 0 (0) 0 (0)

  Polyarthritis 1 (2.1) 1 (2.1) 0 (0) 0 (0) 0 (0) 0 (0)

Infections and infestations 1 (2.1) 1 (2.1) 0 (0) 0 (0) 0 (0) 0 (0)

  Oral fungal infection 1 (2.1) 1 (2.1) 0 (0) 0 (0) 0 (0) 0 (0)

AE, adverse event.
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DISCUSSION
Neoadjuvant durvalumab treatment produced a complete 
surgical resection rate of 89% in patients with early- stage 
resectable NSCLC who were enrolled in the IFCT- 1601 
IONESCO trial. The sample size was small due to early study 
termination, and the observed rate was not ≥92%, which 
prevented the trial from reaching its primary endpoint.

The rates of radiographic partial response (9%) and MPR 
(19%) are in line with those observed in the largest trial to 
date of neoadjuvant anti- PD- L1 monotherapy (the LCMC3 
study).8 Higher MPR rates have been reported in smaller 
trials, specifically, 45% after two doses of nivolumab (n=20)6 
and 41% after two doses of sintilimab (n=37).9 In the PRIN-
CEPS trial (n=30), a lower rate of 14% was observed after a 
single injection of atezolizumab.10

Efficacy may be enhanced by using a combination of 
immune checkpoint inhibitors (ICIs), as suggested by the 
NEOSTAR trial, in which the MPR rates were 50% (8/16) 
with nivolumab plus ipilimumab vs 24% (5/21) with 
nivolumab alone.7 However, combining ICIs may raise 
safety issues, as shown by a dual checkpoint blockade trial 
in which the study arm combining nivolumab and ipilim-
umab was terminated early due to toxicity.12

Higher MPR rates have also been reported in studies 
exploring the combination of neoadjuvant chemotherapy 
and immunotherapy for resectable NSCLC, ranging from 
57%13 to 83%.14 Finally, the CheckMate 816 phase III 
trial recently confirmed the benefit of using a combined 
approach: significantly higher rates of pCR were reported 
with three cycles of neoadjuvant nivolumab plus platinum- 
doublet chemotherapy versus chemotherapy alone (24% 
vs 2%). MPR rates were also higher with the combination 
compared with chemotherapy alone (37% vs 9%).3 A 
37% reduction in EFS was reached, with a median of 31.6 
months vs 20.8 months (p=0.0052).3 Although the FDA 
has approved (March 2022) this combination for patients 
with resectable NSCLC in the neoadjuvant setting.

A key finding of the IONESCO trial is the significant 
association between MPR and DFS. A strong relationship 
between MPR and OS had already been shown for neoad-
juvant chemotherapy5 and chemoimmunotherapy,14 but 
this is the first study, to the best of our knowledge, to 
support such a link between MPR and DFS in patients 
receiving immunotherapy alone. Nonetheless, MPR 
should not be used as a standalone marker of efficacy. 
One should also consider the percentage of operated 
patients. In the IONESCO trial, 7% (3/46) of eligible 
treated patients did not undergo surgery. This is compa-
rable to other studies on single- agent immunotherapies, 
in which up to 12% of eligible patients did not undergo 
surgery.6–9 This rate can reach 24% in studies on ICI 
combinations7 and ranges from 11% to 18% in studies on 
chemotherapy combinations.3 7 13–15

We did not find a correlation between pathological 
response and pretreatment PD- L1 expression in pre- 
surgical biopsies. However, it is difficult to draw conclu-
sions from such a small number of samples and data on 
this relationship are generally inconclusive.6 7 9 12–14 16 17 Ta
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These discrepancies may partly be explained by a poten-
tial underestimation of the PD- L1 status from the biopsy 
specimens compared with the whole tissue sample.18

The study was terminated due to excessive 90- day postop-
erative mortality (four deaths). A fifth death related to infec-
tion and an undocumented cardiac complication (figure 1) 
occurred 94 days after surgery and was therefore not included 
in the 90- day postoperative mortality calculations. This patient 
was a male in his mid- 60s with cardiovascular comorbidities 
who underwent left pneumonectomy with microscopically 
incomplete resection (R1) for a squamous cell carcinoma 
stage IIB. The acceptable level of surgical complexity after 
a short period of ICI administration remains an open ques-
tion, suggesting the need to record surgical difficulty scores 
for mediastinal lymph node dissection after immunotherapy. 
The 90- day postoperative mortality rate is difficult to compare 
with previous studies using ICIs in monotherapy since the 
mortality rate is not always explicitly provided3 6 or measured 
over a shorter timeframe.9 However, the longer time window 
used in this study is unlikely to explain the 9% mortality rate, 
which may instead be due to inadequate patient selection 
based on cardiovascular or respiratory history.7 Indeed, char-
acteristics of the study population and the type of surgeries 
that were performed (in particular, the rate of pneumonec-
tomy) may have contributed to the high mortality rate. In 
the IONESCO trial, 41% of patients had squamous cell carci-
nomas, 98% were previous/current smokers and the rate of 
pneumonectomy was relatively high (23%). Squamous cell 
carcinomas are more proximal tumors, potentially making 
surgical resection and hilar dissection more difficult. Male 
sex and smoking history are also negative prognostic factors 
of survival. The prevalence of squamous cell carcinomas in 
the IONESCO trial was higher than that in the pilot study 
by Forde and colleagues (29%),6 comparable to that in the 
LCMC3 trial (38%)16 and the NEOSTAR trial (39%).7 Almost 
all patients in the IONESCO trial were previous/current 
smokers compared with 80%–90% in previous studies.7–9 11 
Interestingly, the lowest mortality rate at 90 days was reported 
in the LCMC3 trial (1%), which also had the lowest rate of 
pneumonectomy (9%) and a relatively low proportion of 
male patients (49%), and squamous cell carcinomas (38% 
of patients).8 In the Chinese study by Gao et al, in which 
EGFR mutations were excluded, 33% of patients underwent 
pneumonectomy, and 83% of patients had squamous cell 
carcinoma. Although the mortality rate at 90 days was not 
provided in this study, the rate at 30 days was already quite 
high (5%).9

In the CheckMate- 816 trial, the combination of 
nivolumab and chemotherapy did not impact the surgical 
procedure compared with chemotherapy alone. There 
were two deaths related to surgery in the experimental 
arm. Other phase III studies combining chemotherapy 
and immunotherapy are ongoing. It will then be neces-
sary to understand the impact of chemotherapy combined 
with immunotherapy vs immunotherapy alone on the 
surgical procedure.

Finally, the involvement of 20 active centers is likely 
to have introduced heterogeneity within the IONESCO 

trial. Despite high initial hopes, real- life multicenter 
experience has shown that there are certain complica-
tions arising from this approach, possibly suggesting that 
such a multimodal strategy should be limited to highly 
experienced surgical centers or to the fittest and least 
comorbid patients.

CONCLUSIONS
The IONESCO phase II trial exploring neoadjuvant 
durvalumab as a single agent in patients with early- stage 
resectable NSCLC did not reach its primary endpoint 
because of an excessive rate of postoperative deaths. 
However, such a strategy was still able to lead to R0 
complete resection in 89% of the patients, which is 
acceptable. As a secondary endpoint, MPR was of 19% 
and was significantly correlated with DFS. The high rate 
of death due to postoperative complications suggests the 
need to better select patients with few comorbidities and 
operative risk factors for these immunotherapy- based 
neoadjuvant strategies.
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