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BACKGROUND
Most patients with locally advanced, unresectable, non–small-cell lung cancer (NSCLC) 
have disease progression despite definitive chemoradiotherapy (chemotherapy plus 
concurrent radiation therapy). This phase 3 study compared the anti–programmed 
death ligand 1 antibody durvalumab as consolidation therapy with placebo in patients 
with stage III NSCLC who did not have disease progression after two or more cycles 
of platinum-based chemoradiotherapy.
METHODS
We randomly assigned patients, in a 2:1 ratio, to receive durvalumab (at a dose of 
10 mg per kilogram of body weight intravenously) or placebo every 2 weeks for up 
to 12 months. The study drug was administered 1 to 42 days after the patients had 
received chemoradiotherapy. The coprimary end points were progression-free survival 
(as assessed by means of blinded independent central review) and overall survival 
(unplanned for the interim analysis). Secondary end points included 12-month and 
18-month progression-free survival rates, the objective response rate, the duration 
of response, the time to death or distant metastasis, and safety.
RESULTS
Of 713 patients who underwent randomization, 709 received consolidation therapy 
(473 received durvalumab and 236 received placebo). The median progression-free 
survival from randomization was 16.8 months (95% confidence interval [CI], 13.0 to 
18.1) with durvalumab versus 5.6 months (95% CI, 4.6 to 7.8) with placebo (stratified 
hazard ratio for disease progression or death, 0.52; 95% CI, 0.42 to 0.65; P<0.001); 
the 12-month progression-free survival rate was 55.9% versus 35.3%, and the 18-month 
progression-free survival rate was 44.2% versus 27.0%. The response rate was higher 
with durvalumab than with placebo (28.4% vs. 16.0%; P<0.001), and the median dura-
tion of response was longer (72.8% vs. 46.8% of the patients had an ongoing response 
at 18 months). The median time to death or distant metastasis was longer with 
durvalumab than with placebo (23.2 months vs. 14.6 months; P<0.001). Grade 3 or 
4 adverse events occurred in 29.9% of the patients who received durvalumab and 
26.1% of those who received placebo; the most common adverse event of grade 3 
or 4 was pneumonia (4.4% and 3.8%, respectively). A total of 15.4% of patients in 
the durvalumab group and 9.8% of those in the placebo group discontinued the 
study drug because of adverse events.
CONCLUSIONS
Progression-free survival was significantly longer with durvalumab than with placebo. 
The secondary end points also favored durvalumab, and safety was similar between 
the groups. (Funded by AstraZeneca; PACIFIC ClinicalTrials.gov number, NCT02125461.)
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A pproximately one third of patients 
with non–small-cell lung cancer (NSCLC) 
have stage III, locally advanced disease at 

diagnosis.1 The standard of care for patients with 
a good performance status and unresectable stage 
III NSCLC is platinum-based doublet chemother-
apy concurrent with radiotherapy (chemoradio-
therapy).2 However, the median progression-free 
survival among patients who have received chemo-
radiotherapy is poor (approximately 8 months), 
and only 15% of patients are alive at 5 years.1,3 
No major advances in the treatment for patients 
in this context have been made in many years.3-14

Durvalumab is a selective, high-affinity, hu-
man IgG1 monoclonal antibody that blocks pro-
grammed death ligand 1 (PD-L1) binding to 
programmed death 1 (PD-1) and CD80, allowing 
T cells to recognize and kill tumor cells.15-17 An 
early-phase clinical study involving multiple ad-
vanced solid tumors, including stage IIIB or IV 
NSCLC,18 showed that durvalumab had encour-
aging antitumor activity, and this agent was re-
cently approved in the United States for patients 
with locally advanced or metastatic urothelial 
carcinoma who had received platinum-based che-
motherapy.19 Given preclinical evidence suggesting 
that chemotherapy and radiotherapy may up-reg-
ulate PD-L1 expression in tumor cells,20-22 which 
is a predictive factor for a response to durvalum-
ab, we hypothesized that durvalumab would pro-
vide clinical benefit after chemoradiotherapy.

We report results from an interim analysis of 
the randomized, double-blind, international, phase 
3 PACIFIC study comparing durvalumab as con-
solidation therapy with placebo in patients with 
stage III, locally advanced, unresectable NSCLC 
that had not progressed after platinum-based 
chemoradiotherapy.

Me thods

Patients

Eligible patients had histologically or cytologi-
cally documented stage III, locally advanced, un-
resectable NSCLC according to the Staging Manual 
in Thoracic Oncology, version 7, of the International 
Association for the Study of Lung Cancer.23 These 
patients had received two or more cycles (defined 
according to local practice) of platinum-based 
chemotherapy (containing etoposide, vinblastine, 
vinorelbine, a taxane [paclitaxel or docetaxel], or 
pemetrexed) concurrently with definitive radia-

tion therapy (54 to 66 Gy), in which the mean 
dose to the lung was less than 20 Gy, the V20 (the 
volume of lung parenchyma that received 20 Gy 
or more) was less than 35%, or both. Additional 
inclusion criteria were no disease progression 
after this treatment, an age of 18 years or older, 
a World Health Organization performance sta-
tus of 0 or 1 (on a 5-point scale in which higher 
numbers indicate greater disability), an esti-
mated life expectancy of 12 weeks or longer, and 
completion of the last radiation dose within 1 to 
14 days before randomization (after a protocol 
amendment, this criterion was changed to 1 to 
42 days before randomization).

Key exclusion criteria were previous exposure 
to anti–PD-1 or PD-L1 antibodies; receipt of im-
munotherapy or an investigational drug within 
4 weeks before the first dose (6 weeks for mono-
clonal antibodies); active or previous autoimmune 
disease (within the past 2 years) or a history of 
primary immunodeficiency; evidence of uncon-
trolled, concurrent illness or ongoing or active 
infections; unresolved toxic effects of grade 2 or 
higher (according to the Common Terminology 
Criteria for Adverse Events [CTCAE]); and grade 
2 or higher pneumonitis from previous chemo-
radiotherapy. Complete eligibility criteria are pro-
vided in the protocol, available with the full text 
of this article at NEJM.org.

Study Design and Treatments

Patients were randomly assigned within 1 to 42 
days after chemoradiotherapy in a 2:1 ratio to 
receive durvalumab at a dose of 10 mg per kilo-
gram of body weight intravenously or matching 
placebo every 2 weeks as consolidation therapy 
for up to 12 months. Patients were stratified ac-
cording to age (<65 vs. ≥65 years), sex, and smok-
ing history (current or former smoker vs. never 
smoked).

Administration of the study drug commenced 
after randomization on day 1, once the patient 
was confirmed to be eligible to participate. The 
study drug was discontinued if there was con-
firmed disease progression, initiation of alterna-
tive anticancer therapy, unacceptable toxic effects, 
or withdrawal of consent. Patients could receive 
the study drug until disease progression (unless 
they had rapid tumor progression or symptom-
atic progression requiring urgent intervention) 
and could receive the drug again if disease con-
trol had been achieved at the end of the 12 
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months but the disease had progressed during 
follow-up.

End Points and Assessments

The coprimary end points were progression-free 
survival (according to the Response Evaluation 
Criteria in Solid Tumors [RECIST], version 1.1, as 
assessed by means of blinded independent central 
review) and overall survival. Progression-free sur-
vival was defined as the time from randomization 
(which occurred up to 6 weeks after chemoradio-
therapy) to the date of the first documented event 
of tumor progression or death in the absence of 
disease progression. Overall survival was defined 
as the time from randomization until death from 
any cause. Progression-free survival was assessed 
by the investigators, according to RECIST, version 
1.1, as a predefined sensitivity analysis.

