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Abstract

IMPORTANCE The PACIFIC trial established consolidation durvalumab as the standard of care
following chemoradiotherapy (CRT) for patients with unresectable stage Ill non-small cell lung
cancer (NSCLC). Understanding its benefit in routine US clinical practice is critical.

OBJECTIVE To report characteristics, treatment patterns, and outcomes of patients who did or did
not receive durvalumab.

DESIGN, SETTING, AND PARTICIPANTS Two prespecified cohorts were curated in this
retrospective cohort study (SPOTLIGHT). Deidentified patient-level data from a US database
(Flatiron Health) were analyzed. Patients had unresectable stage Il NSCLC, were diagnosed on or
after January 1, 2011, had 2 or more visits on or afterward, and received CRT. Data were analyzed from
May 2021 to October 2023.

EXPOSURES Patients started durvalumab after CRT (durvalumab cohort) or ended CRT without
durvalumab (nondurvalumab cohort) by June 30, 2019, to allow 15 or more months of follow-up from
CRT end.

MAIN OUTCOMES AND MEASURES End points included progression-free survival (PFS), overall
survival (OS), time to first subsequent therapy or death (TFST), and time to distant metastasis or
death (TTDM).

RESULTS The durvalumab cohort included 332 patients (median [IQR] age, 67.5 [60.8-74.0] years;
187 were male [56.3%], 27 were Black [8.7%], 33 were other races [10.7%], and 249 were White
[80.6%]) and the nondurvalumab cohort included 137 patients (median (IQR) age, 70.0 [64.0-75.0]
years; 89 [65.0%] were male, 11 [8.9%] were Black, 19 [15.4%] were other races, and 93 [75.6%)]
were White). Most patients had a smoking history (durvalumab, 316 patients [95.2%] and
nondurvalumab, 132 patients [96.4%]) and Eastern Cooperative Oncology Group performance status
0 through 1 (durvalumab, 251 patients [90.9%] and nondurvalumab, 88 patients [81.5%]). Median
(IQR) CRT duration was 1.6 (1.4-1.8) months for the durvalumab cohort and 1.5 (1.4-1.8) months for the
nondurvalumab cohort. Median time to durvalumab discontinuation was 9.5 months (95% Cl,
7.8-10.6 months). Median TFST and TTDM were not reached (NR) in the durvalumab cohort and 8.3
months (95% Cl, 4.8-11.8 months) and 11.3 months (95% Cl, 6.4-14.5 months), respectively, in the
nondurvalumab cohort. Median PFS and OS were 17.5 months (95% Cl, 13.6-24.8 months) and NR in
the durvalumab cohort and 7.6 months (95% Cl, 5.2-9.8 months) and 19.4 months (95% Cl, 11.7-
24.0 months) in the nondurvalumab cohort. In Cox regression analyses of patients who completed
concurrent CRT without progression, durvalumab was associated with a lower risk of progression or
death (hazard ratio [HR], 0.36; 95% Cl, 0.26-0.51) and lower risk of death (HR, 0.27; 95% ClI,
0.16-0.43), adjusted for prior platinum agent and patient characteristics.

(continued)
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Key Points

Question Is consolidation durvalumab
after chemoradiotherapy (CRT) in
routine US clinical practice associated
with better outcomes in patients with
unresectable stage Il non-small cell lung
cancer (NSCLC)?

Findings In this cohort study,
durvalumab after CRT was associated
with lower risk of progression and/or
death, with the findings consistent with
the phase 3 PACIFIC trial.

Meaning This study suggests support
for continued use of consolidation
durvalumab after CRT as the standard of
care for patients with unresectable
stage Il NSCLC.
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Abstract (continued)

CONCLUSIONS AND RELEVANCE In this cohort study, findings were consistent with PACIFIC, and
durvalumab was associated with a lower risk of progression and/or death. Further investigation is
warranted to explain why patients did not receive durvalumab after its approval.

