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Background: In the PACIFIC trial, durvalumab significantly improved progression-free and overall survival (PFS/OS)
versus placebo, with manageable safety, in unresectable, stage Ill non-small-cell lung cancer (NSCLC) patients
without progression after chemoradiotherapy (CRT). We report exploratory analyses of outcomes by tumour cell
(TC) programmed death-ligand 1 (PD-L1) expression.

Patients and methods: Patients were randomly assigned (2:1) to intravenous durvalumab 10 mg/kg every 2 weeks or
placebo <12 months, stratified by age, sex, and smoking history, but not PD-L1 status. Where available, pre-CRT
samples were tested for PD-L1 expression (immunohistochemistry) and scored at pre-specified (25%) and post hoc
(1%) TC cut-offs. Treatment-effect hazard ratios (HRs) were estimated from unstratified Cox proportional hazards
models (Kaplan—Meier-estimated medians).

Results: In total, 713 patients were randomly assigned, 709 of whom received at least 1 dose of study treatment
durvalumab (n = 473) or placebo (n = 236). Some 451 (63%) were PD-L1-assessable: 35%, 65%, 67%, 33%, and
32% had TC >25%, <25%, >1%, <1%, and 1%—24%, respectively. As of 31 January 2019, median follow-up was
33.3 months. Durvalumab improved PFS versus placebo (primary-analysis data cut-off, 13 February 2017) across all
subgroups [HR, 95% confidence interval (Cl); medians]: TC >25% (0.41, 0.26—0.65; 17.8 versus 3.7 months), <25%
(0.59, 0.43—0.82; 16.9 versus 6.9 months), >1% (0.46, 0.33—0.64; 17.8 versus 5.6 months), <1% (0.73, 0.48—1.11;
10.7 versus 5.6 months), 1%—24% [0.49, 0.30—0.80; not reached (NR) versus 9.0 months], and unknown (0.59, 0.42
—0.83; 14.0 versus 6.4 months). Durvalumab improved OS across most subgroups (31 January 2019 data cut-off;
HR, 95% ClI; medians): TC > 25% (0.50, 0.30—0.83; NR versus 21.1 months), <25% (0.89, 0.63—1.25; 39.7
versus 37.4 months), >1% (0.59, 0.41—0.83; NR versus 29.6 months), 1%—24% (0.67, 0.41—1.10; 43.3 versus
30.5 months), and unknown (0.60, 0.43—0.84; 44.2 versus 23.5 months), but not <1% (1.14, 0.71—1.84; 33.1
versus 45.6 months). Safety was similar across subgroups.

Conclusions: PFS benefit with durvalumab was observed across all subgroups, and OS benefit across all but TC <1%, for
which limitations and wide HR CI preclude robust conclusions.
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INTRODUCTION

Immune checkpoint blockade (ICB) of the programmed cell
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patients whose disease had responded or stabilised after
concurrent  chemoradiotherapy  (cCRT),>®  durvalumab
significantly improved progression-free survival (PFS) [haz-
ard ratio (HR), 0.52; 95% confidence interval (Cl), 0.42—0.65;
P < 0.0001; median 16.8 versus 5.6 months] and overall
survival (OS) [HR, 0.68; 95% Cl, 0.53—0.87; P = 0.00251;
median not reached (NR) versus 28.7 months] versus pla-
cebo, with a manageable safety profile and without
compromising patient-reported outcomes.” ®

These results have led to the growing recognition of the
‘PACIFIC regimen’ (durvalumab after cCRT) as the standard
of care in this setting, and to global approvals of durvalu-
mab for treatment of patients with unresectable, stage Il
NSCLC in the absence of disease progression following
platinum-based cCRT.”**° However, in Europe, based on
the results of post hoc analyses requested by the European
Medicines Agency (EMA), patients must also have tumours
that express PD-L1 on >1% of tumour cells (TCs).”

PD-L1 expression is up-regulated in several tumour types,
including NSCLC, and preclinical evidence suggests that
tumour PD-L1 expression increases following radiotherapy
or chemotherapy.* %’

PD-L1 expression alone is not an absolute differentiator
of those who benefit and those who do not'**%: however,
its value as a predictive biomarker for PD-1/PD-L1 ICB has
been recognised in clinical guidelines for the stage IV/
metastatic NSCLC setting, with several therapies approved
with companion or complementary diagnostic immunohis-
tochemistry assays to assess PD-L1 expression on malignant
tumour and/or immune cells.’® %

In the PACIFIC trial, patient provision of archived, pre-
cCRT tumour tissue samples was optional and enrolment
was not restricted based on PD-L1 expression.>® Nonethe-
less, PFS and OS benefit with durvalumab versus placebo
was demonstrated irrespective of pre-cCRT, PD-L1 TC
expression, based on tumour tissue (where available) tested
and scored at pre-specified cut-offs.>® Herein, we report
exploratory analyses of efficacy and safety from the PACIFIC
trial based on tumour PD-L1 expression, using pre-specified
and post hoc PD-L1 cut-offs, which includes updated post
hoc OS outcomes, approximately 3 years after the last pa-
tient was randomly allocated to treatment.