The secondary end points were the percent-
age of patients who were alive without disease 
progression at 12 and 18 months, the objective 
response rate, the duration of response, and the 
time to death or distant metastasis (all assessed 
by means of blinded independent central review); 
and overall survival at 24 months, the safety and 
side-effect profile (graded with the use of the 
CTCAE, version 4.03), health-related quality of life, 
pharmacokinetic characteristics, and immunoge-
nicity. Efficacy was assessed every 8 weeks for the 
first 12 months and every 12 weeks thereafter. All 
reported efficacy end points are for durvalumab 
or placebo only (i.e., they were not aggregate end 
points that included previous chemoradiotherapy).

Patients provided optional archived tumor-
tissue samples for PD-L1 testing. However, en-
rollment was not restricted to any thresholds for 
the level of PD-L1 expression.

Study Oversight

The study was designed by representatives of the 
sponsor (AstraZeneca) and academic advisors. All 
patients provided written informed consent for 
participation. The study protocol and amendments 
were approved by relevant ethics committees, 
and the study was performed in accordance with 
the International Conference on Harmonisation 
Guidelines on Good Clinical Practice and the 
Declaration of Helsinki. All the investigators 
(listed in the Supplementary Appendix, available 
at NEJM.org) were responsible for the collection 
of data. Data analyses were completed by the 
sponsor. The authors had full access to the data 

and vouch for the accuracy and completeness of 
the data and analyses and for the fidelity of the 
study to the protocol.

The authors signed a confidentiality agreement 
with the sponsor. All the authors participated in 
writing the manuscript and provided approval to 
submit the manuscript for publication. Medical-
writing support, including development of the 
initial draft of the manuscript, was funded by 
the sponsor.

Statistical Analysis

The study was to be considered positive if either 
of the two coprimary end points, progression-
free or overall survival, was significantly longer 
with durvalumab than with placebo. Approxi-
mately 702 patients were needed for 2:1 random-
ization to obtain 458 progression-free survival 
events for the primary analysis of progression-
free survival and 491 overall survival events for 
the primary analysis of overall survival. It was 
estimated that the study would have a 95% or 
greater power to detect a hazard ratio for disease 
progression or death of 0.67 and a 85% or 
greater power to detect a hazard ratio for death 
of 0.73, on the basis of a log-rank test with a 
two-sided significance level of 2.5% for each 
coprimary end point.

An interim analysis of progression-free sur-
vival was planned when approximately 367 
events had occurred. At this interim analysis, 
the hazard ratio for disease progression or death 
was estimated with the use of the Kaplan–Meier 
method. Between-group comparisons were per-
formed with the use of the log-rank test, strati-
fied according to age, sex, and smoking history. 
Sensitivity analyses included assessment of eval-
uation bias, evaluation-time bias, and attrition 
bias in the determination of disease progression 
and adjustment for various covariates in the es-
timation of the hazard ratio for disease progres-
sion or death.

A preplanned analysis of progression-free 
survival in 35 prespecified subgroups was per-
formed in which hazard ratios and 95% confi-
dence intervals were calculated with the use of 
an unstratified Cox regression model. There was 
no multiplicity adjustment because the subgroup 
analysis was intended to show consistency of the 
treatment effect.

Response rates were estimated with the use 
of the Clopper–Pearson method and compared 
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with the use of Fisher’s exact test. Type I error 
was controlled for the coprimary end points (as 
described in the Supplementary Appendix) and 
the key secondary end point (the objective response 
rate), but not for other secondary end points. Effi-
cacy was assessed in the intention-to-treat popula-
tion, and safety was assessed in the as-treated 
population.

In an ongoing analysis, an external independent 
data and safety monitoring committee is assessing 
safety. This committee assessed the interim ef-
ficacy analyses.

R esult s

Patients and Treatment

Between May 2014 and April 2016, a total of 709 
of 713 patients who underwent randomization 
(99.4%) received at least 1 dose of study drug as 
consolidation therapy (473 patients received dur-
valumab and 236 received placebo) (Fig. S1 in 
the Supplementary Appendix). Baseline charac-
teristics were well balanced in the two groups 
(Table 1, and Table S1 in the Supplementary 
Appendix). The median age of all patients was 
64 years, and the majority were men (70.1%) and 
current or former smokers (91.0%); 45.7% had a 
squamous histologic type of tumor. The previ-
ous use of chemotherapy was also well balanced 
between the two groups (Table S2 in the Supple-
mentary Appendix); in addition, 25.8% of the 
patients in the durvalumab group and 28.7% of 
those in the placebo group had received induc-
tion chemotherapy before definitive chemoradio-
therapy. The response to previous chemoradio-
therapy was similar in the two groups (complete 
response, 1.9% in the durvalumab group and 
3.0% in the placebo group; partial response, 
48.7% and 46.8%, respectively).

According to the assessment of archived tu-
mor samples obtained before chemoradiothera-
py, PD-L1 expression of 25% or more on tumor 
cells occurred in 22.3% of patients (24.2% in the 
durvalumab group and 18.6% in the placebo 
group) and PD-L1 expression of less than 25% 
on tumor cells occurred in 41.0% of the patients 
(39.3% in the durvalumab group and 44.3% in 
the placebo group); 36.7% of the patients in 
both groups had unknown PD-L1 status (Table 
S3 in the Supplementary Appendix). EGFR muta-
tions were observed in 6.0% of the patients 
(6.1% in the durvalumab group and 5.9% in the 

placebo group), whereas 67.3% of the patients’ 
tumors were EGFR-negative or wild-type (66.2% 
in the durvalumab group and 69.6% in the pla-
cebo group). The EGFR mutation status was un-
known in 27.7% of the patients in the durvalumab 
group and 24.5% of the patients in the placebo 
group (Table S3 in the Supplementary Appen-
dix). No significant (P<0.05) between-group dif-
ferences were noted in either PD-L1 expression 
or EGFR mutation status.

As of February 13, 2017 (the data cutoff point 
for this interim analysis), 371 patients had dis-
ease progression (214 in the durvalumab group 
and 157 in the placebo group). The overall me-
dian follow-up was 14.5 months (range, 0.2 to 
29.9). The median number of infusions received 
was 20 (range, 1 to 27) in the durvalumab group 
and 14 (range, 1 to 26) in the placebo group; 
6.3% and 5.1% of the patients, respectively, were 
still receiving the study drug at the data cutoff 
point (Table S4 in the Supplementary Appendix). 
The median relative dose intensity was 100% in 
each group (range, 29 to 100 in the durvalumab 
group and 50 to 100 in the placebo group). Se-
rum trough concentrations of durvalumab were 
similar at weeks 24 and 48 (177.00 and 189.00 μg 
per milliliter, respectively) (Table S5 in the Sup-
plementary Appendix).

Efficacy

Median progression-free survival from random-
ization, as assessed by means of blinded inde-
pendent central review, was 16.8 months (95% 
confidence interval [CI], 13.0 to 18.1) with dur-
valumab versus 5.6 months (95% CI, 4.6 to 7.8) 
with placebo (stratified hazard ratio for disease 
progression or death, 0.52; 95% CI, 0.42 to 0.65; 
two-sided P<0.001) (Fig. 1). The 12-month pro-
gression-free survival rate was 55.9% (95% CI, 
51.0 to 60.4) with durvalumab and 35.3% (95% 
CI, 29.0 to 41.7) with placebo, and the 18-month 
progression-free survival rate was 44.2% (95% CI, 
37.7 to 50.5) and 27.0% (95% CI, 19.9 to 34.5), 
respectively. Progression-free survival results were 
consistent across all prespecified sensitivity analy-
ses (data not shown), including results determined 
by investigator assessment (stratified hazard ratio, 
0.61; 95% CI, 0.50 to 0.76; two-sided P<0.001).

