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ABSTRACT

Evidence from the Phase Ill PACIFIC trial established durvalumab, a monoclonal antibody (mAb)
targeting PD-L1, following concurrent chemoradiotherapy (cCRT) as a global standard of care for
patients with unresectable, stage Ill non-small-cell lung cancer (NSCLC). There remains an unmet
need to improve upon the outcomes achieved with the PACIFIC regimen. Combining durvalumab
with other immunotherapies may improve outcomes further. Two such immunotherapies include
oleclumab, an mAb targeting CD73, and monalizumab, an mAb targeting NKG2A. Both agents
demonstrated antitumor activity in early-phase trials. PACIFIC-9 (NCT05221840) is an international,
double-blind, randomized, placebo-controlled, Phase Ill trial comparing durvalumab plus either
oleclumab or monalizumab with durvalumab plus placebo in patients with unresectable, stage IlI
NSCLC and no disease progression following cCRT.
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PLAIN LANGUAGE SUMMARY

Durvalumab is a treatment that helps the body’s immune system to identify and attack cancer cells
by binding to a protein called PD-L1. Studies show that durvalumab lowers the risk of cancer growing
or spreading, and prolongs survival, when administered after chemotherapy and radiation therapy
(‘chemoradiotherapy’) in patients with a type of lung cancer called stage Ill non-small-cell lung cancer
(NSCLC) for whom surgery is not an option.

Two antibody treatments have been developed that may help a patient’s immune system to identify
and attack cancer cells. Oleclumab binds to a protein on cancer cells called CD73, which prevents the
production of adenosine, a chemical that obstructs the immune system from attacking the cancer.
Monalizumab binds to NKG2A, a protein on immune cells that inhibits their ability to destroy cancer
cells. Early studies suggest that combining either of these treatments with durvalumab may be better
than durvalumab alone for slowing the growth and spread of cancer in patients with NSCLC.
PACIFIC-9 is a study that aims to recruit approximately 999 patients with stage Ill NSCLC for whom
surgery is not an option and who have completed chemoradiotherapy without the cancer growing or
spreading. Patients will be randomly assigned in equal numbers to receive up to a year of treatment
with durvalumab plus oleclumab, durvalumab plus monalizumab or durvalumab plus placebo. The
primary measure of efficacy is the length of time that patients remain alive without the cancer
growing or spreading for each combination versus durvalumab plus placebo.

1. Background with approximately 2 million deaths annually [2,3]. Non-
small-cell lung cancer (NSCLC) represents over 80% of all
lung cancers, and 23-30% of patients with NSCLC present
with unresectable, stage lll disease [4-6]. While some
patients with stage IlIA NSCLC are suitable candidates

for curative surgery and emerging perioperative systemic

Lung cancer accounts for significant morbidity and mor-
tality worldwide, with an estimated 2.2 million new cases
(11.4% of all new cancers) in 2020 [1]. Moreover, lung can-
cer is a leading cause of cancer-related death worldwide,
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therapy, resection of the tumor is generally not recom-
mended for patients with stage llIB/IIC disease [7,8].
The recommended standard treatment for those with
unresectable, stage Ill NSCLC and good performance
status includes definitive concurrent chemoradiotherapy
(cCRT), involving the administration of radiotherapy
with platinum-doublet chemotherapy [7,8]. For patients
whose disease does not progress during cCRT, the
recommended curative-intent treatment strategy is the
administration of durvalumab as consolidation therapy
for up to 12 months, based on data from the PACIFIC
trial [7-9].