METHODS

Patients

PACIFIC (NCT02125461), a randomised, double-blind, in-
ternational, multicentre, phase lll trial, has been described
elsewhere.>® Briefly, eligible patients had documented
unresectable, stage Il NSCLC according to the Staging
Manual in Thoracic Oncology version 7 of the International
Association for the Study of Lung Cancer. Patients must
have received two or more cycles of platinum-based cCRT,
with no evidence of disease progression after cCRT, and
completed radiotherapy  within 1—42 days of
randomisation.

All patients provided written informed consent for
participation, which was approved by relevant ethics
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committees and carried out in accordance with the Inter-
national Conference on Harmonisation Guidelines on Good
Clinical Practice and the Declaration of Helsinki.

Study design and treatment

Patients were randomised 2:1 to receive intravenous dur-
valumab 10 mg/kg, or placebo, every 2 weeks for up to 12
months or until confirmed progression, alternative anti-
cancer therapy initiation, unacceptable toxicity, or consent
withdrawal. Randomisation was stratified by age (<65
versus >65 years), sex (male versus female), and smoking
history (current/former smoker versus never smoked), but
not PD-L1 status. Patients were followed for survival and
permitted retreatment with the assigned trial regimen after
initial completion of 12 months treatment, if (i) disease
control was achieved at the end of 12 months treatment,
(ii) the disease progressed during follow-up after the initial
12 months of treatment, and (iii) the patient had not
received another subsequent systemic anticancer therapy.

End points and assessments

The primary end points were PFS [per RECIST version 1.1 by
blinded, independent, central review (BICR)] and OS. Sec-
ondary end points included: objective response rate (ORR),
duration of response (DoR), and time to death or distant
metastasis (TTDM), all assessed per BICR; 24-month OS; and
safety (graded using the Common Terminology Criteria for
Adverse Events version 4.03).

Optional, pre-cCRT archival tumour samples were tested
retrospectively for PD-L1 expression using the fully vali-
dated VENTANA PD-L1 (SP263) immunohistochemistry
assay (Ventana Medical Systems, Tucson, AZ). Testing was
carried out at a central laboratory by pathologists trained
and qualified by Ventana to score the samples at validated
pre-specified (TC 25%) and post hoc (TC 1%) cut-offs.

Statistical analyses

The PD-L1 subgroup analyses reported here were based on
the following data cut-off (DCO) dates: 13 February 2017
(DCO for the primary analysis of PFS) for PFS and related
secondary efficacy end points (ORR, DoR, ongoing response,
and TTDM); 22 March 2018 for OS and safety (DCO for the
primary analysis of OS and an updated analysis of safety for
patients completing the initial 12 months of treatment);
and 31 January 2019 for updated 0s.”

Pre-specified analyses of PFS and ORR were carried out
for the PD-L1 TC >25% and <25% patient subgroups (and
for patients with unknown PD-L1 status); exploratory, post
hoc analyses of OS, DoR, and TTDM were also carried out
for these subgroups. Additional analyses were carried out
for the exploratory, post hoc TC >1% and <1% subgroups
(PFS, OS, ORR, DoR, and TTDM) and a TC 1%—24% subgroup
(PFS and OS only). Adverse event (AE) data was summarised
for all subgroups.

For time-to-event end points, the treatment effect of
durvalumab versus placebo within each subgroup was esti-
mated by an HR (and corresponding 95% ClI) using
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unstratified Cox proportional hazards; no adjustment for
multiple comparisons was planned. The Kaplan—Meier
method was used to estimate medians and associated 95%
Cls. Response rate Cls were estimated using the Clopper-
Pearson method. AEs and post-discontinuation, disease-
related, anticancer therapy were descriptively summarised.

SAS® version 9.2 was used for all aforementioned
analyses.