A progression-free survival benefit with dur-
valumab was consistently observed across all 
prespecified subgroups, as defined according to 
patient demographic characteristics, baseline clini-
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Characteristic
Durvalumab 

(N = 476)
Placebo 
(N = 237)

Total 
(N = 713)

Age — yr

Median 64 64 64

Range 31–84 23–90 23–90

Sex — no. (%)

Male 334 (70.2) 166 (70.0) 500 (70.1)

Female 142 (29.8) 71 (30.0) 213 (29.9)

Race — no. (%)†

White 337 (70.8) 157 (66.2) 494 (69.3)

Black 12 (2.5) 2 (0.8) 14 (2.0)

Asian 120 (25.2) 72 (30.4) 192 (26.9)

Disease stage — no. (%)

IIIA 252 (52.9) 125 (52.7) 377 (52.9)

IIIB 212 (44.5) 107 (45.1) 319 (44.7)

Other‡ 12 (2.5) 5 (2.1) 17 (2.4)

WHO performance-status score — no. (%)§

0 234 (49.2) 114 (48.1) 348 (48.8)

1 240 (50.4) 122 (51.5) 362 (50.8)

Tumor histologic type — no. (%)

Squamous 224 (47.1) 102 (43.0) 326 (45.7)

Nonsquamous 252 (52.9) 135 (57.0) 387 (54.3)

Smoking status — no. (%)

Current smoker 79 (16.6) 38 (16.0) 117 (16.4)

Former smoker 354 (74.4) 178 (75.1) 532 (74.6)

Never smoked 43 (9.0) 21 (8.9) 64 (9.0)

Previous radiotherapy — no. (%)¶

<54 Gy 3 (0.6) 0 3 (0.4)

≥54 to ≤66 Gy 442 (92.9) 217 (91.6) 659 (92.4)

>66 to ≤74 Gy 30 (6.3) 19 (8.0) 49 (6.9)

Previous chemotherapy — no. (%)‖

Induction 123 (25.8) 68 (28.7) 191 (26.8)

Concurrent with radiation therapy 475 (99.8) 236 (99.6) 711 (99.7)

Best response to previous chemoradiotherapy — no. (%)

Complete response 9 (1.9) 7 (3.0) 16 (2.2)

Partial response 232 (48.7) 111 (46.8) 343 (48.1)

Stable disease 222 (46.6) 114 (48.1) 336 (47.1)

*  The intention-to-treat population included all patients who underwent randomization. Randomization was stratified ac-
cording to age at randomization (<65 vs. ≥65 years of age), sex, and smoking history (current or former smoker vs. 
never smoked). There were no significant (P<0.05) between-group differences in the baseline characteristics listed here. 
Percentages may not total 100 because of rounding or because some categories occurred with very low frequency and 
therefore are not shown here. A complete listing of baseline characteristics is provided in Table S1 in the 
Supplementary Appendix.

†  Race was reported by the patients.
‡  Patients with other disease stages included 12 patients in the durvalumab group (4 with stage IV, 4 with stage IIB,  

3 with stage IIA, and 1 with stage IA) and 5 patients in the placebo group (2 with stage IIB, 1 with stage IIA, and 2 with 
stage IB).

§  World Health Organization (WHO) performance-status scores range from 0 to 5, with 0 indicating no symptoms and 
higher scores indicating increased disability.

¶  The decision regarding the actual dose was based on investigator or radiologist assessment of each individual patient, 
resulting in doses that differed from the inclusion criteria. All radiation therapy was administered concurrently with che-
motherapy.

‖  Patients may have received previous chemotherapy in more than one context.

Table 1. Baseline Characteristics, Stratification Factors, and Prior Therapy in the Intention-to-Treat Population.*
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copathologic features, and response to previous 
treatment (Fig. 2). Additional nonprognostic fac-
tors are listed in Figure S2 in the Supplementary 
Appendix. Notably, the progression-free survival 
benefit with durvalumab was observed irrespec-
tive of PD-L1 expression before chemoradiothera-
py (hazard ratio, 0.59 [95% CI, 0.43 to 0.82] for 
a PD-L1 expression level of <25% and 0.41 [95% 
CI, 0.26 to 0.65] for a PD-L1 expression level of 
≥25%). A progression-free survival benefit was 
also evident in patients who had never smoked. 
The absence of corrections for multiple com-
parisons limits the extrapolations to particular 
subgroups.

The median time to death or distant metasta-
sis was 23.2 months (95% CI, 23.2 to not reached) 
with durvalumab versus 14.6 months (95% CI, 
10.6 to 18.6) with placebo (hazard ratio, 0.52; 
95% CI, 0.39 to 0.69; two-sided P<0.001) (Fig. S3 
in the Supplementary Appendix). In addition, the 
frequency of new lesions, as assessed by means 
of blinded independent central review, was 20.4% 
with durvalumab and 32.1% with placebo, with 
a lower incidence of new brain metastases with 

durvalumab (5.5% vs. 11.0%) (Table S6 in the 
Supplementary Appendix).

The objective response rate, as assessed by 
means of blinded independent central review, 
was significantly higher with durvalumab than 
with placebo (28.4% vs. 16.0%; P<0.001) (Ta-
ble 2); 16.5% of patients who received durvalum-
ab and 27.7% of those who received placebo had 
disease progression (Table 2). The median dura-
tion of response was longer with durvalumab 
than with placebo (Table 2, and Fig. S4 in the 
Supplementary Appendix). Of the patients who 
had a response to durvalumab, 72.8% had an 
ongoing response at both 12 and 18 months as 
compared with 56.1% and 46.8%, respectively, of 
patients in the placebo group who had an ongoing 
response (Table 2). An analysis of overall survival 
was not planned at the time of this interim analy-
sis of progression-free survival.

Safety

Adverse events of any cause and grade occurred 
in 96.8% of the patients who received durvalu mab 
and 94.9% of the patients who received placebo 

Figure 1. Progression-free Survival in the Intention-to-Treat Population.

Shown are Kaplan–Meier curves for progression-free survival (PFS), defined according to the Response Evaluation 
Criteria in Solid Tumors, version 1.1, and assessed by means of blinded independent central review. Tick marks indi-
cate censored observations, and vertical lines indicate the times of landmark PFS analyses. The intention-to-treat 
population included all patients who underwent randomization.
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(Table 3); grade 3 or 4 adverse events occurred 
in 29.9% and 26.1%, respectively. The most com-
mon grade 3 or 4 adverse event was pneumonia 
(in 4.4% of patients in the durvalumab group 
and 3.8% of patients in the placebo group). Dis-
continuation due to adverse events occurred in 
15.4% of patients in the durvalumab group and 
9.8% of patients in the placebo group, and seri-
ous adverse events occurred in 28.6% and 22.6%, 
respectively (Table S7 in the Supplementary Ap-
pendix). Death due to adverse events occurred in 
4.4% of patients in the durvalumab group and 
5.6% of patients in the placebo group (Table 3). 
Treatment-related adverse events are summarized 
in Table S8 in the Supplementary Appendix.

The most frequent adverse events leading to 
discontinuation of durvalumab and placebo were 
pneumonitis or radiation pneumonitis (in 6.3% 
and 4.3%, respectively) and pneumonia (in 1.1% 
and 1.3%). In patients who received durvalumab, 
as compared with those who received placebo, 

pneumonitis or radiation pneumonitis of any 
grade occurred in 33.9% and 24.8% and pneu-
monitis or radiation pneumonitis of grade 3 or 
4 occurred in 3.4% and 2.6%; pneumonia of any 
grade occurred in 13.1% and 7.7%, and pneumo-
nia of grade 3 or 4 occurred in 4.4% and 3.8%.