JAMA Network Open. 2024;7(4):e247542. doi:10.1001/jamanetworkopen.2024.7542

Introduction

Approximately 30% of patients with non-small cell lung cancer (NSCLC) present with stage Il
disease, which is unresectable in most cases. Historically, the standard of care for unresectable stage
11 NSCLC (stage Il UR-NSCLC) was platinum-based chemotherapy administered concurrently with
radiotherapy (cCRT) with curative intent. However, most patients recurred after cCRT with median
progression-free survival (PFS) of 8 to 9 months and 5-year overall survival (OS) rates of
approximately 13% to 20%. Additionally, survival was not improved with induction or consolidation
chemotherapy or other systemic therapies.?° The placebo-controlled phase 3 Global Study to
Assess the Effects of MEDI4736 Following Concurrent Chemoradiation in Patients With Stage IlI
Unresectable Non-Small Cell Lung Cancer (PACIFIC) trial established up to 12 months of consolidation
durvalumab as the new standard of care for patients with stage Il UR-NSCLC and no progression
following cCRT."2

Durvalumab is a human immunoglobulin G1 monoclonal antibody that selectively binds to
programmed cell death ligand-1 (PD-L1), blocking its interaction with programmed cell death-1(PD-1)
and CD8O0, and thereby enhancing T-cell activation and promoting antitumor response.™ In PACIFIC,
durvalumab significantly improved the primary end points of PFS and OS with manageable safety,™?
findings reinforced by updated analyses at 5 years' follow-up,'* when median OS was 47.5 months
with durvalumab vs 29.1 months with placebo, and the estimated 5-year OS rate was 42.9% vs
33.4%, respectively; median PFS was 16.9 vs 5.6 months. These findings have led to global regulatory
approvals of durvalumab and broad acceptance of the PACIFIC regimen in clinical practice.

It is critical to understand whether use of durvalumab after CRT in routine practice
demonstrates comparable benefit with that in clinical trials. The effectiveness of the PACIFIC regimen
was recently demonstrated in an observational study of patients outside the US (PACIFIC-R),"™ which
sheds further light on how patients are treated on an everyday basis.

Here, we report results from SPOTLIGHT, a retrospective cohort study designed to describe the
characteristics, treatment patterns, and outcomes of US patients with stage Il UR-NSCLC treated
with CRT who did or did not receive durvalumab after CRT. We also report findings from exploratory
analyses that compared outcomes in the subset of patients with no progression following cCRT (to
mirror patient eligibility in PACIFIC).

Methods

Study Design and Data Source

This retrospective cohort study used deidentified, patient-level data extracted from the US Flatiron
Health database (description in eMethods in Supplement 1) for a sample of patients with stage IlI
UR-NSCLC who had received CRT (eFigure 1in Supplement 1). The database has been independently
certified as statistically deidentified and, therefore, did not require institutional review board
approval or informed consent. The study included patients diagnosed with stage Il UR-NSCLC on or
after January 1, 2011. Two prespecified cohorts were curated: the durvalumab cohort comprised
patients treated with CRT followed by durvalumab, and the nondurvalumab cohort comprised
patients treated with CRT followed by either regimens that did not contain durvalumab or no
subsequent treatment. Patients in the durvalumab cohort must have started durvalumab after CRT
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between February 1, 2018, and June 30, 2019, to allow 15 or more months potential follow-up from
initiation of durvalumab to the data cutoff date of September 30, 2020. For the nondurvalumab
cohort, the end of CRT had to be before or on June 30, 2019, to allow the same potential minimum
duration of follow-up from the end of CRT (eFigure 2 in Supplement 1). The study was run in
accordance with ethical principles consistent with the Declaration of Helsinki, International
Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for
Human Use, Good Clinical Practice, Good Pharmacoepidemiology Practice, and applicable legislation
on noninterventional and observational studies. The study followed the Strengthening the Reporting
of Observational Studies in Epidemiology (STROBE) reporting guideline.

Patients

Patients meeting inclusion criteria were aged 18 years or older with stage Ill (A, B, C, or unknown)
NSCLC at initial diagnosis (defined in International Classification of Diseases, Ninth Revision [162.x] or
Tenth Revision [C34.x or C39.9 codes]), who had received CRT and had 2 or more documented clinical
visits in the Flatiron network on or after January 1, 2011 (eFigure 1in Supplement 1). Patients were
excluded if they had a 90-day or more gap between diagnosis and their first structured activity (a
recording of vital information, a medication administration, a noncanceled drug order, or a laboratory
test), had undergone complete resection before starting CRT, or were enrolled in a clinical trial before
end of CRT. Additionally, patients in the durvalumab cohort who had surgery before initiation of
durvalumab were excluded, and patients in the nondurvalumab cohort who had surgery before
initiation of CRT or after initiation of CRT but before the next treatment were excluded.