Durvalumab is a high-affinity, human immunoglobulin
(Ig) G1 monoclonal antibody that targets PD-L1, a protein
on tumor cells that controls T-cell activation. By blocking
the binding of PD-L1 with PD-1 and CD80 on T cells,
durvalumab can overcome PD-L1-mediated inhibition
of T-cell activation, allowing T cells to recognize and
kill tumor cells [10]. The efficacy and safety of durval-
umab as consolidation therapy in patients with unre-
sectable, stage lll NSCLC and no disease progression
after platinum-based cCRT was evaluated in the Phase
Il PACIFIC trial (NCT02125461), which demonstrated sig-
nificant improvements in progression-free survival (PFS)
(hazard ratio [HR]: 0.52; 95% confidence interval [Cl]:
0.42-0.65; p < 0.001) and overall survival (OS) (HR: 0.68;
95% Cl: 0.53-0.87; p = 0.0025) with durvalumab versus
placebo [9,11-13]. Use of durvalumab was associated
with a manageable safety profile (maximum-grade 3
or 4 adverse events of any cause increased by 4.4%
in the durvalumab group compared with the placebo
group) and no detrimental impact on patient-reported
outcomes (PROs) compared with placebo [9,11,14]. Long-
term follow-up data from PACIFIC demonstrated that the
benefits of durvalumab were sustained over time: the 5-
year PFS rates were 33.1 vs 19.0% with durvalumab vs
placebo, and the 5-year OS rates were 42.9 vs 33.4%,
respectively [13]. These outcomes established the PACIFIC
regimen, comprising up to 12 months of consolidation
therapy with durvalumab after platinum-based cCRT, as
a global standard of care in this setting [7,8,12,15,16].

2. Rationale for combining durvalumab with
oleclumab or monalizumab

Despite the improvement in OS achieved with the
PACIFIC regimen, many patients fail to respond, develop
resistance or experience relapse [13,17]; thus, a significant
unmet need exists to further improve outcomes for
patients with unresectable, stage Il NSCLC. Rational
combination regimens targeting multiple pathophysio-
logical pathways represent a promising avenue for further
improvement in outcomes. Two targetable pathways,

each with preclinical evidence for potential antitumor
efficacy, are modulation of extracellular adenosine via
inhibition of CD73 and blockade of the interaction
between NKG2A with HLA-E [18,19].

Increases in extracellular adenosine can occur within
the hypoxic tumor microenvironment and are known to
exert immunosuppressive effects through a variety of
mechanisms [20,21]. Therefore, modulating extracellular
adenosine has gained interest as a possible immunother-
apeutic approach for the treatment of solid tumors. CD73
is an ectonucleotidase found on the surfaces of immune
cells and cancer cells, where it converts adenosine
monophosphate to extracellular adenosine [18,20-22].
High expression of CD73 has been shown to increase
extracellular adenosine production and suppress the
local immune system in multiple cancers [22,23]. High
expression of CD73 is associated with poor prognosis
in several cancer types [23-26]; in patients with NSCLC,
overexpression of CD73 is associated with poor OS and
recurrence-free survival compared with low CD73 expres-
sion [26]. Moreover, the prospective biomarker study
SUBMARINE (WJOG11518L; UMIN000035916), which ana-
lyzed tumor samples from patients who received the
PACIFIC regimen, implicated CD73 as a possible mecha-
nism of resistance to treatment [17]. Consequently, CD73
has been proposed as a therapeutic target to reduce the
immunosuppressive effects of the tumor microenviron-
ment and overcome resistance to the PACIFIC regimen.
Oleclumab is a human IgG1A monoclonal antibody that
binds to CD73 to decrease the creation of extracellu-
lar adenosine in the tumor microenvironment [18,27].
Combination of oleclumab with other immunothera-
pies, such as PD-1/PD-L1 inhibitors, has been shown
to have antitumor activity in pre-clinical models [18].
In a Phase |, first-in-human study of oleclumab in 192
patients with advanced solid tumors, including colorectal
cancer, pancreatic ductal adenocarcinoma and EGFR-
mutated NSCLC, oleclumab (alone or in combination with
durvalumab) was associated with a manageable safety
profile and exhibited isolated durable responses in some
patients with NSCLC (partial responses observed in four
patients [9.5%)], with a median duration of response [DoR]
of 14.8 months, and stable disease >8 weeks observed in
another nine patients [21.4%]) [28].

NKG2A is a receptor that is expressed as a heterodimer
with CD94 on subsets of T cells and natural killer (NK) cells,
where it recognizes the non-classical major histocompat-
ibility complex 1 molecule, HLA-E, and inhibits T cell and
NK cell effector function [19]. Once bound to NKG2A,
HLA-E triggers inhibitory signals that suppress cytokine
secretion and direct cytotoxicity of T lymphocytes and
NK cells [29]. HLA-E is upregulated in some solid tumors,
and high HLA-E can be associated with poor prognosis,



though this is not consistent across cancer types [30-37].
In an analysis of 197 patients with resected pulmonary
adenocarcinoma, the expression of HLA-E by tumor
cells was an independent negative prognostic factor for
0OS [30]. In addition, tumoral expression of HLA-E has been
shown to abolish the positive prognostic impact of CD8™
T cell infiltration in NSCLC and ovarian cancer [30,31].
Monalizumab is a first-in-class, humanized, IgG4 mono-
clonal antibody that targets NKG2A, preventing it from
binding to HLA-E and thereby reducing inhibition of
NK cells and CD8* T cells, thus enhancing antitumor
immunity [19].