Adverse events of any grade that were of spe-
cial interest, regardless of cause, were reported 
in 66.1% of patients in the durvalumab group 
and 48.7% of patients in the placebo group. The 
majority were grade 1 or 2, and events of grade 
3 or higher were infrequent (in <10% of patients) 
in both groups. The most frequent adverse events 
of any grade that were of special interest with 
durvalumab versus placebo were diarrhea (18.3% 
and 18.8%), pneumonitis (12.6% and 7.7%), rash 
(12.2% and 7.3%), and pruritus (12.2% and 4.7%). 
Adverse events of special interest for which pa-
tients received concomitant treatment were re-
ported in 42.1% and 17.1% of patients, respectively; 
treatments included glucocorticoids (in 15.2% and 

Figure 2. Subgroup Analysis of Prognostic Factors for Progression-free Survival in the Intention-to-Treat Population.

Progression-free survival was defined according to RECIST, version 1.1, and assessed by means of blinded independent central review. 
The hazard ratio and 95% confidence interval were not calculated for the complete response because this subgroup had less than  
20 events. EGFR denotes epidermal growth factor receptor, and PD-L1 programmed death ligand 1.
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6.8%), high-dose glucocorticoids (8.8% and 5.1%), 
endocrine therapy (11.6% and 1.3%), and other 
immunosuppressive agents (0.4% of both groups).

Immune-mediated adverse events of any grade, 
regardless of cause, were reported in 24.2% of 
patients in the durvalumab group and 8.1% of 
patients in the placebo group; grade 3 or 4 im-
mune-mediated adverse events were reported in 
3.4% and 2.6% of patients, respectively (Table S9 
in the Supplementary Appendix). Treatments for 
immune-mediated adverse events included sys-
temic glucocorticoids (in 14.3% of patients in the 
durvalumab group and 5.6% in the placebo group), 
high-dose glucocorticoids (8.2% and 4.3%), en-
docrine therapy (10.7% and 1.3%), and other im-
munosuppressive agents (0.4% of both groups).

Discussion

In the planned interim analysis of the PACIFIC 
study, the coprimary end point of progression-

free survival was met. Among patients with locally 
advanced, unresectable NSCLC, progression-free 
survival was 11 months longer among patients 
who received durvalumab than among those 
who received placebo (hazard ratio for disease 
progression or death, 0.52; P<0.001). The longer 
progression-free survival was accomplished in a 
biomarker-independent population. Patients with 
a level of PD-L1 expression on tumor cells of less 
than 25% accounted for a larger proportion of 
participants in this study than patients with 25% 
or greater PD-L1–positive tumor cells. In addition, 
the difference in progression-free survival in fa-
vor of durvalumab was shown across all pre-
specified subgroups, including patients who 
were not expected to have a response according 
to the results of trials involving patients with 
advanced or metastatic disease.

Although data on overall survival were im-
mature at the time of this analysis, clinical ben-
efit with durvalumab was evident by improve-

Variable
Durvalumab 
(N = 443)†

Placebo 
(N = 213)† Treatment Effect‡ P Value

Objective response

No. of patients with response 126 34

% of patients (95% CI) 28.4 (24.3–32.9) 16.0 (11.3–21.6) 1.78 (1.27–2.51) <0.001

Best overall response — no. (%)§

Complete response 6 (1.4) 1 (0.5)

Partial response 120 (27.1) 33 (15.5)

Stable disease 233 (52.6) 119 (55.9)

Progressive disease 73 (16.5) 59 (27.7)

Could not be evaluated 10 (2.3) 1 (0.5)

Duration of response — mo

Median NR 13.8 0.43

95% CI 6.0–NR 0.22–0.84

Ongoing response at data cutoff 
point — %¶

At 12 mo 72.8 56.1

At 18 mo 72.8 46.8

*  The tumor response was assessed by means of blinded independent central review. NR denotes not reached.
†  The analysis was performed with data from patients with measurable disease at baseline as determined by either of the 

two independent central reviewers.
‡  The relative risk (95% CI) is shown for the objective response rate, and the hazard ratio (95% CI) is shown for the du-

ration of response. Placebo was the reference group when relative risk and hazard ratio were calculated; therefore, a rel-
ative risk greater than 1 is in favor of durvalumab and a hazard ratio less than 1 is in favor of durvalumab.

§  One patient could not be included in any of the best-overall-response categories because of inconsistency in the base-
line assessment for measurable disease between the two independent central reviewers.

¶  Percentages were calculated with the use of the Kaplan–Meier method.

Table 2. Antitumor Activity in the Intention-to-Treat Population.*
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ment in all secondary end points, such as an 
objective response rate that was higher by 12.4 
percentage points with durvalumab than with 
placebo (P<0.001). In addition, responses with 
durvalumab were durable as compared with pla-
cebo (72.8% of patients who had a response to 
durvalumab had an ongoing response at both 12 
and 18 months as compared with 56.1% and 
46.8%, respectively, who had a response to pla-
cebo). Durvalumab also had a favorable effect on 

the frequency of new metastases, including a 
lower incidence of new brain metastases.

The safety profile of durvalumab in this 
population was consistent with that of other im-
munotherapies and with its known safety profile 
as monotherapy in patients with more advanced 
disease (stage IIIB or IV NSCLC).18 Although the 
incidences of some adverse events of any cause, 
including pneumonitis or radiation pneumoni-
tis, were increased with both durvalumab and 

Event Durvalumab (N = 475) Placebo (N = 234)

Any Grade* Grade 3 or 4 Any Grade* Grade 3 or 4

number of patients with event (percent)

Any event 460 (96.8) 142 (29.9) 222 (94.9) 61 (26.1)

Cough 168 (35.4) 2 (0.4) 59 (25.2) 1 (0.4)

Pneumonitis or radiation pneumonitis† 161 (33.9) 16 (3.4) 58 (24.8) 6 (2.6)

Fatigue 113 (23.8) 1 (0.2) 48 (20.5) 3 (1.3)

Dyspnea 106 (22.3) 7 (1.5) 56 (23.9) 6 (2.6)

Diarrhea 87 (18.3) 3 (0.6) 44 (18.8) 3 (1.3)

Pyrexia 70 (14.7) 1 (0.2) 21 (9.0) 0

Decreased appetite 68 (14.3) 1 (0.2) 30 (12.8) 2 (0.9)

Nausea 66 (13.9) 0 31 (13.2) 0

Pneumonia 62 (13.1) 21 (4.4) 18 (7.7) 9 (3.8)

Arthralgia 59 (12.4) 0 26 (11.1) 0

Pruritus 58 (12.2) 0 11 (4.7) 0

Rash 58 (12.2) 1 (0.2) 17 (7.3) 0

Upper respiratory tract infection 58 (12.2) 1 (0.2) 23 (9.8) 0

Constipation 56 (11.8) 1 (0.2) 20 (8.5) 0

Hypothyroidism 55 (11.6) 1 (0.2) 4 (1.7) 0

Headache 52 (10.9) 1 (0.2) 21 (9.0) 2 (0.9)

Asthenia 51 (10.7) 3 (0.6) 31 (13.2) 1 (0.4)

Back pain 50 (10.5) 1 (0.2) 27 (11.5) 1 (0.4)

Musculoskeletal pain 39 (8.2) 3 (0.6) 24 (10.3) 1 (0.4)

Anemia 36 (7.6) 14 (2.9) 25 (10.7) 8 (3.4)

*  Included are events that were reported in at least 10% of the patients in either group. Grade 5 adverse events of any 
cause occurred in 21 patients (4.4%) who received durvalumab (4 [0.8%] with pneumonitis, 2 [0.4%] with cardiac ar-
rest, and 1 each [0.2%] with the following: pneumonia, bacterial pneumonia, pneumococcal pneumonia, sepsis, septic 
shock, cardiomyopathy, cardiopulmonary failure, myocardial infarction, aortic dissection, dyspnea, emphysema, he-
moptysis, respiratory distress, respiratory failure, radiation pneumonitis, right ventricular failure, increased level of 
brain natriuretic peptide, and unknown cause). Grade 5 adverse events of any cause occurred in 13 patients (5.6%) 
who received placebo (3 each [1.3%] with pneumonitis and pneumonia and 1 each [0.4%] with the following: pneumo-
nia streptococcal, West Nile virus infection, cardiac arrest, eosinophilic myocarditis, hemoptysis, intestinal obstruc-
tions, radiation pneumonitis, and unknown cause). Each patient could have had more than one grade 5 adverse event.