End Points

The primary study objectives were to describe the demographic and clinical characteristics (with self-
reported race and ethnicity recorded as described in eMethods in Supplement 1), treatment patterns,
and outcomes of patients with stage Ill UR-NSCLC who started CRT. Race was assessed in this study
because one of the primary objectives of the study was to describe the demographics and clinical
characteristics of patients. The primary end points were time to first subsequent therapy or death
(TFST), defined as the time to the earlier of either the start of first subsequent anticancer therapy.
including surgery, or death; and time to death or distant metastasis (TTDM), defined as the time to
the earlier of the first date of distant metastasis or death. Key secondary end points included time
from end of CRT to start of durvalumab, number of durvalumab infusions, and the rate of
prespecified adverse events (AEs) of interest: pneumonitis, esophagitis, and pain (general or local)
during CRT as well as durvalumab treatment.

Exploratory end points comprised PFS and OS. PFS was defined as the time until progression or
death from any cause, while OS was defined as the time to death from any cause. A patient was
considered to have progressed if there was a record of progression or metastasis; in the absence of
such records, a patient was considered to have progressed if he or she started subsequent anticancer
therapies and discontinued durvalumab for reasons other than toxic effects. For OS analyses,
patients who died after data cutoff were censored at the data cutoff date, while those lacking a
record of death were censored at the earlier of a confirmed activity (eg, in-person hospital visit or
treatment receipt) or the data cutoff date.

Statistical Analysis
All analyses were performed with SAS version 9.4 or higher (SAS Institute), and R version 4.1.0 (R
Project for Statistical Computing). Descriptive analyses were conducted to evaluate time-to-event
end points (time to durvalumab discontinuation, TFST, TTDM, PFS, and OS) per Kaplan-Meier
method. Medians with 2-sided 95% Cl and landmark rates were reported. The index date was
durvalumab initiation for the durvalumab cohort and CRT initiation for the nondurvalumab cohort.
As a comparative analysis and to mirror patient eligibility in PACIFIC, exploratory analyses
compared PFS and OS in patients who completed (without progressing during) cCRT (described in

[5 JAMA Network Open. 2024,7(4):e247542. doi:10.1001/jamanetworkopen.2024.7542 April 22,2024 3/

Downloaded from jamanetwork.com by guest on 09/06/2026


https://jama.jamanetwork.com/article.aspx?doi=10.1001/jamanetworkopen.2024.7542&utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamanetworkopen.2024.7542
http://www.equator-network.org/reporting-guidelines/strobe/
https://jama.jamanetwork.com/article.aspx?doi=10.1001/jamanetworkopen.2024.7542&utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamanetworkopen.2024.7542
https://jama.jamanetwork.com/article.aspx?doi=10.1001/jamanetworkopen.2024.7542&utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamanetworkopen.2024.7542

JAMA Network Open | Oncology Durvalumab After Chemoradiotherapy in Patients With Unresectable Stage Il NSCLC

eMethods in Supplement 1). Cox regression analyses were used to evaluate the association of
durvalumab with PFS and OS, separately, adjusting for prior platinum agent and available patient
characteristics (age, sex, race, region, histological examination, disease stage, smoking history, and
Eastern Cooperative Oncology Group [ECOG] performance status) at the end of CRT.

Sensitivity analyses were performed using treatment time-distribution matching,'® a different
method to address immortal time bias (described in eMethods in Supplement 1). Data were analyzed
from May 2021 to October 2023.

Results

The overall analysis set included a total of 469 patients with stage Il UR-NSCLC, including 332
patients who received consolidation durvalumab (durvalumab cohort) and 137 patients who did not
receive durvalumab (nondurvalumab cohort) (eFigure 1in Supplement 1). Patients were most
frequently from the south (221 patients [50.0%]) and the majority were treated at community
practices (447 patients [95.3%]) (eTable 1and eTable 2 in Supplement 1).