An exploratory, multiple-imputation model (described in
the supplementary Methods, available at Annals of
Oncology online) was used to impute missing data (using
SAS® version 9.4) and estimate the OS treatment effect (HR
and 95% Cl) for the TC >1% and <1% subgroups, based on
the DCO for the primary analysis.

Data underlying the findings described in this manuscript
may be obtained in accordance with AstraZeneca’s data
sharing policy described at: https://astrazenecagrouptrials.
pharmacm.com/ST/Submission/Disclosure.

RESULTS

Patients and treatment

In total, 713 patients underwent randomisation of whom
709 received durvalumab (n/N = 473/476) or placebo
(n/N = 236/237). Of the randomised patients, 451 (63%)
had archived, pre-cCRT samples suitable for determination
of PD-L1 expression; 262 patients (37%) either did not
provide a sample (n = 168; 24%) or provided one that was
inadequate for testing (n = 94; 13%), resulting in unknown
PD-L1 status. Among patients with known PD-L1 status, 159
(35%) had TC >25%, 303 (67%) had TC >1%, and 144 (32%)
had TC 1%—24% (Figure 1).
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Post hoc evaluation (described in the supplementary
Methods, available at Annals of Oncology online) identi-
fied clinically meaningful differences in baseline prognostic
factors between PD-L1 assessable and PD-L1 unknown pa-
tients. Overall, 51% of PD-L1 assessable patients and 36% of
PD-L1 unknown patients (i.e. patients with missing PD-L1
status) had squamous histology; this corresponded to an
odds ratio of 0.54 (95% Cl, 0.39—0.75) that samples were
PD-L1 evaluable among patients with non-squamous his-
tology versus squamous histology (i.e. patients with squa-
mous histology were more likely to be PD-L1 assessable).

Baseline patient and disease characteristics and prior
therapy, including best response to prior cCRT, were broadly
well-balanced between the treatment arms within the PD-
L1 subgroups (supplementary Tables S1 and S2, available
at Annals of Oncology online). However, there were several
notable differences within the TC <1% subgroup: propor-
tionally more patients in the durvalumab arm, versus the
placebo arm, were aged >65 years (48% versus 36%), Asian
(33% versus 22%), male (79% versus 69%), had squamous
tumour histology (59% versus 48%), and had stage IIIB
disease (48% versus 41%).

A higher proportion of patients completed the protocol-
defined, 12 months of treatment in the durvalumab arm
compared with the placebo arm across all PD-L1 subgroups.
Within the durvalumab arm, more patients in the PD-L1-
enriched subgroups completed 12 months of treatment
[TC >25% (55%) versus <25% (44%) and TC >1% (51%)
versus <1% (41%)], which was seemingly driven by a lower
incidence of disease progression in the PD-L1-enriched
subgroups (supplementary Table S3, available at Annals of
Oncology online). Fewer patients in the durvalumab arm

All randomised patients
Erak]

PD-L1 TC 1-24%
n =144 (32%)?

v v
Tumour tissue obtained
n =545 (76%)
| PD-L1 unknown
v v n =262 (37%)
PD-L1 assessable
n =451 (63%)
I
v v v v
Pre-specified PD-L1 TC 225% PD-L1 TC <25% Sample not eligible PD-L1 assay fail
subgroups n=159 (35%)? n =292 (65%)? n=94 (13%) n=0
ittt Sttty -
i v v i
| PD-L1 TC 21% PD-L1 TC <1% :
I n =303 (67%)% n =148 (33%)2 I
: Post hoc + :
: subgroups :
| |
| |
| |

Figure 1. Summary of patient distribution by tumour PD-L1 expression status (intention-to-treat population).

PD-L1, programmed death-ligand 1; TC, tumour cell.
2 Percentages based on patients with known PD-L1 status (n = 451).
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received immunotherapy as anticancer therapy, after (any-
cause) discontinuation of study treatment across all sub-
groups (supplementary Table S4, available at Annals of
Oncology online); for example, in the TC <1% subgroup
11% and 34% of patients in the durvalumab and placebo
arms, respectively, received subsequent immunotherapy.