Pre-clinical studies indicate that expression of PD
L1 [38], CD73 [39,40] and the NKG2A ligands, HLA-E [41]
and its murine homolog Qa-1 [42,43], are increased in
tumor cells in response to radiation (Figure 1). Moreover,
anti-PD-L1, anti-CD73 and a combination of anti-NKG2A
and anti-PD-1 antibodies have demonstrated increased
antitumor activity following radiotherapy in preclinical
models [38,39,42]. Consequently, simultaneous blockade
of these immune checkpoints by combining anti-CD73
or anti-NKG2A monoclonal antibodies, such as oleclumab
and monalizumab, with anti-PD-L1 antibodies, such as
durvalumab, could represent a valuable approach for
improving outcomes in patients with unresectable, stage
[l NSCLC who have undergone CRT.

3. Clinical activity observed with durvalumab
combined with oleclumab or monalizumab in
the randomized Phase Il COAST trial

Encouraging clinical activity has been observed with
durvalumab plus oleclumab and durvalumab plus monal-
izumab, compared with durvalumab plus placebo, in the
open-label, Phase Il COAST trial (NCT03822351), which
randomized 189 patients with unresectable, stage llI
NSCLC and no progression following definitive, platinum-
based cCRT [44]. Objective response rate (ORR) was
greater with durvalumab plus oleclumab (30.0%) and
durvalumab plus monalizumab (35.5%) vs durvalumab
alone (17.9%) [44]. Moreover, PFS was prolonged with
durvalumab plus oleclumab (HR: 0.44; 95% CI: 0.26-
0.75) and durvalumab plus monalizumab (HR: 0.42; 95%
Cl: 0.24-0.72) versus durvalumab alone, with 12-month
PFS rates of 62.6, 72.7 and 33.9%, respectively [44]. In
exploratory subgroup analyses, PFS benefit was observed
with both combinations across a range of clinically
important subgroups, including those on the basis of
histology, type of prior platinum-based chemotherapy,
and Eastern Cooperative Oncology Group performance
status (ECOG PS), although patient numbers in these
subgroups were small [44]. PFS benefit was also con-
sistently demonstrated with both combinations versus
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durvalumab alone irrespective of tumor CD73, NKG2A
or HLA-E expression [44]. Furthermore, evidence of a
PFS benefit was observed in patients with unknown PD-
L1 status and PD-L1 tumor cell (TC) expression >1%;
analysis of patients with PD-L1 TC <1% was limited
due to small sample size [44]. The safety profile of each
combination was manageable and similar to the safety
profile of durvalumab alone; no new significant safety
signals were observed with either combination [44].
Preliminary evidence of antitumor activity with monal-
izumab and oleclumab in combination with durvalumab
for patients with resectable, early-stage NSCLC has also
been observed in the neoadjuvant setting in the ongoing
Phase Il NeoCOAST trial (NCT03794544), and additional
investigation of monalizumab and oleclumab in combi-
nation with both durvalumab and chemotherapy in a
similar setting is ongoing in the Phase Il NeoCOAST-2 trial
(NCT05061550) [45,46].

The available preclinical and early clinical data strongly
support further investigation of oleclumab and mon-
alizumab in combination with durvalumab in a global
Phase lll trial in the unresectable, stage Il NSCLC setting.
Here, we describe the design of the Phase Ill PACIFIC-
9 trial (NCT05221840), which is evaluating the efficacy
and safety of durvalumab in combination with either
oleclumab or monalizumab, compared with durvalumab
plus placebo, in patients with unresectable, stage llI
NSCLC whose disease has not progressed following
definitive, platinum-based cCRT.

4. Methods
4.1. Study design

PACIFIC-9 is an international, double-blind, randomized,
placebo-controlled, Phase Il trial (Figure 2). The study
aims to enroll approximately 999 patients from across
20 countries (Australia, Brazil, Canada, China, Colombia,
France, Germany, Italy, Japan, Peru, Poland, Portugal, the
Republic of Korea, Spain, Taiwan, Thailand, Turkey, the UK,
USA and Vietnam).