Durvalumab Cohort

Patients

In the durvalumab cohort (332 patients), the median (IQR) age was 67.5 (60.8-74.0) years. A total of
187 (56.3%) patients were male, 27 (8.7%) were Black, 33 (10.7%) were other races, 249 (80.6%)
were White, and 316 (95.2%) had a history of smoking; 251(90.9%) had a known ECOG performance
status of O to 1, and either stage Il1A (194 patients [58.4%)]) or I1IB (128 patients [38.6%]) disease at
initial diagnosis (eTable Tin Supplement 1). In addition, 36 evaluable patients (65.5%) had positive (ie,
=1%) PD-L1tumor cell expression and 56 patients (91.8%) had negative (ie, wild-type) EGFR variant
status; the numbers of patients with missing data for each were high (277 and 271 patients,
respectively).

Treatment Patterns

Median (IQR) duration of CRT was 1.6 (1.4-1.8) months (eTable 3 in Supplement 1). Most patients (309
of 332 patients [93.1%]) received complete cCRT; the majority (285 patients [85.8%)]) received
carboplatin-based chemotherapy, most frequently carboplatin-paclitaxel (243 patients [73.2%]). The
main reasons for stopping CRT were treatment completion (289 patients [87.0%]) and toxic effects
(43 patients [13.0%]); no patients discontinued CRT due to progression.

Median (IQR) time from end of CRT to start of durvalumab was 42 (29-65) days with 167
patients (50.3%) starting durvalumab within the suggested period of 42 days after the end of CRT.
Patients received a median (range) of 16.5 (1-60) durvalumab infusions, administered every 2 weeks.
At data cutoff, 314 patients (94.6%) had discontinued durvalumab, primarily due to completing
treatment based on physician assessment (133 patients [40.1%)]), progression (72 patients [21.7%]),
or treatment AEs (63 patients [19.0%]) (eTable 4 in Supplement 1). Discontinuation within 3 months
of starting durvalumab was most commonly due to toxic effects (34 patients [42.5%]), and between
3 and 6 months was most commonly due to disease progression (18 patients [48.6%]). Median time
to durvalumab discontinuation was 9.5 months (95% Cl, 7.8-10.6 months); 40.5% of patients
received treatment for 11 months or more (Figure 1; eTable 3 in Supplement 1). After stopping
durvalumab, 103 of 332 patients (31.0%) received subsequent anticancer therapy (eTable 5in
Supplement 1).

Effectiveness

Median TFST and median TTDM were not reached (NR) (eFigure 3 in Supplement 1). Median PFS was
17.5 months (95% Cl, 13.6-24.8 months), with a 24-month PFS rate of 44.4% (95% Cl, 38.4%-50.3%)
(eFigure 4 in Supplement 1). Median OS was NR; the rate of OS at 24 months was 71.5% (95% ClI,
65.6%-76.6%) (eFigure 4 in Supplement 1).
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Safety

In the durvalumab cohort, 275 patients (82.8%) reported AEs of interest during CRT, including pain
(218 patients [65.7%]), esophagitis (144 patients [43.4%]), and pneumonitis (21 patients [6.3%]).
which were not mutually exclusive (ie, patients may have had more than 1 AE of interest) (eTable 6 in
Supplement 1). After initiation of durvalumab, 270 (81.3%) developed at least 1 AE of interest,
including pain (252 patients [75.9%]), pneumonitis (79 patients [23.8%]), and esophagitis (10
patients [3.0%]), which were not mutually exclusive (eTable 7 in Supplement 1). Overall, 30 patients
(9.0%) discontinued a durvalumab-based regimen due to an AE of interest, most commonly
attributed to pneumonitis (23 patients [6.9%]), although this could be due to a combination of AEs
of interest (eTable 7 in Supplement 1).