†  Pneumonitis or radiation pneumonitis was assessed by investigators with subsequent review and adjudication by the 
study sponsor. In addition, pneumonitis is a grouped term that includes acute interstitial pneumonitis, interstitial lung 
disease, pneumonitis, and pulmonary fibrosis.

Table 3. Adverse Events of Any Cause.
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placebo in this study, this was expected after de-
finitive chemoradiotherapy. In addition, pneumo-
nitis or radiation pneumonitis in patients who 
received durvalumab was mostly low grade, and 
the incidence of clinically important grade 3 or 4 
events was well balanced between the groups 
(3.4% in the durvalumab group and 2.6% in the 
placebo group) and lower than that in other stud-
ies in the same disease context.6,24 Taken togeth-
er, these data suggest that durvalumab has man-
ageable side effects after chemoradiotherapy.

In conclusion, in the PACIFIC study, one of the 
coprimary end points was met at this planned 
interim analysis, and this study showed a signifi-
cant increase in progression-free survival and no 
new safety signals with durvalumab in patients 

with stage III, unresectable NSCLC who had re-
ceived chemoradiotherapy. These positive findings 
in an unselected patient population, irrespective of 
baseline expression of PD-L1 on tumor cells, 
suggest that durvalumab may be an effective 
adjuvant therapy in patients with stage III dis-
ease after standard treatment. Uncertainty about 
the potential mechanisms driving the interac-
tion between immunotherapy and chemoradio-
therapy warrants further investigation.

Disclosure forms provided by the authors are available with 
the full text of this article at NEJM.org.
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Supplementary Statistical Analysis 

As described in detail in section 4.1.2 of the statistical analysis plan (SAP), a multiple testing 

procedure was used to define which significance levels should be applied to the 

interpretation of the raw P values for the two primary endpoints of PFS and OS and the key 

secondary endpoints OS24 (overall survival rate at 24 months) and ORR. The family-wise 

error rate is strongly controlled at 5% for these endpoints. 

The testing procedure is hierarchical in that it starts with testing the co-primary endpoints 

PFS and OS. The overall 5% Type I error was equally split between the co-primary 

endpoints OS and PFS. An alpha level of 2.5% was allocated to OS analysis and an alpha 

level of 2.5% was allocated to the PFS analysis. For each co-primary endpoint, there is 

interim analyses planned (1 interim analysis for PFS and 2 interim analyses for OS), and the 

2.5% alpha level was controlled at the interim and primary analysis time points by using the 

Lan-DeMets spending function that approximates an O’Brien Fleming approach. The 2.5% 

alpha can be re-cycled between PFS and OS, as described below.  

The first OS interim analysis is at the time of the PFS final analysis (i.e. there is no OS 

analysis at the time of the PFS interim analysis, due to the low maturity of OS data). 

Therefore, the following alpha re-cycling approach is used: 

 If the PFS analysis is significant at either the interim analysis or the final analysis, the 

2.5% alpha allocated to PFS will be re-cycled to OS, and a 5% alpha level will be 

used for OS analysis, by re-adjusting the O’Brien Fleming boundaries for the OS 

interim and final analyses using an overall alpha of 5%.  

 If the OS analysis is significant at the first interim analysis (i.e. at the time of the PFS 

final analysis), the 2.5% alpha allocated to OS will be re-cycled to PFS, and a 5% 

alpha level will be used for PFS analysis, by re-adjusting the O’Brien Fleming 

boundaries. At this point, since the PFS interim analysis has already passed, the 
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alpha level for the PFS interim analysis will not change, but the alpha level for the 

PFS primary analysis will be re-calculated based on an overall alpha of 5%.  

OS24 and ORR will not be tested unless the null hypotheses for both PFS and OS are 

rejected according to the procedure described above. After both PFS and OS are rejected 

the OS24 will be tested with 5% alpha level. ORR will only be tested after the null hypothesis 

of PFS, OS, and OS24 are all rejected and ORR will be tested at a 5% level. 
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Figure S1. CONSORT Diagram.  

 

*Informed consent received. 
†Four patients (3 in the durvalumab group and 1 in the placebo group) were randomized but did not 
receive treatment because of patient decision (n=2), neutropenia (n=1), and worsening chronic 
obstructive pulmonary disease (n=1). 
‡Patients who completed 12 months of treatment reported the maximum cycle of immunotherapy 
reached on the eCRF. 
¶Two patients randomized to placebo received one dose of durvalumab and were included in the 
safety analysis set. 
eCRF, electronic case report form. 
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Figure S2. Progression-free survival* Subgroup Analysis of Additional Factors in the Intention-to-Treat Population (BICR). 

 

 

 

*Defined by RECIST v1.1. †Hazard ratio and 95% CI is not calculated if the subgroup level has less than 20 events.  
BICR, blinded independent central review; CI, confidence interval. 
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Figure S3. Time to Death or Distant Metastasis in the Intention-to-Treat Population 
(BICR). 
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Figure S4. Duration of Response in the Intention-to-Treat Population (BICR). 
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Table S1. Baseline Characteristics, Stratification Factors and Prior Therapy (Intention-

to-Treat population; Complete Listing).*  

Durvalumab
(N = 476) 

Placebo 
(N = 237) 

Total 
(N = 713) 

Age – yr 
Median (range) 

 
64 (31–84) 

 
64 (23–90) 

 
64 (23–90) 

Age category – no. (%) 
≥65  

 
215 (45.2) 

 
107 (45.1) 

 
322 (45.2) 

Sex – no. (%) 
Male 
Female 

 
334 (70.2) 
142 (29.8) 

 
166 (70.0) 
71 (30.0) 

 
500 (70.1) 
213 (29.9) 

Race – no. (%) 
White 
Black or African-American  
Asian 
Other 
Not reported 

 
337 (70.8) 
12 (2.5) 

120 (25.2) 
6 (1.3) 
1 (0.2) 

 
157 (66.2) 

2 (0.8) 
72 (30.4) 

6 (2.5) 
0 

 
494 (69.3) 

14 (2.0) 
192 (26.9) 
12 (1.68) 

1 (0.1) 
Disease stage  

IIIA 
IIIB 
Other† 

 
252 (52.9) 
212 (44.5) 
12 (2.5) 

 
125 (52.7) 
107 (45.1) 

5 (2.1) 

 
377 (52.9) 
319 (44.7) 

17 (2.4) 
WHO performance-status score — no. (%)‡ 

0 
1 
Not reported 

 
234 (49.2) 
240 (50.4) 

2 (0.4) 

 
114 (48.1) 
122 (51.5) 

1 (0.4) 

 
348 (48.8) 
362 (50.8) 

3 (0.4) 
Histology – no. (%) 

Squamous 
Non-squamous 

 
224 (47.1) 
252 (52.9) 

 
102 (43.0) 
135 (57.0) 