Patients will be randomized in a 1:1:1 ratio to receive
one of the following three regimens, stratified by disease
stage prior to cCRT, tumor histology, and PD-L1 status:
(1) intravenous (IV) infusion of durvalumab on Day 1 of
each 28 day cycle, plus IV infusions of oleclumab given
on Day 1 and Day 15 of cycles 1 and 2 and then on Day
1 of each subsequent 28-day cycle for up to 12 months;
(2) IV infusions of durvalumab and monalizumab, both
given on Day 1 of each 28-day cycle for up to 12 months
(patients will also receive an IV infusion of placebo on Day
15 of cycles 1 and 2); or (3) IV infusion of durvalumab on
Day 1 of each 28-day cycle plus IV infusion of placebo on
Days 1 and 15 of cycles 1 and 2 and then on Day 1 of each
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Figure 1. Schematic mechanisms of action for oleclumab and monalizumab. The mechanisms of action of (A) oleclumab and (B)
monalizumab are shown. Figure adapted from Martinez-Marti, et al. ‘COAST: an open-label, Phase II, multidrug platform study of
durvalumab alone or in combination with novel agents in patients with locally advanced, unresectable, stage Ill NSCLC' Oral
presentation at the European Society for Medical Oncology (ESMO) Congress 2021. Figures originally created with BioRender.com.
AMP: Adenosine monophosphate; ATP: Adenosine triphosphate; DC: Dendritic cell; NK: Natural killer; TAM: Tumor-associated

macrophage.
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Figure 2. Design of the PACIFIC 9 trial.

then Q4W starting cycle 3

BICR: Blinded independent central review; cCRT: Concurrent chemoradiotherapy; IV: Intravenous; NSCLC: Non-small-cell lung cancer;
PFS: Progression-free survival; Q2W: Once every 2 weeks; Q4W: Once every 4 weeks; RECIST v1.1: Response Evaluation Criteria in Solid
Tumors version 1.1; WHO PS: World Health Organization performance status.

subsequent 28-day cycle for up to 12 months. Treatment
will continue until end of planned treatment, clinical
progression, confirmed Response Evaluation Criteria in
Solid Tumors version 1.1 (RECIST v1.1)-defined radio-
logical progression, unacceptable toxicity, withdrawal of
consent or another criterion for discontinuation is met. As
results from the PACIFIC study suggest that patients who
start durvalumab <14 days after cCRT may achieve better
outcomes than those who start treatment >14 days post
cCRT [9,11], investigators will be encouraged to initiate
study treatment as soon as possible after completion of
cCRT.

The primary end point is PFS, defined as time from
randomization until progression per RECIST v1.1 [47]

as assessed by blinded independent central review
(BICR), or death from any cause. The secondary end
points are: OS; PFS by investigator assessment; ORR
and DoR (RECIST v1.1; BICR); time from randomization
to second progression (‘PFS2’; earliest of the progres-
sion events following initial progression, subsequent
to first subsequent therapy or death); time to distant
metastasis or death; time to first subsequent therapy or
death; immunohistochemistry analysis of tumoral PD-L1
expression relative to efficacy outcomes (OS, PFS and
ORR); time to first confirmed deterioration of pulmonary
symptoms (cough, dyspnea and chest pain as single
items from the Non-Small Cell Lung Cancer Symptom
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Assessment Questionnaire [NSCLC-SAQ]); pharmacoki-
netics and immunogenicity of durvalumab, oleclumab
and monalizumab; and safety and tolerability.

Safety and tolerability in terms of reported adverse
events, which will be coded using the latest version
of the Medical Dictionary for Regulatory Activities and
graded using National Cancer Institute Common Toxicity
Criteria for Adverse Events (CTCAE) version 5.0, will be
assessed continuously from screening until 90 days after
the last dose of study intervention. Adverse events will
be treated according to toxicity management guidelines
for each study drug. Other safety data will be assessed
in terms of physical examination, clinical chemistry,
hematology, vital signs and electrocardiograms. Several
PRO questionnaires will be administered during the trial,
including (but not limited to) the NSCLC Symptom Assess-
ment Questionnaire and the European Organization for
Research and Treatment of Cancer (EORTC) quality-of-life
questionnaire (EORTC QLQ-C30).