Efficacy
At the DCO for its primary analysis, PFS favoured durvalu-
mab, versus placebo, across all PD-L1 subgroups

(Figure 2A—F). For example, among patients with TC >25%,
HR for PFS with durvalumab versus placebo was 0.41 (95%

Median PFS (mo)

B PD-L1TC <25%

(95% CI)

1.0 4 Durvalumab, <25%

0.9 A
0.8

Placebo, <25%

16.9 (11.0-NR)

6.9 (5.0-11.0)

HR (95% CI): 0.59 (0.43-0.82)

Median PFS (mo)
A PD-L1TC >25% (95% Cl)
1.0 7 Durvalumab, >25%  17.8 (11.1-NR)
0.9 A Placebo, >25% 3.7 (2.0-13.2)
0.8 1 HR (95% Cl): 0.41 (0.26-0.65)
P 0.7 A
o
5 0.6
£ 05
%
S 04
[
a 0.3 1
0.2 A
0.1 A
0+ T T T T T T T T ]
01 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
No. at risk
Durva. 115 92 76 66 39 25 16 6 1 0
Placebo 44 25 14 13 11 7 4 2 1 0
| 9 Median PFS (mo)
C PD-L1TC >1% U
1.0 4
09 Durvalumab, >1% 17.8 (16.9-NR)
7 Placebo, 1% 5.6 (3.6-11.0)
0.8 4 HR (95% Cl): 0.46 (0.33-0.64)
$ 074
o
5 0.6
Z 05
-.5‘,
S 044
o
a 0.3
0.2 4
0.1 4
01 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
No. at risk
Durva. 212 174 143 127 82 52 30 14 1 0

Placebo 91 59 39 34 20 13 8 4 3 0

0.7 A
0.6 A
0.5 A
0.4 4

Probability of PFS

0.3 1

0.2 1
0.1 4

0 +——— T T T T T T T "
01 3 6 9 12 15 18 21 24 27

Time from randomisation (months)

No. at risk
Durva. 187 152 118 103 66 36 18 9 0 0

Placebo 105 79 50 42 23 14 9 2 2 0

o ) Median PFS (mo)
D PD-L1TC<1% R,
1.0 4
Durvalumab, <1% 10.7 (7.3-NR)
0.9 1 Placebo, <1% 56 (3.7-106)
0.8 4 HR (95% CI): 0.73 (0.48-1.11)
g 0.7
5 0.6
£ 05 -
g 04 1
& 03
0.2
0.1
01 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
No. at risk

Durva. 90 70 51 42 23 9 4 1 0 0
Placebo 58 45 25 21 14 8 5 0 0 0

F PD-L1TC 1%-24%

Median PFS (mo)

E Unknown PD-L1 status Median PFS (mo)
1.0 4 (95% Cl)
0.9 Durvalumab, UNK 14.0 (9.2-NR)
0.8 4 Placebo, UNK 6.4 (3.8-9.0)
» HR (95% Cl): 0.59 (0.42-0.83)
w 0.7 -
o
%5 0.6
>
£ 05
|
8 044
[
a 0.3+
0.2
0.1 4
0
01 3 6 9 12 15 18 21 24 27
Time from randomisation (months)
No. at risk
Durva. 174 133 107 95 54 25 10 6 3 1
Placebo 88 59 42 32 18 7 2 0 0 0

1.0
0.9 A
0.8 1
0.7 A
0.6 A
0.5 4
0.4 A

Probability of PFS

0.3 A
0.2 A
0.1 4

0

(95% CI)

Durvalumab, 1%-24% NR (16.9-NR)
Placebo, 1%—24% 9.0 (3.8-18.6)
HR (95% Cl): 0.49 (0.30-0.80)

01 3 6 9 12 15 18 21 24

No. at risk

Time from randomisation (months)

Durva. 97 82 67 61 43 27 14 8 0
Placebo 47 34 25 21 9 6 4 2 2

27

Figure 2. PFS by tumour PD-L1 expression status (BICR; intention-to-treat population).®
BICR, blinded independent central review; Cl, confidence interval; DCO, data cutoff; Durva., durvalumab; HR, hazard ratio; mo, months; NR, not reached; PD-L1,
programmed death-ligand 1; PFS, progression-free survival; TC, tumour cell; UNK, unknown.
? DCO was 13 February 2017 (DCO for the primary analysis of PFS): median duration of follow-up of 14.5 months (range, 0.2-29.9).
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Figure 3. Updated OS by tumour PD-L1 expression status (Intention-to-treat population).®

Cl, confidence interval; DCO, data cutoff; Durva., durvalumab; HR, hazard ratio; mo, month; NR, not reached; OS, overall survival; PD-L1, programmed-death ligand 1; TC,

tumour cell; UNK, unknown.
2 DCO was 31 January 2019: median duration of follow-up of 33.3 months (range, 0.2—51.3).
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Cl, 0.26—0.65), corresponding to a median PFS of 17.8
months with durvalumab versus 3.7 months with placebo.
Notably, PFS favoured durvalumab, versus placebo, in pa-
tients with TC < 1% [HR, 0.73 (95% Cl, 0.48—1.11); me-
dian: 10.7 versus 5.6 months, respectively].

