e84

") Check for updates

Design and Rationale for a Phase I1I, Randomized,
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Abstract

Limited-stage (LS) small-cell lung cancer (SCLC) remains an area of high unmet medical need. The standard-of-care
therapy comprises curative-intent platinum-based chemotherapy with concurrent radiotherapy (cCRT), which can be
followed by prophylactic brain irradiation and then observation. However, most patients will relapse. Durvalumab
(antiprogrammed cell death ligand-1) has enhanced the efficacy outcomes after cCRT for patients with unresectable,
stage Il non-small-cell lung cancer. Recently, durvalumab combined with platinum-etoposide demonstrated a signifi-
cant survival benefit compared with platinum-etoposide as first-line treatment of patients with extensive-stage SCLC and
has also shown antitumor activity as monotherapy and combined with tremelimumab (anticytotoxic T-lymphocyte
—associated antigen-4) in pretreated patients with extensive-stage SCLC. ADRIATIC, a phase lll, randomized, double-
blind, placebo-controlled, multicenter, global study (ClinicalTrials.gov identifier, NCT03703297), is designed to investi-
gate the efficacy of durvalumab, with or without tremelimumab, as consolidation therapy for patients with LS-SCLC
without disease progression after cCRT. Approximately 600 patients with documented histologic or cytologic
LS-SCLC, World Health Organization/Eastern Cooperative Oncology Group performance status 0 or 1, and no pro-
gression after 4 cycles of cCRT will be randomized (1:1:1) to treatment (durvalumab 1500 mg plus placebo every 4 weeks
[g4w] for 4 cycles, followed by durvalumab 1500 mg g4w; durvalumab 1500 mg plus tremelimumab 75 mg g4w for
4 cycles, followed by durvalumab 1500 mg g4w; or dual placebo g4w for 4 cycles, followed by single placebo g4w) within
1 to 42 days of completing cCRT, stratified by stage and receipt of prophylactic brain irradiation. The primary endpoints
are progression-free survival and overall survival. The secondary endpoints are overall survival and progression-free
survival rates, objective response rate, and safety and tolerability. Recruitment began in September 2018.
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Introduction

Small-cell lung cancer (SCLC) represents ~13% to 15% of all
newly diagnosed lung cancer cases and is clinically the most
aggressive form of lung cancer. Approximately one third of patients
with SCLC will present with limited-stage SCLC (LS-SCLC)." The
curative-intent standard-of-care therapy for patients with LS-SCLC
is platinum-based chemotherapy, which typically includes etoposide
plus either cisplatin or carboplatin, with concurrent thoracic
radiotherapy (concurrent chemoradiotherapy [cCRT]), followed by
prophylactic cranial irradiation (PCI), if indicated, and then
observation.” Although most patients will respond to initial cCRT,
the majority experience disease relapse. The median overall survival
(OS) has been 25 to 30 months, with a 5-year survival rate of 31%
to 34%.” Recent data with immune checkpoint inhibitors targeting
the programmed cell death-1 (PD-1)/programmed cell death ligand-
1 (PD-L1) pathway, combined with platinum-based chemotherapy,
have demonstrated improved clinical outcomes as first-line treat-
ment of patients with extensive-stage (ES)-SCLC, extending the
median OS to > 12 months for the first time for this population.”’
In the second-line, postplatinum setting, the median OS has been
only 5.4 months with topotecan,® emphasizing the importance of
improving outcomes with first-line treatment for all stages of SCLC.