Nondurvalumab Cohort

Patients

The median (IQR) age of the 137 patients in the nondurvalumab cohort was 70.0 (64.0-75.0) years.
A total of 89 patients (65.0%) were male, 11 (8.9%) were Black, 19 (15.4%) were other races, and 93
(75.6%) were White; most had a history of smoking (132 patients [96.4%]), known ECOG
performance status O to 1(88 patients [81.5%]), and either stage IlIA (89 patients [65.0%]) or 1IIB
(45 patients [32.8%]) disease (eTable 2 in Supplement 1); in addition, 14 evaluable patients (56.0%)
had positive (ie, =1%) PD-L1tumor cell expression, and 27 patients (84.4%) had a negative (ie,
wild-type) EGFR variant status; the numbers of patients with missing data for each were high (112 and
105 patients, respectively).

Treatment Patterns

In the nondurvalumab cohort, median (IQR) duration of CRT was 1.5 (1.4-1.8) months, with 98
patients (71.5%) receiving complete cCRT (eTable 8 in Supplement 1). Overall, the majority of
patients received carboplatin-based chemotherapy (117 patients [85.4%]), most commonly
carboplatin-paclitaxel (96 patients [70.1%]). The main reasons for stopping CRT were treatment
completion (86 patients [62.8%]) and treatment toxic effects (26 patients [19.0%]); 5 patients
(3.6%) discontinued CRT due to progression.

Effectiveness

Median TFST was 8.3 months (95% Cl, 4.8-11.8 months), while median TTDM was 11.3 months (95%
Cl, 6.4-14.5 months) (eFigure 5 in Supplement 1). Median PFS was 7.6 months (95% Cl, 5.2-9.8
months), with a 24-month PFS rate of 8.8% (95% Cl, 3.8%-16.5%) (eFigure 6 in Supplement 1).
Median OS was 19.4 months (95% Cl, 11.7-24.0 months), with a 24-month OS rate of 41.0% (95% Cl,
30.7%-51.1%) (eFigure 6 in Supplement 1).

Figure 1. Time to Durvalumab Treatment Discontinuation in the Durvalumab Cohort
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Safety

In the nondurvalumab cohort, 103 patients (75.2%) reported AEs of interest during CRT, including
pain (89 patients [65.0%]), esophagitis (47 patients [34.3%]), and pneumonitis (8 patients [5.8%]).
These AEs were not mutually exclusive (ie, patients may have had more than 1AE of interest)
(eTable 6 in Supplement 1).

Exploratory Analyses

Main Analyses

A total of 299 of 332 patients from the durvalumab cohort and 77 of 137 patients from the
nondurvalumab cohort met the conditions for inclusion in the exploratory analyses. Patient
characteristics were largely similar between the 2 groups analyzed (Table). However, the
durvalumab group vs nondurvalumab group had a lower proportion of patients who were aged 65
years or older (184 patients [61.5%] vs 56 patients [72.7%]), Black or African American (23 patients
[8.1%] vs 8 patients [11.4%]), from the South (134 patients [47.3%)] vs 42 patients [59.2%]) or had
ECOG performance status higher than 1(26 patients [10.8%] vs 8 patients [17.4%]), and a higher
proportion of patients with stage I11B/IlIC disease at initial diagnosis (126 patients [42.1%] vs 21
patients [27.3%)]).

Median PFS was 20.0 months (95% Cl, 16.2 months-not estimable [NE]) in the durvalumab
group and 10.2 months (95% Cl, 6.7-12.4 months) in the nondurvalumab group (Figure 2); 12-month
PFS rates were 63.8% (95% Cl, 57.9%-69.1%) and 40.2% (95% Cl, 27.3%-52.8%), respectively, and
24-month PFS rates were 47.8% (95% Cl, 41.5%-53.8%) and 12.3% (95% Cl, 4.7%-23.8%). In the Cox
regression analysis for PFS (adjusted for prior platinum agent and patient characteristics),
durvalumab was associated with a lower risk of progression or death (HR, 0.36; 95% Cl, 0.26-0.51).

Median OS in the durvalumab group was not reached vs 24.8 months (95% Cl, 13.4 months-NE)
in the nondurvalumab group (Figure 3); the 12-month OS rate was 88.6% (95% Cl, 84.3%-91.8%)
vs 68.0% (95% Cl, 53.9%-78.5%) and the 24-month OS rate was 75.4% (95% Cl, 69.5%-80.3%) vs
50.3% (95% Cl, 35.7%-63.2%). In the Cox regression analysis for OS (adjusted for prior platinum
agent and patient characteristics), durvalumab was associated with a lower risk of death (HR, 0.27;
95% Cl, 0.16-0.43). The results of sensitivity analyses for the main exploratory analyses were
consistent, as summarized in eFigure 7, eFigure 8, and eFigure 9 in Supplement 1.