4.2. Eligibility criteria

Key inclusion and exclusion criteria are listed in Table 1.

4.2.1. Patient & disease characteristics

Men and women aged 18 years or above are eligible
for the study if they have World Health Organization
performance status 0 or 1, histologically or cytologically
documented NSCLC and have been treated with cCRT for
unresectable, stage Il NSCLC without disease progression
on this treatment. Patients must be staged according to
the Tumor, Node, Metastasis (TNM) system as described in
the International Association for the Study of Lung Cancer
staging manual (8th edition) [48]. Except for overt cT4
disease, biopsy is strongly preferred to prove nodal status
N2 or N3 via endobronchial ultrasound, mediastinoscopy
or thoracoscopy at initial diagnosis and staging. Brain
imaging with magnetic resonance imaging (preferred)
or high-quality computed tomography (CT) scan with
IV contrast is strongly encouraged during initial staging.
Positron emission tomography (PET)-CT scan from at least
the base of skull to mid-thigh is required within 3 months
prior to the first dose of cCRT to avoid enrolling patients
who have upstaged during initial diagnosis.

4.2.2. Biomarker testing

As we enter a new era for studies of patients with unre-
sectable, stage Il NSCLC, in which novel immunotherapy
combinations that build upon the backbone of PD-
L1/PD-1 inhibition are being explored, future treatment
selection will need to be informed by a biomarker-
driven approach. In recognition of this, the provision of a
tumor tissue sample for biomarker testing is a mandatory
requirement of PACIFIC-9. The sample must be obtained
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before cCRT; irradiated samples are not acceptable. Cen-
tral confirmation of tumor PD-L1 status must occur before
randomization. Confirmation of EGFR and ALK status by
central confirmation or locally-approved assay must also
be available before randomization; patients with EGFR
mutations or ALK translocations are excluded from the
study considering their potential to benefit from targeted
therapies and emerging evidence from external studies
that suggests these patients have limited response to
immunotherapy [49-51]. Following completion of PD-
L1 testing, and testing of EGFR and ALK if required, any
residual tissue collected at screening may be used for the
assessment of exploratory biomarkers.

4.2.3. Prior concurrent chemoradiotherapy

PACIFIC-9 is aligned with international guidelines for
chemotherapy and radiation [7,8]. Patient selection
should involve early input from multidisciplinary teams
to identify patients who are most suited to benefit from
cCRT. Randomization to study treatment occurs after
receipt of cCRT. Participants must not have progressed
following at least two cycles of definitive, platinum-based,
cCRT. Consolidation chemotherapy after radiotherapy
(RT) is not permitted, but up to two cycles of induction
chemotherapy before cCRT is allowed to account for
regional variability in clinical practice. Chemotherapy
must be cisplatin- or carboplatin-based and contain
one of the following agents (per local standard-of-care
regimens): etoposide, vinblastine, vinorelbine, a taxane
(docetaxel/paclitaxel) or pemetrexed; use of gemcitabine
is not permitted. Although RT is delivered before study
randomization, PACIFIC-9 requires all randomized
subjects to have completed a full course of definitive
cCRT that includes a total RT prescription dose of 60 Gy
+10% (i.e, 54-66 Gy; with individualized prescribed
doses agreed between the attending physician and
patient) via intensity-modulated radiation therapy or
3D conformal radiation therapy [52]. The type of RT
administered was not selected as a stratification factor,
as no differential prognostic impact is expected [53];
however, RT guidance consistent with global standards
is provided to all participating institutions for their
reference in the protocol and accessory documents.
Additionally, robust data will be collected to allow
potential analysis of the impact of type of RT on
outcomes.

4.3. Statistical methods

The two primary objectives of this trial are to assess the
efficacy of durvalumab plus oleclumab vs durvalumab
plus placebo and durvalumab plus monalizumab vs
durvalumab plus placebo in terms of PFS (BICR; RECIST
v1.1). The key secondary objective is to assess efficacy
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Table 1. Key eligibility criteria for the PACIFIC-9 trial.