Durvalumab is a selective, monoclonal antibody that blocks PD-L1
binding to PD-1 and CD80,” allowing T cells to recognize and kill
tumor cells. In the phase III PACIFIC study (ClinicalT'rials.gov iden-
tifier, NCT02125461), durvalumab reduced the risk of disease pro-
gression (PD) or death by 48% (stratified hazard ratio [HR], 0.52; 95%
confidence interval [CI], 0.42-0.65; P < .001; median, 16.8 vs. 5.6
months) and the risk of death by 32% (stratified HR, 0.68; 99.73% CI,
0.47-0.997; P = .0025; median, not reached vs. 28.7 months)
compared with placebo, in patients with unresectable, stage III non-
small-cell lung cancer (NSCLC) without PD after platinum-based
chemoradiotherapy.®” Durvalumab, with or without the ant-
cytotoxic T-lymphocyte-associated antigen-4 monoclonal antibody,
tremelimumab,'? is also currently in development for the treatment of
LS-SCLC and ES-SCLC. In early-phase studies (Clinical Trials.gov
identifiers, NCT01693562, NCT 02261220, NCT02937818), dur-
valumab, with or without tremelimumab, demonstrated durable clin-
ical activity and a manageable safety profile for patients with pretreated
ES-SCLC."'""'® The addition of durvalumab, with or without trem-
elimumab, to etoposide plus either carboplatin or cisplatin (platinum-
etoposide) is also being evaluated as first-line treatment for patients with
ES-SCLC in the CASPIAN study (ClinicalTrials.gov identifier,
NCT03043872). At the interim analysis, CASPIAN demonstrated a
statistically significant and clinically meaningful improvement in OS
for patients treated with durvalumab plus platinum-etoposide
compared with platinum-etoposide alone (HR, 0.73; 95% CI, 0.59-
091; P= .0047).S The clinical activity of durvalumab, with or without
tremelimumab, observed in ES-SCLC suggests that these agents might
also confer clinical benefits for patients with LS-SCLC.

The ADRIATIC study (ClinicalTrials.gov  identifier,
NCT03703297) will build on this background by investigating
the efficacy and safety of durvalumab, with or without trem-
elimumab, as consolidation therapy for patients with LS-SCLC
without PD after ¢cCRT. In the present report, we have
described the study design.

Materials and Methods
Study Design

ADRIATIC is a phase III, randomized, double-blind, placebo-
controlled, multicenter, global study in patients with LS-SCLC.
Approximately 600 patients from 17 countries across Asia, Europe,
and North and South America will be randomized (1:1:1) to receive
1 of the following treatment regimens within 1 to 42 days of
completing cCRT (and PCI treatment, if indicated by the local
standard-of-care protocols): durvalumab monotherapy (1500 mg
intravenously [IV] every 4 weeks [q4w]) combined with placebo
(saline IV q4w) for 4 cycles, followed by durvalumab (1500 mg IV
q4w); durvalumab (1500 mg IV q4w) combined with trem-
elimumab (75 mg IV g4w) for 4 cycles, followed by durvalumab
(1500 mg IV g4w); or placebo (saline IV q4w) combined with a
second saline solution IV q4w for 4 cycles each, followed by a single
saline solution IV q4w (Figure 1). Treatment will continue until PD
in accordance with the Response Evaluation Criteria in Solid Tu-
mors, version 1.1 (RECIST vl.1), intolerable toxicity, or a
maximum of 24 months, whichever comes first. Randomization will
be stratified by stage (I/II vs. III) using the TNM classification and
receipt of PCI (yes vs. no) to ensure that study arms are balanced for
prognostic factors.

Key Eligibility Criteria

Patients must be > 18 years old and have documented histologic
or cytologic LS-SCLC, World Health Organization/Eastern
Cooperative Oncology Group performance status 0 or 1, an esti-
mated life expectancy of > 12 weeks, and a complete response, a
partial response, or stable disease after definitive, platinum-based
cCRT (Table 1). The patients must have received cCRT before
study entry, with the chemotherapy component consisting of 4
cycles of platinum and IV etoposide. Patients with disease control
after receiving only 3 cycles of platinum-based chemotherapy might
also be eligible at the discretion of the investigator. Radiotherapy
must have been initiated no later than the end of cycle 2 of
chemotherapy and should consist of either 60 to 66 Gy within 6
weeks (standard once-daily schedule) or 45 Gy within 3 weeks
(hyperfractionated twice-daily schedule). PCI is permitted at the
investigator’s discretion and must be conducted after completion of
cCRT and within 1 to 42 days of first study treatment. Patients will
be excluded if they have ES-SCLC, mixed SCLC and NSCLC
histologic features, any unresolved grade > 2 adverse event (AE)
after cCRT, any history of grade > 2 pneumonitis (except for
resolved infective pneumonitis), or active or previous documented
autoimmune or inflammatory disorders or uncontrolled intercurrent

illness.