Discussion

Findings from SPOTLIGHT were consistent with PACIFIC,"">'* demonstrating the effectiveness of
durvalumab in everyday US clinical practice and increasing our understanding of the management of
patients with stage Il UR-NSCLC. In exploratory analyses of patients with no progression following
cCRT, which mirrored patient eligibility in PACIFIC, those who received durvalumab had better
outcomes vs patients who did not, despite relatively similar patient demographic and clinical
characteristics; however, it should be acknowledged that data pertaining to ECOG performance
status, PD-L1tumor cell expression, and molecular testing (ie, the presence of an EGFR variant), all of
which can impact immunotherapy decisions in this setting, "'
consistent with effectiveness data recently reported for the PACIFIC-R study of non-US patients,
which did not include a comparative analysis of patients who did not receive durvalumab.’ With a
relatively short median follow-up, OS, TFST, and TTDM data in SPOTLIGHT were immature (medians
were not reached in the durvalumab group); however, the landmark rates appear consistent with

were incomplete. Findings were also

those in PACIFIC." Finally, the reductions in risk of progression or death (HR, 0.36) and in risk of
death (HR, 0.27), as associated with durvalumab treatment in SPOTLIGHT, were notable.

These US data suggest that, among patients with stage Ill UR-NSCLC receiving cCRT or sCRT,
most received cCRT, which is consistent with the clinical evidence' and consequential standard of
care recommendations for patients fit enough to tolerate cCRT. In PACIFIC, consolidation
durvalumab had to start within 42 days of completing CRT and continued for up to 12 months, with
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42.7% receiving 12 months." In SPOTLIGHT, median time to start of durvalumab was 42 days after
CRT end, and 40.5% received treatment for 11 or more months. In the PACIFIC-R study, median time
to durvalumab start was 56 days from CRT end and 19.8% of patients were treated for at least 12
months."™ Results from both studies suggest that many patients in everyday practice may start
durvalumab outside of the 42-day window after completing CRT. The reasons for this may be the

Table. Patient Demographics, Treatment, and Clinical Characteristics at the End of Chemoradiotherapy
(Main Exploratory Analyses)

Patients, No. (%)

Characteristic Durvalumab group (n = 299) Nondurvalumab group (n = 77)
Age, median (IQR), y 67.0 (60.0-74.0) 70.0 (64.0-74.0)
Age 265y 184 (61.5) 56 (72.7)
Sex
Male 167 (55.9) 46 (59.7)
Female 132 (44.1) 31 (40.3)
Race
Asian 6(2.1) 2(2.9)
Black or African American 23(8.1) 8(11.4)
White 228 (80.6) 51(72.9)
Other? 26(9.2) 9(12.9)
Missing® 16 7
Smoking history
Yes 284 (95.0) 73 (94.8)
No 15 (5.0) 4(5.2)
ECOG performance status®
0-1 214 (89.2) 38(82.6)
>1 26 (10.8) 8(17.4)
Missing® 59 31
AJCC disease stage at initial diagnosis®
1A 173 (57.9) 56 (72.7)
1B 116 (38.8) 20 (26.0)
1nic 10(3.3) 1(1.3)
Histology
Squamous 147 (50.9) 35(47.9)
Nonsquamous 142 (49.1) 38(52.1)
Missing® 10 4
PD-L1 tumor cell expression®
21% 35 (66.0) 8(66.7)
<1% 18 (34.0) 4(33.3)
Missing® 246 65
EGFR variant status®
Negative 54 (94.7) 14 (100)
Positive 3(5.3) 0
Missing/unknown/indeterminate® 242 63
Region
South 134 (47.3) 42 (59.2)
Midwest 70 (24.7) 11 (15.5)
Northeast 44 (15.5) 11 (15.5)
West 35 (12.4) 7(9.9)
Missing® 16 6
Prior platinum agent
Any cisplatin 45 (15.1) 8(10.4)
Carboplatin only 254 (84.9) 69 (89.6)

Abbreviations: AJCC, American Joint Committee on
Cancer; ECOG, Eastern Cooperative Oncology Group;
PD-L1, programmed cell death-ligand 1.