Inclusion criteria

o Aged >18 years at time of screening and able to provide informed consent
e Must have histologically/cytologically documented NSCLC and have been treated with concurrent CRT for unresectable, stage Ill NSCLC (according to the
International Association for the Study of Lung Cancer staging manual [8th edition]). Initial staging procedures prior to initiation of any component of
definitive treatment should include:
— PET-CT scan from at least the base of skull to mid-thigh performed up to 3 months prior to the first dose of cCRT or induction chemotherapy, if utilized
- Brain imaging (strongly encouraged during initial staging) with MRI (preferred) or high-quality CT with IV contrast
- Except for overt T4 disease, biopsy (strongly preferred) to prove nodal status N2 or N3 via endobronchial ultrasound, mediastinoscopy or thoracoscopy
e Tumor sample requirements:
— Tumor tissue sample obtained before CRT
— Documented tumor PD-L1 status by a central laboratory (patients with unknown PD-L1 status are not eligible)
— Documented EGFR and ALK wild-type status by a local or central laboratory
e Must not have progressed following definitive, platinum-based concurrent CRT
— Must have received >2 cycles of platinum-based chemotherapy concurrent with radiotherapy
o WHO performance status of 0 or 1 at randomization
o Life expectancy of >12 weeks at randomization
e Adequate organ and marrow function

Exclusion criteria

o History of another primary malignancy, except for: malignancies treated with curative intent with no known active disease >5 years before the first dose of
study intervention and of low potential risk for recurrence; adequately resected non-melanoma skin cancer and curatively treated in situ disease; adequately
treated carcinoma in situ or Ta tumors treated with curative intent and without evidence of disease

e Mixed small-cell and non-small-cell lung cancer histology

o Receipt of prior sequential CRT (not inclusive of induction chemotherapy) for unresectable, stage Ill NSCLC or progression during platinum-based
concurrent CRT

e Any unresolved CTCAE grade > 2 toxicity, or grade >2 pneumonitis from prior concurrent CRT

o History of idiopathic pulmonary fibrosis, drug-induced pneumonitis or idiopathic pneumonitis — regardless of time of onset prior to randomization.
Evidence of active non-CRT-induced pneumonitis (grade >2), active pneumonia, active interstitial lung disease, active or recently treated pleural effusion or
current pulmonary fibrosis — diagnosed in the past 6 months prior to randomization

o History of myocardial infarction, transient ischemic attack, stroke or pulmonary embolism diagnosed in the past 6 months or venous thrombosis diagnosed
in the past 3 months prior to the scheduled first dose of study treatment

o Active or prior documented autoimmune or inflammatory disorders, with the following exceptions: vitiligo or alopecia, hypothyroidism stable on hormone
replacement, any chronic skin condition the does not require systemic therapy or celiac disease controlled by diet alone. Participants without active disease
in the last 5 years may be included based on the investigator's judgement

e Current use of immunosuppressive medication or use of immunosuppressive medication within 14 days before the first durvalumab dose

CRT: Chemoradiotherapy; cCRT: Concurrent CRT; CT: Computed tomography; CTCAE: Common Terminology Criteria for Adverse Event; IV: Intravenous; MRI:
Magnetic resonance imaging; NSCLC: Non-small-cell lung cancer; PET-CT: Positron emission tomography — computed tomography; Ta tumor: Noninvasive

papillary carcinoma; WHO: World Health Organization.

in terms of OS. The study will be considered positive (a
success) if the primary analysis of PFS for either treatment
comparison is statistically significant. To control the type
| error at 5% (2-sided) between the primary (PFS) and key
secondary (OS) end points, a multiple testing procedure
(MTP) with gatekeeping strategy will be used for each
treatment comparison.

PFS and OS will be analyzed using a log rank test
stratified by disease stage, tumor histology and PD-L1
status. HRs and 95% Cls will be estimated from a stratified
Cox proportional hazards model. The intention-to-treat
population, comprising all patients randomized in the
trial, will be used for all efficacy measures. Safety data
will be summarized descriptively based on all randomized
patients who receive any amount of study treatment.

4.4. Ethical considerations

The PACIFIC-9 trial is being conducted in accordance with
the ethical principles derived from the Declaration of
Helsinki and conducted in adherence with the protocol
as well as International Conference on Harmonization

Good Clinical Practice guidelines and applicable laws
and country-specific regulations. The protocol, revisions,
and other relevant documents are to be reviewed and
approved by Institutional Review Boards/Independent
Ethics Committees at each participating site. Written
informed consent will be obtained from patients before
trial-related procedures are performed. It will be pos-
sible to obtain data underlying the findings described
in the final report for this study in accordance with
AstraZeneca'’s data sharing policy (www.astrazenecaclini
caltrials.com/our-transparency-commitments/).