Study Endpoints

The primary endpoints are progression-free survival (PES), assessed
by blinded independent central review per RECIST v1.1, and OS.
The secondary endpoints include OS at 24 and 36 months, PES at 18
and 24 months, objective response rate, time to death or distant
metastasis (TTDM), time from randomization to second progression,
and safety and tolerability. Additional secondary endpoints include
symptoms and health-related quality of life (HRQoL) using the
European Organization for Research and Treatment of Cancer
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Figure 1

Study Design. *Concurrent Chemoradiotherapy (cCRT) and Prophylactic Cranial Irradiation (PCl) Must Be Completed Within
1 to 42 Days Before Randomization and Treatment Initiation. 'Three Cycles of Platinum-based Chemotherapy Is Permitted if
Disease Control Was Achieved and No Additional Benefit Can Be Expected From an Additional Cycle as Determined by the

Investigator. “The Radiotherapy Component Must Have Been Initiated No Later Than the End of Cycle 2 of Chemotherapy and
Consist of Either 60 to 66 Gy Over 6 weeks (Standard Once-daily Schedule) or 45 Gy Over 3 Weeks (Hyperfractionated
Twice-daily Schedule)

Stratification factors
Stage (I/Il vs II)
PCI (yes vs no)

Durvalumab 1500 mg +
placebo tremelimumab g4w
for four doses, followed by
durvalumab 1500 mg q4w
* LS-SCLC (Stage I-ll) {n=200) N . g’;s
« WHO/ECOG PS 0 or 1 Durvalumab 1500 mg + Treatment until

: RECIST v1.1-defined
LRI E U G PD, until intolerable

. o] Primary endpoints
Inclusion criteria v P

Secondary endpoints

* Received four cycles of cCRT* 1+ >
‘ for fOL:I‘ dose?, followed4by toxicity, or a maximum OS at 24 and 36 months
+ Achieved CR, PR or SD durvalumab 2gg0 mg q4w of 24 months, PFS at 18 and 24 months
post-cCRT & ) whichever occurs first + ORR
« PCI* (as indicated) received after Placebo durvalumab + . ;;gg/l

completion of cCRT

placebo tremelimumab gq4w
for four doses, followed by
placebo durvalumab q4w
(n~200)

Safety and tolerability

Abbreviations: CR = complete response; ECOG = Eastern Cooperative Oncology Group; IV = intravenous; LS-SCLC = limited-stage small-cell lung cancer; ORR = objective response rate; 0S =
overall survival; PCl = prophylactic cranial irradiation; PD = progressive disease; PFS = progression-free survival; PFS2 = interval from randomization to second progression; PR = partial response;
PS = performance status; g4w = every 4 weeks; R = randomization; RECIST v1.1 = Response Evaluation Criteria in Solid Tumors, version 1.1; SD = stable disease; TTDM = time to death or
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distant metastasis; WHO = World Health Organization.

quality-of-life questionnaires (QLQ-C30, version 3, and QLQ-
LC13), pharmacokinetics, and immunogenicity. Tissue samples
will be collected for exploratory analyses of, but not limited to, PD-L1
expression and the tumor mutational burden.

Study Assessments

Objective tumor assessments will be performed by blinded in-
dependent central review and investigator assessment using RECIST
v1.1. The assessments will be conducted at screening and every 8
weeks for the first 72 weeks after randomization, followed by every
12 weeks up to week 96 and then every 24 weeks thereafter until
RECIST vl.1-defined PD, with 1 additional follow-up scan, if
clinically feasible. AEs will be graded using the Common Termi-
nology Criteria for Adverse Events, version 4.03.

Statistical Analysis

The full analysis set (all randomized patients) will be used for all
efficacy analyses, including patient-reported outcomes. The safety
and tolerability data will be presented by treatment groups using the
safety analysis set (all patients who have received > 1 dose of study
treatment). Stratified log-rank tests will be used for the primary,
secondary, and sensitivity analyses of PFS, the primary and sec-
ondary analyses of OS, and the analyses of TTDM, time from
randomization to second progression, and time to HRQoL, symp-
tom and function deterioration. Kaplan-Meier estimates will be
used to assess the landmark PFS and OS rates and the sensitivity
analyses of OS. A logistic regression model will be used for all ORR
analyses and symptom improvement rates. The baseline de-
mographic data, AEs, and HRQoL and function improvement rates
will be summarized using descriptive statistics.
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Ethical Considerations

The study is being conducted in accordance with the protocol
and the Declaration of Helsinki and Council for International
Organizations of Medical Sciences International Ethical Guidelines.
The independent ethics committee/institutional review board at all
participating sites has approved the study protocol. All patients will
provide written informed consent before study enrollment. It will be
possible to obtain data underlying the findings described in the final
report for this study in accordance with AstraZeneca’s data sharing
policy (available at: https://astrazenecagrouptrials.pharmacm.com/
ST/Submission/Disclosure).