 
326 (45.7) 
387 (54.3) 

Smoking status – no. (%) 
Current smoker 
Former smoker 
Never smoked 

 
79 (16.6) 

354 (74.4) 
43 (9.0) 

 
38 (16.0) 
178 (75.1) 
21 (8.9) 

 
117 (16.4) 
532 (74.6) 

64 (9.0) 
Geographic region – no. (%) 

North America 
South America 
Europe  
Asia 

 
144 (30.3) 

6 (1.3) 
217 (45.6) 
109 (22.9) 

 
67 (28.3) 

0 
102 (43.0) 
68 (28.7) 

 
211 (29.6) 

6 (0.8) 
319 (44.7) 
177 (24.8) 

Prior radiotherapy – no. (%)¶ 
<54 Gy  
>54–≤66 Gy  
>66–≤74 Gy 
>74 Gy  
Missing£ 

 
3 (0.6) 

442 (92.9) 
30 (6.3) 

0 
1 (0.2) 

 
0 

217 (91.6) 
19 (8.0) 

0 
1 (0.4) 

 
3 (0.4) 

659 (92.4) 
49 (6.9) 

0 
2 (0.3) 

Number of previous chemotherapy 
regimens – no. (%) 

1 
2 

 
 

444 (93.3) 
32 (6.7) 

 
 

224 (94.5) 
13 (5.5) 

 
 

668 (93.7) 
45 (6.3) 

Prior chemotherapy – no. (%)§ 
Adjuvant  
Induction 
Concurrent with radiation 

 
3 (0.6) 

123 (25.8) 
475 (99.8) 

 
1 (0.4) 

68 (28.7) 
236 (99.6) 

 
4 (0.6) 

191 (26.8) 
711 (99.7) 

Best response to previous cCRT – no. (%) 
Complete response 
Partial response 
Stable disease 
Progression 
Non-evaluable 

 
9 (1.9) 

232 (48.7) 
222 (46.6) 

2 (0.4) 
9 (1.9) 

 
7 (3.0) 

111 (46.8) 
114 (48.1) 

0 
4 (1.7) 

 
16 (2.2) 

343 (48.1) 
336 (47.1) 

2 (0.3) 
13 (1.8) 
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Not applicable 2 (0.4) 1 (0.4) 3 (0.4) 
*The intention-to-treat population included all patients who underwent randomization. There were no 
statistically significant (P<0.05) between-group differences in the baseline characteristics listed here. 
Percentages may not total 100 because of rounding. 
†’Other’ disease stages included 12 patients in the durvalumab arm (4 stage IV; 4 stage IIB; 3 stage 
IIA; and 1 stage IA) and 5 patients in the placebo arm (2 stage IIB; 1 stage IIA; and 2 stage IB). 
‡World Health Organization (WHO) performance status (PS) scores range from 0 to 5, with 0 
indicating no symptoms and higher scores indicating increased disability. 
¶The actual dose decision was based on investigator/radiologist assessment for each individual 
patient, resulting in doses that differed from the inclusion criteria; all radiation was administered 
concurrently with chemotherapy. 
£For the two patients with missing data, the biologically effective radiotherapy dose could not be 
calculated, primarily because their radiotherapy treatment planning data were neither collected nor 
accessible.  
§Patients may have received prior chemotherapy in more than one context. 
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Table S2. Prior Definitive Chemotherapy Regimens (Intention-to-Treat population). 

 
Durvalumab 

(N=476) 
Placebo 
(N=237) 

Total 
(N=713) 

Total – no. (%) 473 (99.4) 236 (99.6)  709 (99.4)
Cisplatin* 266 (55.9) 129 (54.4)  395 (55.4) 

Cisplatin + etoposide 106 ( 22.3) 49 ( 20.7) 155 (21.7) 
Cisplatin + vinorelbine 77 (16.2) 34 (14.3) 111 (15.6) 
Cisplatin + vinorelbine ditartrate 26 (5.5) 14 (5.9) 40 (5.6) 
Cisplatin + docetaxel 26 (5.5) 8 (3.4) 34 (4.8) 
Cisplatin + paclitaxel 13 (2.7) 15 (6.3) 28 (3.9) 
Cisplatin + pemetrexed 11 (2.3) 5 (2.1) 16 (2.2) 
Cisplatin + nab-paclitaxel 1 (0.2) 0 1 (0.1) 

Cisplatin + vinblastine 1 (0.2) 0 1 (0.1) 
Cisplatin + other 1 (0.2) 0 1 (0.1) 

Carboplatin† 199 (41.8) 102 (43.0) 301 (42.2) 
Carboplatin + paclitaxel 158 (33.2) 84 (35.4) 242 (33.9) 
Carboplatin + vinorelbine 8 (1.7) 4 (1.7) 12 (1.7) 
Carboplatin + etoposide 8 (1.7) 2 (0.8) 10 (1.4) 
Carboplatin + vinorelbine ditartrate 7 (1.5) 5 (2.1) 12 (1.7) 
Carboplatin + pemetrexed 7 (1.5) 4 (1.7) 11 (1.5)

Carboplatin + docetaxel 2 (0.4) 1 (0.4) 3 (0.4) 

Carboplatin + nab-paclitaxel 2 (0.4) 0 2 (0.3) 

Carboplatin + pemetrexed disodium 1 (0.2) 0 1 (0.1) 

Carboplatin + other 2 (0.4) 1 (0.4) 3 (0.4) 
Cisplatin / carboplatin 8 (1.7) 5 (2.1) 13 (1.8) 

Cisplatin / carboplatin + vinorelbine 2 (0.4) 1 (0.4) 3 (0.4) 
Cisplatin / carboplatin + etoposide 2 (0.4) 0 2 (0.3) 

Cisplatin / carboplatin + pemetrexed 1 (0.2) 1 (0.4) 2 (0.3) 

Cisplatin / carboplatin + docetaxel 1 (0.2) 0 1 (0.1) 
Cisplatin / carboplatin + vinorelbine ditartrate 1 (0.2) 0 1 (0.1) 
Cisplatin / carboplatin + other 1 (0.2) 3 (1.3) 4 (0.6) 

*Cisplatin alone was received by 4 patients in each group (0.8% and 1.7% in the durvalumab and 
placebo groups, respectively). 
†Carboplatin alone was received by 4 patients (0.8%) in the durvalumab group and 1 patient (0.4%) in 
the placebo group. 
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Table S3. Prevalence by PD-L1 Expression and EGFR Mutation Status (Intention-to-

Treat Population).* 

 
Durvalumab 

(N=476) 
Placebo 
(N=237) 

PD-L1 status – no. (%)   

TC <25% 187 (39.3) 105 (44.3) 
TC ≥25% 115 (24.2) 44 (18.6) 
Unknown†  174 (36.6) 88 (37.1) 

EGFR mutation status – no. (%)   

Positive 29 (6.1) 14 (5.9) 

Negative 315 (66.2) 165 (69.6) 
Unknown† 132 (27.7) 58 (24.5) 

*There were no statistically significant (P<0.05) between-group differences in either PD-L1 expression 
or EGFR mutation status. 
†No sample collected or no valid test result. 
EGFR, epidermal growth factor receptor; PD-L1, programmed cell death ligand-1; TC, tumor cell; TC 
≥25%, ≥25% PD-L1 expression on tumor cells; TC <25%, <25% PD-L1 expression on tumor cells. 
 
 
  



   

Page 15 of 22 
 

Table S4. Patient Disposition. 