5. Conclusion

The treatment landscape for patients with non-
metastatic NSCLC is evolving rapidly. In the last few
years, novel immunotherapy-based regimens have
received approvals in the neoadjuvant and adjuvant
treatment settings for patients with resectable NSCLC
based on the robust clinical benefits demonstrated in
pivotal, Phase Il trials [54-58]. Nevertheless, the PACIFIC
regimen remains the global standard of care for patients
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with unresectable, stage Ill NSCLC [7,8], and is associated
with robust and sustained PFS and OS benefit in both
clinical trial [13] and real-world settings [59,60]. Although
the use of durvalumab after cCRT has improved clinical
outcomes for this population, further improvements may
be achieved through the use of novel immunotherapy
combinations that build upon the backbone of PD-
1/PD-L1 inhibition. Novel immunotherapies such as
oleclumab or monalizumab may synergize with the
immunomodulatory effects of durvalumab and augment
clinical efficacy. PACIFIC-9 is the first randomized
Phase Il trial to investigate the efficacy and safety
of durvalumab in combination with these novel
agents.

Clinical data have demonstrated an acceptable safety
profile for oleclumab and monalizumab in combination
with durvalumab, and the potential for clinical benefit
with these combinations is supported by recent find-
ings of the open-label, randomized, Phase Il COAST
trial [44]. When administered after cCRT in patients
with unresectable, stage Ill NSCLC, the combination of
either of these agents with durvalumab was associated
with encouraging improvements in PFS and ORR versus
durvalumab alone. Both combinations were also well
tolerated, with a safety profile comparable to durvalumab
alone. Thus, the benefit/risk assessment favors the con-
duct of a large, blinded, Phase Il trial such as PACIFIC-
9 to confirm these findings. Trial enrollment began in
February 2022; this trial is ongoing.

Executive summary

The PACIFIC regimen

Durvalumab is a monoclonal antibody that binds to PD-L1 and
overcomes PD-L1 mediated inhibition of T-cell activation, allowing
T cells to recognize and kill tumor cells.

The Phase Ill placebo-controlled, PACIFIC trial (NCT02125461)
demonstrated significant improvements in progression-free
survival (PFS) and overall survival with durvalumab in patients
with unresectable, stage Ill non-small-cell lung cancer (NSCLC)
whose disease had not progressed following platinum-based,
concurrent chemoradiotherapy (cCRT); the PACIFIC regimen is now
a global standard of care in this population.

Oleclumab & monalizumab

Extracellular adenosine can act as an immunosuppressant within
the tumor microenvironment; oleclumab is a monoclonal antibody
that binds to and blocks CD73, an enzyme on the surface of tumor
cells that drives the production of extracellular adenosine.

NKG2A is a receptor on T cells and natural killer (NK) cells that can
inhibit T cell and NK cell effector function when it binds to HLA-E;
monalizumab is a monoclonal antibody that binds to NKG2A,
preventing it from inhibiting NK and T cell function.

In the open-label, randomized, Phase Il COAST trial (NCT03822351)
the combination of durvalumab with oleclumab, and durvalumab
with monalizumab, were both associated with encouraging clinical
activity compared with durvalumab alone in patients with
unresectable, stage Ill NSCLC and no progression after cCRT; the
findings of COAST support further evaluation of these
combinations in a Phase Il trial.

PACIFIC-9
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« PACIFIC-9 (NCT05221840) is an international, double-blind,
randomized, placebo-controlled, Phase Ill trial comparing the
efficacy and safety of durvalumab plus oleclumab and durvalumab
plus monalizumab versus durvalumab plus placebo in patients
with unresectable, stage Ill NSCLC.

« The trial is enrolling men and women aged 18 years or older with
histologically or cytologically documented, unresectable, stage IlI
NSCLC according to the TNM system as described in the
International Association for the Study of Lung Cancer staging
manual (8th edition), whose disease has not progressed following
definitive, platinum-based cCRT.

- The primary end point is PFS, defined as time from randomization
until progression per Response Evaluation Criteria in Solid Tumors
version 1.1 as assessed by blinded independent central review, or
death due to any cause.
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