2 The groups included in other race are not specified in
the database.

b Missing values were not imputed; all reported
percentages were calculated using the number of
patients with available data as the denominator.

¢ Between the chemoradiotherapy (CRT) end date and
42 days after the CRT end date, inclusive.

d Based on the date range that patients were
diagnosed in this study, they may have been
diagnosed according to either the 7th or 8th editions
of the AJCC Cancer Staging Manual.

€ No PD-L1or EGFR data were available within 4 weeks
before or after the end of CRT, so this is, instead,
within 4 weeks before or after the date of the start of
CRT. If multiple records were available, the record
closest to the CRT start date is reported. If a patient
had values both before and after the CRT start date
of the same duration of time from that date, then the
value before the date was analyzed.
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challenges or inherent delays in arranging scans and scheduling the next line of therapy, as well as
patients’ recovery from toxic effects, in everyday clinical practice vs a clinical trial.

The profile of prespecified AEs of interest in SPOTLIGHT were broadly in line with those already
known in this setting."2° Treatment-related pneumonitis is of particular concern as both thoracic
radiation and immunotherapy pose a risk of pneumonitis to a patient population that often has
underlying lung dysfunction secondary to comorbidities or lung function compromised by tumors
treated with CRT.2° Of note, differentiation between immunotherapy-induced and radiation-induced
pneumonitis can be difficult. However, in SPOTLIGHT, the reported incidence of pneumonitis during
durvalumab treatment (23.8%) was less than that typically observed in Asian patients,?' consistent
with that in PACIFIC (any-grade pneumonitis or radiation pneumonitis, 33.9%) and PACIFIC-R (any-
grade pneumonitis or interstitial lung disease, 17.9%), and did not lead to greater rates of treatment
discontinuation due to pneumonitis (6.9% in SPOTLIGHT, 6.3% in PACIFIC, and 9.5% in PACIFIC-R).

Limitations

The SPOTLIGHT study is limited by its retrospective, observational design. That said, we used
random sampling of patients from the Flatiron database during an initial selection process to
minimize the effects of selection bias. In addition, for the main exploratory analyses, we adjusted for
the prior platinum agent and patient characteristics as assessed at the end of CRT (the time point
from which outcomes were measured), and the treatment benefit associated with durvalumab

Figure 2. Exploratory Analysis of Progression-Free Survival (PFS)
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Figure 3. Exploratory Analysis of Overall Survival (OS)
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remained evident, though there may be additional socioeconomic or patient frailty-related factors
that were not collected in this study. We addressed the potential for immortal time bias with a
different method in the sensitivity analyses, which also demonstrated the benefits of consolidation
durvalumab. Other limitations stem from those intrinsic to the Flatiron database; data are drawn
mainly from community practices within the Flatiron network and may have missing variables,
values, or records of visits. In addition, the definition of progression used in the analyses may not be
consistent with that used in clinical trials. Specifically, for PFS, a patient may have progressed some
time before the date of recorded disease progression. In SPOTLIGHT, however, we also evaluated
TFST and TTDM as supportive measures to PFS, and their landmark estimates were consistently
numerically higher in patients receiving consolidation durvalumab (eFigure 3 and eFigure 5 in
Supplement 1). Upcoming analyses of TFST and TTDM with more mature data will shed further light
on the potential clinical benefit of treatment. Finally, a more detailed analysis of toxic effects was not
available, as we limited collection of safety data to only 3 prespecified AEs of interest (albeit the most
prevalent ones).

Conclusions

In summary, patients with stage Ill UR-NSCLC who received durvalumab consolidation after CRT had
better outcomes than those who did not receive durvalumab, supporting continued use of
durvalumab as the standard of care. Further investigation of durvalumab administration patterns (eg,
factors leading to the decision not to administer durvalumab) is warranted to explain why patients
did not receive durvalumab after its approval.
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