 
Durvalumab 

(N=476) 
Placebo 
(N=237) 

Received treatment – no. (%)* 473 (99.4) 236 (99.6) 
Treatment ongoing at data cutoff – no. (%)† 30 (6.3) 12 (5.1) 
Completed 12 months treatment – no. (%)† 202 (42.7) 71 (30.1) 
Discontinued study treatment – no. (%)† 

Subject decision  
Adverse event  
Severe non-compliance to protocol  
Condition under investigation worsened  
Development of study specific discontinuation criteria  
Other  

241 (51.0) 
14 (3.0) 
73 (15.4) 
1 (0.2) 

148 (31.3) 
1 (0.2) 
4 (0.8) 

153 (64.8) 
12 (5.1) 
23 (9.7) 
1 (0.4) 

116 (49.2) 
1 (0.4) 

0 
Ongoing at data cutoff – no. (%)† 346 (73.2) 144 (61.0) 
Completed study – no. (%)† 6 (1.3) 0 
Discontinued study – no. (%)†,‡ 121 (25.6) 92 (39.0) 
Received subsequent therapy after discontinuation – no. (%)* 145 (30.5) 102 (43.0) 

*Percentages are calculated based on the number of patients in the full analysis set. 
†Percentages are calculated based on the number of patients who received treatment. 
‡Details unavailable since this ongoing study remains blinded to overall survival. 
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Table S5. Summary of Durvalumab Serum Concentrations 

Nominal time Concentration (g/mL) 
Geometric mean  

(n, geometric %CV) 
Week 0 Peak concentration 191.00 (n=385, 72.4%) 
Week 8 Trough concentration 120.00 (n=289, 62.2%) 
Week 24 Trough concentration 177.00 (n=224, 47.8%) 
Week 24 Peak concentration 373.00 (n=207, 43.6%) 
Week 48 Trough concentration 189.00 (n=166, 71.8%) 

*Trough concentrations on Weeks 8, 24 and 48 are the pre-dose concentrations of Week 8, 24 and 
48, respectively. Peak concentrations on Weeks 0 and 24 are the post-dose concentrations of Weeks 
0 and 24, respectively. 
n, number of patients; CV, coefficient of variance. 
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Table S6. Incidence of New Lesions in the Intention-to-Treat Population (BICR).*  
 

New lesion site† 
Durvalumab 

(N=476) 
Placebo 
(N=237) 

 number of patients (percent) 
Any new lesion 97 (20.4) 76 (32.1) 
Lung  56 (11.8) 41 (17.3) 

Lymph nodes 27 (5.7) 27 (11.4) 
Brain 26 (5.5) 26 (11.0) 
Liver 9 (1.9) 8 (3.4) 
Bone 8 (1.7) 6 (2.5) 
Adrenal 3 (0.6) 5 (2.1) 
Other 9 (1.9) 5 (2.1) 

*According to RECIST v1.1. 
†A patient may have had more than one new lesion site. 
BICR, Blinded Independent Central Review; RECIST, Response Evaluation Criteria In Solid Tumors.  
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Table S7. Summary of Serious Adverse Events.  

Event* 
Durvalumab 

(N=475) 
Placebo 
(N=234) 

 number of patients with an event (percent) 
Patients with any SAE 136 (28.6) 53 (22.6) 
Infections and infestations 52 (10.9) 21 (9.0) 

  Chest wall abscess 1 (0.2) 0 
  Endotoxemia 1 (0.2) 0 
  Gastroenteritis 1 (0.2) 1 (0.4) 
  Haemophilus infection 1 (0.2) 0 
  Herpes zoster 3 (0.6) 0 
  Influenza 1 (0.2) 0 
  Lower respiratory tract infection bacterial 1 (0.2) 0 
  Lung abscess 2 (0.4) 0 
  Lung infection 6 (1.3) 2 (0.9) 
  Necrotizing fasciitis 0 1 (0.4) 
  Peritonitis 0 1 (0.4) 
  Pneumocystis jirovecii pneumonia 2 (0.4) 0 
  Pneumonia 27 (5.7) 12 (5.1) 
  Pneumonia adenoviral 1 (0.2) 0 
  Pneumonia bacterial 1 (0.2) 0 
  Pneumonia haemophilus 1 (0.2) 0 
  Pneumonia necrotizing 0 2 (0.9) 
  Pneumonia pneumococcal 1 (0.2) 0 
  Pneumonia streptococcal 1 (0.2) 1 (0.4) 
  Sepsis 4 (0.8) 2 (0.9) 
  Septic shock 2 (0.4) 0 
  Sinusitis 1 (0.2) 0 
  Skin infection 1 (0.2) 0 
  Upper respiratory tract infection 2 (0.4) 0 
  Viral upper respiratory tract infection 1 (0.2) 0 
  West Nile viral infection 0 1 (0.4) 
Neoplasms benign, malignant, and unspecified 
(including cysts and polyps) 

8 (1.7) 2 (0.9) 

  Bladder cancer 1 (0.2) 0 
  Cancer pain 1 (0.2) 0 
  Giant cell tumor of tendon sheath 1 (0.2) 0 
  Malignant melanoma 1 (0.2) 0 
  Papillary thyroid cancer 1 (0.2) 1 (0.4) 
  Prostate cancer 2 (0.4) 0 
  Small intestine carcinoma 1 (0.2) 0 
  Squamous cell carcinoma 0 1 (0.4) 
  Squamous cell carcinoma of skin 1 (0.2) 0 
Blood and lymphatic system disorders 3 (0.6) 0 
  Anemia 2 (0.4) 0 
  Thrombocytopenia 1 (0.2) 0 
Immune system disorders 1 (0.2) 0 
  Sarcoidosis 1 (0.2) 0 
Metabolism and nutrition disorders 2 (0.4) 1 (0.4) 
  Decreased appetite 0 1 (0.4) 
  Iron overload 1 (0.2) 0 
  Type 1 diabetes mellitus 1 (0.2) 0 
Psychiatric disorders 2 (0.4) 0 
  Adjustment disorder with mixed anxiety and 
depressed mood 

1 (0.2) 0 



   