Conclusions

New treatment options are required for patients with LS-SCLC.
The phase IIT ADRIATIC study is designed to assess the efficacy
and safety of durvalumab, with or without tremelimumab, as
consolidation therapy for patients with LS-SCLC without evidence
of PD after platinum-based cCRT. The rationale for this study is
supported by evidence from PACIFIC, which demonstrated
enhanced efficacy outcomes with durvalumab after cCRT in pa-
tients with unresectable, stage III NSCLC.*’ The results from
PACIFIC have also suggested that ¢cCRT might have a priming
effect on tumors for a response to anti-PD-1/PD-L1 therapy.®”'*">
Additionally, recent data demonstrating improved clinical outcomes
with immune checkpoint blockade targeting the PD-1/PD-LI
pathway for patients with ES-SCLC, including as first-line treat-
ment,”” have suggested that these therapies might have a role in
carlier stages of disease. Finally, future opportunities to optimize the
use of immune checkpoint blockade for patients with LS-SCLC,
including exploratory analyses to investigate correlations between
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Table 1 Key Inclusion and Exclusion Criteria

Key Criteria
Inclusion
Written informed consent
Age > 18 years at screening
Documented histologic or cytologic evidence of LS-SCLC (stage I-Ill; stage | or Il must be medically inoperable)
WHO/ECOG performance status of 0 or 1 at enrollment and randomization
Received first-line cCRT (as defined)

Received 4 cycles of chemotherapy containing platinum and IV etoposide concurrent with RT administered as per local standard of care regimens, which must
be completed within 1-42 days before randomization and the first dose of investigational product

Received a total dose of RT of 60-66 Gy over 6 wk for standard QD RT schedules or 45 Gy over 3 wk for hyperfractionated BID RT schedules
RT must have begun no later than the end of cycle 2 of chematherapy

Three cycles of platinum-based chemotherapy concurrent with RT is permitted if disease control was achieved and no additional benefit can be expected from
an additional cycle of chemotherapy as determined by the investigator

Patients must have achieved CR, PR, or SD, without PD after definitive, platinum-based cCRT

PCl can be delivered per investigator discretion and local standard of care and must be conducted after cCRT has completed and within 1-42 days before
randomization and first dose of investigational product

Availability of tumor tissue
Adequate organ and bone marrow function and estimated life expectancy of > 12 wk
Exclusion
Mixed SCLC and NSCLC histologic features
Extensive-stage SCLC
Received regimens other than etoposide and platinum as consolidation chemotherapy after RT completion
Received sequential chemoradiotherapy for LS-SCLC
PD during cCRT
Patients with any history of grade > 2 pneumonitis (except for resolved infective pneumonitis)
Active or previous documented autoimmune or inflammatory disorders or uncontrolled intercurrent illiness
History of another primary malignancy, leptomeningeal carcinomatosis or primary immunodeficiency, or active infection
Any unresolved toxicity (CTCAE grade > 2) from previous chemoradiotherapy
Active infection, including tuberculosis, HIV, hepatitis B and C

Abbreviations: BID = twice daily; cCRT = concurrent chemoradiotherapy; CR = complete response; CTCAE = Common Terminology Criteria for Adverse Events; ECOG = Eastern Cooperative Oncology Group; HIV = human immunodeficiency virus; IV = intravenous;
LS = limited-stage; NSCLC = non—small-cell lung cancer; PCl = prophylactic cranial irradiation; PD = disease progression; PR = partial response; QD = once daily; RT = radiotherapy; SCLC = small-cell lung cancer; SD = stable disease; WHO = World Health Organization;
wk = weeks.
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biomarker expression and the response to treatment, will be based
on advances in our understanding of the disease. Recruitment for
the phase III ADRIATIC study began in September 2018 and is
ongoing.
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