At the DCO for its primary analysis, OS favoured dur-
valumab, versus placebo, across all PD-L1 subgroups but
one, patients with TC <1% (HR, 1.36; 95% Cl, 0.79—2.34)
(supplementary Figure S1, available at Annals of Oncology
online).*’

At the DCO for its updated analysis (approximately 3
years after the last patient was randomly allocated to the
study), the observed OS results were similar (Figure 3A—F).
The updated OS benefit with durvalumab, versus placebo,
was observed across all subgroups except patients with TC
<1% [HR, 1.14 (95% Cl, 0.71—1.84)], although HR had
shifted closer to 1 since the primary analysis.

The results of the exploratory multiple imputation
model for OS (using the DCO for its primary analysis),
which imputed missing data for the TC >1% and <1%
subgroups, were similar: durvalumab improved OS versus
placebo in the TC >1% subgroup [HR, 0.52 (95% Cl, 0.38—
0.70)] but not in the TC <1% subgroup [HR, 1.18 (95% ClI,
0.73—1.89)].

Of note, based on a post hoc restricted mean survival
time (RMST) analysis (using the DCO for the primary
analysis of 0S, as described in the supplementary
Methods, available at Annals of Oncology online), there
was no evidence for detriment in OS with durvalumab
compared with placebo in the TC <1% subgroup [differ-
ence in RMST (95% Cl), —0.6 months (—3.4 to 2.3)].

At the DCO for the primary analysis of PFS, TTDM fav-
oured durvalumab, versus placebo, across all PD-L1 sub-
groups but one, the TC <1% subgroup, in which the
evidence was inconclusive [HR, 0.93 (95% Cl, 0.52—1.67)]
(supplementary Table S5, available at Annals of Oncology
online).

At the DCO for the primary analysis of PFS, ORR was
greater with durvalumab, versus placebo, across all PD-L1
subgroups (supplementary Table S6, available at Annals of
Oncology online), ranging from 24.7% to 31.0% with dur-
valumab versus 11.7% to 21.6% with placebo. Median DoR
was numerically longer with durvalumab compared with
placebo in the TC <1% and <25% and unknown sub-
groups, but NR in either treatment arm in the TC >1% and
>25% subgroups.

Safety

The safety profile of durvalumab across PD-L1 subgroups
was broadly consistent with that reported for durvalumab
in the full analysis set,® with similar incidences of all-cause,
any-grade AEs between durvalumab- and placebo-treated
patients (Table 1). AEs leading to discontinuation were
more common with durvalumab, versus placebo, across all
but one of the subgroups; for patients with TC <1%, a
higher proportion experienced AEs leading to discontinu-
ation with placebo (17.5%) compared with durvalumab
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Table 1. Safety summary by tumour PD-L1 expression status (as-treated population).®

Number of patients (%)

PD-L1 TC unknown

PD-L1 TC 1%—24%

PD-L1 TC >25%

> PD-L1 TC <25%

PD-L1 TC >1%

PD-L1 TC <1%
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(11.0%). The incidences of serious AEs were similar across
subgroups. Any-grade pneumonitis/radiation pneumonitis
was more common with durvalumab across all PD-L1 sub-
groups, ranging from 30.8% to 35.7% with durvalumab and
17.4% to 29.9% with placebo (supplementary Table S7,
available at Annals of Oncology online); however, the in-
cidences of grade 3 and grade 5 pneumonitis/radiation
pneumonitis in the treatment arms were low (no grade 4
events were reported) and similar across all subgroups (e.g.
within the TC <1% subgroup, 2.2% versus 3.5% were grade
3 and 1.1% versus 1.8% were grade 5 with durvalumab and
placebo, respectively).