Page 19 of 22 
 

  Alcohol withdrawal syndrome 1 (0.2) 0 
Nervous system disorders 4 (0.8) 2 (0.9) 
  Carotid artery stenosis 1 (0.2) 0 
  Cerebrovascular accident 2 (0.4) 0 
  Metabolic encephalopathy 0 1 (0.4) 
  Syncope 1 (0.2) 1 (0.4) 
Eye disorders 0 1 (0.4) 
  Macular hole 0 1 (0.4) 
Cardiac disorders 21 (4.4) 5 (2.1) 
  Acute coronary syndrome 0 1 (0.4) 
  Acute myocardial infarction 2 (0.4) 0 
  Angina pectoris 2 (0.4) 0 
  Arrhythmia supraventricular 1 (0.2) 0 
  Arteriospasm coronary 0 1 (0.4) 
  Atrial fibrillation 4 (0.8) 0 
  Atrioventricular block complete 0 1 (0.4) 
  Cardiac arrest 2 (0.4) 1 (0.4) 
  Cardiac disorder 1 (0.2) 0 
  Cardiac failure 1 (0.2) 0 
  Cardiac failure congestive 4 (0.8) 0 
  Cardiogenic shock 1 (0.2) 0 
  Cardiomyopathy 1 (0.2) 0 
  Cardiopulmonary failure 1 (0.2) 0 
  Eosinophilic myocarditis 0 1 (0.4) 
  Myocardial infarction 3 (0.6) 0 
  Myocardial ischemia 1 (0.2) 0 
  Pericardial effusion 2 (0.4) 0 
  Right ventricular failure 1 (0.2) 0 
  Ventricular tachycardia 1 (0.2) 0 
Vascular disorders 5 (1.1) 1 (0.4) 
  Aortic dissection 1 (0.2) 0 
  Hypertension 1 (0.2) 0 
  Hypotension 1 (0.2) 0 
  Jugular vein thrombosis 1 (0.2) 0 
  Peripheral ischemia 0 1 (0.4) 
  Shock 1 (0.2) 0 
  Vena cava thrombosis 1 (0.2) 0 
Respiratory, thoracic, and mediastinal disorders 36 (7.6) 12 (5.1)
  Acquired tracheo-esophageal fistula 1 (0.2) 1 (0.4) 
  Acute interstitial pneumonitis 1 (0.2) 0 
  Acute respiratory failure 2 (0.4) 0 
  Bronchial obstruction 0 1 (0.4) 
  Chronic obstructive pulmonary disease 5 (1.1) 0 
  Dyspnea 2 (0.4) 0 
  Emphysema 1 (0.2) 0 
  Hemoptysis 2 (0.4) 1 (0.4) 
  Hypoxia 2 (0.4) 0 
  Interstitial lung disease 0 1 (0.4) 
  Pleural effusion 1 (0.2) 0 
  Pneumonia aspiration 0 1 (0.4) 
  Pneumonitis 16 (3.4) 7 (3.0) 
  Pneumothorax 2 (0.4) 1 (0.4) 
  Pulmonary embolism 2 (0.4) 0 
  Pulmonary fibrosis 0 1 (0.4) 
  Respiratory distress 1 (0.2) 0 
  Respiratory failure 2 (0.4) 0 
Gastrointestinal disorders 9 (1.9) 6 (2.6) 
  Abdominal pain lower 1 (0.2) 0 
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  Abdominal pain upper 1 (0.2) 0 
  Diarrhea 1 (0.2) 2 (0.9) 
  Diverticulum 1 (0.2) 0 
  Enteritis 1 (0.2) 0 
  Gastric ulcer 0 1 (0.4) 
  Hemorrhoidal hemorrhage 0 1 (0.4) 
  Hemorrhoids 0 1 (0.4) 
  Inguinal hernia 2 (0.4) 0 
  Intestinal obstruction 0 1 (0.4) 
  Nausea 1 (0.2) 0 
  Esophageal stenosis 1 (0.2) 0 
  Esophagitis 1 (0.2) 0 
 Vomiting 2 (0.4) 0 
Hepatobiliary disorders 1 (0.2) 0 
  Cholecystitis 1 (0.2) 0 
Musculoskeletal and connective tissue disorders 3 (0.6) 2 (0.9) 
  Flank pain 1 (0.2) 0 
  Intervertebral disc degeneration 0 1 (0.4) 
  Musculoskeletal pain 0 1 (0.4) 
  Myopathy 1 (0.2) 0 
  Polymyalgia rheumatica 1 (0.2) 0 
Renal and urinary disorders 6 (1.3) 0 
  Acute kidney injury 2 (0.4) 0 
  Acute prerenal failure 1 (0.2) 0 
  Glomerulonephritis membranous 1 (0.2) 0 
  Nephrolithiasis 1 (0.2) 0 
  Renal tubular acidosis 1 (0.2) 0 
Reproductive system and breast disorders 1 (0.2) 0 
  Calculus prostatic 1 (0.2) 0 
General disorders and administration site 
conditions 

7 (1.5) 4 (1.7) 

  Asthenia 0 1 (0.4) 
  Death 1 (0.2) 1 (0.4) 
  Fatigue 0 2 (0.9) 
  Influenza-like illness 1 (0.2) 0 
  Infusion site extravasation 1 (0.2) 0 
  Mucosal inflammation 1 (0.2) 0 
  Non-cardiac chest pain 1 (0.2) 1 (0.4) 
  Pyrexia 2 (0.4) 0 
Investigations 2 (0.4) 1 (0.4) 
  Brain natriuretic peptide increased 1 (0.2) 0 
  Ejection fraction decreased 0 1 (0.4) 
  Myocardial necrosis marker increased 1 (0.2) 0 
Injury, poisoning, and procedural complications 20 (4.2) 7 (3.0) 
  Fall 0 1 (0.4) 
  Femoral neck fracture 0 1 (0.4) 
  Infusion-related reaction 1 (0.2) 0 
  Post-procedural fistula 0 1 (0.4) 
  Radiation esophagitis 0 1 (0.4) 
  Radiation pneumonitis 17 (3.6) 3 (1.3) 
  Spinal compression fracture 0 1 (0.4) 
  Spinal fracture 1 (0.2) 0 
  Traumatic intracranial hemorrhage 1 (0.2) 0 

*Sorted by international order for system organ class and alphabetically for preferred term. Patients 
with multiple serious  
adverse events are counted once for each system organ class/preferred term.  
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Table S8. Treatment-Related Adverse Events Reported in ≥5% of Patients in Either 

Treatment Group. 

Event Durvalumab (N=475) Placebo (N=234)

Any Grade* Grade 3 or 4 Any Grade* Grade 3 or 4

number of patients with an event (percent) 

Any event 322 (67.8) 56 (11.8) 125 (53.4) 10 (4.3) 
Fatigue 62 (13.1) 1 (0.2) 26 (11.1) 0 
Hypothyroidism 50 (10.5) 1 (0.2) 1 (0.4) 0 
Diarrhea 46 (9.7) 2 (0.4) 19 (8.1) 2 (0.9) 
Pneumonitis 43 (9.1) 6 (1.3) 8 (3.4) 2 (0.9) 
Rash 37 (7.8) 1 (0.2) 13 (5.6) 0 
Pruritus 33 (6.9) 0 5 (2.1) 0 
Hyperthyroidism 30 (6.3) 0 3 (1.3) 0 
Asthenia 28 (5.9) 3 (0.6) 15 (6.4) 0 
Dyspnea 28 (5.9) 3 (0.6) 8 (3.4) 0 
Decreased appetite 27 (5.7) 0 7 (3.0) 1 (0.4) 
Nausea 26 (5.5) 0 14 (6.0) 0 
Cough 25 (5.3) 0 4 (1.7) 0 

*Grade 5 treatment-related adverse events occurred in 7 patients (1.5%) receiving durvalumab (n=4 
[0.8%] with pneumonitis and n=1 each [0.2%] with the following: cardiomyopathy, right ventricular 
failure, respiratory distress, respiratory failure, brain natriuretic peptide increased, and radiation 
pneumonitis). Grade 5 treatment-related adverse events occurred in 3 patients (1.3%) receiving 
placebo (n=2 [0.9%] with pneumonitis and n=1 [0.4%] with unknown cause). 
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Table S9. Any-Grade Immune-Mediated Adverse Events* Reported in ≥1% of Patients 

in Either Treatment Group.  

Event† Durvalumab (N=475) Placebo (N=234) 

Any Grade‡ Grade 3 or 4 Any Grade‡ Grade 3 or 4

number of patients with an event (percent) 

Any event 115 (24.2) 16 (3.4) 19 (8.1) 6 (2.6) 
Pneumonitis 51 (10.7) 8 (1.7) 16 (6.8) 6 (2.6) 
Hypothyroidism 44 (9.3) 1 (0.2) 3 (1.3) 0 
Hyperthyroidism 13 (2.7) 0 0 0 
Rash 5 (1.1) 2 (0.4) 1 (0.4) 0 
Dermatitis  5 (1.1) 0 0 0 

*An adverse event of special interest requiring the use of systemic steroids or other 
immunosuppressants, and/or, for specific endocrine events, endocrine therapy, consistent with an 
immune-mediated mechanism of action, and where there is no clear alternate etiology. 
†Composite terms. 
‡Grade 5 immune-mediated AEs occurred in 4 patients (0.8%) receiving durvalumab and 3 patients 
(1.3%) receiving placebo. 
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