DISCUSSION

Although the PACIFIC trial was not designed to evaluate
durvalumab based on archival tumour PD-L1 expression,
the results of these exploratory analyses support treat-
ment benefit with durvalumab versus placebo irre-
spective of archival, pre-specified tumour PD-L1
expression status. Durvalumab treatment was associated
with improved PFS and ORR, versus placebo, across all
PD-L1 subgroups, including patients with unknown PD-L1
status. Additionally, durvalumab improved O0S, and
TTDM, versus placebo, across all subgroups but one,
namely the post hoc TC <1% subgroup. Safety outcomes
were comparable across PD-L1 subgroups and consistent
with the full analysis set.>®

PD-1/PD-L1 ICB has improved outcomes for patients with
advanced-stage NSCLC. However, not all patients benefit
from PD-1/PD-L1 ICB as monotherapy for first-line treat-
ment of metastatic NSCLC. This observation has driven
identification of predictive biomarkers of response to
enhance patient selection, leading to regulatory restrictions
on the use of some therapies, based on minimum threshold
levels of PD-L1 expression. Based on this experience in
metastatic NSCLC, durvalumab was approved in the EU for
patients with locally advanced, unresectable NSCLC whose
disease has not progressed following receipt of platinum-
based chemotherapy and radiotherapy; however, due to
the post hoc analyses, its approval was restricted to those
whose tumours express PD-L1 on >1% of TCs.” However,
there are a number of limitations to the results underlying
this restriction. For example, in the analysis of OS for the
post hoc TC <1% subgroup, in which the sample size was
relatively small (n = 148), the estimated Cl included 1 and,
therefore, no definitive conclusions can be drawn. Further
limitations include the exploratory, post hoc nature of these
results and the lack of assayable tumour samples for
approximately 40% of randomised patients in this trial, as
recently cited by a panel of international lung cancer ex-
perts who disagreed with the EMA’s decision.? In addition,
the panel noted the following: PD-L1 assessment was ana-
lysed in pre-cCRT samples, which, based on the hypothesis
that cCRT may alter PD-L1 expression, may have left them
inaccurate predictors of response; with only 63% of patients
PD-L1 assessable and 148 patients with TC <1%, there is no
guarantee that samples were missing at random, indicating
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potential bias; and, since randomisation was not stratified
by PD-L1 expression status, there may have been prognostic
imbalances in baseline characteristics across subgroups,
leading to unreliability and bias in the results, thereby
confounding OS data. Indeed, patients in the placebo arm
within the TC <1% subgroup were more likely to be
younger (aged <65 years), white, and female, and to have
non-squamous histology and stage IlIA disease; such dif-
ferences may have accounted for the over-performance
among these patients (with respect to OS) relative to the
placebo arm of the full analysis set. Additional limitations
include the unplanned nature of this analysis and the small
sample size of the TC <1% subgroup. The number of OS
events (n = 60) in the TC <1% subgroup was inadequate to
sufficiently power this analysis, which, based on the trial’s
pre-specified statistical analysis plan, would have required a
high benefit target (HR = 0.43) to demonstrate meaningful
results. Finally, although PD-L1 expression is, at best, an
imperfect predictor of response for PD-1/PD-L1 inhibitors
given as monotherapy, its role is uncertain when such
agents are given in sequence or in combination with other
therapies (e.g. CRT or other immunotherapies).

Besides demonstrating efficacy across the PD-L1 sub-
groups, durvalumab exhibited a manageable safety profile
irrespective of tumour PD-L1 expression status. Moreover,
exploratory analyses of patients from the PACIFIC trial
found that PD-L1 expression had no clinically meaningful
impact on patient-reported outcomes (symptoms, func-
tioning, and global health status/quality of life).”* Impor-
tantly, durvalumab was effective and well tolerated in
patients with unknown PD-L1 status (for whom durvalumab
was associated with a greater than 20-month benefit in OS).
This addresses an unmet clinical need, as up to 40% of
patients do not have tumour biopsies suitable for histo-
logical PD-L1 assessment (e.g. due to inadequate tissue
collection using fine needle aspiration), and cytological
assessment of PD-L1 expression, while feasible, is not yet
widely standardised in routine clinical practice.?

Conclusion

In conclusion, these findings demonstrated that treatment
benefit with durvalumab versus placebo was evident in
patients with unresectable, stage IIl NSCLC from the PACIFIC
trial, with consistently manageable safety. PFS benefit with
durvalumab was observed irrespective of tumour PD-L1
expression, and OS benefit, in post hoc analyses, was
consistently observed in patients with TC PD-L1 expression
>1%. However, a small sample size with too few events,
overlapping Cls, and inadvertent prognostic imbalances
favouring the placebo group preclude robust conclusions
regarding OS in patients with TC PD-L1 expression <1%.
Consequently, prospectively planned studies to assess out-
comes with immunotherapies in patients with different
levels of tumour PD-L1 expression are warranted (e.g. the
phase Il PACIFIC-5 trial of durvalumab after concurrent or
sequential CRT in patients with stage Il NSCLC?®), since the
PACIFIC trial was not designed to do so.
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